Siptin 100°

100 mg Film coated tablet
Antihyperglycemic Agent
PRODUCT DESCRIPTION:

Orange, round, biconvexfilm-coated tablet.

FORMULATION/COMPOSITION:
Eachfilm-coated tablet contains:
Sitagliptin? i itagliptin. .................... 100mg

INDICATIONS:

Foradult patients with type 2 diabetes mellitus, Siptin (Sitagliptin) tablets are indicated to improve

glycaemiccontrol.

Asmonotherapy:

- In patients inadequately (on!mlled by diet and exercise alone and for whom metformin is

intolerance.

Asdual oral therapyin combination with:

<+ Metformin when diet and exercise plus metformin alone do not provide adequate glycaemic
control.

< Asulphonylurea when diet and exercise plus maximal tolerated dose of a sulphonylurea alone

ia when used in with other anti ic medicinal

products

With Siptin (Sitagliptin), hypoglycaemia risk is minimal when used alone or with Metformin or

PPARy agonists, similar to placebo. However, the risk increases when combined with insulin or

Sulphonylureas; therefore, dose reduction of these agents should be considered to minimize

hypoglycaemia.

Renalimpairment

Siptin is mainly eliminated via the kidneys; therefore, dose adjustment is required in patients with

GFR <45 mL/min, induding those with ESRD (End-Stage Renal Disease) on haemodialysis or

peritoneal dialysis, to maintain appropriate plasma levels. When used in combination therapy, the

prescribing quidance and renal precautions for the co-administered antidiabetic medicines should

alsobe carefully considered.

Hypersensitivity reactions

Post-marketing reports with Sitagliptin (e.g., Siptin) include rare but serious hypersensitivity

reactions such as anaphylaxis, angioedema, and severe skin reactions (e.q., Stevens-Johnson

syndrome), often occurring within the first 3 months or even after the first dose. If suspected,
| th dil I i ictherapy.

Bullous pemphigoid

Post-marketing cases of Bullous pemphigoid have been reported with DPP-4 inhibitors including
Sitagliptin (e.g., Siptin); discontinueif suspected.

Sodium

This medicinal product is essentially sodium-free, containing less than 1 mmol sodium (23 mg) per
tablet.

INTERAC INALPRODUCTS, ORMS OF INTERACTION

Effectsof other

do not provide adequate glycaemic control and when metformin is i iate due to
contraindications orintolerance.

(Ilnlml data des(nbed below suggest that the risk for clinically meaningful interactions by co-
tsislow.

< Aperoxisome proliferator-activated receptor gamma (PPARy) agonist (i.e. a
when use of a PPARy agonist is appropriate and when diet and exercise plus the PPARy agonist
alonedo not provide adequate glycaemic control.

Astriple oral therapy in combination with:

A nd Metformin when diet and
productsdo not provide adequate glycaemic control.

<+ APPARy agonist and Metformin when use of a PPARy agonist is appropriate and when diet and
exercise plus dual therapy with these medicinal products do not provide adequate glycaemic
control.

plus dual therapy with

Siptinisal i toinsulin (with or without in) when diet. plus
ble d insulind idead iccontrol.

DOSAGEANDADMINSTRATION

Thedoseis ily. Wh di ination wi tforminand/ora PPAR-

Y agonist, the dose of metformin and/or PPAR-y agonist should be maintained, and Siptin
administered concomitantly.
When Siptin is used in combination with a sulphonylurea or with insulin, a lower dose of the

insulin may be consi to reduce the risk of ia. Ifa dose of Siptinis
missed, it should be taken as soon as the patient remembers. A double dose should not be taken on
the same day.
Special populations
Ren: airment

Sitagliptin dosing is based on renal function. No dose adjustment is required for GFR =45 mL/min.
For moderate renal impairment (GFR =30 to <45 mL/min), the dose is 50 mg once daily. For severe
renal impairment or ESRD (GFR <30 mL/min), the dose is25mg an(e daily, irespective of dialysis
timing. Renal func hould b ically thereafter.
HepaticImpairment

No doseadjus(mem is ne(essavyfor patients with mild to moderate hepatic impairment. Siptin has
not b di icimpairment and houldb ised. However,
because sitagliptin is primarily renally eliminated, severe hepatic impairment is not expected to
affectthe pharmacokinetics of Sitagliptin.

