
INSUCOMB 

 

TRADE NAME 

Insucomb 

 

INTERNATIONAL NONPROPRIETARY NAME 

Metformin + Glibenclamide 

 

CHEMICAL NAME 

Metformin hydrochloride 

N,N-Dimethyl-imidodicarbonimidic diamide hydrochloride 

Glibenclamide  

5-Chloro-N-(4-[N-(cyclohexylcarbamoyl)sulfamoyl]phenethyl)-2-methoxybenzamide 

 

PHARMACEUTICAL FORM 

Film-coated tablets. 

Description: 

Insucomb 500 mg/2.5 mg 
Pink colored round biconvex film coated tablets engraved with “2.5” on one side. 
 

Insucomb 500 mg/5 mg 
Yellow colored round biconvex film coated tablets engraved with “5” on one side. 
 

COMPOSITION 

Insucomb 500 mg/2.5 mg 

A film-coated tablet contains 

Active substances: metformin hydrochloride 500 mg, glibenclamide 2.5 mg. 

Excipients: povidone K30, cellulose microcrystalline, croscarmellose sodium, magnesium stearate. 

Film-coating composition: Opadry® II pink 85F240091 (polyvinyl alcohol, titanium dioxide, mac-

rogol, talc, red iron oxide). 

 

Insucomb 500 mg/5 mg 

A film-coated tablet contains 

Active substances: metformin hydrochloride 500 mg, glibenclamide 5 mg. 

Excipients: povidone K30, cellulose microcrystalline, croscarmellose sodium, magnesium stearate. 

Film-coating composition: Opadry® II yellow 85F220095 (polyvinyl alcohol, titanium dioxide, 

macrogol, talc, yellow iron oxide, tartrazine aluminum lake, sunset yellow FCF aluminum lake). 

 

ATC CODE A10BD02 

 

PHARMACOTHERAPEUTIC GROUP  

Metformin combined with sulfonylurea derivatives. 

 

PHARMACOLOGICAL PROPERTIES  

PHARMACODYNAMICS 

Insucomb is an oral combination hypoglycemic drug. Insucomb is a fixed combination of two 

hypoglycemic drugs of various pharmacological groups.  

Metformin refers to the biguanides group and decreases the content of both basal and postprandial 

glucose in blood plasma. Metformin does not initiate insulin secretion hence it does not induce 

hypoglycemia. It has 3 modes of action that are in:  

- decreasing glucose production by liver through inhibition of gluconeogenesis and glycogenoly-

sis; 



- increasing sensitivity of peripheral receptors to insulin, absorption and utilization of glucose by 

muscles cells;  

- retaining glucose absorbtion from gastro-intestinal tract (GIT).  

Also Metformin acts positively on lipid composition of blood, with decreasing total cholesterol 

level, LDL and TG.  

Glibenclamide refers to the group of sulfonylurea derivatives II generation. Promotion of insulin 

secretion by β-cells of pancreatic glands results in decrease of glucose content during treatment 

with Glibenclamide. 

Metformin and Glibenclamide have different modes of action but mutually supplement their hypo-

glycemic activity. Combination of two hypoglycemic drugs has synergetic effect regarding de-

crease of glucose content.  

PHARMACOKINETICS 

Metformin 

Following ingestion Metformin is sufficiently complete absorbed from the GIT. The peak plasma 

concentration is reached within 2.5 hours. Absolute bioavailability is 50% to 60%. Metformin is 

rapidly distributed in tissues, it slightly binds to plasma proteins.  

Elimination half-life (T1/2) is 6.5 hours on the average. It is very slightly metabolised and excreted 

renally. About 20%-30% of metformin is excreted by the GIT in unchanged form.  

Glibenclamide 

Following ingestion absorption from the GIT is more than 95%. The peak plasma concentration is 

reached in about 4 hours. Volume of distribution (Vd) is about 10 l. The plasma protein binding is 

99%.   

Glibenclamide is almost completely metabolized in liver with forming two inactive metabolites 

that are excreted renally (40%) and in a bile (60%). T1/2 is 4 to 11 hours. 

