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Prescribing Information

tagliptin Phosphate, Metformin

rochloride and Glimepiride Tablets
GemerSIta IRETETTE

1. i itagliptinF imepiride Tablets

2. Qualitative and quantitative composition
Each Film Coated Tablet of Gemer SitaIR 50/500/1 Contains:
Sitagliptin Phosphate Monohydrate IP

equivalentto Sitagliptin 50mg
Metformin Hydrochloride IP 500mg
Glimepiride IP 1mg
Excipients qs.

Each Film Coated Tablet of Gemer SitaIR 50/500/2 Contains:
Sitagliptin Phosphate Monohydrate IP

equivalentto Sitagliptin 50mg
Metformin Hydrochloride IP 500mg
Glimepiride IP 2mg
Excipients qs.

Each Film Coated Tabletof Gemer SitaIR 50/100011 Contains
Sitagliptin Phosphate Monohydrate IP

equivalentto Sitagliptin 50mg
Metformin Hydrochloride IP 1000mg
Glimepiride IP 1mg
Excipients qs.

Each Film Coated Tablet of Gemer SitaIR 50/100012 Contains
Sitagliptin Phosphate Monohydrate IP

equivalent to Sitagliptin 50mg
Metformin Hydrochloride IP 1000mg
Glimepiride IP 2mg
Excipients qs.

3. Dosageformandstrength
Tablets; (50mg +500mg + 1 mg), (50 mg + 500 mg + 2mg), (50 mg + 1000 mg + 1 mg) and (50 mg + 1000 mg + 2mg)

4. Clinical particulars

4.1, Therapeuuclndlcauons

GemersSitalR i jjunctto dietand
4.2. Posology and method of administration

Recommended Dosing

The usual tablet twice-daily orally 15

Individualize the dosage of Gemer Sita IR on the basis of the patient's current regimen, effectiveness, and tolerability while not exceeding the maximum
recommended daily dose of 100 mg of sitagliptin, 2000 mg of metformin hydrochloride and 8 mg of glimepiride. Initial combination therapy or maintenance of
" o 20 me ettt the decreionof or

There have been postmarketing reports of acute pancreatits, including fatal and non-fatal hemorrhagic or necrotizing pancreatis, in patients taking fixed dose

combination (FDC) of sitagliptin and metformin hydrochloride. After initiation of Gemer Sita IR , patients should be observed carefully for signs and symptoms of

pancreatitis. If pancreatitis is suspected, Gemer Sita IR should promptly be di i and appropriate hould be initiated. It is unknown whether
o ec and appr

P P sitalR.

Heart Failure

An association between dipeptidy! pepudase-A (DPP-4) inhibitor treatment and heart failure has been observed in cardiovascular outcomes trials for two other
members of the DPP-4 inhibitor class. These diabete ease. Consider the risk:
benefits of Gemer Sita IR prior to iniiating treatment in patients at nsk for heart faiue, such as those with a pror istory of eart falure and a istory of renal
impairment, and observe th for: hear g therapy. Ad heartfailure and to

Acute Renal Failure
There have been posimarketing repots of worseningrenal fncton, nclucing acue renal aiure, sometmes requiing ialysis Before ntton of therapy with
GemerSitalR and atleast thereafter, renal d. Inp 3

elderly patients, renal funciion should be assessed more frequently and Gemer Sita IR discontinued if evidence of enal Impa\rmenllspresenl i

Vitamin B, Deficiency
In controlled clinical trials of metformin of 29 weeks duration, a decrease to subnormal levels of previously normal serum vitamin B, levels was observed in
approximately 7% of pafients. Such decrease, possibly due fo nferference with B,, absorption rom the B,intrinsic factor complex, may bé associated with anemia
tami those with inadequate vitamin B,, or calcium
intake or ansorpnon) ppesro b pediposed to devlopingsubnomal viamin B, evels. Measre hematdlogieparamelerson n aul bess and vitamin 8.,
3-yearintervalsin p: SitalR

o — -
Gemer Sita IR may increase the risk of hypoglycemia when combined with insulin and/or an insuli secretagogue (e.g., sulfonylurea). A lower dose of insulin or

Hypersensitivity Reactions
There have been posimarketing reports of serous hypersensility reactons n patients eated with sitagiptin, one of the components of Germer Sit IR  These
including Steven Onsetof the first3

initiation of 3

SitalR, assess for other for the event, i for diabetes.

Angioedema has also been reported with other DPP-4 inhibitors. Use caution in a patient with a history of angioedema with another DPP-4 inhibitor because it is
uch p: SitalR

Severe and Disabling Arthralgia

There have been postmarketing reports of severe and disabling arthralgia in patients taking DPP-4 inhibitors. The time to onset of symptoms following initiation of
drug therapy varied from one day o years. Patients experienced relief of symptoms upon discontinuation of the medication. A subset of patients experienced a
recurrence of symptoms when restarting the same drug or a different DPP-4 inhibitor. Consider DPP-4 inhibitors as a possible cause for severe joint pain and
discontinue drugf appropriate.

Bullous Pemphigoid
Postmarketing cases of bullous pemphigoid requiring hospitalization have been reported with DPP- 4 inhibitor use. I reported cases, patients typically recovered
with topical or systermic reatment and of the DPP4 inhibitor. Tel patients to report development of bisters or erosions while
receiving Gemer Sita IR . If bullous pemphigoid is suspected, Gemer Sita IR should be discontinued and referral to a dermatologist should be considered for
diagnosis and appropriate reatment

Glimepiride

Hypoglycaemia

All'sulfonylureas, including glimepiride, can cause severe hypoglycaemia. The patient's ability to concentrate and react may be impaired as a result of

hypoglycaemia. These impairments may present a risk in situations where these abiliies are especially important, such as driving or operating other machinery.
d resultin temporary death.

Chmcal Considerations

Table 2: Pre-selected Gastrointestinal Adverse Reactions (Regardless of Investigator Assessment of Causality) Reported in Patients with Type 2

Embryo/Fetal
Poor\y oontmued diabetes in pregnancy increases the ‘maternal sk for diabetic fosi ia, sp abortions, preterm delivery, and delivery Namber of Paents (%)
" riskformajor :stilbirh, Study of Sitagliptin and Metformin in Patients Inadequately Controlled | _Study of Sitagliptin Add-on in Patients Inadequately Controlled
Data on Diet and Exercise ‘on Metformin Alone
Human data Placebo Sitagliptin Metformin HCI 500 | Sitagliptin 50 mg twice daily + Placebo and Sitagliptin 100 mg
Published data from post-marketing studies do not report a clear association with metformin and major birth defects, miscarriage, or adverse maternal o fetal 100 mg mg! Metformin HCI Metformin HCI 500 mg/ Metformin HCI once daily and
outcomes when metformin is used during pregnancy. However, these studies cannot definitely establish the absence of any risk because of methodological once daily 1000 mg twice Metformin HCI 1000 mg twice = 1500mg Metformin HCI
limitations, includ groups. daily* daily* daily = 1500 mg daily
Inimal dat N=176 N=179 N=364 N=372 N=237 N=464
nimal data
Sitagliptinand Metformin Diarthea 7(@0) 5(28) 28(77) 28(75) 6 12 5) 1 (24)
i Nausea 2(11) 2(11) 20(55) 18(48) 08) 6(13)
Sitagliptin Vomting T(08) 0(00) 2(05) 8(22) 208 50
In embryo-ftal development studies, stagliptn admiisered 0 pregnant rts and rabhis during organogeness (gstaton day 6 t20) i ot adversely afect Abdorinal Paint 4@ 6(34) 138 130 9638 10@2)
developmental outcomes at oral doses up to 250 mg/kg (30-times the 1 basedon “D: i jiven the lower and higher
AUC. Higher doses in rats associated with maternal toxicity increased the incidence of rib ma\!ormanons in offspring at 1000 mg/kg, or approximately 100-times the t i inin the study of initial therapy.
based on AUC. of sitaglipt :
d ion day 21 behavioral 1000mglkg. In a 24-week placebo-controlledstudy of sitagiptin 100 mg as add-on therapy in patients with type 2 dabetes inadequately ontrolled on metformin and glimepiride
(sitagliptin, N=116; placebo, N=113), th investigator of causality in 25% of patients treated with sitagliptin and
Metformin ia (Tabl %,2.7%)

Metformin did not cause adverse developmental effects when administered to pregnant Sprague Dawley rats and rabbits up to 600 mg/kg/day during the period of
i fabout 2- and 6-4i i Y)for i

In a placebo-controlled study of sitagliptin 100 mg as add-on therapy in patients with type 2 diabetes inadequately controlled on metformin and rosiglitazone
(sitagliptin, N=181; placebo, N=97), the adverse reactions reported regardless of investigator assessment of causality through Week 18 in 2 5% of patients treated
upper respiratory tractinfection (sitagliptin, 5.5%; placebo, 5.2%) and nasopharyngitis
(6.1%, 4.1%). Through Week 54, the adverse reactions reported regardless of investigator assessment of causality in 25% of patients treated with sitagliptin and
more commonly than in patients treated with placebo were: upper respiratory tract infection (sitagliptin, 15.5%; placebo, 6.2%), nasopharyngitis (11.0%, 9.3%),
8.3% g .5%,4.1%).

