Linadus®M

Linagliptin & Metformin HCI

Descriptions: Linadus® M is a combination of Linagliptin & Metformin
Hydrochloride, two oral antihyperglycemic drugs with complimentary
mechanism of action. Linagliptin is a Dipeptidyl Peptidase-4 (DPP-4)
inhibitor and Metformin is a member of the biguanide class.

Mode of Action: Linagliptin is a dipeptidyl peptidase-4 (DPP-4) inhibitor,
which exerts its action by slowing the inactivation of incretin hormones.
Incretin hormone levels are increased in response to a meal. When blood
glucose concentrations are normal or elevated, incretin hormones
increase insulin synthesis and releases insulin from pancreatic beta cells.
Incretin hormones also lowers glucagon secretion from pancreatic alpha
cells, leading to reduced hepatic glucose production.

Metformin decreases hepatic glucose production, decreases intestinal
absorption of glucose, and increases peripheral glucose uptake and
utilization.

Pharmacokinets: Linagliptin is rapidly absorbed and the peak plasma
concentration occur between 1.5 hours. The absolute bioavailability is
approximately 30%. 70%-80% is protein bound. It is not extensively
metabolized, 90% of dose excreted unchanged. It is eliminated via the
feces 80% & urine 5%.

The absolute bioavailability of metformin at fasting condition is
approximately 50-60%. Food decreases the extent & slightly delays the
absorption of metformin. Metformin is negligible bound to plasma proteins
in contrast to sulfonylureas. The elimination half-life is approximately 17.6
hours.

Composition: Linadus® M 2.5/500 Tablet: Each film coated tablet contains
Linagliptin INN 2.5 mg and Metfromin Hydrochloride USP 500 mg.
Linadus® M 2.5/850 Tablet: Each film coated tablet contains Linagliptin
INN 2.5 mg and Metfromin Hydrochloride USP 850 mg.

Linadus® M 2.5/1000 Tablet: Each film coated tablet contains Linagliptin
INN 2.5 mg and Metfromin Hydrochloride USP 1000 mg.

Linadus® M XR 5/1000 Tablet: Each tablet contains Linagliptin INN 5 mg
and Metfromin Hydrochloride USP 1000 mg (as extended release).

Indication: Linadus® M or Linadus® M XR is 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 dosage of Linadus® M or Linadus® M
XR should be individualized on the basis of both effectiveness and
tolerability. Maximum recommended dose is 2.5 mg Linagliptin and 1000
mg Metformin Hydrochloride twice daily or 5 mg Linagliptin and 1000 mg
Metformin Hydrochloride extended release tablet once daily with meals.
Dose escalation should be gradual to reduce the gastrointestinal (Gl) side
effects associated with Metformin use.

Recommended starting dose: In patients currently not treated with
Metformin, initiate treatment with 2.5 mg Linagliptin and 500 mg
Metformin Hydrochloride twice daily or 5 mg Linagliptin and 1000 mg
Metformin Hydrochloride extended release tablet once daily.

In patients already treated with Metformin, start with 2.5 mg Linagliptin and
the current dose of 500 mg Metformin Hydrochloride twice daily or 5 mg

Linagliptin and 1000 mg Metformin Hydrochloride extended release tablet
once daily.

Patients already treated with linagliptin and metformin, individual
components may be switched to this combination containing the same
doses of each component.

Contraindication: Linagliptin and Metformin combination is
contraindicated in patients with renal impairment. It is also contraindicated
in acute or chronic metabolic acidosis (diabetic ketoacidosis) and in
hypersensitivity to Linagliptin or Metformin.

Side Effects: ® Nasopharyngitis @ Diarrhea @ Hypoglycemia

Use in pregnancy & lactation: Pregnancy: Pregnancy category B. There
are no adequate and well-controlled studies in pregnant women.
Linagliptin + Metformin combination tablets should be used during
pregnancy only if clearly needed.

Lactation: Caution should be exercised when Linagliptin + Metformin
combination is administered to a nursing woman.

