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Crospovidone; Hydroxypropyl Clluloss, Mannital,
(ocrystallne Celluiose, Coloical Silcon Dicxids, Magnesium

St Pt iy 03F 20535 Yolowi.
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LacticAcidosis

lactic acdosis, inluding fatal ases. These cases had a sublle

malaise, myalgias, abdominal pain, respiralory disliess, of
Pypotnenmia, hypo “

r2d with

associated lactc acidosis occured in the sellig of acute
congestve hear! failure.(particulaly when accompanied by
ypoperfusion any

Cardiovascular colapso (shock), acuts myocarial infarcion,
Sapsis, and ather conditons assoclatad with hypoxemia

‘azotamia. When such evens occur, disconinue empagificain
andmetiormin,
Excossivo Alcohol Intake: Alcohol potentiates the sffect of

withtype2 diabetes melius.
Empagifozin Is indcated fo reduce the risk of cardiovascular

deaih I adulls wit type 2 diabeles melitus and estadlishet
carc asease.

e 1 cisbeos el I me increase ho rk o diabotc
Ketoacidosis n hese patent
Posology andmethogetsdpiniaron

Mllormin-assodiated laclc acidosis was characterized by
i, i

acidosis (wihou! evidance of ketonuria or ketonem'a). and
increased lactate: pyruvate rato; meliormin piasma lovels
genecally>5 megimL.

Metfortin cecreases iver Uptake of lactats incraasing lectate
blood levels, which may increase the risk of lactc acidosis,
especally I patients o ris

1 metformin-associated lactic aciosis 's suspectec,
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metortin-associated lactic acidosis. Warn patients aganst
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Hepatic /mpamven? Patients with hepatic impairment have
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lycemia wher ned with insuin andior an insulin Impact ‘unl.nclimmbuhsm ot hypoglycemia) associaled with the use of empagifiozin. The

secrotagogue. Therefore, a lower dose of the nsulin
gogue of insuin may be required to reduce th
Pypogycomia when used in Gombinton with empagifzin and

reversioke, No adverse developmental efiecis were
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of up to 170 mLiminute under good hemodynamic conditons).
Hemodialyss has often resuled i reversal of symptoms and
recovery.

matformin
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500 m otal

2 (SGLT2) innibiors, ncluding empagifiozin. Fata cases of
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o In patents aloa and metformin,

« Monior ffectiveness and tolerablly, and adjust dosing as
appropriale, not 1o exceed the maximum recommended daly
dosoofmpaalozn25mga mefoin2000mg.

and manage metformin-associated lactc atdos's are provider

Renal Impairment: The postrarkeling metiomin-associated

renal impainment. The risk of melformin accumulaion and

Gl Goc cacimion 10 odue. o atomosial S
Sffectsdue tometformin,

Podiatric Ust

» Safety and effectvencss of Empagifizin and Metformin have:
notbesn esizblisho inpediaticpatins.

Geriaricuse

Paients treated with empagiifozin and metformin who present
wilh signs and symploms_consistent with sovere metabolic

6 Tor eloaciosls regardless of
presenting blood glucose levels, as keicacilosis assocaied with
empagiiiczin and mellommin fay be present even i blood
Glucose levls are less than 350 maloL 1 keioacoss 18

patent should be evalualed, and prompl teatment should be
nsiiuted. Tuid

Reports of necrotiang fascilis of the perineum (Fourniers
gangrene). a rars but serous and e freatsning necrolizing
infection equining urgent surgical inerventon, have been

ation
Thers is limited information regarding the presence of

Commarly on ompagitcein han o placobo an occred

GotramtestaiDisrdos- Consipatr
infodtons: Necrouging aseiis of he perineu (Fourters
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Metabolism and Nuirton Disorders: Keloacidosis

melltus recening SGLT2 inhibiors, including empagifozin.
Cases have been reporied in bolh females and males.
outcomes have included hospitalzation, mullle surgeries. and

eryinere,
erea, along wilh fever or malaise, should be assessed for
Wouspecisd,

broad-spectrum antiblolics and, if necessary, surgical
debrdenent, Disconiinue empagifozin and melorin, closely

thekidney.

