Diplin M 500

Linagliptin INN 2.5 mg &
Metformin Hydrochloride BP 500 mg Tablet

Composition
Diplin M 500 Tablet: Each film coated tablet contains Linagliptin INN 2.5 mg &
Metformin Hydrochloride BP 500 mg.

Pharmacology

Linagliptin is an inhibitor of DPP-4, an enzyme that degrades the incretin hormones
glucagon-like peptide-1 (GLP-I) and glucose-dependent insulinotropic polypeptide
(GIP). Thus, linagliptin increases the concentrations of active incretin hormones,
stimulating the release of insulin and decreasing the levels of glucagon in the
circulation. Both incretin hormones are involved in the physiological regulation of
glucose homeostasis. GLP-I and GIP increase insulin biosynthesis and secretion
from pancreatic beta cells in the presence of normal and elevated blood glucose
levels. Further more, GLP-1 also reduces glucagon secretion from pancreatic alpha
cells, resulting in a reduction in hepatic glucose output.

Metformin is an antihyperglycemic agent which improves glucose tolerance in
patients with type 2 diabetes mellitus, lowering both basal and postprandial plasma
glucose. Its pharmacologic mechanisms of action are different from other classes of
oral antihyperglycemic agents. Metformin decreases hepatic glucose production,
decreases intestinal absorption of glucose, and improves insulin sensitivity by
increasing peripheral glucose uptake and utilization. Unlike SUs, Metformin does
not produce hypoglycemia in either patients with type-2 diabetes mellitus or normal
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.

Indication

Diplin M 500 is a dipeptidyl peptidase-4 (DPP-4) inhibitor and biguanide
combination product indicated as an adjunct to diet and exercise to improve
glycemic control in adults with type 2 diabetes mellitus when treatment with both
Linagliptin and Metformin is appropriate.

Dosage & Administration
The maximum recommended dose is Linagliptin 2.5 mg/Metformin Hydrochloride
1000 mg twice daily or as directed by the physician.

Contraindication
History of hypersensitivity reaction to Linagliptin such as anaphylaxis, angioedema.
Hypersensitivity to Metformin.

Warnings & Precautions

When used with an insulin secretagogue (e.g., sulfonylurea) or insulin, consider
lowering the dose of the insulin secretagogue or insulin to reduce the risk of
hypoglycemia.

Side Effects

* Adverse reactions reported in 25% of patients treated with Diplin M 500 are
nasopharyngitis and diarrhea.

¢ Hypoglycemia was more commonly reported in patients treated with the
combination of Diplin M 500 and sulfonylureas compared with those treated with
the combination of sulfonylureas and metformin.

Use in Pregnancy & Lactation

Pregnancy: Diplin M 500 tablets should be used during pregnancy only if clearly
needed.

Nursing mothers: Caution should be exercised when Diplin M 500 is administered
to a nursing woman.

Use in Children & Adolescents
The safety and efficacy in children and adolescents have not been established. No
data are available in children.

Drug Interactions

Cationic drugs eliminated by renal tubular secretion: May reduce Metformin
elimination.

Strong P-glycoprotein/CYP3A4 inducer: The efficacy of Diplin M 500 may be
reduced when administered in combination with rifampin.

Overdosage

Linagliptin : During controlled clinical trials with single doses of up to 600 mg of
Linagliptin, there were no dose-related clinical adverse drug reactions. There is no
experience with doses above 600 mg in humans.

Metformin : Overdose of Metformin has occurred, including ingestion of amounts
greater than 50 grams. Hypoglycemia was reported in approximately 10% of cases.
Lactic acidosis has been reported in approximately 32% of Metformin overdose
cases.

Storage
Store below 30°C, keep away from light and in a dry place. Keep all medicines out
of the reach of children.

Packing
Diplin M 500 Tablet: Each box contains 3X10 tablets in Alu-Alu blister pack and an
insert.

