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QUALITATIVE & QUANTITATIVE COMPOSITION:
Glusit (S#agliptin} is availabla for oral administration as:

1. Glugh Tanlets 50mg
Each film coated tabet contains:
Sitagiiptin phosphale menohydrate equivalent 1o Sitagliptin,

2 Glusil Tazlets 100mg
Each film coated tabésl contains:
Sitageptin equivalent to Sitagliptin. 100mg

DESCRIPTION

GLUSIT (Sitagliptin) is an orally-active, potent and highly selective inhibétor of the dipeptidyl paptidase-4 (DPP-4)
enzyme usad for the trealment 0! type 2 diabetes. Chemically, it & 7+ [mmva- amine -1-0x0 -4- (24,5 triluorophenyl)
bestyl] -5,6.7.8 -tetrahydro -3- 1,2, #-triazolo[4, 3-2lny {1:1) Its mokecular
farmula Is CiaHinFoNsOsHaPOeH:0 and the structural lormuda is:
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CLINICAL PHARMACOLOGY:

Mechanism of Action

Sitaghiptin is @ DPP-4 inhibror, which is believed to exert its actions in patients with type 2 dizbetes by slowing the
inactivation of incretin hommenes, including glucagon-ike peptide-1 (GLP-1) and glucose-dependent insulinotropic
polypeptide (GIF). The incretin are part of an endogenaus system invalved in the prysiologic regulation of glucose
homeastasis. When bicod glucose concentrations are normal or elevated, GLP-1 and GIP incraasa insulin synthesis and
retease from pancreatic beta celis by Inracefiular signaling pathways involving cyclic AMP, GLP-~1 alsa lowers glucagon
sacratian from pancreatic alpha celis, leading o reduced hepatic glucose production. By increasing and projonging
active Incretin levels, Stagiiptin increases insuln release and decreases glucagen levels in the circulation in 2
ghicose-dapendant manner.

Pharmacokinetics

Absarpton

Following oral administration of a 100mg dose. Sitagliptin absorts rapidly wilh peak plasma concentration (median

Tmax] ooeuming 1 1o 4 hours post-dose, maan plasma AUC of Sitagliptin |s 8.52 pmehr, with Gmax 850nM, The abaolute
i of Sitagliptin is B7%. Plasma AUG of Siaghiptin increased in a dose-proportional manner,

Distribution. The mean valume of distribution at steady state following & single 100mg Intravenous dose of Sttagliptin is

approximately 198 ers. The fraction of Sitagliptin reversibly bound to plasima proteins is low (38%). Matabolism &

Excretion. Sitagliptin is primarily eliminated in uring 79%}), and Isa nunor

pathway. Following adminisiration of an aral [14C) Siagiplin dose, 100% of tha

eliminate in feaces {13%;) or urine {B7%) within ane week of dosing. The apparent terminal 11/2 following & 100mg oral

dose of Silagliptin is approximalely 12.4 houss and renal clearanca is approximately 350mLimin,

Special Populations

Renal Insufficiency

Patients with mild renal insufficiency did not have a dlinically meaningful increase in the plasma concentration of
Sitagsiptin, The plasma AUC of Shagliptin incresses approximately 2-fold in patients with moderate renal insufficiency,
and an approximataly 4-Told in patients with severe ranal insufficiency and in patients with ESRD en hemodialysis.
Hepatic Insufficiancy. There ks no ciinical experience in patients with sevare hepatic insufficiency (Child-Pugh score- ),
However, because Sitagliptin is primariy ranally eminated, severe hepalic insufficiancy & nol expectad to affect the
pharmacokingtics of Sitagiptin,

Elgerly

Elderly subjects (65 1o BO years) had approximately 18% higher plasma of Sitagliptin red 1o
younger subjects.

THERAPEUTIC INDICATIONS
Sitagfiptin Is Indicated In patients with type 2 diabetea meflitus a5 an adjunct to dist and exerciss to iImprove glycemic
control as;

- Monatherapy
- Dual Tharapy
In combination with Metformin HCl or with & orwitha {ie i when the
treatment with the single agent alona, with diet and exercise, does not pmwds nﬂnqu-ha glycemic control,
- Triple Therapy

In combination with Metformin HCl and a suifonylurea or with Matformin HCI and a PPARE (i.e., thiazolidinediones) when
dual therapy with these agents, with diet and exercise, does not provide adequate glycemic control.
- Combination with Insulin,

DOSAGE AND ADMINISTRATION

The recommended dose of GLUSIT (Stagliptin) iz 100mg once dally a3 monotheragy or B8 combination therapy with
Matformin HCH, a sufonyluraa, insulin (wih or without Matiormin HCI), a PPARE aganist (i.e., thiazaliginedionas),
Metfarmin HCI plus a sulfanylurea, or Metfarmin HCI plus 8 PPARE agonist (1.2, thiazolidinediones)

Whan GLUSIT 6 used in o with & or with insulin, & lower dosa of sullonylurea o
insulin may be consudered to reduce the risk of sulfonylurea or inaulin-inducad hypogtycamia.