Glimepiride

Risk Summary

Available data from a small number of d i decades have not identified any drug

assocwaled risks for major birth defects, miscarriage, or adverse maternal oulcomes However, su\lony\ureas uncludmg glimepiride) cross the placenta and have
Therefore, y.

Puudy controlled diabetes in pregnancy is also associated with risks to the mother and fetus. In animal studies, there were no effects ryo-fetal

following admiristation of gimepride {0 pregnant ats and rabbits atoraldoses approximately 4000 imes and 60 times the maximum human dose based on body

However, .1t

The estimated background risk of major birth defects is 6% to 10% in women with pregestational diabetes with a HbA1c >7% and has been reported to be as high as
20%t025% ibA1c>10%. i i ki

Clinical Considerations
i fetalrisk

¥
Poorly controlled diabetes in pregnancy increases the matemnal risk for diabetic i borti
i y i i iskfor major till birth, lated morbidity.

, preterm delivery, and delivery

Fetallneonatal adverse reactions

Neonates of women with gestational diabetes who are treated with sulfonylureas during pregnancy may be at increased risk for neonatal intensive care admission
and may develop respiratory distress, hypoglycemla birth ir |n]ury, and be large for gestational age. Prolonged severe hypoglycemia, lasting 4-10 days, has been
reported in neonates born to moth and has been reported with the use of agents with a prolonged half-life. Observe

Metf dl
In a 24-week placebo-controlled study of sitagliptin 100 mg as add-on therapy in pallem.s with type 2 diabetes inadequately controlled on metformin and insulin
(swlagllptm N=229; placebo, N=233), the only investigator of causality in = 5% of sitagliptin

Table3).

Hypoglycemla

(N=! i basedonall "

5),ad
reqmred athugh most (77%) reports of hypog\ycerma were accompanied by a blood glucose measurement 70 mgldL When the combination of sltaghpun and

metformin withinsulin, th patients reporting atleast reaction of as higher than
tfc ini withinsulin (Table 3).
Table 3: Incid d Rate of i of i of Causality) in Placebo-C Studies of Sitagliptin
Ins:

Add-On to Glimepiride + Metformin (24 weeks) Sitagliptin 100 mg + Metformin + Glimepiride Placebo + Metformin + Glimepiride

N=116 N=113
b . y
Overall (%) 19 (16.4) 1(0.9)
Due to reports of prolonged severe hypoglycemia in neonates born to mothers receiving a sulfonylurea at the time of delivery, glimepiride should be at veral (%) (164) 09
least two weeks before expected delivery. Rate (episodes/patient-year)t 0.82 0.02
Severe (%) 0(0.0) 0(0.0)

Animal data

d in rats and rabbits at times (rats) and

Add-On to Insulin + Metformin (24 weeks) Sitagliptin 100 mg + Metformin + Insulin Placebo + Metformin + Insulin

In animal studies, there was no increase in congenital anomalies, but an increase in fetal death N=23 PR
Patients must be educated to recogmze and manage hypoglycaemia. Use caution when initiating and increasing gllmemnde doses in palfnts who may be 0.1 times (rabbits) the maximum recommended human dose (based on body surface area). This fetotoxicity was observed only at doses inducing maternal
g. the elderly,p renal impairment, Debi Overall (%) 35 (15.3) 19(82)
those with adrenal, pituitary, or ly susceptible to the of g\ucose \owenng t is a\so —
more likely to occur zﬂPrsevereuv , Or Lactating women: Rate ‘ep:::::::“;"tyeam 10"3; 10(’51)
itaglipti ) : .
ly A h i 0 ients wi the elderly, and in pati king b Risksummary

Thereis no information regarding the presence of FDC of sitagliptin and metformin hydrochloride in human milk, the effects on the breastfed infant, or the effects on
milk production. Llrmled publ\shed s(ud\es  report (hat metformm is present in human milk [see Datal. There are no reports of adverse effects on breastfed infants

* Adverse reactions of hypoglycemia were based on all reports of symptomatic hypoglycemia; a concurrent glucose measurement was not required: Intent-to-treat
population.