Manufactured by:
Navana Pharmaceuticals Ltd. ;’”3 NAVANA PHARMA
Rupshi, Rupganj, Narayanganj, Bangladesh

NCLT0586_03-20_00

oo™ @ coo

frmifa=foT sRamam 2.¢ far. @
TR ZREERIR [ ¢oo far, GrRen

iiac)
oo @ @oo BIIRTED: &S e @G Brwees qcare FmifeibT sReTaT 2.¢ far
GR EHTER RGIFRIZE [ oo fall, |

Rabieaic

femifaafoT 2wz «afs fefifr-8 afswe, aat yTen=s a1 SMEHT 2@ I A3F
(1B1RT-y (feef-y) @R Jrarer fersi et SPEAGFF e biRe (faenzf)-s ot
T | oI Fifaeifon e e 2as @ 3% 6, TP e Sreftre
F(E R AE YIOCAT M@l T FCF | TS ZAGHOA KACL CIER A s e
THfFe | faeafly g G TeRe R Tw @R fETes Seifgfere EfeT
ACAPTCREPT G SRicas 457 (o 1o fogomael e <ot | opeife fereetfat-d wapreicarr vt
T (A0 SPI TNel S, A 0T IF00q G SAAT T AT |

BT 207 G5 SIFTERARAEENE &S A 51EA- SRIG (FETRbIE WS @
PR FTFTO] I B0, (AT GR CAPTARCART T 2ITe e Tl FHT 0 | G
T SR S ST SRR qrers 2o fof | owafiy I5© (@
THE TAMT I A, WE PG (I P G IR e azel Jfaa e
T RSl e T | (RN AR FORAE Wl BRe-x SR
| TR et T fpre SeRrfSs Ate @4 A[E e TR e
@R eyt e Eppfes el wrfo &mt A |

T

oA @ oo 2R TEATERE (fbrEE-8 (fefif-8) afstaras «ag ABeTFTEs Tfve
GF¢ T Ay R AR AT YRGS Tl FREw 2l % 529-3 SREGT @A &
fAfre 74 e PR qa bt Seoram wmr fbfeeT ame |

W@ 8 GRAR

T FPeifFe T FAifeT 2.¢ M/ cowaiE IR sooo WAl fed X 9@
et BfpeTrea s SR ¢y |

afsfaeemr

fmifaefboTa Ay SfevramemieTer @wa: qNIFEERT, el | hEatie afs
SRSARTTIeTST |

AT @ FoF!
R4 EPIeT PLEOP (@ AECFAIZT TORRT) N1 ST M JI7e & 0L
FRCAAREIRRR 46 IS SPer Frreebiate =T SFFIes N@r ST [{seT F90 209 |

Arfefefemar

* ¢% 1 O/ @ @S A FARH @ oo TR vt w91 2R O (Fa @A
eifefamar (72 Pt (@we: AT meR b «r SRIRT) |

o PR @ (WA TART @ oo R ARTHFAIZ TTRAR T FA AR CUHG
FRCATARART IR TOfA R (TN IR 1 TR G @ 9o @
Ty 391 P |

TERYA 8 BHWIASICT JIZ
TSRR: T TSR Mooy v 27 ozt o @ @oo =R 4T &S |
BIRRIET: SAMFIRT M (@ AR @ oo ToFOR AT JIRA FA0S (A |

e @R AT IR
fire @R FEAFFEA G fEreTer ¢ FEer afsfre W Frre R (i e
(PICAT S22 TR |

oAy SR e e

T I GRS Grot @ B8 fevmarer e fFwifirs &2 S aihwafiea s o1
FCS AT |

et fAr-arRraafba/freasfrogs ERfETTR: fremficT Aty I9=cd fBaFm 9 oo @
FRIS! I TS A6 |

Sfowar

Fmifaeifa: FmfiafT voo M. e woo wam frigs e Grem T egrad S
TS @ [t afefer et 1 1 T W voo A, @ S IR @A
fews! (2 |

TOTARE: ¢o AT @M AR 2ze S T EETARCT SNl THTE, & do% CFd
FROANRTRT 7% 41 Frafest | owafis SfeN@s (Fa A’ 03 % WS IFTee
T T g |

T
©O°(, SIANIAR FTH, ST (2 VTH @ & G A4 | 76T @ PR Iiieerar 180 gt |

QIR
AR @ @oo BIIREED: @lfelt AH R © X dofb FIRwEs SyF-sur] o[ s ¢k @b
At |

ABOFEF:
e FrPTeGwER &

H, el , TG , A

23 NS st