wilh lype 1 diabeles, he presence of keloacidosis was ot

‘Gentalycotc Infactions.
Empagilozn ncreases the risk for genital mycolc infectons.
Fatents wih a history of chronic or ecurrent genial mycolic

include:
« Before inilating empaglfozin and metformin, oblain an
sslm\md Jomorularitraton rao (oGFR).

because presenting blood glucose levels were befow (hose

Monitorand el as appropriate.
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discontinue. empagifozin and metiormin treal promplly per

frireiltey
Dosage Recommendations In Patients with Renal
Impairment

velopment mpaiment (o,
o Shod b secesecs mer heaue
Drug inoractions: The concomitant usa of ampaglfizin and

the elderly). renal
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. surgery,

3 ggesing
insulin cefciency (6.9, typs 1 Gabeles, hisiory of pancrealis or

Befors iniating empagifiozin and metformin, consider factors in

LT3 due lothe.
metormincomponent.

in signifcant hemocynamic change, intafre wih acié-baso

T3m Therefore,
Hopatic Impairment Age 65 or Greater. The risk of metiomin-associaied laclic
sl "‘f‘,::;""" ydrochioride. i Palients with hopalic have a greater lixelivood of having hepatic, renal, or cardiac

acidosis. Empagiiczin and Melformin is not recommended
patlonisWinhepati mpaiment.

Discontinuation for lodinated Contrastimaging Procedures
Discontinue Empagiifozin and Metformin it ime of, o rior o,

less than G0-mLimin/1.73 m' in pallents wil a history of fver
disease, alcoholism of heart failure: or in patients who wil be

impairmenthan younger patents

pancreatc insulin ceficiency from any cause, calori resticion,
andaiconolabusa.
For patients who underga scheduled surgery. consider

3daysprortosurgery.
Cansider monitoring for ketoacidosis and temporarily
discontinuing empagifiozin and metformin n cther clinical
ftuations known t0 precispose pr
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Empaglifiazinand Wetformin combination

Empagifiozin, a sodium-glusose co-transporter 2 (SGLT2)
inhibit abiguanide.

Sodumgiucose co-ransporer 2 (SGLT2) is the precominant
nsible for reabsorprion of glucose from he
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mtormin of vtamin B12 supplomentatin. Cortain indhiduals
(those with inaequats vitamin B12 of calcium Intake or
¢ 1o be predis;
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Radiological Studies with Contrast: of
intravassuiar fodinated contast agenfs in metiormin teated
patients has lec to an acute decrease 1 renal unction and the

theime of or prir

‘ampagiifiozinand melformin.

ompaglfiozinand matformin and manage any abnormaies.

Tost

Cinical |SGLT2 intiblors icrease urnary glacose excretion|
|andwillead o posilive urine glucose tests.

o
Eobjoct in oach group- 25 danomn et (1-516).
Smaibionn T0ma 550, o 35 54
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10 mg ar
25 mg administered once dally added to metformin, thoro wero no

of causalty in >5% of pationts and more commonly than in
pationts given placoto,

o placabo, ampagfzn 10 g and ampsclsin 25 g,
:esperm

pagifon causos an osmotlc durosis, which may load 0

into the circulation. Empagiflozin is an
inhibitor of SGLT2. 8y infibiing SGLT. empagifozin reduces
renal rebsorpion of ftered glcose and lowers e renal
thresnoid for glucose, and thereby increases urinary ghcose
excreton.
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48 hours afer the imaging procedure; d
melforminifenal functon s stable

Contraindications.