treated with meﬁormln a\one See Table 2

When colesevelam is coadministered with glimepiride, maximum plasma concentration and total exposure to glimepiide is reduced. Therefore, Gemer Sita IR Hypersensitvity Reactions Sitagliptin s present i rat milk and therefore possibly presentin human TBasedon ofevents e, asingle patientmay have hadr
least4 hours pri There have been postmarketing reports of hypersensiivily reacions in patients reated with gimepiride, including serious reac;wonsmsuch as anaphylast milk [see Data]. The developmental and health benefis of breastieeding should be considred along wih the mothers cinical need for FOC o siaglpin and + seizure.
d, promptly SitaIR, assess for other p from FDC . . R "
Elderly: In general, dose selection for an elderly patient should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of the reaction, for diabetes. condition. lacebo, 0.6% in pati i i 0.8% i and 1.6%in i 06%in pan_en‘lrs‘
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy and the higher risk of lactic acidosis. Renal function should be HemalytcAnemia Dat f pé 2 N on metf the overallincid b - was 1.3%in patient e
assessed more frequently in elderly patients. Data o b
9 v vp Sulfonylureas can cause hemolytic anemia in patients with glucose 6- phosphate dehydmgenase (G6PD) deficiency. Because glimepiride is a sulfonylurea, use Sitagliptin 19 placebo.
limepiride yth . Elderly p: Inaddition, may be difficult ider the use in patients itaglipti the milk of i joofd:1. . . . "
Ihee\drer\y U i i i receiving glimepiride who did not have known G6PD deﬂclency Inthe study of therapy with metfc h was 2.2% in patients gi dd-
Metformin sitagliptin and 0.0% in patients given add-on placebo through Week 18. Through Week 54, the overall incidence of hypoglycemia was 3.9% in patients given add-on
- GemerSitaIR isnot ty X Published clinical lactation studies report that metformin i present in human milk, which resulted in infant d 1% to 1% of the mate liptinand 1.0% dd-on placeb
entwith diet alone adjusted dosage and a milkiplasma rafio ranging between 0.13 and 1. However, the studies were not designed to deﬁm(ely establish the risk of use of metforin )
Hepatic impairment: Use of metformin in patients with hepatic impairment has been associated with some cases of lactic acidosis. Gemer Sita IR is not ordiet p\usmsulm This warning i based on the study conducted by the University Group D\abeles ngram 1UGDP) along- lerm linical infants. In an additional, 30-week trolled, study of p: type 2 diabetes e comparing sitagliptin
in patie ir toevaluate the effectiveness of glucose-lowering drugs in preventing or delaying vascular atients with -dependent diabetes. The study 100 mg versus wnhdrawa\ of s\laghpun when |nmal|ng basal msuhn therapy, the event rate and incidence of documen(ed symptomatic hypoglycemia (blood
four Glimepiride between
Renal impairment: Assess renal function prior o initation of Gemer Sita IR_and periodically thereafter. Gemer Sita IR is coniraindicated in patiets with an GDP reporied i detpusaed dosec . oy radaratoof gwsks;mma'u ! . . it Vol Somsand Eloctronadionrams
'er‘slljr'r:‘?;?f%qa\o':‘nem\arfltratlon rate (GFR) below 30 mLimin/1.73 ', Gemer Sita IR is not recommended i patients wnl:r:lengR"l:eémirL30 andless than 45 Dardabal et ofpauentslrealed it aone A ntotal But the use oftolout 2 oo mrﬂeka:nde?h\gr:rgfeu’;o claling women u mllk?)?OdUCND for symptor Sresonti il T lis not e bobitof in human k) dlgns and —ieclrocardiograr jalsigns or n ECG (ncluding
o the ncrease incardovascular moralty, thus limiing the opporunity or the study (o show an ncrease in overal mortafy. Despitecontrversy regarding the should be considered along with the mother's ciinical need for gimepiride and any potential adverse effects on the breastied chid from gimepiride o rom the
Jiskfor . don1 - il interpretation of these results, the fincings of the UGDP study provide an adequate basis for this wamning. The patient should be informed of the potential isks and Underlying maternal condiion. Pancreatts
" ftheray Ina pooled analysis of 19 doublk trials thatii from 10,246 ized 100 mg/day (N=5429) or corresponding
linated Contrast SitalIR atthe time of, or priorto, an i tient . . Clinical Considerations (activeor, 7). ther it .1 per 100 patient- i in 4708 patient-years f
wun an 6GER befween 30 and S0mmint 73 s in panents with a history of iver disease, alcoholism, heartfalure orin pai willb intra- Although only one drugin the sulfonylurea class (tolbutamide) was included in this study, itis prudent from a safety standpoint to consider that this waming may also Monitoring foradverse reactions ) i 4p i in 3942 patient-y control).
rial the imaging procedure; restart Gemer Sita IR ifrenal function s stable. applytoother inview oftheir Monitor igns of g.jitters, cyanosis, apnea, poorfeeding, seizures). Stoaon
tagliptin
43. Contraindications Macrovascular Outcomes ) - Data Themost itaglipt investigator tyin 5% of patient
GemerSitaIR is contraindicated in patients with: sk anyother During prenatal i ignificant i in breast milk the pups. Offspring of thani i yngi
* Severe renalimpairment (eGFR below 30 mL/min/1 73m) 45. D . N tohigh levels of gli d pregnancy and I developed skeletal deformities consisting of shortening, thickening, and bending of the humerus during
. Acme o 5. Drugs interactions T Metformin
r metformin, or Carboni pivierey ) ) The most common (>5%) established adverse reactions due to initiation of metformin therapy are diarrhea, nausea/vomiting, flatulence, abdominal discomfort,
. Hypersensmvw to sulfonamide derivatives: Patients who have developed an allergic reaclmn to sulfonamide derivatives may develop an allergic reaction to é ot . . e 5 . bolic acidosis. Concomitant useof ﬁema/esandMa/esufRep(vducllve Potential: . . . . indigestion, asthenia, and headache.
glimepiride. D P gswith FDC of Yand mefformin i for o ywomen: Laboratory Tests
4.4. Special warnings and precautions for use c Paediatric patients: Sitagliptin
itaglipti i onsicer FDC of The incidence of laboratory adverse reactions was similar in patients treated with sitagliptin and metformin (7.6%) compared to patients treated with placebo and
E Jes: Topiramate, zonisamide, o ‘metformin (8.7%). In most but not all studies, a small increase in Il count WBC vs placebo; b
WARNING: LACTIC ACIDOSIS . Xamples: Geriatric patients: WBC 6600 cells/microl.) was observed due to a small increase in neutrophils. This change i laboratory parameters is not considered to be clinically
Postmarketing cases of metformin- assocla(ed Iacnc acidosis have resu\led in death, and resistant The onset of . ) In general, dose selection for an elderly patient should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of decreased relevant.
algia an Drugs the learance i hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy and the higher risk of lactic acidosis. Renal function should be assessed more
abdominal pain. Metformin associated was by elevated levels (>5 mmollLiter), anion gap acidosis (without evidence of Concomitant o with common renal tubular tems involved in the renal el jon of metformin (e.g., quentlyi y p: Metformin
ketonuria or ketoneria), gimL. 2[0CT;}/multidrug and for e ) Kine ) . imaiment Inaddion R In controlled clinical trials of metformin of 29 weeks duration, a decrease to subnormal levels of previously normal serum vitamin B,, levels, withou clinical
reted by the kidney. Elderl t impairment. In addifi fficul 0 "
Risk factors for metformin-associated lactic acidosis include renal impairment, concomitant use of certain drugs (e.g., carbonic anhydrase inhibitors such as Consider i itant use with FDC of sitagli the elderly.Use caution whennit 9 m’,easmg 4 iride in this palgm population. menfesi was observed 7% of patients. X , possibly due to ithB,, ﬁbt&; F;'l‘\‘l:‘ﬂ from the Bu Cintinsic factor complex,
topiramate), age 65 years old or greater, having a radiological study with contrast, surgery and other procedures, hypoxic states (€.g., acute congestive heart . Y
failure), Examples;: Ranolazine, vandetanib, dolutegravir, and cimeidine. Hepaticimpairment: postmarketing Exoerience
i ’ Use of metformin i pali ic mpairment has b ialed wi of is. FDC ofsitaglipti metformin Giional adverse roac fFDC of sitagliptin and metformin sitagliptin, or metformin. Because these:
If metformin-associated lactic acidosis is suspected, immediately discontinue Gemer Sita IR and insitute general supportive measures in a hospital setting. Alcohol i npati icimpai a 3 P H gliptin,or : !
Prompthemodialysis s recommended i b oluntaril it q
LacticAcidosis FDCof Renahmpayr ment: R o ’ . irug exposure.
Ther have been posimareing cases of mefoinassociated actc acidol,incuingftl cass, These cases had @ subleonset and were accompaned by 9 phosphale m‘;‘,g;:"‘n",{'y"d'mmo"de and;ﬁg;’;me pin oho metformin ool oo glimepiide oo perodca (e(‘;h‘i)‘;g&; Dol staglotn reactions including rash, urticaria, cutaneous vasculis, and exfoliaive skin conditions including Stevens-Johnson
nonspecific symptoms such as malaise, myalgias, abdominal pain . or ho nd esisiant Insulin Secretagogues or Insulin . FDC of sitaglptn phosphate, metiormin hydrochloride and glimepirde tabletsis ot recommended in palients with an eGFR befween 30 and less than 45 SV""W’“S upper respiratory tract infection; hepatic enzyme elevations; acute pancreatits, including fatal and non-fatal hemorrhagic and necrotizing pancreatits;
bradyarrhythmias have occurred with severe acidosis. M d lactic acidosis was by elevated blood [actate Coadmini fFDC of i metformin i o insulin may TLimin/1.73 m bacause these patiens require a lower dosage of taglptin than what s available i the FDC of staglptin phosphate, metiormin nd worsening renal function, including acute renal faiure (sometimes requiring dialysis) and tubulointerstital nephritis; severe and disabiing arthralgia; bullous
mmo\lther) anion gap acidosis (without evidence of ketonuria crkelonemla) and an increased \ac(a(e!pyruvale ratio; metformin p\asma levels were generally >5 glimepiride tablets. vomiting; headache; myalgia; pain in extremity; back pain; pruritus; mouth ulceration; stomatitis; cholestatic, hepatocellular, and mixed
meg/mL. uptake of especiallyin ay doses oftheir insulin, hepa!oce\lu\arllver|n|ury, rhabdomyolysis.
1 meflominassosted ki acidoss b suspecte, general supportve measues shou b insittd pramply n  hospie eting along vith medile Drugs tctng Siycamic Contl Patients at (eg ! Glimepiride
discontinuation of Gemer Sita IR . In Gemer Sita IR treated p prompt Cert 47, Effects on ability o drive and use machines Iyt