Elderly

No dose adjustmentis necessary.

Childrenand adolescents

The safety and efficacy of sitagliptin in children and adolescents under 18 years of age have not yet
been established. No dataare available.

Method of administration
Sitagliptin tablet can be taken with orwithout food.

In vitro, Sitagliptin is minimally metabolised mainly by CYP3A4 (with some contribution from
(YP2(8),and in normal renal function this pathway has aminorrole in clearance. However, in severe
renal impairment or End-Stage Renal Disease, metabolism may become more relevant, and potent
CYP3A4 inhibitors (e.g., Ritonavir, C| could potentially
affectits pharmacokinetics, although this has not been clinically studied.

Invitro transport studi that sitagliptin s a substrate for p- in and organic anion
transporter-3 (OAT3). OAT3 mediated transport of sitagliptin was inhibited in vitro by probenecid,
although (he risk of cHnicaHy meaningful intera(tions \'s considered to be low. Concomitant

fOAT3i

Metformin: Co-i advnlmsnatmn of twice- dally dosesW 000 mg Me'rfovrnln with Sitagliptin does not
pe2diabetes.

Ciclosporin: In a study, co-administration of Ciclosporin (600 mg single dose) with Sitagliptin (100

mg single dose) increased sitagliptin AUC by ~29% and Cmax by ~68%. These changes were not

clinically meaningful, and renal clearance was unchanged; therefore, significant interactions with

other P- glympm(eln|nh|h|tovsare notexpened

Effectsof si

Digoxin:C nictration of Sitaglintin with Didoxin results in asliaht in

(AUC~11%and Cmax ~18%). No dose adjustmentis required, butpanen(satrlsknfdlgoxlnloxlmy

shouldhemnnltoreddunngmn(nmllanluse

orinduce Cytochrome P ymes. Clinically, it does
not meaningfully affect dvngs such as Metformin, Glyburide, Simvastatin, Rosiglitazone, Warfarin,
or oral contraceptives, indicating low interaction potential via CYP3A4, CYP2C8, CYP2(9, or OCT
pathways. It may act as amild P-glycoprotein inhibitorin vivo.

USEINSPECIFICPOPULATIONS:

Pregnancy, Lactationand Fertility

Pregnancy

There are no adequate data from the use of sitagliptin in pregnant women. Studies in animals have
shown reproductive toxicity at high doxes The potential risk for humans is unknown. Due to lack of
human data, Siptit

Lactation
Itis unknown wne(her sitagliptin is excreted in human breast mllk Animal studies have shown
exc milk. Sipti feeding.

Fer
Animal data do not suggest an effect of treatment with sitagliptin on male and female fertiity.
Human dataare lacking.

EFFE(TSONABI[ITVTODRIVEANDUSEMA(HINES
Siptinhasnoor
or using machines, it should be taken into account that dizziness and somnolence have been

theability todri ines. However, when drivi

CONTRAINDICATIONS: reported.
Hypevsensmvl(y to the active ingredient or any excipients (See sections Special warnings and
use/ Interaction wit medicinal productsand other i tion) EEFFECTS
Summary of the safety profile
SPECIALWARNINGS AND PRECAUTIONS FOR USE: S reactions including ity reactions have been reported.
General Hypoglycaemia has been veponed in (ornb\nat\on wnh sulphonylurea (4.7 %-13.8 %) and insulin
96 use).

Siptin (Sitagliptin) should not be used in patients with type 1 diabetes or for the treatment of
diabeticketoacidosis.

Acute Pancreatitis

DPP-4 inhibitors like Sitagliptin (e.q., Siptin) may rarely cause acute pancreatitis. Patients should
report severe, persistent abdomlnal paln Discontinue if suspected; do not restart if confirmed.
Caution should b i istory of pancreatitis.