"who wil b idmlnmeved nenarora odnsics
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Ketoacidosis

Hypersensitivty to empagiifazin, metiormin or any of the

el Othor rocoduras, Wikl of oo ang fads
dul\ng Sl o ot procedurcs may noase ho ris
eloms dapenon. bybotansion and renar mpaiveg

‘whil pationts have restritad fo0d and fuidintake.
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oz can cause intravascular volume depletion, which
may sometimes manifest 23 symplomalic hypotension or acute
ransient changes i creatiine, There have been posimarkeling

o
volume coplation, Empaglifozin may Incroase the risk of
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Inhibiors, icluding empaglflozin, Patients wh impafred renal
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Laportor Tots
Empogitiozis

with type 2 Towert
al and postprandial plasma glucose. It is not chemicaly or
pharmacologically related fo any other classes of oral

producion, decreases ntesfinal absorpfion of glucose, and
improves insulin sensitiy by increasing perpheral lucose

normal subjects (excopt 1 special circumstances) and docs not

remains unchanged whie fasting insuln levels and daylong

Initat
o ampegitarn cackes an reass i seni satane.and

changesstoilze,
Increase in Low-Donsity Lipoprotoin Cholestorol (LDL-C): Dose-

Empaglifiozin and Metformin
Adminisiration of 12.5 mg empagifiozin/ 1000 mg metformin
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Empaglifiozin
Sorption

heathy vluicers and oaienis wi oo 2 iabsiss anc 1o
Clinicall

‘or wilh a fapid disirbuion phase and a relalively

Eimination

Storage Condition
Storebelow30°C.

Pours. In blood. he eliminaton affe 's approximately 17.5
hours, suggesting that fhe eryihrocyte mass may
partme

alongwithpackInset.
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Empaglifiozin IH and Metformin

Yo Empagitazinand Melomincombialon sforeyouhve

Surgery. Tak fo your healthcare provider if you are having
anto siop aing Empagiozi and Metlomin

‘Combinationand whn o starttagain.

« are catingless, o there s a changen your et

« have or have had problems with your pancreas, including

It stove. el s e rover ot you e kg
Emangiflei an Merlornin combintin befor
surgery orxray tess. Your

ofherdiabotes medicines.

Jou Empagkiozi and Metfoin combinaton of  whie f you

- Altergic roactions. Sericus allergic

one of the medicines in Empaglifiozin and Metlormin

combinatlon can have e serous side efects.
Ketoacidosis (increased ketones in your blood or urine).
Ketoacdossnas happencd in people o hve e 1 e

elicnen i Empuailosn and Meian comomaton:
Keloacidosis has also happenad in people wih diabeles who

« Wnen taking Empaglifozin and Metformin combinaton, you
have sugar n your urine, which will Show up on a urine:

Hryounmissadose eos soonseyou bt fycudonst
remember i

“swellingofyour face, s, hroat and otherareas of yourskin
dificutywith swallowing orbreathing
s, red areas on your sin (rives)

Metformin combination and call your healthcare provider fight

Empaglilozin a

torminal phase.

menof g buion Hydrochloride USP st surery onyour pacross.
Ver:00
demonsirate thal metiormin does nol underga hepatic PATIENTINFORMATION LEAFLET * Cbingecrrking).
Read all of
billary oxcreton. 3
Excrtion: Following oral admiristaton, approximalely 90% of « Keepthisleaflet. You may need foreadic e stopped for 2 short ima. Tak to your heallcara
< Wyou hava any furher quesions, ask your doctor or providr.aboct hen you Shor
ours. Renal clearance fs approcmatsly 3.5 bmes sredier than [Holder pharmacist. Malformin combination and whon you should siarl
- i = jptievtiwilivairorttiniol Ao utent
5 3 - «have type 1 diabates. Empaglfiozin and Metformin
matouis Cran |ty £109A osamoasyours. Cambination $nou ot b uae 10 eat aopie i e |
Preciinical safety data Kandi(Wesi) Dahe; SEZ| +l1you ot any i, efecs ko you detor or hamacis. peop! P
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Empaglifiozin and Metformin

Mm\n\slrs\mn«ﬁmgsmnauhﬂomunenmakeovahstﬂand
igh-<alorie meal resulted n slighlly ovier exposur;
decreased by spproximately 16% and
spproxinately 37, compare o ased condion. T Gbsarved
effect of fo0d on empagiifozin pharmacokinetics wes not
cansidered clnicaly Televant and mpagiozin may be
isterec vith orwithout 504,

Dt

b0 738 L basod on a population phamacokingtic analyss.

metformin HCI. General toxcily studies i rais up (0 13 wesks
o performet i (he combined components. These siudies

empagifiozin and metfomin.

