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~~~ ct' ~ Empacoza 
r::::J' " . \.£t--;>--" '\ 10mg ,2Smg 

C- :,.(:<....-J~~ film coated tablet o 0') (Empagliflozin Micronized) 
1 INDICATIONS AND USAG E: 
EmpacoZil is indicated: 
-to reduce the risk o f cardiovascular death and hospitalization for heart fa ilure in 
adults with heart fa il ure. 
-to reduce the risk of cardiovascular dea th in adults w ith type 2 diabetes mellitus 
and established card iovascular disease . 
• as an adjunct to diet and eKercise to improve glycemic control in adults with 
type 2 diabetes melli tus 

limitations of Use: 
-Empacola is not recommended in patien ts with type 1 diabetes mellitus. It may 
increase the risk of diabet ic ketoacidosis in these patients {see Warnings and 
Precautions (5.l)}. 

-Empacoza is Not recommended for use to i mprov~ in adults 
wi th type 2 diabetes mellitus wi th an eGFR less U?a'""nQ,~/ff.l~3ml. 
Empa coza is likely to be ineffective in this setting)l ct.~A1ts mechanism of 
actIOn . ._ - \ -2 DOSAGE ANO ADMINISTRATION: ..-~ 
2.1 Prior to Initiation of Empacola _ 

Assess renal funct ion before initiating Empacoza . a~~ . I 

Warnings and Precoutions (5.1)/. ........:.. ... - ~ ..... 
In patients with volum e depletion, correct this conditio~nitiating 
Empacoza (see Warnings and Precautions (5.2). Use in Specific Populat ions (8.5, 
8 .51). 
2 .2 Recommended Dosage 

The recom mended dose of Empaco13 is 10 mg once daily in the morning, taken 
with or without food 
For additional !llycemic control, the dose may be increased to 2S mg in patients 
tolerat ing Empacoza. 
Use for glycemiC cont rol is not recommended in patients with an eGFR less than 30 
m L/min/I.73 m2 
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Data arc insufficient to provide a dosing recommendation in patients; 
who have type 2 diabetes and established cardiovascular disease with an eGFR 
less than 30 mL/min/l.73 m2, or who have heart fa ilu re with an eGFR less than 20 
mL/min/1.73 m2 (see Warnings and Precautions (5.2) and Use in Specific 
Populations (8.6)/. 
Empacola is contraindicated in patients on dial) sis 
/Sf.'C ('ol1lrailldicaliu!lI' (.J)j. 
3 DOSAGE FORMS AND STRENGTHS 
Empacola tablets available as: 
Empaco/.11 10 mg: pale )cllow 10 yellow wi th white 10 off while core round 
biconvex film-coated l<lblets 
Empat'O/.a 25 mg: pale )ellow to yellow. round. biconvex. tilm-(.'Oatt-d tablets with 
while core 
4 CONTRAINDICATIONS: 

Hypersensitivity to empaglif lozin or any of the eKcipients in Empacola, 
reactions such as angioedema have occurred (see Warnings and Precautions 
(5.7)] . 
Pat ients on dialysis (see Use in Specific Populations (8 .6)]. 
S WARNINGS AND PRECAUTIONS ~~-... ... 
5.1 Ketoacidosis .' - ;:_ ......... 1 

Reports of ketoacidosis, a ser" .us1Li .tU'~,~~ condition requiring urgent 
hospitalizat ion have been id tifi a i~nniqll tr ial \ and postmarketing 
surveillance in patients with . ype 1 and 'f!£e 2 diabqtes mellitus receiving sodium 
glucose co-transporter-2 (SGL T2) nhibltorsJ/lcludi 8"~mpacola. Fatal cases of 
ketoacidosis have been reported i atlc'nts takin em acoza. In placebo-
controlled tr ials of patients wit~p.e . - , Y,c sk of ketoacidosis was 
increased in pat ients who receive~l T2 iDhibfr " compared to patients who 
received placebo. Empacoza is not i~ r the treatment of patients wi th 
type 1 diabetes melli tus [see Indicat ions and Usage (1)] 

Patients treated with empacoza who present with signs and symptoms 
consistent with severe m~tabol ic acidosis should be assessed for ketoacidosis 
regardless of present ing blood glucose levels, as ketoacidosis associated with 
empacoza may be present even i f blood glucose levels are less than 250 mg/dL If 
ketoacidosis is suspected, Empacoza should be discontinued, pat ient should be 
evaluated, and prompt treatment should be instituted . Treatment of ketoacidosis 
may require insulin, flu id and carbohydrate replacement 

Pat:0 2 01 11 



C~"'r>1 Adm''''''tronon 10. P" •• ma<"".it.1 CO" 
App.",,01 Oat~ 9/s/lOU R"",,~d by' 0.. 1",.. M.di 1" ' .... 01 DR. May radel 
'G_ •• ,,t.dm'ruSl'at_ of Saerl"~< Relerenc: • • nd M.dlal ...... '" 
Acco"I,,..o IfDAj 
Med,c. llnn fll Ad",",,,u al lon 

