Lintor M 500°

2.5 mg/500 mg Film coated tablet
Antidiabetic Agent

PRODUCTDESCRIPTION:
LightYellow, Oblong, biconvex, fil

FORMULATION/COMPOSITION:
Eachfilm-coated tablet contail

Linagliptin. ......oovvueiiiiiiii e 2.5mg

Metformin Hydrochloride. ............ 500mg

INDICATIONS:

Linagliptinisindicatedin adult patients with type 2 di itus (T2DM) juncttodietand

exemse(olmproveglynaeml( control:

«+ in combination with other medicinal products for the treatment of diabetes, including insulin, in

< in patients already being treated with the combination of Linagliptin and Metformin as separate
tablets.

DOSAGEAND ADMINSTRATION:

Dosag

Adults with normal renal function (GFR > 90 mL/min)

Thed i with Lintor M dose should bei

regimen, efficacy, and tolerability, not exceeding Linagliptin 5 mg/day plus Metformin hydrochloride
2000mg/day.
ientsit f Metformin monotheray

The usual starting dose of Lintor M should provide Linagliptin 2.5 mg twice daily (5 mg/day total) plus
the same ongoing Metformin dose.

Pati itchi inistration of Linagliptinand Metformin

Lintor the dose of Linagliptin i

Patients inadequately controlled on dual combination therapy with the maximal

Lintor M should provide llnagllptm 2.5 mg twice daily (5 mg/day total) with Metformln atthe same
priordose,

Patients inadequately controlled on dual combination therapy with insulin and the
maximal tolerated dose of Metformin

Lintor M should pmwde Linagliptin 2 5mg twice daily (S mg/day total) with Me(lormm equivalentto
currentdose, and

For the different doses of Metformin, Lintor M is available in strengths of 2.5 mg Linagliptin plus
500/850/1000 mg Metformin hydrochloride.

Before initiating Lintor M, assess GFR for renal impairment and monitor at least annually (more
freqnenlly in elderly/h\gh -risk patients); review \amc acidosis risk if GFR <60 mL/min, and if no
i p i fthe fixed-dose

fLintor

combination.

Hepaticimpairment
Lintor M is not remmmended in patients with hepan( impairment due to the active substance

« Hepaticimpairment, ac intoxi alcoholism

SPECIALWARNING AND PRECAUTIONS:

General

LintorMshould notbe used in patients with type 1 diabetes.
La N

Lacticacidosisis arare bu( serious risk with Metformin due to drug accumulation, mos‘ oftenin renal
impairment, y epsis, dehydration, or mi
should be educated and closely monitored for early symptoms such as acidotic dyspnea, abdominal
pain, muscle cramps, asthenia, and hypothermia that may progress to coma, must be stopped
immediately and urgent medical care saught if suspe(ted with diagnostic ﬂndmgs indluding low
blood pH, elevated lactate,

Hypoglycaemia
Hypoglycaemia risk increases when Lintor M is combined with sulphonylureas or insulin (dose
reduction may be needed), while the risk remains low with Linagliptin + Metformin alone as these
agentsdonottypically cause hypoglycaemia.
Renal function
GFR should be assessed before treatment initiation and regularly. Metformin is contraindicated in
patients with GFR< 30 mL/min and should be temporarily discontinued in the presence of conditions
thatalterrenal function.

(ardla(funmnn
In heart heartfailurei isk of hypoxia and renal Lintor Monly
Acute pancreat
it bserved in p ing Linagliptin. If it i ted, Lintor
itisi Lintor berestarted.

Bullous pemphigoid

Bullous pemphigoid has been observed in patients taking Linagliptin. If bullous pemphigoid is
suspected, Lintor Mshould be discontinued.

Vitamin B12

12 levels; conti pyif icated, with
appropriate treatmentas per guidelines.

USEIN SPECIFICPOPULATIONS:
Pregnancy, Lactation and Fertility

Pregnancy

There are limited datafmm the useoflmaghptm in pregnamwomen and although Metformin shows
noina y iti
pr i i is planned or con

Lactation

Lintor M is not recommended during breast-feeding as Metformin is excreted in small amounts in
human milk and Linagliptin may also be excreted in animals; therefore, a decision should be made to
either discontinue breast-feeding or stop/avoid therapy based on the benefit-risk balance for mother
and child.

No studies on the effect on human fertility have been conducted for Lintor M. No adverse effects on
fertility were observed in animals up to the highest dose of 240 mg/kg/day (approximately 943 times
human exposure based on AUC comparisons).