Empaglifozin

1 mico and Wistar rats. Empagifiozin did not increase (he
incidence of twmors in female rais dosed al 100, 300, or 700

056 of 25 ma). In male rats, hemanglomas of the mesentertc
h node wero increased signiicanty at 700 mgkglday or

36,8%and plasmaprotoin bnding was 86.2%.
Eimination
The apparent terminal slmination halFife of ampagifozin was
estimated 0 be 12.4 h and apparent oralclearance was 10.6 LUn
based on the populalion pharmacokinetic analyss. Following
once daly dosing, p [0 22% ccumulain, wih espec 1o
smia AUC, was Gbserved al steady-siats, which was consistent
wilhempagiiiozinalffe.

glucuronide conjugates (2-0- 3-0- and 6-O-glucuronide).
10% ofolai
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ice dosad al 100, 20D, or 1000 manyday (up I G2 mss e
vpesirehomazemgcinialdosey Rerartiose sdontmas
carcinomas were observed n mal

Empagiflozi was not motagenic or clastogenic withor ithout

Jic acivation in the n viro Ames bacleral mutagericily
aseay,the n vito L5178Y tkr/-mouse lymphoma cel assay, and
aninvivo micronucieus assayinrats.

nidalion
by the uridine 5-diphoss UGT287.

e,
700 25 mg cim

DTS e A o hs:

solution to healthy sublects, approximately 95.6% of the crug-
reld radoscivy s climnaied n feces (41.2%) or une
(54.4%). The majorty of drug-related radiosciiiy recover

rolatod radioactviy sxcreted in urine was unchanged parent
ang.

Motformin
Absorption

blot given under fasting condiions Is approxmatoly 50% fo

Long-em carcinogenicity studies have been performed in
(Gosing duraton of 104 weeks) and mme«mmaummm

mg/kg/diy based on
carcnogenicty with matrin vas found n iter
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rats treated it S00 mggicy.
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g, and 850 mg to 2550 m, Incicato that
mels\sa\sa(cluosemapﬁmona\lymxmncreavwg 505, which
roasod absorpton fathor than an alteration in

tablels 850 mg averaged 6542358 L. Melformin is neglgivly
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« are pregrant or plan o Enpagiozn and
elfornin conbinaon may ham m baby. If you
ecanint wi taing Emapitesh ard Vo

‘cambination. tell your healihcare provider as soon as possibie.

2. Bofore youtake Empagifiozin and Metiormin
3. How o ake!
£ rosesil

oSt Empagifozinand Metiormin
o omatan

1. What Empaglifiozin and Metformin s and what itis used

for
Empagifiozin and Metformin combination s a prescripion

yourtloadsugar whileyou are prognant.

« are breastieeding or plan 1o breastioed. Empagifozin and
Mefomin combinaton may pass toYou bresst mik ndmay
e paby: Tl i vou

‘andMtiormin combination.
Ketooiossis sarous condiion which noeds o be eated
inahespallsaoioss ey i

Ketoacidosis can happen wih Emmhﬂnxm ond Motormn
Comenaton v o B sugor 3 o o 250 M.
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If you take too much Empaglifiozin and Metformin
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4.Possiblesidosffects.
Empagifozin and Metformin combination may cause serious
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Serious urinary tract infections. Serious urinary tract
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6.Contents of the pack and other information
What EmpadilM contains:
Theactveingredientis

EMPADIL M 5/500 (Empaglifiozin and Metformin
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1500 mg)

Eachfilm coated tablet contains:

EmpagifoznIi 5mg
500mg

Excipients .

EMPADIL M 51000, (Empagifiozin and Metformin
drochloride Tablots 511000 mg)
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3. Howtotake Empaglifizin and Metformin
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« have a history of winary iract infection o problems with
urinaton.
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Hydrochloride Tablets 12.5/1000 ma)
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