Pharmacokinetics in special medical cases  

İn patients with impaired renal function, renal clearance decreases as well as creatinine clearance 

(CC), with increasing T1/2 that leads to increase metformin concentration in blood plasma. Combi-

nation of metformin and Glibenclamide in one dosage form has similar bioavailability that tablets 

containing only metformin or Glibenclamide. Food intake does not affect bioavailability of met-

formin in combination with Glibenclamide as well as bioavailability of Glibenclamide. Indeed, 

absorption rate of Glibenclamide rises following food intake. 

 

THERAPEUTIC INDICATIONS 

Type 2 Diabetes mellitus in adults:  

- if diet therapy, physical exercises and previous monotherapy with metformin or Glibenclamide 

was ineffective; 

- to substitute previous therapy with two drugs (metformin and sulfonylurea derivatives) in pa-

tients with stable and well-controlled glycemic level.  

 

DOSAGE AND ADMINISTRATION 

Insucomb is ingested during food intake. Each drug administration should be accompanied by 

food with sufficiently high carbohydrates content to prevent hypoglycemia.  

Therapist designates dosage individually for each patient depending on glycemic level. İnitial dose 

of Insucomb is 500 mg/2.5 mg or 500 mg/5 mg once a day. To avoid hypoglicemia, initial dose 

should not be higher than daily dose of Glibenclamide (or equivalent dose of other previously ad-

ministrated sulfonylurea medications) or metformin, if they were used as first-line therapy. İt is 

recommended to increase dose by not more than 500 mg of metformin/5 mg Glibenclamide in a 

day every 2 or more weeks for achieving adequate control of glucose content in blood.  

Substitution of previous combined therapy with metformin and Glibenclamide: initial dose should 

not be higher than daily dose of Glibenclamide (or equivalent dose of other sulfonylurea medica-

tions) and metformin, administrated previously. Every 2 or more weeks after therapy initiation, 

dose is corrected depending on glycemic level.  



Maximum daily dose is 4 tablets of Insucomb 500 mg/5 mg or 6 tablets of Insucomb 500 mg/2.5 

mg. 

Dosage regimen is established individually.  

For dosage of 500 mg/2.5 mg: 

Once a day, at breakfast in the morning – if 1 tablet a day is indicated,  

Twice a day, in the morning and evening – if 2 or 4 tablets a day are indicated, 

3 times a day, in the morning, day and evening – if 3, 5 or 6 tablets a day are indicated.  

For dosage of 500 mg/5 mg: 

Once a day, at breakfast in the morning - if 1 tablet a day is indicated, 

Twice a day, in the morning and evening - if 2 or 4 tablets a day are indicated, 

3 times a day, in the morning, day and evening – if 3 tablets a day are indicated.  

For geriatric patients, dose is established taking into account renal function. İnitial dose shall not 

be higher than 1 tablet of Insucomb 500 mg/2.5 mg. İt is necessary to monitor renal function regu-

larly.  

 

CONTRAINDICATIONS 

- hypersensitivity to formulation constituents; 

- hypersensitivity to other sulfonylurea derivatives;  

- type I diabetes mellitus;  

- diabetic ketoacidosis;  

- diabetic precoma, diabetic coma;  

- renal insufficiency or impaired renal function (CK less than 60 ml/min);  

- acute states that may result in renal function changes: anhydration, serious infection, shock, in-

travascular administration of iodine-containing contrast media;  

- acute and chronic diseases that are accompanied with tissue hypoxia: heart and respiratory fail-

ure, recent myocardial infarction, shock;   

- hepatic failure; 

- porphyria; 

- concurrent miconazole administration;  

- large surgery;  

- chronic alcoholism, acute alcohol intoxication;  

- lactacidosis (incl. Past medical hystory);  

- hypocaloric diet (less than 1000 cal/day); 

- pregnancy; 

- lactation. 

 

SIDE EFFECTS 

Hereafter frequency parameters for side effects are defined in the following manner: very common 

(≥ 1/10); common (≥ 1/100, < 1/10); not common (≥ 1/1000, < 1/100); rare (≥ 1/10000, < 1/1000); 

very rare (< 1/10000). 

Gastrointestinal disorders: very common – nausea, vomiting, diarrhea, abdominal pain and inap-

petence. These symptoms usually occur in the beginning of treatment and in many cases clear up 

without treatment. To prevent the occurance of these symptoms, it is recommended to take the 

medicine in 2 or 3 administrations; also slow increase of dosage improves its tolerability.    