comectthe acidosis and remave accumuiated metformin (”‘erggg‘:‘;" HClis dialyzable, with a clearance °' o 170mLiinunder good hemodynamic candiors), There is no or negligible infiuence on the abilty to drive and use machines. However when driving or using machines, it should be taken into account that dizziness .
Ty When such drugs are administered to a patient receiving FDC of sitagliptin and metformin hydrochloride, observe the patient closely forloss of blood glucose control. Clinical Trials Experience: X X X X X
Educate patient h ot - fihe e Tuctth p sitaIR andreportth When such drugs are withdrawn from a patient receiving FDC of sit metformin observe the patient closely for Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to
e e s o fthese Instruct them italR andreport these Al sufonylureas, induding glimepirde, can cause severe hypoglycaemia. The palients abilly to concentrate and react may be impaired as a result of trials of another reflect bserved in practice.
ymp phys N Examples: Thiazides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid, important, ‘machinery. 2 iabete N - - ials Inthese tial "
R, . i I isoniazi type treated wit [ lled clinicaltrials. In these trial 700 p:
For each of the known and possible risk factors for d 3 toreduce the risk of and manage meffc d whenFDC i At treated with gnmepmae foratleast 1 year. In chnlca\ {rials, the most common adve i dizziness, asthenia, headache,
lactic acidosis are provided below: Glimepiride andnausea.
Renal Impairment Drugs affecting glucose metabolism 4.8. Undesirable effects Ad A in25% of gl d ed " g n i placebo (i deod dfrom 1-16 g g
gena impaiment ; o P i i Anumber of medications affect glucose metabolism and may require glimepiride dose adjustment and particularly close monitoring for hypoglycaemia or worsening Sitaglipti Iverse events occurred in 25% of glimepiride-treated patients and at a greater incidence than with placebo (glimepiride doses ranged from 1-16 mg administere
The postmarketing metformin-associated lactic acidosis cases primarily occurred in patients with significant renal impairment. The risk of metformin accumulation glycaemiccontrol. " Lacticacidosis dail), other than hypoglycaemia, that were reported in 11 pooled placebo-controlled tna\s whether or no considered o b possily or probably relted o study
SRR i . +  Pancreatitis medication were headache, information y of idental injury
Cli upon the patient! I lucose-l increasin d * Heartfailure from 13 wesks o 12monihs,
P intensity of hypoglycaemia: oral anti-diabetic medications, pramlintide acetate, insulin, angmtensm converting enzyme (ACE) inhibitors, H, receptor antagonists, «  Acuterenalfailure
. " y . - fibrates, propoxyphene, pentoxifyline, somatostatin analogs, anabolic steroids and androgens, fluconazole, + VitaminB,deficiency Hypog/ycaem,a
mersitaik, R quinolones, and those drugs that are highly protein-bound, such as fluoxetine, nonsteroidal anti- - I double-blind, placebo-controlled il of 14 weeks curation, paents already on suwonylurea therapy underwent a 3-week washout
" B . . . 2 inflammatory drugs, salicylates, sulfonamides, chloramphenicol, coumarins, probenecid and monoamine oxidase inhibitors. When these medications are . iti i eri od then were randomized |q limepiride 1mg, 4 mg, 8 mg, or placebo. p tients 8 mg underwent sitration from an initial
+ GemerSitalR s contraindicated i patients with an eGFR below 30 mLimin/t.73m administered o a patient receiving gimepiride, monitor the patient closely for hypoglycaemia. When these medications are withdrawn from a patient receiving . ggg:,':z’;ﬂ‘é‘f:;éﬁig‘fr{‘;mlw Eus'e o ma I docos o toiomied, Toe ovellncrion S ootatlnaet o
i id i p "
+ GemerSita IR is not recommended in patents with an eGFR between 30 and less than 45 mLimin/1.73 m because these patients require a lower dosage of gimepiide, morior + Bullous pemphigoid belved migtbe elted o hypoghycaemia;aconuren glucose meas was not e o gimeid . 1% Qi . 165 o
Hagipn I ions that may educe ! I ecto luding glimepiride, leading Clinical Trials Experience: gimep o plore i
+ ObtainaneGFR inall i sitalR.In i for renalimpairment(¢.g. the eldery) renal danazol 9'“““;;?.:‘,‘;‘]‘;’5"' i Bt e o o o s, diazoxide, laxalives, ”’a”‘P‘" Because ciincal tials are conducted under widely varying conditions, adverse reaction rates observed i the cincal trials of a drug cannot be directly compared to In a randomized, double-blind, placebo-controlled trial of 22 weeks duration, patients received a starting dose of either 1 mg glimepiride or placebo
funclion shouid be assessed more frequenty. epmew" . Bt roine,an s e s mdiatons i o oo ot recewmg gnm epmde s e patant dosly 7 ratesin drugand may not reflect daily. The dose of glimepiride wasmra(ed Ioatargeﬂaslmg plasmaglucose of 90150 ma/cL. Final iy doses ofgimepiride were 1, 2,3, 4. 6,or  mg[see Cnical
o o ) ) Studies (14.1)]. Th forthe 14-week rial) for glimepiride vs. Placebo was 19.7% vs. 3.2%. All of these
Drug Interactions d with Type 2Di . events were self-treated.
The concomitant use of Gemer Sita IR with specifccrugs may ncrease therisk of metformin-assaociated lactio acidosis: those that impair renal functon, resultin Beta-blockers, clonidine, leadtoeither I Table 1 summarizes the most common (= 5% of patients) adverse reactions reported (regardess of investigator assessment of causally) in a 24-week: placebo- o
ignificant herefore, consider fp " controlled p me/ghrg:/n
Age 65 0r Greater Both intake may potentiate or weaken the g Table - Sitaglotinand MetforminG Db ) imepiide, ahtg
The risk of ted lacti i tsageb likelinood of renal, or cardiac beta-blockers, clonidine, Adver: ons R of 259 Therapy (and Greater than In clinical trials, , such as pruritus, erythema, urticaria, and morbillform or maculopapular eruptions, occurred in less than 1% of
impairment than younger patients. i q inelderly patients. ! ' in Patients Receiving Placebo) glimepiride-treated patients. These may resolve despite continued treatment with glimepiride. There are postmarketing reports of more serious allergic reactions
Miconazole Number of Patients (%) (e.g.,dyspnea, hypotension, shock).
Radiological Studies with Contrast Apotentialinteraction between oral miconazole and sulfonylureas leading to severe hypoglycaemia has been reported. Whether this interaction also occurs with Siagiptn
Administration of intravascular iodinated contrast agents in metformin-treated patients has led to an acute decrease in renal function and the occurrence of lactic other dosage forms of miconazole s not known. - Metformin HCI 500 . glip . Laboratory Tests
acidosis. Stop Gemer Sita IR at the time m o prior o, an odinated conirastimaging procedure n patints with an eGFR betwieen 30 and 60 mLimin/1.73 min Placebo Sitagliptin letformin HCI 500 mg/ 50 mg twice daily + Metformin HCI Elevated serum alanine aminotransferase (ALT): In 11 pooled placebo-controlled trials of glimepiride, 1.9% of glimepiride-treated patients and 0.8% of placebo-
history of Icoholism, or heart failure; orin p: ira-art I FR Cytochrome P450 2C9 Interactons 100 mg Metformin HCI 1000 mg 500 mg/ Metformin HCI 1000 mg treated LT greater than pperlimitof
hours aferthemaging procedure, SitaIR ifrenal Theremaybeai glimepiride and inhibitors (e.g., inducers (e.g.,ritampin) of cytochrome P450 2C9. Fluconazole may inhibitthe once daily twice dailyt twice dailyt ) )
metabolism of gllmepmde causing increased plasma concentrations of gimepiride which may fead to hypog\ycaem\a Rifampin may induce the metabolism of Postmarketing Experience: B i
Surgery and Other Procedures glimepiride, 0 y N=176 N=179 N = 3641 N =372t The following adverse reactions have been identified during postapproval use of glimepiride. Because these reactions are reported voluntarily from a population of
Withholding of food and fluids during surgical or other procedures may increase the risk for volume depletion, hypotension and renal impairment. Gemer Sita IR " in size, i quency i
should be temporarily foodand fluidintake. ConcomitantAdministration of Colesevelam Diarhea 7(4.0) 5(28) 28(7.7) 8(7.5 . ] c i
C i limepi i However, absorptionis not reduced Upper Respirator ot without GBPD deficiency
; 4hours pri Therefore, g i hoursp Tppt Inf F v 961 8(45) 19(.2) 262 . fiverfunction (e.g. i isandj aswellas hepatlls,which may progresstoiver failure
Several of the ases of d red in the setting of acut tive heart failure (particularly when accompanied ract infection . i i
by and hyporemia). Cardi ), y infarcton, epsis, and ofher conditions associaled vith hypoxemia have been 456. Useinspecial populations Headache 5(28) 2(11) 14(38) 22(59) + Leukopenia,
y SitalR. L - . 10,000/4L) and Thrombocytopenic purpura
) Pregnantwomen: Intent-to-treat population. .t
Excessive Alcohol Intake: o 3 itagliptir 1 Data pooled for the patients given the lower and higher doses of metformin. .t ia and syndt (SIADH), most often in patients who are on other medications or who have medical
Alcohol potentiates the effect of metformin on lactate metabolism and this may increase the risk of metformin-associated lactic acidosis. Wam patients against Risk Summa ) v
SfaiiR- The limited available data with FDC of sitagliptin and metformin hydrochloride in pregnant women are not sufficient to inform a drug associated risk for major birth A The Type 2 Diab + Dysgeusia
defects and miscarriage. Published studies with metformin use during pregnancy have not reported a clear association with metformin and major birth defect or na 24-veek placebo- -controlled il of sitagliptin 100 mg adm\msﬂ(ered once daily added to a twice daily metformin regimen, there were no adverse reactions « Alopecia
Hepaticimpaiment . . miscarriage risk. There are risks to the mother and fetus associated with poorly controlled diabetes in pregnanoy. No adverse developmenlal eﬁects were observed reported regardless of investigator assessment of causality in 25% of patient " thanin placebo. Di Py
e sociated is. This may d 20-tim p 1.9%; placebo and metformin, 2.5%) Phosphat Tablets':
Iactate bood evels. Thrcfore, avoid use of Gemer SitalR i linical i based on AUC. No adverse deve\opmema\ effects were observed when metfmmm was administered to pregnant Sprague Dawley rals and rabbits dunng P Thesalety of FDC nfSNagllplm Phosphate Me«mmm Hydrochioride and Ghmepmde tab\els(sa mg+ 1000mg + 1 mg) given twice daily (BID) (test) was assessed in
» e : e ’ major ad ) ; ) comparison to of Metformin + 0 mg (2 tablets given BID) 2m BID )i patients of type 2
Pancreatitis is6-109 P g 1c>7 be as high as 20-25% gl 1c>10%. The incidences of pr adverse in patients treated with sitagliptin and metformin were similar to those reported for patients diabetes mellitus treated with stable total daily d piride 4 mg & Metformin 1500 ‘mgfor atleast 10 weeks prior to screening and still having

