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METFORMIN HYDROCHLORIDE EXTENDED-RELEASE TABLETS 
500 MG 
PROGLUTROL 500 
Product Description: 
PROGLUTROL 500 (Metformin hydrochloride extended release tablets) is oral anti hyperglycemic drugs used in the management of type 2 diabetes. The chemical name is N,N­
dimethylimidodicarbonimidicdiamide hydrochloride. The emperical formula is C,H,, N, • HCI and the molecular weight is 165.63 
The structural formula is: 

N-C-NH-C-NH2• HCI 

/ II II 
H3C NH NH 

Composition: 
PROGLUTROL 500 
Each uncoated extended-release tablet contains: 
Metformin Hydrochloride ................................................. 500 mg 
Excipients ............................................................................... q.s. 

Product Description 
PROGLUTROL 500 
White to off white capsule shaped tablet plain on both sides and blister packed in Aluminium foil and clear PVC/PVDC. 

Inactive Ingredients: 
Hypromellose, Sodium carboxy methyl cellulose, Methacrylic acid copolymer Dispersion, Macrogol, Povidone, Magnesium stearate, Purified water 

Pharmacodynamics/Pharmacokinetics: 
Pharmacodynamics 
Metformin hydrochloride is an anti hyperglycemic agent, which improves glucose tolerance in NIDDM (type 2 diabetes mellitus) subjects, lowering both basal and postprandial plasma 
glucose. Its pharmacologic mechanisms of action are different from those of sulfonylureas. Metformin decreases hepatic glucose and improves insulin sensitivity (increases peripheral 
glucose uptake and utilization). Unlike sulfonylureas, metformin does not produce hypoglycemia in either diabetic or nondiabetic subjects and does not cause hyperinsulinemia. With 
metformin therapy, insulin secretion remains unchanged while fasting insulin levels and day-long plasma insulin response may actually decrease. 

Pharmacokinetics 
Following a single oral dose of sustained release Metformin, Cmax is achieved with a median value of 7 hours and a range of 4 hours to 8 hours. After repeated administration of a sustained 
release formulation, Metformin does not accumulate in plasma. Although the extent of absorption of the sustained release Metformin increases by approximately 50% when given with 
food, there is no effect of food on Cmaxand Tmaxof Metformin. 
The apparent volume of distribution (V/F) of Metformin following single oral doses of 850 mg averaged 654 ± 357 L. Metformin is negligibly bound to plasma proteins. Metformin 
partitions erythrocytes, most likely as a function of time. At usual clinical doses and dosing schedules, steady state plasma concentrations of Metformin are reached within 24 -48 hours 
and are generally< 1 mg/ml. 
Metformin is excreted unchanged in the urine and does not undergo hepatic metabolism or biliary excretion. Renal clearance is approximately 3.5 times greater than creatinine clearance, 
which indicates thattubular secretion is the major route of Metformin elimination. Following oral administration, approximately 90% of the absorbed drug is eliminated via the renal route 
within the first 24 hours, with a plasma elimination half-life of approximately 6.2 hours. In blood, the elimination half-life is approximately 17.6 hours, suggesting thatthe erythrocyte mass 
may be a compartment of distribution. 

Indication: 
Treatment of type 2 diabetes mellitus in adults, when dietary management and exercise alone does not result in adequate glycaemic control. PROGLUTROL 500 may be used as 
monotherapy or in combination with other oral antidiabetic agents or with insulin. 