ADVERSE REACTIONS:

Tabulated summary of adverse reactions

Adverse reacti inall dinical trials with the Linagliptin-+Metformi ination or the use
of the monocomponents (Linagliptin or Metformin) in dlinical trials or from post-marketing
experience are shown below according to system organ class. Adverse reactions previously reported
with one of the individual act by tions with Lintor M, even if

may be potential

Metformin. Cli ith Lintor impairmentislacking. notobser ith this medic t
Elderly
As Metformin is excreted by the kidney, Lintor M should be used with caution as age increases. System organ dlass Adverse reaction Frequency
Monitoring of renal function is necessary to aid in prevention of Metformin-associated lactic acidosis,
particularlyin the elderly. pharyngit Uncommon
Childrenandadolescents i Hypersensitivity
Lintor M is not recommended for use in children below 18 years due to lack of data on safety and Immune system disorders (eg.bronchial hyperreactivty) Uncommon
efficacy.
Missed dose "
Ifa dose is missed, it should be taken as soon as the patient remembers. A double dose should not be Hypoglycaenia Very common
takenatthesame day. . o

Metabolism and nutrition disorders Lactic acidosis Very rare
Method of administration: —
Lintor M should be taken twice daily with meals t lated intestinal effects, Vitamin B12 decrease/ Common
alongside continued diet with regular distribution and restriction i ight deficency
patients. disords Taste disturb: Common

Respiratory, thoracic and mediastinal
W disorders Cough Uncommon
" icacidosi act :,;,,,, i« diabetic Decreased appetite Uncommon
+ Diabeticpre-coma. Gastrointestinal disorders Diarrhoea Common
% Severerenal failure (GFR < 30 mL/min). Nausea Comman

« Acute conditions with the potential to alter renal function such as: dehydration, severe infection,
shock.

4 Diseasewhichmay ia especillyacutedisease, chronicdisease)

uch failure, respiratory falure, recent ialinfarction, shock




Pancreatitis Rare Plasma concentrations of Linagliptin decline in a triphasic manner with a long terminal half-life
Voiting Uncommon (terminal half-life for Linagliptin more than 100 hnurs) that is mostly related to the saturable, tight
binding of Linaglipti P-4and d ion of the medicinal product.
Gastrointestinal disorders Constipation Uncommon The effective half-life for accumulation of Linagliptin, as determined from oral administration of
Abdominal pain Very common multiple doses of 5 mg Linagliptin, is approximately 12 hours. After once daily dosing of 5 mg
Liver function disorders Uncommon Linagliptin, steady-state plasma concentrations are reached by the third dose. Plasma AUC of
Linagliptin increased approximately 33% following 5 mg doses at steady-state compared to the first
Hepatitis Very rare dose. The intra-subject and inter-subject coeffi dents of variation for Linagliptin AUC were small
Angioedema Rare (12 s%andzs 9%, respectively). Dueto thy binding of Linagli DPP-4,
Urticaia rare the f Linagliptin based on total linear; indeed, total pIasmaAU(of
Linagliptin increased in a less than dose-proportional manner while unbound AUC increases in a
Skinand i Erythema Very rare roughly d ional manner. The of Linagliptin was generally similar in
disorders Rash Uncommon healthy subjects and in patients with type 2 diabetes.
Pruritus Uncommon Absorption ) o ) .
— fLinaaliotin i 30%. (¢ fahigh-fat meal
Bullous pemphigoid Rare with Linagliptin prolonged the time to reach Cmax by 2 hours and lowered Cmax by 15% but no
Investigati Amylase increased Uncommon influence on AUCO-72h was observed No (IlmcaHy relevant effect of Cmax and Tmax changes is
hestigations Lipase increased Common expected; Li withoutfood.
Distribution
As a result of tissue binding, the mean apparent volume of dlsmhutmn at steady-state following a
OVERDOSE single5mgis dose of Linagliptin to healthy subj { 1110litres, indicating
Linagliptin that Linagliptin extensively distributes to the tissues. Plasma protein binding of Linagliptin is
5 m toms concentration-dependent, decreasing from about 99% at 1 nmol/L to 75-89% at > 30 nmol/L,
- oo s Lo inagliptin (equivalent reflecting saturation of binding to DPP-4 with increasing concentration of Linagliptin. At high

10120 (lmes the ve(ommended duse) were nolasso(laﬁed with a dose dependent increase in adverse
events.
Metformin

Hypoglycaemia has not been observed with Metformin hydrochloride doses of up to ES 9 al(hough

concentrations, where DPP-4 is fully saturated, 70 80% of Linagliptin was bound to other plasma
P-4, hence 30-

Blotransfarmahnn

Followinga [14C]L 110mg dnse

urine. Metabol I

5% of the radioactivity ex(reted in

lactic acidosis may occur in overdnse or risk situations. This is a medical gency

treatment,

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
measuresifrequired.