Hepatic disorders: very rare – hepatic function disorders or hepatitis demanding treatment cessa-

tion. 

Metabolic disorders: hypoglycemia; not common – acute hepatic porphyria and skin porphyria; 

very rare – lactacidosis. Long-term application of metformin results in decrease of vitamin B12 

absorption that is accompanied with decrease of its concentration in blood serum. With detecting 

megaloblastic anemia, it is necessary to take into account the possibility of such etiology. Disulfi-

ram-like reaction may occur with alcohol consumption.  



Blood and lymphatic system disorders: rare – leukopenia and thrombocytopenia; very rare – 

agranulocytosis, hemolitic anemia, panmyelophthisis, megaloblastic anemia and pancytopenia. 

These adverse events disappear after drug cessasion.  

Sensory organs disorders: common – taste perversion (metallic aftertaste). At the initial stage of 

treatment, temporal visual impairment may occur due to decrease of blood glucose content.  

Skin and subcutaneous tissue disorders: rare – skin reactions such as itch, urticaria, roseola rush; 

very rare – dermatic or viscerogenic allergic angiitis, erythema multiforme, exfoliative dermatitis, 

photosensitivity, urticaria resulting in shock development.  

Laboratory findings: not common – moderate rise of urea and creatinine levels in plasma blood; 

very rare – hyponatremia.  

 

SPECIAL WARNINGS 

It is not recommended to use medication in patient over 60 years performing labouring job as it is 

associated with increased risk of lactacidosis development.  

It is recommended to use medicine with care in patients with fever syndrome, adrenic insufficien-

cy, hypofunction of adenohypophisis, thyroid gland diseases with noncompensated disorder of 

thyroid gland function.  

During treatment with Insucomb, it is necessary to monitor regularly fasting blood glucose and its 

level after food intake.  

Lactacidosis 

Lactacidosis is a very rare but serious (heavy mortality in the absence of urgent treatment) compli-

cation, that may result in accumulation of metformin. Cases of lactacidosis in patients receiving 

metformin occured primarily in patients with diabetes mellitus with pronounced renal insufficien-

cy. It should take into account other complementary risk factors, such as poorly-controlled diabe-

tes, ketosis, fasting for days, excessive alcohol intake, hepatic failure and any condition, associated 

with pronounced hypoxia. It should take into account risk of lactacidosis development with occur-

rence of non-specific signs, such as muscle cramps accompanied with dyspeptic events, abdominal 

pain and distress. In severe cases, acidotic dyspnea, hypoxia, hypothermia and coma may be ob-

served.   

Diagnostic laboratory parameters are: low blood pH, lactate plasma concentration higher than 5 

mmol/l, increased anion gap and ratio of lactate and pyruvate.  

Hypoglycemia 

Insucomb contains Glibenclamide, so drug administration is accompanied with the risk of hypo-

glycemia in patients. Gradual dose titration following treatment initiation may prevent hypogly-

cemia. This treatment may be indicated only in patients adhering to regular food acceptance (in-

cluding breakfast). It is important to ingest carbohydrates regularly, as risk of hypoglycemia occur-

rence increases with late eating, insufficient or unbalanced carbohydrates consumption. Hypogly-

cemia the most probably occurs when keeping hypocaloric diet, following intense or sustainable 

physical exercise, with alcohol consumption or at administration of combination of hypoglycemic 

drugs.  

Due to compensatory reactions generated by hypoglycemia, sweating, fear, tachycardia, hyperten-

sion, palpitation, cardiac angina and arrhythmia may occur. The last symptoms may not occur, if 

hypoglycemia develops slowly, in the case of autonomic neuropathy or at simultaneous admin-

istration of β-adrenergic blockers, clonidine, reserpine, guanetedin or sympathomimetics. In pa-

tients with diabetes mellitus other symptoms of hypoglycemia may occur: headache, hunger, nau-

sea, vomiting, pronounced fatigue, sleeping disorder, agitation, aggression, impaired concentration 

and psychomotor reactions, depression, mental confusion, paraphasia, paropsis, trembling, paraly-

sis, paresthesia, dizziness, delirium, convulsions, drowsiness, unconsciousness, shallow breast and 

bradycardia. 

Careful drug prescription, dosing and proper instructions for patients are very important for de-

creasing the risk of hypoglycemia. If in patients repeated cases of severe hypoglycemia occur, 

consideration should be given to the option of other variants of treatment.   