5.

HbATc28%and<11% randomized, i i rolled, double-blind, pha linicaltrial Phe iride Tablets": No studies of metformin pharmacokinetic parameters according to race have been performed. In controlled chnlca\ studies of metformin in patients with type 2 Ci i i 34Y% UC and a4% d i e
The e«cacy of FOC ofsmagnptm Phosphate, Metformin Hydrochlandeand Gllmepmde tablts (50 mg + 1000 mg + 1 mg) given twice daily (BID) (test) ) , and Hisp:
Of total 392 patients Phosphate Meiformm Hydmcmonde and Ghmepmde tab\els (50mg +1000mg + 1 mg) BID to C¢ Metformin - and Glimepiride 2 mg tablets given BID (oomparatur) inpatients of type 2 Colesevelam
(Test 1) am ofwhich 181 1 patients completed the sludy ot patient Metorm 500 mg (2 tablets BID) tus treated with stable total iy dose of Glimepiride 4 mg & Metf > 1500 mgfor ateast 10 weeks prior to screening andstil having Drug Interaction Studies Concomitant i resulted limepiride AUC,.. and C... o 18% and 8%, espectively. When glimepiride was
and Glimepiride' g (BID) (Comparator) arm, of which the study HbA1c=8%and<11% i trolled, double-blind, phase 3 clinical trial Sitagliptin Phosphate and Metformin Hydrochloride p limepiride AUC, .. or C,, 6% and 3%, respectively.
Coadministration of multiple doses of sitagliptin (50 mg) and metformin HCI (1000 mg) given twice daily did not meaningfully alter the pharmacokinetics of either
During the double blind treatment period, overall 67 TEAES were reported in 55 (14.0%) patients out of 392 patients; of which 31 TEAEs were reported in 25 (13.2%) Of4T: sitagliptin or metformin n patients with type 2 diabetes. Crmelldme andranmdme
patients in FDC of Sitagliptin Phosphate, Metformin Hydrochloride and Glimepiride tablets (50 mg + 1000 mg + 1 mg) BID (Test 1); 36 TEAES were reported in 30 en-label, 3-way i iride with ranitidine (150 mg twice
(14.9%) patients in C of Metformin 500 mg (2 tablets BID) and Glimepiride tablets 2 mg (BID) (Comparator). No SAEs, deaths or lfe- Table 6: hangei 1c( i i End of Week 16 (mITT Population) FDC of however da\\y for 4 days; gllmepmde was administered on Day 3), or glimepirde with. c\me\ldme (soo mg dally for 4 days  glimepiride was administered on Day 3).
threatening TEAES reported during the study by these 392 patients. ith the FDC 1Cl).
FDC of Sitagliptin Phosphate, Metformin Co-administration of Metformin Test1Vs .
During the open label period, overall 8 TEAES were reported in 8 (4.4%) patients out of 182 patients in FDC of Sitagliptin Phosphate Me(formm Hydrochloride and "st’o"f,t""j';‘gn*;"; ‘j"‘"',:";’;;’:s'“:"f“ Hydrochionde 500 I"c“;n""zgt'::;""“’e Comparator Sitagliptin ) Propranolol
Glimepiride tablets (50 mg + 1000 mg + 1 mg) or (50 mg + 1000 mg + 2mg) BID (Test 1 or Test 2). No SAES, deaths orife-th o N fm, o (N“:m) P InVitroAssessment of Drug Interactions: X In a randomized, double-blind, two-period, crossover study, healthy subjects were given either placebo or propranolol 40 mg three times daily for a total treatment
by these 392 patients. Sitagliptin is not an inhibitor of CYP isozymes CYP3A4, 2C8, 2C9, 2D8, 1A2, 2C19 or 2B6, and is not an inducer of CYP3A4. Sitagliptin is a P-gp substrate but does period of 5 days. On Day 4 of each study period, a single 2 mg dose of glimepiride was administered. The glimepiride doses were separated by a 14-day washout
Visits. Statistic Summary Actual Change from Actual Change from P value[3] not inhibit P-gp mediated transport of digoxin. Based on these results, sitagliptin is considered unlikely to cause interactions with other drugs that utilize these period. Concomitant administration of propranolol and glimepiride significantly increased glimepiride C,.., AUC, and T, by 23%, 22%, and 15%, respectively, and
During the double blind treatment period, atotal of 7 hypoglycaemia events were experienced by 4 (1%) patients, out of which 3 (1.6%) patients (5 events) were from Baseline[d] Baseline[d] pathways. i yof M1 and M
FDC of Sitagliptin Phosphate, Metformin Hydrochloride and Glimepiride tablets (50 mg + 1000 mg + 1 mg) BID (Test 1) and 1 (0.5%) patient (2 Co-
administration of Metformin Hydrochloride 500 mg (2 tablets BID) and Glimepiride tablets 2 mg (BID) (Comparator). Al events were of Level 1. No patient required Visit1 (Baseline) L 1% 202 Sitagliptin is not extensively bound to plasma proteins. Therefore, the propensity of sitagliptin to be involved in clinically meaningful drug-drug interactions mediated farfari
period. Mean + SD 9.18+0.75 9.14+0.74 by plasma protein binding displacementis very low Inan upen label, two-way, crossover study, y subj d4mg daily for 10 days Single 25 mg d i i
N 05716 v before starting giimepiride and on Day 4 of gimepride admin Th did ot ater the e
During the openabel treatment period, 1 hypoglycaemia event was experienced by 1 (0.5%) patientin FDC of Sitagliptin Phosphate, Metformin In VivoAssessment of Drug Interactions: warfain enanomers. No changes were obsarved n warfain plasma protein binding. Glimepiide resulied n a siatisically signficant decrease in he
Glimepiride tablets (50 mg + 1000 mg + 1 mg) or (50 mg + 1000 mg + 2 mg) BID (Test 1 or Test 2). This event was of Level 1 and the patient did not require Week 12 n 187 187 199 199 Effects of Sitagliptin on Other Drugs pharmacodynamic response to warfarin. The reductions in mean area under the prothrombin time (PT) curve and maximum PT values during glimepiride treatment
hypoglycaemia management during the study. Mean < SD 8012113 182102 8032107 112090 In cinical studies, sitagliptin did not meaningfully alter the pharmacokinetics of metformin, glyburide, simvastatin, rosigitazone, digoxin, warfarin, or an oral were 3.3%and 9.9% relevant
— — — — — (Table 8), providing in i f a low propensity for. drug interaction: YP3A4,
Tabled: E y Sy Or Cl: Te P-value[2] <0.0001 <0.0001 0.5863 CYP2C8, CYP2C9, P-gp, and organic cationic transporter (OCT). 6. Nonclinical properties
S eter Oran Cl FDC of Sitagliptin Phosphate Metformin Co—admlnlslrztlnn;m)elﬂlonsr;g . overall st Week 16 n 187 187 198 198 Table8: " 1 6. AnimalToxicology or Pharmacology
Preferred Term e e K orey (2tabits D) verall (N=392) Mean  SD 730 1.01 179098 7861087 128089 ink Dose of C: Dose of Sitagliptin® Geometric Mean Ratio (ratio with/without sitagliptin)
(50mg 1"‘“'%90] mg) (Test 1) imepiride: (:‘_5102'"]91 omparator) Paluez] 00001 <0.0001 <0001 Drug Drug* No Effect = 1.00 No animal studies have been conducted with the FDC of sitagliptin and metformin to evaluate is or impairment of fertility.
- - finding: metformin individually.
Subjects [n (%)] Events (E) Subjects [n (%)] Events (E) Subjects [n (%)] | Events (E) [1] BID: Twice daily; Cl: Confidence interval; FDC: Fixed dose combination; Max: Maximum; Min: Minimum; miTT: modified intentia to treat; N: Number of patients; SD: _ Auct Cmax
e TEAES %5 (132%) m D) % 0T Gl Standard Deviation Digoxin 0.25 gt once daly for 10 days | 100 mgF once daily for 10 days | Digoxin 111§ 118 Sttaglptin
. H [2] p-value: Paired t test Glyburide 1.25mg 200 mgt once daily for 6 days Glyburide 1.09 101 A lwo -year carcinogenicity study was conducted mm:‘agz ::g female ratf< given oral doses of ?ét:‘g\‘\g;lr; t051 050(!“‘; S,Eg ms?gsg\ggllgﬁz ;(r;ir:u:éassa;g rlg;rrf‘:i;z;
’ i i of liver
i _ _ _ _ 3] p-value: MMRM model is used. The model indudes change in HbA1c as the dependent variable and treatment, visit, treatment by visitinteraction s fixed effects and Sivasiatn 0mg 200 meF once daly Tor 5 days | Smvastatin =] 080 60 tmes he Puman xposre t i masimum ecormmended daly adul man dose (MRHD)af 100 molday base L on AUC oo L s ware et
Gastrointestinal disorders 8(4.2%) 9 20(9.9%) 22 28(7.1%) 31 baseline HbA1c as a covariate. Baseline p value is based on Two sample t test. _ b 4 at 150 mglke i the h atthe MRHD. A tw ucted o and femal
from baseline = Post dose values— Baseline values. Simvastatin Acid 1127 1.06 feslbedirtn:d oS the " oyear T oo mico arven
‘Abdominalpain upper 1(05%) 1 3(1.5%) 3 4(1.0%) 4 14] Change fo I doses of sitagliptin of 50, 125, 250, and 500 mg/kg/day. There was no increase in the incidence of tumors in any organ up to 500 mg/kg, approximately 70 times
PP " - Rosiglitazone 4mg 200 gt once daily for 5 days | Rosiglitazone 098 099 human exposure at the MRHD. Sitagliptin was not orwithout in the Ames bacterial mutagenicity assay, a Chinese