Precaution: In a patient with lactic acidosis who is taking Metformin, the
drug should be discontinued immediately and supportive therapy promptly
instituted. There have been postmarketing reports of acute pancreatitis. If
pancreatitis is suspected, promptly discontinue Linadus® M or Linadus®
M XR. Temporarily discontinue Linadus® M or Linadus® M XR in patients
undergoing radiologic studies with intravascular administration of
iodinated contrast materials or any surgical procedures necessitating
restricted intake of food and fluids. Metformin may lower Vitamin B12
levels; so hematologic parameters should be monitored annually.

Drug interaction: Cationic drugs (amiloride, digoxin, morphine, ranitidine,
trimethoprim etc.): May reduce metformin elimination.
P-glycoprotien/CYP3A4 inducer (i.e. rifampin): The efficacy of Linadus® M
or Linadus® M XR may be reduced when administered in combination.
Overdose: Linagliptin: During controlled clinical trials in healthy subjects,
with single doses of up to 600 mg of Linagliptin (equivalent to 120 times
the recommended daily dose), 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, but no causal association with Metformin
has been established. Lactic acidosis has been reported in approximately
32% of Metformin overdose cases.

Storage: Keep out of reach of children. Store in a dry place, below 25°C
temperature and protected from light.

Packaging: Linadus® M 2.5/500 Tablet: Each carton contains 10X3
tablets in Alu-Alu blister pack.

Linadus® M 2.5/850 Tablet: Each carton contains 6X3 tablets in Alu-Alu
blister pack.

Linadus® M 2.5/1000 Tablet: Each carton contains 6X3 tablets in Alu-Alu
blister pack.

Linadus® M XR 5/1000 Tablet: Each carton contains 6X3 tablets in
Alu-Alu blister pack.



fFes® aw
it e EowalE FI@IFIZT

Rt FAer® aw zor 13 g et egy e gae el
RRGFEEIRTen AN, e e qF weEe cfeEe | FEilhety b
TIRIAAGIZTE (AG1RreE-8 (fEf1f71-8) TARf6a e Giowafm «&fs qReamZT
@ 97 |

Fremfe: Fmifa=foa wiEeivGiEem (i-tiEten-8 (T f4-8) weizsns arat emm
FAR TG ITNG0F AN FHFOR FRAGHE A | TGO 270w
fevTel < arzel T o7 e 21 | I A0S PLACET TG FIRE A @Y A
O ZAGH0F  FAC TP AR AT [ AFfiioe {61 @9 (AT
FPffer g AR | B0 A ATAEIBE S (@R (TF PN
e TR A @ATF JCFTeE TAWE FHIE 7 |

CIGTAMRE TS YLE AT T, S JLFTe CIIFe S Ga CAfeeeareT grare
AR A |

SR ToR ¥R et (FrfriiREt®): fmfa-ite e ot 27 @32 31 et
AR TEarT (e e S.¢ TBI WA A | WE AMFONE 9o% (NG |
w0%-ro% @b e wiw & 1 G @ @ [{AF =7 T, 0% FIfEfes
SRR A (AF @@ R | G bo% T GR ¢% T 7R @@ |

2MfET (o105 0T TSI €0%-vo% (A | Ay EHFARITTR (<iFel Z17 «<e et
FACS AN | (NOFRN AR ZCRRAE e Y7 AN Al Tea7 @b
MR G T | 39.b TOR T & ST ARl (@ 20 T |

oM FEeE® @ 2.¢/koo BRwED: efels e @Ibe IR wUE
FrfRGT o3amaT 2.¢ Fal @7 EhEEatE ToWA oo |

Frem® am 2.¢freo HiTED: @ff ey @IbT BiRE e FERElT
RN 3.¢ i @2 BT 38 beo el |

FRIe® @ 2.¢/S000 BIREED: afsl fFry @b SRt A TRt
RN 3.¢ el @72 BT T8 Sooo Tl |

FRIE® @ G ¢/>ooo BIRTES: Al Brawes e Tt SiRameT
¢ fal @32 BT B8« dooo i (qFBTEE faffe) |

Feem: fmre® an w1t PR ® « qEeiE 5124-2 SR GrEReT @E
PRER @l @ e AW 8 IRCE A Fratre 79w FmifaefT «qe
oAl Ton wal e game [afve = |