Recommended Dosage: 
Monotherapy and Combination with Other Oral Anti diabetic Agents: Usual Starting Dose: 1 tab once daily. 
After 10-15 days, the dose should be adjusted on the basis of blood glucose measurements. A slow increase of dose may improve gastrointestinal tolerability. The maximum 
recommended dose is4 tabs daily. 
Dosage increases should be made in increments of 500 mg every 10-15 days, up to a maximum of 2000 mg once daily with the evening meal. In patients already treated with metformin 
tablets, the starting dose of PROGLUTROL 500 should be equivalent to the daily dose of metformin immediate-release tablets. If transfer from another oral antidiabetic agent is intended, 
discontinue the other agent and initiate PROGLUTROL 500 atthe dose indicated previously. 
Combination with Insulin: Metformin and insulin may be used in combination therapy to achieve better blood glucose control. Usual Starting Dose: 1 tab once daily, while insulin dosage is 
adjusted on the basis of blood glucose measurements. 
Children: In the absence of available data, PROGLUTROL 500 should not be used in children. 
Elderly: Due to the potential for decreased renal function in elderly subjects, the metformin dosage should be adjusted based on renal function. Regular assessment of renal function is 
necessary. 

Renal impairment 
A GFR should be assessed before initiation of treatment with metformin containing products and at least annually thereafter. In patients at an increased risk of further progression of renal 
impairment and in the elderly, renal function should be assessed more frequently, e.g. every 3-6 months. 

GFRmUmin Total maximum daily dose 
60-89 3000 mg 
45-59 2000 mg 
30-44 1000 mg 

<30 

Additional considerations 
Dose reduction may be considered in relation to declining renal function. 
Factors that may increase the 
risk of lactic acidosis should be reviewed before considering initiation of metformin. The starting dose is at most half of the 
maximum dose. 
Metformin is contraindicated. 

Mode of Administration: The route of administration is oral. 
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C11t11indic1tio11: 
Renal or hepatic failure alcoholism, NIDDM complicated by severe ketosis and ac1dos1s, d1abet1c precoma and coma, patients undergoing surgery, alter severe trauma or dunno 
1nfect1ons, chrome obstructive pulmonary disease, coronary heart disease, card1acfa1lure, peripheral vascular disease, hypoglycemia and known hypersensitrvityto Mettorm,n. 
It rs also contra1nd1catod 111 

Sovoroly roducod krdnoyfunction (GI H<30 ml/min) 
Any typo of acuto 111otabolic ac1dos1s (such as lactic ac1dos1s, diabolic kotoacidosis) 

Wu1i1g1 ■n- Preca1tions: 
L1ctic acidosis 
Lactic acIdosIs, a very rare b11t serious metabolic complIcatIon. most often occurs at acute worsen111Q of renal function or cardroresprratory illness 01 sersIs. MettormI11 accum11latIon 
occurs at acute worsening of renal functron and increases the risk of lactic acIdosIs 
In case of dehydration (severe diarrhoea or vomitrng, lever 01 reduced fluid intake), metto,min should be temporarily discontinued and contact with a health care professional rs 
recommended. 
Medicinal products that can acutely Imparr renal function (such as ant1hyportons1vo, diurotrcs and NSAIDs) should bo 1111tiatod with caution 111 motto rm in troatod patI011ts. 
Othor nsk factors for lactic ac1dos1s aro oxcoss,vo alcohol intako. hopat,c 111sutt1c1oncy, rnadoquatoly controlled diabotos, kotos,s, prolonged fastrng and any cond1t1011s assoc,atod with 
hypoxia, as woll as concomitant uso ot modrcinal products that 111ay cause lactic acidosis. 
Pat,onts and/or caro-o,vors should bo 111/orrnod of tt10 nsk of lactic acidosis. Lactic ac1dos1s is charactonsod by acidotic dyspnooa, abdo111inal pa,n, muscle cra111ps, ast11onra and 
t1ypothorr111a followed by coma. In caso ot suspoctod symptoms, tho pat,ont st1ould stop taking mottormin and sook Immodiato modrcal atto11tIon. 0Iao11ostIc laboratory tindings aro 
docroasud blood pH(</ 3b), 111croasod plasma lactalo lovols (>b n111101/I ) and a111ncroasod amon gap and laclalo/pyrnvalo ra110 