Constipation 0 1(05%) 1 1(03%) 1 Table7: 9 fe( Week 28 (mITT Pop ) Warfarin 30 mg single dose on day 5| 200 mg once daily for 11days | S() Wartarin 095 089 hamster ovary (CHO) chromosome aberation assay, an in vitro cytogeneics assay in CHO, an n virorat hepa(ocyte DNA alkaline elution assay, and an in vivo
Diarthoea 3(1.6%) 3 5 (2.5%) 6 8(20%) 9 FDC of Sitagliptin Phosphate, Metformin Hydrochloride and Glimepiride tablets (Test 1 and Test 2) R() Wartarin 099 089
Gastritis 0 2(1.0%) 2 2(05%) 2 — — =182 - Ethinyl estradiol and | 21 days once daily of 35 pg ethinyl | 200 mg} once daily for 21days | Ethinyl estradiol 0.99 097 In ratfertility S\udleswlth oral gavage doses of 125, 250, and 1000 mg/kg, males were treated for 4 weeks prior to mating, during mating, up to scheduled termination
Nausea 0 6(3.0%) 5 6(15%) 5 Visits Statistic Summary Actual Change from Baseline[3] norethindrone estradiol with norethindrone jeeks total), and females were treated 2 weeks prior to mating through gestation day 7. No adverse effect on fertility was observed at 125 mg/kg
0.5mg x 7 days, 0.75mg x 7 Norethindrone 1.03 0.98 (appmx\mate\y 12 Umes human exposure at the MRHD of 100 mg/day based on AUC At higher doses, lated increased resorptions in
Vomiting 421%) 5 4(2.0%) 4 8(20%) 9 Visit 1 (Screening) n 182 days, 1.0 mg x7 days 25and the MRHD based onAUC
General disorders and 3(16% 3 5(25%) R 820%) B Mezn + SD 916£0.74 efformin HOI 7000 mgf twice daly for 14 days | 50 mgf twice daly for 7 days | Wetlormin T02% 097 Metformin
site conditions Visit 7 (Week 24) n 182 182 . od i Longterm carcinogenicty studies have been performed in rats (dosmg duration of 104 weeks) and mice (dosing duration of 91 weeks) at doses up to and including
Pyrexia 3(16%) 3 5@5%) 5 820%) 9 Vean £ SD 706+ 1.01 210£0.99 AUC IC.. 900 mglkg/day and 1500 mglkg four 0f 2000 mg based
% 5 Multile d on body surface area comparisons. No evidence of cammogemcmy wwlh metformin was found in either male or female mice. Similary, ‘here was no tumorigenic
Infectons and infestations 105%) ! 105%) ! 2(05%) 2 prvalue [2] <0001 AUC . potential observed with metformin in male rats. There was, however, an increased incidence of benign stromal uterine polyps in female rats treated with 900
Nasopharyngitis 1(05%) 1 1(0.5%) 1 2(0.5%) 2 Vist® (Weok 28) ; o o ﬁﬂc”* mglkg/day.
Metabolismand nutritiondsorders 3(1.6%) 5 1(0.5%) 2 4(1.0%) 7 Mean £ SD 679103 2372104 bz Ames st (S. "
Hypoglycaemia 3(16% 5 1(05% 2 4(10% 7 " chromosomal aberrations test 1human lymphocyes). Resuis i the in vivo mouse micronucleus test were aiso negaive. Ferliiy of male of female rais as
y g glip
i e 05 (0 prvalve 2 <0001 Effetsaf ther Dnigsen Stanlon Table) unaffected by mefformin when administered at doses as high as 600 mg/kgiday, which is three times th human daily dose
Husculoskeltaland comectve 5(2.6% 5 1(05%) 1 6(1.5%) 6 [1]]BID: Twice daily; FOC: Fixed dose combination; Max: Maximum; Min: Minimum; mITT: modified intention to treat; N: Numberof pafients; SD: Standard Deviation based on body surface area comparisons.
Aol T T [2] p-value: Wilcoxon signed rank of C ini i itaglipti
ralgia (0.5%) 1 0 (03%) 1 3] Change from baseline = Post dose values Baseline values. Visit 1 (Screening) data is considered as baseline. Drug | Dose of Coadmn Drug’ Dose of Sitag] Geometiic Mean Ratio b and Fertily: Sud permil 0 timesthe
Back 1(0.5%) 1(0.3%) ider i
ackpan 0 054 ! 03%) ! The reduction of FBG and PPBG from baseline to end of Week 12 and Week 16 was comparable between test and comparator arm. The proportion of pamcwpams (ratio withiwithout coadministered drug) No Effect = 1.00 maximum recommended human dose, based on surface area) for 30 months Shgwed 0 evid of In mice, of glimepiride for 24
Myalgia 4(21%) 4 0 4(1.0%) 4 achieving HbA1c < 7.0% at Week 12 was comparable between two arms. The proportion of participants achieving HbA1c < 7.0% at Week 1 highe AUCT Cmax months increase in benign formation that and was thought to be the result of chronic pancreatic stimulation. No
o 57 5 T 3 R S inFOC of Siaglptin Phosphat, Metlornin Hyciochride and Gimepird tabiets (50 /1000 mg/ m) (Test ) arm as compared 0 e Co-adninistaton of Cyclosporine 500 mg once dally 00 mg once dally Sagiptn % 53 adenoma formation in mice was observed at a dose of 320 ppm in complete feed, or 46-54 mg/kg body weight/day This is at least 28 times the maximum human
ys o b Metformin Hydrochloride 500 mg and Glimepiride tablets 2mg (Comparator) arm (p<0.0001). None of the pai eorm G 1000 T ice Gy Tor T4y |50 mgT s Ay Tor a5 | Sl o5 s
Headache 6(32%) 6 3(1.5%) 3 9@3%) 9 53, by - - Glimepiride was non-mutagenic in a battery of i vitro and in vivo mutagenicity studies (Ames test, somatic cell mutation, chromosomal aberration, unscheduled DNA
R o oo 2(1.4%) 2 105%) 1 308% 3 itaglipt o i syhess,andmouse micronucleus est).
Sttagliptin ) ) ) 1 Multiple dose. Ther ight (1,
Cough 1(0.5%) 1 1(0.5%) 1 2(05%) 2 have b Foll leoral §auc, ere was weight
p— T05%) T 5 0% T dose to healthy volunteers, mean plasma AUC of s\laghpﬂn was 8.52 uMhr C,. was 950 nM, and apparenl lermlna\ haW life (1) was 12.4 hours. Plasma. AUC of ‘012 based on surface areai Ghmepmde had no effect on (he Vemmy of male and !emale rats admlnls(ered up to 4000 mg/kg body we\ghl (approximately 4,000 times the
il sitagliptin increased in a dose-proportional manner and increased 14% following 100 state compared to the first dose. The intra- Metformin HCI
Body System totals are not necessarily the sum of the individual adverse events since a patient may have reported more than one adverse events in the same body system. sub|ect and inter-subject coefficients of variation for sitagliptin AUC were small (5.8% and 15.1 /n) imilar in healthy Table 10: Effect of P .
Adverse events are coded into system organ class and preferred term using MedDRA version 24.0 . 7. Description ) )
Percentages are computed using N provided in the Column header. ini; Drug | Dose of Coadmini: Drug* Dose of Metformin HCI* Geometric Mean Ratio (ratio with/without metformin) The chemical name of sitagliptin phosphate is 7-(3R)-3: 1-0x0-4-(2,4,5- n 5,6,7 8-tetrahydro-3-
BID: Twice daily; FDC: Fixed dose combination; n: Number of sumects E: Number of Events. Absorption: o Effect = 1.00 triazolo[4,3-a]py phosphate (1:1) f metformin is NN- diamid and glimepiride is 1 [[p [2 13»
Sr{ag;yznn thyl-4-methyl-2-ox0-3-pyrroline-1 3-(trans-4
E B AUC: Cma
Table 5: y System Organ Cl Term-Open Label After oral administration of a 100 mg dose to healthy subjects, smagnpmn ‘was rapidly absorbed with peak plasma concentrations (median T,..) occurring 1 to 4 hours Cimatdns T0mg 0™ Cimatdne 0 951 7 mx mgor2mg
FDC of Sitagliptin Phosphate, Metformin Hydrochloride and Glimepiride tablets (Test 1 and Test 2) postdase. Th - -
System Organ Class Preferred Term = Glyburide 5mg 500 mg§ Glyburide 0.781 0.631 . .
(N=182) Effectof Food = o = 8. armaceutical particulars
‘Subjects [n (%)] Events (E) Coadministrati noeffecton ics ofsitagliptin. | Furosemide 0mg 850 mg urosemide 0871 069 o
Total TEAEs 8(4.4%) 8 Nifedipine 10mg 850 mg Nifedipine 110f 108 8.1, Incompatibilities
Metformin P ol & P ol 101 4
The absolute bioavailability of a metformin HCI 500-mg tablet given under fasting conditions is approximately 50-60%. Studies using single oral doses of metformin Topranolo 0mg 850 mg ropranolo ot 09 "
Gastrointestinal disorders 3(16%) 1 HCl tablets 500 mg to 1,500 mg, and 850 mg to 2,550 mg (approximately 1.3 times the maximum recommended daily dosage), indicate that there is a lack of dose Ibuprofen 400 mg 850 mg Ibuprofen 0.97# 1.01# 82. Shelflife )
Abdominal pain Upper Te5%) 3 i i i 3 tion in eli v Refer productlabel for expiry date. Do not use after expiry date.
Diarthoea 1(05%) 1 Effect of Food AUCi Uco- 8.3. Packaging information
Vot T05%) T metformin, 40%lower mean peak ). a25% AUCO-24hr. GemerSitalR 50/50011, Gemer SitaIR 50/500/2, Gemer SitaIR 50/1000/1 and Gemer SitaIR 50/1000/2is available in strips of 10 tablets each.
9 i lower area under the plasma concentration versus time curve (AUC), and a 35-minute prolongation of time to peak plasma conceniration (T J Tollowing ( 3 o )
General disorders and administration site conditions 2(1.1%) 2 of a single 850-mg tablet of metformin HCI with food, compared to the same tablet strength administered fasting. The clinical relevance of these 4 P .05. 8.4. Storage and handling instructions
Pyroxia 2011%) P decreases is unknown. Ratio of arithmetic means. Storeat exceeding 25°C.