Factors promoting the occurrence of hypoglycemia:  

- simultaneous alcohol consumption, especially under fasting conditions;  

- refusal or (particularly in geriatric patients) patient’s inability to work in with a therapist and ad-

here to recommendations, set out in patient information leaflet;  

- malnutrition, irregular eating, fasting or changes in diet;  

- imbalance between physical activity and carbohydrates consumption;  

- renal failure;  

- severe liver impairment; 

- overdosage of Insucomb; 

- specific endocrine disorders: thyroid insufficiency, pituitary and adrenic insufficiency; 

- simultaneous administration of specific drugs.  

Renal and hepatic failure  

Pharmacokinetics and/or pharmacodynamics may change in patients with hepatic failure or severe 

renal failure. Hypoglycemia occurring in such patients may be sustained, in this case it is neces-

sary to initiate adequate treatment.  

Instability of blood glucose content  

In the case of surgical treatment or other reason for diabetes mellitus decompensation, it is rec-

ommended to foresee temporal switch to insulin therapy. Symptoms of hyperglycemia are frequent 

urination, pronounced thirst, xerodermia. 

48 hours before planned operative treatment or intravenous administration iodine-containing radi-

opaque contrast dye, Insucomb administration should be stopped. Treatment is recommended to 

restart after 48 hours and only following the assessment of renal function and its parameters in 

normal range. 

Renal function 

As metformin is excreted renally, before treatment and regularly after, it is necessary to determine 

CK and/or creatinine content in blood serum: at least once a year in patients with normal renal 

function and 2-4 times a year in geriatric patients as well as in patients with CK at upper limit of 

normal.  

It is recommended to take special precautions in cases, when renal function may be impaired, for 

example, in geriatric patients, or in the case of initiation of antihypertensive therapy, diuretic or 

NSAIDs administration.  

Other precautions 

Patient must inform the therapist when bronchopulmonary or urinogenital infections occur.  

 

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES  

Patients shall be informed about the risk of hypoglycemia, and they should take precautions when 

driving and using machines, that demand boosting attention span and quick psychomotor reac-

tions.  

 

USE DURING PREGNANCY AND LACTATION 

Drug is contraindicated during pregnancy. Patient shall be warned that during treatment with In-

sucomb is necessary to inform her therapist about planning pregnancy and about the beginning of 

pregnancy. During planning pregnancy as well as at the beginning of pregnancy in the period of 

Insucomb administration, drug shall be discontinued, and insulin treatment shall be indicated.  

Insucomb is contraindicated during lactation, as there is no data concerning the ability of active 

substances to enter into breast milk.  

 

USE IN PEDIATRICS 

Insucomb is not recommended to use in children.  

 

DRUG INTERACTIONS 



During concurrent administration with Insucomb, miconazole is able to induce hypoglycemia (up 

to coma).  

Depending on renal function, drug administration shall be stopped 48 hours before or after intra-

venous administration of iodine-containing contrast media.  

During treatment with Insucomb, it should avoid alcohol consumption as well as alcohol-

containing drugs, as concurrent consumption of alcohol and Glibenclamide may result in (very 

rare) disulfiram-like reaction (alcohol intolerance). Alcohol consumption may increase hypogly-

cemic effect (by inhibition of compensatory reactions or retention of its metabolic inactivation), 

that may promote the development of hypoglycemic coma. With acute alcohol intoxication, par-

ticularly in the case of fasting, malnutrition or hepatic failure, the risk of lactacidosis increases. 

Phenylbutazone increases hypoglycemic effect of sulfonylurea derivatives (replacing sulfonylurea 

derivatives in protein binging sites and/or decreasing their elimination). It is preferably to use other 

anti-inflammatory drugs characterized with less pronounced interaction, or to warn patients about 

the necessity of self-sustained control of glycemic level. During concurrent use of anti-

inflammatory drug and after its discontinuation, dose should be adjusted, if necessary.  

Bosentan in combination with Glibenclamide increases risk of hepatotoxic action. It is recom-

mended to avoid concurrent administration of these drugs. Also, decrease of hypoglycemic effect 

of Glibenclamide is possible.  