Tabulatedlist of adverse reactions

Adverse reactions are listed below (Table 1) by system organ class and frequency. Frequencies are
defined as: very common (= 1/10); common (= 1/100 to < 1/10); uncommon (= 1/1,000 to <
1/100); rare (= 1/10,000to < 1/1,000); very rare (< 1/10,000) and not known (cannot be estimated
from theavailable data).




*Adverse reacti

+Seesection: Spedi i use.

+SeeTECOS Cardiovascular Safety Study below.

Description of selected adverse reactions

With Sltaghptln common adverse events include uppev rexplralury tract |nfem0n and
pharyngitis (=5%). L tsinc

In combination therapy, additional effects may occur: hypoglycaemia (espe(lally with

sulphonylurea + metformin), influenza (with insulin + metformin), gastrointestinal effects such as

nausea, vomiting, diarrhoea, constipation, and flatulence (with metformin/pioglitazone

combinations), peripheral oedema (with pioglitazone), somnolence, and dry mouth (with insulin

combinations).

Paediatricpopulation

In dlinical mals with sitagliptin i m paediatric patients with type 2 dlabetes mellitus aged 10 to17

years,th bser

TECOS Cardiovascular Safety Study

Sitagliptin (with background therapy) showed a similar overall rate of serious adverse events

compared with placebo. Severe hypoglycaemla rates were comparable between groups, slightly

higher mainly in patients using i C rareand

occurred atasimilar inbothsitagli dplacebo group

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product isimportant. It

allows (ontlnued monitoring of the benefit/risk balance of the medicinal product. Healthcare

tany suspec tion:

OVERDOSE
In healthy subjects, single doses of Sitagliptin up to 800 mg showed only minimal, non—clinically

System organ class Adverse reaction Frequency hOII'HOHES(GLP-1 andGIP). Thi o ‘H insuli i icheta
- cellsand alpl thereby tion
Z;::e‘::;:ﬂe"r‘sml( thrombocytopenia Rare and lowering i inglycaemic
reduced HbA1c without causing hypoglycaemia under normal glucose conditions. It works only
hypersensitivity  reactions when glucose levels are elevated, making its action physiologically regulated. It a highly selective
Immune system disorders including Frequency not known DPP-4 inhibitor with no clinically relevant inhibition of DPP-8 or DPP-9 at therapeutic doses,
anaphylactic responses*, t i profile.
Metabolism and  nutrition . In healthy subjects, Sitagliptin alone increases active GLP-11levels, while Metformin increases both
disorders hypoglycaemiat Common active and total GLP-1 (Glucagon-like Peptide-1) to a similar extent. When used together, they
) headache Common produce an additive m(r‘eaxe in active GLP-1 concentrations. Sitagliptin alsa increases amve GIP
Nervous system disorders — levels, affect GIP (Glucose-
dizziness Uncommon cal efficacyand safet
RESPifafﬂfY:fflﬂfa(iﬂ"d intersital lung disease Frequency not known Overall, sw(vaghptin ilr!proved. glycaemic control when used as monotherapy or in combination
disorders treatmentinadultpatients with type 2 diabetes
Uncommon In clinical trials, sitagliptin as monotherapy improved glycaemic control with significant reductions
vomiting® Frequency not known in haemoglobin A1c (HbA1c) and fasting and postprandial glucose. Reduction in fasting plasma
glucose (FPG) was observed at three weeks, the first time point at which FPG was measured. The
Gastrointestinal disorders acute pancreatitis® 4 Frequency not known observed incdence of hypoglycaemia in patients teated with sitagiptin was similar to placebo.
fatal and non-fatal Body didnotincr intherapy.
haemorrhagic and Frequency not known Improvements in surrogate markers of beta-cell function, \n(ludmg HOMA-B (Homeostasis Model
necrotizing pancreatitis* Assessment of B-cell function), proinsulin-to-insulin ratio, and measures of beta-cell
pruritus* Uncommon q d.
Ny " Paediatricpopulation
angioedema*, Frequency not known MedidinesAgency . _— . resultswi
rash*,t Frequency not known Il iatricpopulation for type i
Skin and urticaria®,t Frequency not known o .
tissue disorders cutaneous vasculitis® Frequency not known Phalma.(oklnetlcpropenles:
- - — Absorption
‘exfohe!tlve skin _ conditions Following oral administration of a 100 mg dose of Sitagliptin in healthy subjects, it is rapidly
indluding N Stevens-Jofinson | Frequency not known absorbed with peak plasma levels (Tmax) o(ummq wnh|n1 4 hours. The mean plasma AUCis 8.52
syndrome”. M-hrand Cmaxis 950nM, with
bullou igoi Frequency not known Food has no dlnically relevant effect on pharmacokinetics, soit can be taken with orvithout meals.
arthralgia* Frequency not known Exposure (AUC) increases in a dose-proportional manner, while Cmax increases more than
— propor 4hrless than d
Musculoskeletal and myalgia Frequency not known Distribution
connective tissue disorders back pain* Frequency not known The mean volume of dlstnbutmn at steady state following a single 100-mg intravenous dose of
arthropathy* Frequency not known sitagliptin to e i 198 litres. The fraction of sitaglij ibly bound
impaired renal function* Frequency not known toplasmaproteins Is\aw(}8%'
Renal and urinary disorders — Biotransformation
acute renalfilure Frequency not known Snagllp(m is primarily ehmmaied unchanged in urine, and metabolism is a minor pathway.