Metabolism and nutrition disorders 1(0.5%) 1 Distrbution: Table 11: Effect: ini Di Metformin HCI 9. Patient Counselling Information
Hypoglycaemia 1(05%) 1 Sitagliptin . — § X i Drug | Dose of Coadmini: Drug'[  Dose of Metformin HCI* Geometric Mean Ratio glipti
Nervous system disorders T05%) 1 m 100-mg 198 iters. (ratio with/without coadministered drug) No Effect = 1.00 LacticAcidosis i o o
o sitagliptin reversibly bound to plasma proteins is low (38%). AUC G Explain the risks of lactic acidosis, its symptoms, and conditions that predispose to its development. Advise patients to discontinue Gemer Sita IR immediately and to
Headache 1(05%) 1 . _ i max promptly notify their physician if unexplained hyperventilation, myalgias, malaise, unusual somnolence or other nonspecific symptoms occur. Counsel patients against
Respiratory, foracic and mediasiinal disorders T(05%) 1 Metformin Glyburide 5mg 500 mg} Metforming 0.98§ 0.99§ excessive alcohol intake and inform patients about the importance of regular testing of renal function while receiving Gemer Sita IR . Insiruct pafients o nform their doctor
- The apparent volume of distribution (V/F) of metformin following single oral doses of metformin HC tablets 850 mg averaged 654 + 358 L. Metformin is negligibly Furosemide 40 mg 850 mg ‘Metformin 1.09§ 122§ thatthey are taking Gemer Sita IR prior: be required.
Rhinorrhoea 1(0.5%) 1 bound to p\asma prolelns in contrast to sulfonylureas, which are more than 90% protein bound. Metformin paritions into erythrocytes, most hkely asa function of Nedo T e o % i
Body System tolals are not necessarly the sum of the individual adverse events since  patient may have reported more t metfor I tablets, st fedipine mg mg etformin Pancreatits .
than one adverse events in the same body system Qe"efa”yd meg/mL. Propranolol 20 mg 850 mg Metformin 0.90 094 niorm pat . ing s e ok e o Cofitagipinand metformin hycrochioride ‘ tslha prsitentsever
. . abdominal pain, sometimes radiating to the back, which may or may not be accompanied by vomiting, is the hallmark symptom o acu epancreans nstruct patients to
::::;:Z::?ﬁ:zxif:d"\‘gns; Tﬁe:r‘uovr\g:g aﬁizﬁfﬁﬁxfm 45ng NedDRA erson 40 Elimination: Ibuprofen 400 mg 850 mg Metformin 105§ 107§ promp! SitaIR “and contacttheir physician i
FDC: Fixed o binat Number of subjocts: E: Number of Events Sitagliptin Drugs that are eliminated by renal tubular secretion may increase the accumulation of metformin.
ixed dose combination; n: Number ofsubjects; E: Number of Event 79% of sitagliptin is excreted unchanged in the urine with metabolism being a minor pathway of elimination. The apparent terminal t,,following a 100 Smetdns 0 o Velom o T Heart Failure
Overall, . T both " stud itaglipti 124 h i I 9 I 9 I I I Inform patients of the signs and heart failure. B ask a history of heart failure or other risk factors for heart failure
. the study. Carbonic anhydrase inhibitors may cause metabolic acidosis. including moderate to severe renal impairment. Instruct pallen(s {o contact their phys\c\an as soon as possible if they experience symptoms of heart failure, including
Metformin Topiramat 100 500 ‘Metformi 17 117 ath, welling of the feet.
49. Overdose Following oral i i 0% of the absorbed drugis eliminated via the renal route within the first 24 hours, with a plasma elimination haifife of opramate [ ol [ mof [ Metomin S
Inth T Arheion Int 2hours. Inblood, limi half-i r 17.6 hours, distribution. * Alld i i i VirammBgDeﬂcrency
AUC CO- th SitalR .
measures, .g., remove unabsorb”e‘d }r:la‘levr‘\‘al from the gas(romtesllnal (ract emp\oy cl\mcal momlonng (mcludmg oblalnmg an e\eclrocardlogrami and msnlute Metabolism: + (MetforminH C\exlen de o re\easetablets) 500mg.
Sitagliptin § Ratio of arithmetic means. Hypoglycemia
3.5% of 23-tod-hour y Following a [“C]sitagliptin oral d b of the ity was excreted as metabolites of sitagliptin. Six metabolites were detected at trace levels y 100 mg Topi y12hr \g every 12hrAUC =AUCO-12hr. Inform patients that the incidence of hypog\ycem\a isincreased when Gemer Sita IR is added to an insulin secretagogue (e.g., sulfonylurea) or insulin therapy. Explain to
may be considered f chmcaHy appmp”m Ttisnot krmwn " o ‘, s dialyzable b i n erdose of mefformin mcludmg mges‘mn of and are not expecled o mnmhute tothe plasma DPP 4 mmbwlory activity of sitagliptin. In vitro studies indicated that the primary enzyme responsible for the limited patients receiving Gemer Sita IR i with these the risks of its symptoms and treatment, and conditions that predispose to its
ms. imately 10% of cases, but with metformin has b d Lactic YP3M, 2C8. Glimepiride development
acidosis has been reporied in approximately 32% o me«mmm overdose cases. Metformin is dla\yzable with a clearance of up to 170 mLimin under good Mettormin Absomtion: o T o
peusetor Intravenous single-dose studies in normal subjects demonstrate that metformin is excreted unchanged in the urine and does not undergo hepatic metabolism (no ¢ was g . the mean C,,, andAUC (area under er by 8%and 9%, -) Inform patients that allergic reactions have been reported during postmarketing use of sitagliptin, one of the components of Gemer Sita IR . If symptoms of allergic
Glimepiride I ified i iliary ion. i reactions (including rash, hives, and swelling of the face, lips, tongue, and throat that
An overdosage of glimepiride, as with other sulfonylureas, can produce severe Mild episodes of can be treated with oral glucose. Excretion: limepiride does not late in serum following multiple dosing. Th { not differ between healthy subjects and patients with SitaIR and seek medical advice promptly.
Severe hypoglycaemic reactions constitute medical emergencies requiring immediate treatment. Severe hypoglycaemia with coma, seizure, or neurological Sttaglpti n type 2 diabetes. Cl the 1 Severe and Disabling Arthralgia
impairment can be Wrealed wilh glucagan. of Intravenous glucose. Conlinued observation and additonal carbohyciale intake may be necessary because Following administration of an oral[“C]sitaglptin dose o healthy subjects, 100% of the was eliminated in feces (13%) or inhealthy n i ; ' i i 15%23%and 24% 29% Inform patients that severe and disabling joint pain may occur with this dlass of drugs. The time to onset of symptoms can range from one day to years. Instruct patients to
el urine (87%) within one week of dosing. iceif severe joint pain occurs.
Distribution:
Pharmacological properties ; ) idase 4 (DPP-4) ! Geisabiouanie Elmpaton o stagpinoscrs gl i renal exceton and inilves acte ularsereon,Siagpin 3 subtte o human organi anion ansportr3 flor inrave i i ) was8.8L (113 mUkg), and L)was 47 8mLimin. P Bullous Pemphigoid
glip o 9 g , which may be involved in the renal elimination of sitagliptin. The clinical relevance of hOAT-3 in sitagliptin transport has not been established. Sitagliptin is was greater than 99.5% g : ' : may oceur Instruct jice f blisters or
54, Mech FActi also a subs(ra(e of p-glycoprotein (P-gp), which may also be involved in mediating the renal elimination of sitagliptin. However, cyclosporine, a P-gp inhibitor, did not o
: s::gla;;;’s"m ofAction reduce the renal clearance of sitagliptin. Metabolism: Females of Reproductive Age: ! .
inis a DPP-4 inhibitol i 2 diabetes by slowing incretin hormones. C Metformin Glimepiride is comp\ele\y metabolized by ox\danve blo(rans(ormal\on after either an intravenous or oral dose. The major metabolites are the cyclohexyl hydroxy SitalIR mayresult Y ylead
the active intact hormones are increased b snta h un Ihereb increasing and prolonging the action of these hormones. Incretin hormones, including glucagon-lie h : " : " - - methyl deri 1) an 12). Cytochrome P450 2C of M1. M1 is further N
peptide-t (GLP1 y sitaglipt Y 9 prolonging throughout the day, and levels are mcreasedg\g respgonse o (EILm;nanon otl metfﬁ:mm qccurs(prv'naml)'/ vlavrer;valgxirenonv Renal clearance is approximately 3.5 times greater than creatinine clearance, which indicates that M2 by one or several cywsohc ‘enzymes. M2 s inactive. In animals, M1 possesses about one-third of the pharmaw\oglca\ activty of glimepiride, but itis unclear Glimepiride
ameal Tnese hormones are rapidy naclvated by he enzyme DPP4. ‘The ncretins e part of an endogenous system nvolved i the physiologi regulation of Hhularsecretionis he major oute of metformin eimination. whether M1 humans. Hypoglycemia - ) ] "