Co-administration of a high-tal meal with GLUSIT (Sitaghiplin) had no sffect on the pharmacekinetics, GLUSIT
(Sitagliptin) may be administered with or without food. if a dose of GLUSIT (Sitagliptin} is missed, it should be taken as
soon as the patient remembers. A double dose should not be taken on the same day.

Special Populations
Renal Insutficlency

For patisnts with mid renal insufficisncy (creatinine clearance [Gler S0mUimin, approximately coresponding to ssrm
creafinine levels: of <1.7mg/dl. In men and =1 Smg/dL in women), na dosage adjustment for Stagliptin s requiced.

For pafients with moderate ranal insufficency (Cler =30 to <50 mLimin, approximatety corresponding to serum creatinine
fevels of =1.7 1o =3.0mg/dL In men and >1.5 Io 2.5 mgidL in women), the dose of Sitagliptin is 50 mg once daily.

For pafients with severe renal {Clcr<30 mlimin, ing to serum creatinine levels of
3.0 mg/dL In men and >2.5 mg/dL In wamen) or with end-stage renal disease (ESRD) requiring hemodiafysis or
peritonsal diatysis, the dose of Sitagiptin is 25mg once daily. Siaglptin may be admiristered without ragard to the timing
of hemodialysis.

Eiderly

No dose adjusiment is required based on age

ADVERSE REACTIONS
Monotherapy
Upper regpiratory-tract infections, headache and nasopharyngitis.

Sitagliptin with Metformin HCI
Gommon: Nausea,
Ungomman: Somnolence, diarhea, upper abdomingl pain and blood glucose decreased,

Sihagliptin with Sulfanylurea
Gorrimon: Hypoglycemia.

Sitagliptin with Pioglitazone
Common: Hypoglycemia, flatulence and peripheral edema.

gliptin with ylurea and HEl
Very comman: Hypoglycemia.
Gommon: Consiipation

with & and cl
Gommon: Hypoglycemia, headache, diarthea, vomiting and peripheral edema.

Sitagliptin with Insulin
Common: Influenza, hypoglycemia and headache.
Uncomman: Dry mouth and constipation,

CONTRAINDICATIONS

Sitagliptin i contraindicated in:

- Pafianta with knawn hypatssnsifivity to Sitagliptin or any of the components of the product.

- Patlents with type 1 diabetes or for the treatment of diabstic ketoacicoss.

- Children below 18 years of ags.

Pregnancy

The safety of Siaghplin in pregnant woman is not knawn. Sitagiplin, like olher oral antihypergiycamic agents, is not
recommended for use In pregnancy.

Nursing Mather

Itis mat known whether Sitagliptin is excreted in human milk, Because many drugs are excreted in human milk.
Sitagliptin should not be administered during nursing.

PRECAUTIONS

- Pancrestitis

After initiation of Sitagfiptin, patients should be abserved caretully for signs and symptoms of pancreatitis. |f pancreatitis
s suspected, Sitagliptin should promptly be and should be initlated.

- Hypoglycemia

‘When Sitagliptin is used in i with & ot with insalin, known 10 cause hypoglycemis,

the incidence of hypoglycamia increases when Lsed in combination with a sultonylussa or with insulin. Therefare, a lowar
dosa of sulfonyiurea or insulin may be required ta reduce the risk of hypoglycemia

Drug Interactions

Digoxin

Silagliptin has a small effect on plasma digaxin No dosage digoxin

However, patients af risk of digoxin toxicity should be manltored for this when Sllauumln and cluoadn are administered
concomitantly.

OVERDOSAGE

In the event of an overdose, it s reasonable to emplay the usual supporive measures, e.q., remove unabscrbed material
from the gaslroinlestinal tract, employ clinical manitoring (including obtaining an electracardiogram), and mstitute
suppartive therapy as dictated by the patient's clinical status.

Sitagliptin i modestly dialyzable, Proionged may ba consi il clinically Itis not knowr if
Sitagliptin is dialyzable by peritoneal dialysis.

STORAGE

Store betow 25°C (Excursions parmitied between 15°C to 30°C),

Protect from gunlight & molgmure.

The expiration cats refers to the product cormectly Stored at the required condilions.

HOW SUPPLIED
GLUSIT (Sitagliptin) Tablets 50mg are available in alu alu blister packs of 14's,
GLUSIT (Sitagliptin Tabsets 100mg are available in alu alu blister packs of 14's.

Keep out of reach of children.
Ta be sold on pi ot ola medical only.

Glusit Tablets 50mg:
Praduct Specs:Manufacturers
Mg, Lic. Mo 000046

Rag. No.: 076369

Glusit Tablets 100mg:
Product SpecsManufacturars
Mg, Lic. No.: 000048

Fog. No. 076370

Manufactured by:
Opal Laboratories (Pvt.) Lid.
LC-41, LLT.E., Landhi, Karachi - Pakistan.
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