99,

Following a [14C] sitagliptin oral dose, approximately 16 % of the radioactivity was excreted as
metabolites of sitagliptin. Six metabolites were detected at trace levels and are not expected to
contribute to the plasma DPP-4 inhibitory activity of sitagliptin. In vitro studies indicated that the
primary enzyme responsible for the limited metabolism of sitagliptin was CYP3A4, with
contribution from CYP2(8.

Invitro data showed that sitagliptinis not an inhibitor of CYP isozymes CYP3A4, 2(8, 209, 2D6, 1A2,
2(190r2B6, and s not aninducer of CYP3A4and CYP1A2.

Elimination

Following oral administration of a radiolabeled dose of Sitagliptin, about 87% of radioactivity is
recovered in urine and 13% in faeces within one week, indicating predominant renal elimination.
The terminal half-life is approximately 12.4 hours, with minimal accumulation on repeated dosing.
Renal clearanceis ~350 mL/min, involving active tubular secretion.

Sitagliptin is a substrate of human organic anion transporter-3 (hOAT3) and P-glycoprotein, but not
of 0CT2, 0AT1, or PEPTtransponers Although P- gpi inhibition by Ciclosporin does not reduce renal

clearance, si Ol T3ovP gpatiherapeunclevelsand
mayonlyactasamild P-gpinhibitor (e.g, slightincrease n di P

STORAGE CONDITION:

Storeatorbelow30°C

AVAILABILITY:

Strippackx 10 (Box0f 150's)
MANUFACTURED BY:
QuestPharmaceuticals Pt. Ltd.
Chhatapipara, Bara, Nepal

relevant QTc changes, with no d lated toxicity in multiple-d dies up to g/day (10
days) and400 mg/day (28 days).

In overdose cases, supportive is including
decontamination, clinical monitoring (including ECG), and symptomatic treatment. Sitagliptin is
only modex\ly removed by haemodlalys\x (~13.5% over 344 hours); prolonged dialysis may be

needed, while th tofp

PHARMACOLOGICAL PROPERTIES:

Pharmacodynami(prnperti 3
group: diabetes, DPP-4inhibitors, ATC code: AT0BHO1.

Me(hamsm ofaction

Sitagliptin is an oral anti-hyperglycaemic agent that inhibits DPP-4, increasing active incretin

Quest Pharmaceuticals Pvt. Ltd.
Daan Sadan, Teku, Kathmandu, Nepal
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