W@ 8 et e e FRIfel iR TeTEer fefers Frem® an wiw_r
Fre® «w qEeR 9 GRW W@l SR T $ve | s fiw 2 9w 2.e S
ferifa=ifta @de Sooo fal GHFARF YIGNSFEIZT SR S Wfas > I ¢
et fermifafoa @z Sooo it GIvwalm T3GIERIZTTH CHHEs e Byt
R AN G I @ATS A | CIoFARF IR GIETsoeaE (fErens)
sAriefofelaet T T @ @I e $ite |

ST M@l @A @ EHFAN (R I A, O CFGE e 3 99 2.
femifaeba @32 coo el (Tl IGFRIZT T Wiw » A7 ¢ fat femifi=ifea
@32 dooo el NHTARM 2ARGFRIZCEA GHGAEs f{fere ByReEs ey fofsest
3 41 T5 |

e @ BT G I, S CFed e & 9 2.¢ e fmifasifoT aae
@oo fiall BT TIGIFRIZT 2 1 Wl s I ¢ et FmfeiGT «ae sooo
el CoTafe RGEIEEd GHETes [ SR« qeue el e
feeon e w41 Bfvs | @ea @M wEm WEmer FEfRelT @i cowEE

CRE FEE, SEte T AR @R FEfRety ga oot s e
FACO ANE |

@ IR (@R wg JIFT FR AT ): TEifAat qqe cowatan @3
s I8 SIS R 7R T4 A A | oft g 71 Ak [erdiw
«frelfeT (TRt eolaftete) «ae fmfa«iba @ cowalE wife @ @@
BAMIT SSATIATNETS! AT G FA A 1 |

Arfefefam: o Grmelmazty @ T @ TIrNZwhm

I 8 BRI I VS (oI FTIeR | SISt W owed
T IR 21 Rl 2@ | 77 47 @ e 27 wif e Feifaefta aae
oA 2 SRS TSREE aEE w9 B |

JAMIARICE: SIS AFME (i@ Fmifaafa @ ohwafieg 3 IRt
R ToF A Tfow |

STl (T (@M BTN 2Zee FFHF GFTeidET @l a7 o (@ @3
e34fb wffery 39 T4 The ik TeEe Al sRkew ;e e | IwmETs
7! g ~IIFAIGIEH «a et e | AreiEasEHeR w2, S
FATH® @ wed FEER® @ G e e WA | @ AR (@
ARIGCATET FHEE ToFad 7l =it @feafes Aqre™ o 929 741 W
LA (@ I @TE TCHABIEE T 16 @ OeT vy & Zeel Frasieal oiite Sitvd ¢Fia
AeR® @@ wear fEer® @ qEeR AERweE 9% @4l $fve | i
oI fase @ s fics #itw; oI @ EfEE ApRifee et e
4 Tfos |

o) SR R afefaEmn: st gy (e, fafem, wafew, @l
@2 GiRfrafes Fenm): cowafm @F 27 Face Hed | A-gEweifay
CYP3A4 3481 (@ fFef#4e): Frem® «qn sz fmmem® «n «gren «=
ISl TS #IMTF |

w@fERy: ey 1 e Ee e Gre fEfetem voo
e s @ (Feifre e @R d20 ewad Tee) A8 &
ar-sifEe Arderfsfan Aemn Tl | MEa $949 voo et «a @ @ R
@ fafre wfecel @2 |

CIEFRA: o &TTd @ @ GIoFAIER IR A@ITEFT (A2l oItz | &4 S0%
@ QR feet w9 z@te, g @t ehwtiew e /e ffve
2T AR | TR N@CFR CF@ AR 0% TIF0F GEICSIe (7l (ot |

ST R qNER ARCE AL | S (R/TF T, @ CL SENaE 7 @)
SEFTT A4 |

Berglem: FRIeR® @ 2.¢/¢oo BIIRTES: @fs FIGwE Sueg-wnE fEor e =i
Sox© BIRTED |
FEem® @ 2.6/ beo BIRTED: A FHE SI-SuE OE AE Wi Lx©
BTG |
FRIe® @ 2.¢/ Sooo BIRTEAD: &S FCE SHE-SUE o™ “ME STE Yxo
BTG |
FRIem® @ qHST ¢/ Sooo BIRTES: &fS TG SHIG-STe] 5= 2TTE WE Lx
BTG | s
Manufactured by
Opsonin Pharma Limited
s reme o Regsiored Trade Mark.

946-0