glucose When elevated, GLP-1and GIP increase insulin synthesis and release from pancreatic beta cells ‘Specific Populations: Explain {reatment of asw Inform patients that their abilty reactma
By invacelulr signaiing paihways invohing cyclc AMP, GLP-1 lso owers glucagon secreon from pancrealic alpha cels,leading (o reduced hepaiic glucose Pp" iopopuatons: Exc,e,,o,, - ) ) ) be \mpalred as a result of hypoglycemia and that this may present a risk in situations where these abillties are especially important, such as driving or operating other
production. By increasing and prolonging active incretin levels, sitagliptin increases insulin release and decreases glucagon levels in the circulation in a glucose- atients with Renal Impairmmer When : healthy ] i : redin the urinein 7 days. M1 and M2 accounted machinery.
dependent manner. Sitagliptin demonstrates selectivity for DPP-4 and does not inhibit DPP-8 or DPP-9 activity in vitro at concentrations approximating those from for80%- ao%m TheratioofM1 to 41
therapeutic doses. Sludles characterizing the pharmacokinetics of sitagliptin and metformin after administration of FDC of sitagliptin and metformin hydrochloride in renally impaired of i i M1 -about70% (ratioof M1 to M2was 1:3) of '
patients have notbeen performed. feces.After i i i irideorits M1 medical treatment SitalR .
m:t’i’:rrn,:\’n"ls an antihyperglycemicagent which improves glucose tolerance in patients with type 2 diabetes melitus, lowering both basal and postprandial plasma Sttaglptin Specific Populations: Pregnancy
iy yperglycemicag proves g s w‘:ﬁ o 9 postprandialf n ely 200d ncrease in the plasma AUC of itagiptn was observed in patiets with moderate enal impairment with eGFR of 30 to les than 45 Geriaticpatents Advise females of ir prescriber of a known or susp gnancy
i i lefastinginsulin mLJmin/1.73 limpairment D) A comparson o gimepirde phamacakinetics in patents il type 2 diabtes <G5 years and those >65 years was evaluated n a mulple-dose smdy using §
d UCa e older actation
Glimepiride N patients was approximately 13% lower than that or the younger patients; the mean weight-adjusted clearance for the older patients was appmx\mately 11% h\gher Advise breastfeeding women taking glimepiride to monitor breastfed infants for signs of hypoglycemia (e.g., jitters, cyanosis, apnea, hypothermia, excessive sleepiness,
Glimepiride primariy lowers blood glucose by stimulating the release of insuiin from pancreatic beta cells. Sulfonylureas bind to the sul!ony\urea receptor in the Metformin " " than thatfor the younger patients poorfeeding, seizures).
leadingto closure of th . P renal function,
" " " Gender 10. Details of manufacturer
Patients with HepaticImpaiment There were no differences between males and femalesin for sun pharma laboratories ltd.
5.2. Pharmacodynaic properties atients vith Hepa glimepi g p
Sitagliptin glp 0 . N y Vill: Kokjhar, Mirza Palashbari Road, P.0.: Palashbari,
type 2 diabetes mellit liptin led to inhibition of DPP-4 224-hour period. After an oral glucose load ora meal, Studies f sitagliptin and metfc ft FDC of sitagliptin and metformin hydrochloride in patients with hepatic Dist: Kamrup, Assam-781128
ihis DPP-4 inhibiton resulted in a 2- to 3fold increase in ciculating levels of active GLP-1 and GIP, decreased glucagon concentations, and increased impaitment havenotbeen performed. No studies have been conducted to assess the effects of race on Q"mep‘"de pharmacokinetics but in P'acebl’ controlled trals of glimepiride in patients with type 2
responsiveness of insulin release to glucose, resulting in higher C-peptide and insulin concentrations. The fise in insulin with the decrease in glucagon was L diabetes, 1bA1C  and Hisp: " i issi i with date
i ameal Sitagliptin Mig. Lic. No.: 374/DR/Mg/2013 dated 01.07.2013
In patients with moderate hepatic impairment (Child-Pugh score 7t0 9) mean AUC and C,., of sitagliptin increased approximately 21% and 13%, respectively, Renalimpairment
Instudies ith healthy compared k gle 100-1 meaningful. In a single-dose, open-label study, glimepiride 3 mg was administered to patients with mild, moderate and severe renal impairment as estimated by creatinine  12.  Date of revision
clearance (CLcr): Group | consisted of 5 patients with mild renal impaiment (CLer >50 mLimin), Group Il consisted of 3 patients with moderate renal impairment 01.08.2023
Sitagliptin and Metformin Coadministration Lcr=20-50 mLmin) and Group Il consisted of 7 patients with severe renal impairment (CLer <30 mL/min). Although glimepiride serum concentrations decreased
In a two-day study in healthy sub]ecls sitagiptin alone increased active GLP-1 concentrations, whereas mewormm alone increased active and total GLP-1 Metformin with decreasing renal function, Group lll had a 2.3-fold higher mean AUC for M1 and an 8 6-fold higher mean AUC for M2 compared UCsin 13,
to similar extents. C of sitagliptin and metformin had active GLP- Sitagliptin, but not metformin, Group |. The apparent terminal half-ife (T,,) for glimepiride did not change, while the half-lives for M1 and M2 increased as renal function decreased. Mean urinary 1. AMulticenter, Randomized, Comparative, Active-Controlled, Double-Blind, Double-Dummy, Phase 3 Study to Assess Efficacy and Safety of Fixed Dose Combination
reased acti Itis unclearwhat Effects of Age, Body Mass Index (BMI), Gender, and Race excretion of M1 plus M2as a percentage of dose decreased from 44 4% for Group 10 21.9% for Group |1 and 9.3%for Group i of Siagliptin Phosphete, Metormin Hydrochlorde and Giimepiride Tablets in Comparison to' Co- administration of Metformin Hydrochloride and Glimepride
Tablets in Patients with Type 2 Diabetes Mellitus. Protocol No. ICR/21/004, 3" July 2023, Sun P! imited, Data on file.
Cardiac Electrophysiology Sttaglptin Hepaticimpairment
In a randomized, placebo-controlled crossover study, 79 healthy sub]ecls were administered a ingle oraldose of snaghplln 100 omg, sitagliptin 800 mg (8 mmes the 2 okinetic acom BMI, gender. and race do nothave aclinically meaningful Itis unknown whether there is an effect of been adequatel
) and placebo. At th onthe QT oratany effect; 2 When ageonrenal evaluated in patients with hepaticimpairment.
othertime during (hes(udy Following the 800 mcrease inthe pl d mean change in Q the of Sltag\lpim based on a population pharmacokinetic ana\ysls Elderly subjects (65 to 80 years) had approximately 19% higher plasma b
p . . o to:
8.0msec. Thisincrease s not considered fo be cllmcally significant. At the 800-mg dose, peak snaghpnn plasma concentrations were approx\matelyﬁ times higher paredto younger subject Obese patients " - 26 ) For further details, please write to: g
an ina o 9 pe
Vetformin ) ) » - weight or were morbidly obese. While the ., clearance and volume of distribution of giimepiride in the morbidly obese patients were similar o those in the normal @ %
i i i i = tagliot = i imited data y i that d d, the half- weight group, the morbidly obese had lower .. and AUC than those of normal body weight. The mean C.,, AUC,.,, AUC, . values of glimepiride in normal vs.
l&pggeﬂrﬁfvgnh type 2 d\abelesm:\‘l‘l*:s‘dmlmslered sitagliptin 100 mg (N=81) or sitagliptin 200 mg (N=63) daily, there were no meaningful changes in QT interval ffeis proonged, and C,..is mLcreased‘ compared to healthy From hese data, . ics with agingis ight group, ly 547 4 218 ngimLva. 410+ 124 ngimL 3210+ y s gl s D00 11 nz:" annd 0001 glimepi amLvs. 3260 §
p Y +1360 hours ng/mL_, respectively. v
Glimepiride etimetoreach o orald limepiride. The Metformin pharmacokinetic parameters did not differ significantly between normal subjects and patients with type 2 diabetes mellitus when analyzed according to Druglnteractions Acme Plaza, Andheri-Kurla Road, 2
L WA i nica tals g glimep gender. Similarly, in controlled ciinical studies in patients with type 2 diabetes melitus, the antihyperglycemic effect of metformin was comparable in males and Aspiin Andheri (East), Mumbai-400 059. g
' females. Inarandomized, double-blind, two-period, crossover study, healthy subjects were given eltherplacebo or aspmnj gram three times daily for a total treatment period GEMER (word) s a Registered Trademark >3

of 5 days. On Day 4 of each study period, a single 1 mg dose of glimepiride was were separated by a 14-day washout period.
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