Chlorpromazine in high doses (100 mg/day) induces the increase of glycemic level (with decreas-

ing insulin release). During concurrent administration, patient should be warned about the necessi-

ty of self-sustained control of blood glucose content; during concurrent use of neuroleptic agents 

and after its discontinuation, the dose of hypoglycemic drug should be adjusted, if necessary.  

Glucocorticosteroids (GCS) and tetracosactide induces the increase of blood glucose content, in 

some cases accompanied with ketosis (GCS induce the decrease of glucose tolerance. During con-

current administration, patient should be warned about the necessity of self-sustained control of 

blood glucose content; during concurrent use of GCS and after its discontinuation, the dose of hy-

poglycemic drug should be adjusted, if necessary. 

Danazol has hyperglycemic effect. During treatment with danazol, if it is necessary, and after its 

discontinuation, it is necessary to adjust the dose of Insucomb under control of glycemic level.  

β2-adrenoreceptor agonists increase blood glucose concentration by means of β2-adrenoreceptor 

agonists stimulation. During concurrent administration, patient should be warned, and control of 

blood glucose content should be maintained, transfer to insulin therapy is possible.  

Diuretics may increase blood glucose content. During concurrent administration, patient should be 

warned about the necessity of self-sustained control of blood glucose content; during concurrent 

use of diuretics and after its discontinuation, it may be necessary to adjust the dose of Insucomb. 

Use of ACE inhibitors (captopril, enalapril) promotes downregulation of blood glucose. During 

concurrent use of ACE inhibitors and after their discontinuation, it may be necessary to adjust the 

dose of Insucomb. 

β-adrenoreceptor blocking agents, clonidine, reserpine, guanetidine and sympathomimetics mask 

some symptoms of hypoglycemia: palpitation and tachycardia; the majority of non-selective не β-

adrenoreceptor blocking agents increase the frequency of occurrence and severity of hypoglyce-

mia. Patient should be warned about the necessity of self-sustained control of blood glucose con-

tent, particularly on the initial stage of treatment.   

During concurrent use with fluconazole, T1/2 of Glibenclamide is increased with possible occur-

rence of hypoglycemia. Patient should be warned about the necessity of self-sustained control of 

blood glucose content; during concurrent treatment with fluconazole and after its discontinuation, 

it may be necessary to adjust the dose of Insucomb. 

Insucomb is able to decrease antidiuretic effect of desmopressin.  

In sign of the use of Glibenclamide, there is the risk for hypoglycemia with indication of anti-

infective medicines, sulfanilamide derivatives, fluoroquinilones, anticoagulating agents (couma-

rine derivatives), MAO inhibitors, chloramphenicol, pentoxifylline, anticholesterol drugs of the 

group of fibrates, disopyramide.  



 

OVERDOSAGE 

Symptoms: hypoglycemia may occur due to the presence of Glibenclamide in the drug composi-

tion. Long-term overdosage or complementary risk factors may provoke lactacidosis, as the drug 

composition comprises metformin. 

Treatment: light and moderate symptoms of hypoglycemia without faintness and neurologic 

events may be controlled with immediate sugar consumption. It is necessary to adjust the dose 

and/or to change dietary regime. Severe hypoglycemic reactions in patients with diabetes mellitus, 

accompanied with coma, paroxysm or other neurological disorders, demand first aid. Intravenous 

administration of dextroglucose solution is necessary immediately after diagnosis assessment or 

suspected hypoglycemia, pre-discharge. After recovery, it is necessary to give food rich in easily 

digested carbohydrates (to avoid repeated hypoglycemia), to the patient.  

Lactacidosis is a state, demanding emergency care; treatment of lactacidosis shall be carried out in 

clinic. The most effective treatment for removing lactate and metformin, is haemodialysis.  

Clearance of Glibenclamide in blood plasma may be increased in patients with hepatic diseases. 

As Glibenclamide is actively bound with blood proteins, drug is not eliminated during dialysis.  

 

PACKAGING 

Film-coated tablets. 

15 tablets in blister. 

2 or 4 blisters, including package leaflet in a cardboard box.  

 

STORAGE CONDITIONS 

Store at temperature not exceeding 25ºС.  

Keep out of reach of children! 

 

SHELF LIFE 

3 years from the date of manufacture. 

Do not apply after the expiry date. 

 

SALES TERMS 

Sold under prescription.  

 