Renal l1nctio1 
GFR sho11ld be assessed before t,ealment 11111,alion and rnn11lally lhe,e after [See Seclron Recommended Dosage]. Metlorm,n is cont1a111d1caled ,n psi rents w1t11 GFR < 30 mum,n snd 
sl1ould be temporarily discontinued 111 the presence of conditions that alterlunctron [See Section Contraindications] 
lldmInistratIon of Iodinated Contrast /\gent /Is the int,avascutar administration of iodinated contrast materials in radiologic studies can lead to renal failure metform,n sho11ld be 
d1scont1nued pnorto, or atthetrme of the test and not re1nst1tuted until 48 hrs afterwards. and only after renal function has been re-evaluated and fo11nd to be normal 
Surgery Metformin I ICI should be discontinued 48 hrs before elective surgery with general anaesthesia and should not be usually resumed earlier than 48 hrs afterwards. 

Motlormrn may roduco vitamin U12 sorum lovols. I ho nsk of low vItamIn U12 lovols rncroasos with 111croasI11g mottorm,n doso, troatmont duration, and/or in patients with nsk factors 
known to causo v1ta111in U12 dof1c1oncy. In case of suspicion of vitamin U12 doficroncy (such as anemia or nouropathy), vitamin U12 scrum lovols should bo monitored. Periodic vitamin 
U12 rnonrtorino could bo nocossary III pat,onts wit11 risk factors tor v,tarnin B12 dofic,oncy. Mottormin therapy should bo cont,nuod tor as long as rt is toloratod and not co11tra111d1catod and 
appropnato corroctrvo troatmonttorvrtamin B12 dolrcioncy provrdod III lino with current cli111cal guIdolInos. 

Olhurs: All palI011ls sho11lu conlinuu 111011 drot wrlh a rouular drslrilmlion ol carlJohydrato inlaku dunno lho day. Ovorworuht palio11ls should cu111111uo lhurr onoroy-roslriclud drol. 
The 11sual laboralory lesls for drabeles 111011ituri11u should he perlo1111ed rau11tarly. 
Mdforrnin ;ilontt rnwtt1 causes hypoulyc;rnmia, al1houuh caution is advisell wlHrn it is used in combinalion wilh insulin or sulphonylurnas. The tablel strnlls may bt\ prnstml in 1he raeces. 
rs11ents sl1011lrl be srlvised 11ml tl11s is normal 
Efleclson lhe/\b1l1ly lo Drive or Oner ale Machinery rROGLUTROLSOO 111onothe1apy does nol ca11se hyponlycaem,aand therefore, has noelfaGt on lhe ab1l1lyto dnveor 11se machines 
However patients should be ale1ted to the risk of liypoglyraem,a when metfo1 m,n is 11sed 111 combI11atI011 witl1 other antIdiabetIr auents (sulpl1onylu1eas, insulin, rapaQlI111de). 

l1ter1ction1 with other M1dic11111ts: 
lnadvrsablo Comb111at1ons Alcohol: lncroasod risk of lactic ac1dos1s ,n acuto alcohol intox1cat1on, particularly ,n case of fast,no or malnutrition, hopat,c insut11c1oncy. Avoid consumption of 
alcot1ol and alcohol-contarn,no 111od1cat1ons. 
lod111atod ContrastAgonts: Intra vascular adrnI111stratIon ot iodinated contrast agents may load to ronal farluro, rosultrnc in mottorrrnn accumulation and a nsk ot lactic acidosis. 
Mottor111In st1ould bo drscontinuod pnorto or attho tirno otthotost and not roinstrtutod until ~8 hrs attorwards, and only aftor renal functron Ilea boonro-ovaluatod and found to bo normal 
Associalions Hoquinng Procau11ons for Uso Glucocur11co1ds (systemic anu local rnulos), -•?-agonists mid drurotics havo intnnsrc lryporolycaomic acl IvIty. lnlorm lho patient and porrorm 
muro lroquonl blood ulucoso mo111lori11u ospocially at 1110 bog111n111g or lroalmonl. II nocos,ary, adjusl lho dosauo of lho a1111u1abol1c drng du11nu lhorapy wrlh lho other drng and upon rls 
d1sco11l111ualiu11 
ACF 1nl1rl11lors may decrease Iha blood gl11cose levels II necessary, aflJ11st Ille dosage of lhtt a11l11l1abelic drno rl111111u lherapy w1ll1 tile otl1BJ drug and 11po11 rls rlmcont111u~lio11 
lncompsl1b1l1l1es: None. 