PHARMACOLOGICAL PROPERTIES:

Pharmacodynamicpropertie:
icgroup: i i ATCcode:A108D11

Linagliptin

Linagliptin is an inhibitor of the enzyme DPP-4 (Dipeptidy! peptidase 4) an enzyme which is involved
in the inactivation of the incretin hormones GLP-1 and GIP (glucagon-like peptide-1, glucose
dependent insulinotropic polypeptide). These hormones are rapidly degraded by the enzyme DPP-4.
Both incretin hormones are involved in the physiological regulation of glucose homeostasis. Incretins

Linagliptin.

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.

Eli i

Following administration of an oral [14C] 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 learance at steady-state was approximately 70 mL/min.

Metformin:

Absorption

Afteran oral dose of Metformin, Tmax is reached in 2.5 hours. Absolute bioavailability of a 500 mg or

850 mg Metformin hydrochloride tablet is approximately 50-60% in healthy subjects. After an oral

dose, th 20-30%.

After oral administration, Metformin hydrochloride absorption is saturable and incomplete. It is
- . ! N "

throughout intake. GLP-
1and GIP increase insulin biosynthesis and secretion from pancreatic beta cells in the presence of
normal and elevated blood glucose levels. Furthermore GLP-1also reduces glucagon secretion from
pancreatic alpha cells, resulting in a reduction in hepatic g\u(ose outpn( Linagliptin hmds very
effectively to DPP-4il i and

active incretin levels. Linagliptin glucose-dependently increases insulin secretion and lowers
glucagon secretion thus resulting in an overall improvement in the glucose homeostasis. Linagliptin
binds selectively to DPP-4 and exhibits a > 10 000 fold selectivity versus DPP-8 or DPP-9 activity in
vitro.

At the recommended Metformin hydrochloride doses and dosing schedules, steady-state plasma
concentrations are reached within 24 to 48 hours and are generally less than 1 microgram/mL. In
controlled clinical trials, maximum Metformin hydrochloride plasma levels (Cmax) did not exceed 5
microgram/mL, even atmaximum doses.

Food decreases the extent and slightly delays the absorption of Metformin hydrochloride. Following
administration of a dose of 850 mg, a 40% lower plasma peak concentration, a 25% decrease in AUC
(area under the curve) and a 35 mlnme prolongation of the time to peak plasma concentration were
observed. Theclini

Metformin Jicibl . " PP

Metformin ide is a biguanide with effects, lowering both basal and sl hb'"d"'"g ‘I neglgl ; d ythe Th thIhe:IOTId

postprandial p\asma g\u(ose It does nois(lmula(e insulin se(ve(lan and therefore does not produce peakis lower than epasma peakan appeanatapproxlma&ey( e same time. The red blood cells
md} most likely represent a secondary The mean volume of (vd)

( ranged between 63-276 L.

(2)inmusc i i

3)and delayofln(estmalglu(oseabsorpﬂon Metformin hydrochloride is excreted unchanged in the urine. No metabolites have been identified in

Metformin hydrochlori is by acting hu.mans

Metformin hydrochloride increases the transport capacity of all types ol membrane glucose L

transporters (GLUTs) known to date. In humans, i fits acti I ia, Metformin Renal (Iearan(e of metformin hydvo(h\onde is > 400 mL/min, indicating that Metformin

hydrochloride has favorable effects on lipid metabolism. This has been shown at therapeutic doses in
controlled, medium-term or long term dlinical studies: Metformin hydrochloride reduces total
cholesterol, LDL cholesterol and triglyceride levels.

Pharmacokineticprope:
Bmeqmvalen(e studies in healthy subjects demonstrated that Linagliptin with Metformin
i tablets are i to istration of Linagliptin and
Metformmhydrothlandeasmdwldua\Iablels
f Linagli ide2.5/1 g no change
in overall exposure of Linagliptin. With Metformin there was no change in AUC, however mean peak
serum concentration of Metfurmm was decreased by 18% when admlmslered with food. A delayed
topeak for ditions. These
changesare notlikelyto be clinically meaningful.

t i ties of b f
LintorM.
Linagliptin:

The pharmacokinetics of Linagliptin has been extensively characterized in healthy subjects and
patients with type 2 dlabeles After oral administration of a 5 mg dose to heallhy volunteers or
patients, Linaglipti with peak

1.5hours post-dose.

secretion. Following an oral dose, the
apparent terminal elimination half life is approximately 6.5 hours. When renal function is impaired,
renal clearance is decreased in proportion to that of creatinine and thus the elimination half-life is
prolonged, leading toi ideinpl:

STORAGE CONDITION:
Storeatorbelow30°C

AVAILABILITY:
Alu-Alublister packx 10's (Box of 30's)

MANUFACTURED BY:
QuestPharmaceuticals Pvt. Ltd.
Chhatapipara, Bara, Nepal.

MARKETING AUTHORIZATION HOLDER:
QuestPharmaceuticals Pvt. Ltd.
Daan Sadan, Teku, Kathmandu, Nepal.
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