Pre1n11cy ind Lactatio■ : 

To date, no relevantep1dem1olog1cal data are available. Animal stud res do not indicate harmful etfects with respect to pregnancy, embryonal or foetal development, parturition or postnatal 
dovolopmont 
When tho patient plans to bocomo pregnant and du, ,no pregnancy, diabotos should not bo troatod with mottorm,n but rnsulin should bo usod to rna,ntain blood glucose lovols as closo to 
normal as possible in ordorto lowortho nsk ottootal 111altorrnat1ons associated w1t11 abnormal blood olucoso lovols. 
Mottorn11n rs oxcrotod into milk 111 lactatrnc rats. SI111Ilardata is not available ,n humans and a decision st1ould bo mado wt1ot11orto drscontinuo nursing orto dIscont111uo rnottorrn111, taking 
111to account 1110 I111portanco ol PIIOGLU I HOL bOO to tho rnott1or. 

U1d11ir1bl11lf1cts: 
-lsrt,c ac1dos1s 
In post-ma1ketinQ data and in cont, oiled cl1111cal stud res, adve1se even I raport111Q 111 pal rents t1ealed with PROGIUTROI 500 was similar ,n nature and seve11ty lo that reported ,n pat,enls 
treated with Metform,n Hyd1ochloride immediate release. 
Thelollow,no undssirable effects may occur undertreatmsntwrth metformm. F1equencIes are delmed as follows. Very common(> f/10); common(> f/100, <f 11 O); uncommon(> 111000, 
<11100); rare(> 1/10,000, <1/1000);very rare «1/1 0,000); and isolated reports. 
Metabolism and nutrition disorders: Common: Vitamin 812 decrease/deficiency 
Nervous System Disorders: Common: Taste disturbance. 
Gastrointestinal Disorders: Very Common: Nausea, vomiting, diarrhoea, abdominal pain and loss of appetite. These undesirable effects occur most frequently during initiation of therapy 
and resolve spontaneously in most cases. A slow increase of the dose may also improve gastrointestinal tolerability. 
Hepatobiliary Disorders: Isolated Reports: Liver function tests abnormalities or hepatitis resolving upon mettormin discontinuation. 
Skin and Subcutaneous Tissue Disorders: Very Rare: Skin reactions eg, erythema, pruritus, urticaria. 

Overdosage and Treatment: 
Hypoglycaemia has not been seen with metformin HCI doses of upto 85 g, although lactic acidosis has occurred in such circumstances. High overdose or concomitant risks of mettormin 
HCI may lead to lactic acidosis. Lactic acidosis is a medical emergency and must be treated in hospital. The most effective method to remove lactate and mettormin HCI is haemodialysis. 

STORAGE CONDITION: 
Store below30°C. Protect from light and moisture. Keep out of reach of children. 

Shell Lile: 36 months 

Dosage forms and packaging available 
PROGLUTROL 500 tablets are available in strength of 500 mg 10 tablets in a Blister. 
• 100 tablets in a box. 

Manufactured by: 

inventia 
lnventia Healthcare Limited, 
F1-F1/1-F75/1 Additional Ambernath M.I.D.C., 
Ambernath (East), Thane, Maharashtra State, 
Ambernath, 421506, India 

Product Registration Holder 
HEALOL PHARMACEUTICALS SDN. BHD., 74-3, Jalan Wangsa Delima 6, KLSC, Wangsa Maju, 
53300 Kuala Lumpur, Malaysia. 
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