In many of the postmarketing reports, and particularly in patients with type 1 

diabetes, t he presence of ketoacidosis was not immediately recognized and 
insti tution of treatment was delayed because presenting blood glucose levels 
were below those typically expected for diabetic ketoacidosis (often less than 250 
mg/dL!. Signs and symptoms at presentation were consistent w ith dehydration 
and sC!vere metabolic acidosis and included nausea, vomiting, abdominal pain, 
generalized malaisC!, and shortness of breath . In some but not all cases, factors 
predisposing to ketoacidosis such as insuHn dose reduction, acute febrile illness, 
reduced caloric intake, su rgery, pancreatic disorders suggesting insulin defkiency 
(e .g., type 1 diabetes, history of pancreatitis or pancreatic surgery), and alcohol 
abuse were ident ified 
Before initiating empacoza consider factors in the patient history that may 
predispose to ketoacidosis including pancr ti~l!n defiCiency from any cause, 
caloric restrict ion, and alcohol abuse. , ,s. ........ ' , 

For patients who undergo schedu le r'J,""'j~temporarilY discontinuing 
empacoza for at least 3 days prior 1U ~ see .. Clinicalf harmacology (12 .2, 
12.3)), .-;,. 
Consider monitoring for ketoacido is a ' tempG!,~y aTsdoQt inuing Empacoza in 
o ther clinical situations known to ptedisPQse 1 6i€Jt'aci~sis j~ . g., prolonged 
fasting due to acute illness or post -sur cq~4Ja~~rs for ketoacidosis 
arc resolved prior to restarting empaco ,",,-" .... _ t" 
Educate patients on the signs and symptoms cidosis and instruct patients 
to discontinue empacoz3 and seek medical attention immediately if signs and 
symptoms occur 
5.2 Volume Depletion 
Empacoza can cause intravascular volume depletion which may sometimes 
manifest as symptom atic hypotension or acute transient changes in creatinine 
[see Adverse Reactions (6.1)]. There have been post-marketing reports of acute 
kidney injury, some requiring hospitaliZation and dialysis, in patients w ith type 2 
diabetes melli t us receiving SGlT2 inhibitors, including empacoza . Patients with 
impaired ren al function (eGFR less than 60 mL/min/1.73 m2), elderly pat ients, or 
patients on loop diuretics may be at increased risk for volume depiC!tion or 
hypotension. Before init iat ing Empilcozil in patients with one or more of these 
characterist ics, assess volume status and renal funct ion. In patients with volume 
depletion, co rrect this condition before initiating empacoza . Monitor for signs 
and symptoms of volume depletion, and renal function after initiat ing therapy 
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5.3 Urosepsis and Pyelonephrit is 
There have been reports of serious urinary t ract infections including urosepsis and 
pyelonephri tis requiring hospitalization in patients receiving SGL T2 inhibitors, 
including Empacola . Treatmen t with SGLT2 inhibitors increases the risk for 
urinary tract infections. Evaluate patients for signs and symptoms of urinary tract 
infections and treat promptly, if indicated [see Adverse Reactions (6)1. 
S.4 Hypoglycemia with Concomitant Use with Insulin and Insulin Secretagogues 
Insulin and insulin secretagogues are known to cause hypoglycemia. The risk of 
hypoglycemia is increased when Empacoza is used in combination with insu l in 
secretagogues (e.g., sulfonylurea) or insutin [see Adverse Reactions (6,1)]. 
Therefore, a lower dose of the insulin secretagogue or insulin may be required to 
reduce the risk of hypoglycemia when used in combination w ith Empacoza 
S.S Necrotiz ing Fascii t is of the Perineum (Fournier's Gangrene) 
Reports of necrotizing fasciitis of the perineum (Fournier's gangrene). a rare but 
serious and life,threatening necrotizing infection requiring urgent surgical 
intervention, have been identified in with diabetes mellitus receiving 
SGlT2 inhibitors, including Emp ,za. Cases~ een reported in both females 
and males. Serious outcomes ay~ i IOCf5(! hQ..spita iza t ion, multiple surgeries, 

and death. ,,' i. {' I ' ""\ 
Patients treated with Emp oza p~es..enting with ~ain or tenderness, erythema, or 
swell ing in the genital or p fine I arejl, along "'!iIh ft:yer or malaise, should be 
assessed for necrotizing fascii ti s. f sUjPect"ed, .st It.tie<llment immediately with 
broad·spectrum antibiotics a~~ cess!lry, . . al,debridement. Discontinue 

empacola closely monitor bl~IIJ..CO~,::I~ ":I~ provide appropriate 
alternative therapy for glvcemic c~ 
5.6 Genital Mycotic Infect ions 
Empacoza increases the risk for genital mycot ic infect ions [see Adverse Reactions 
(6.1)). Patients wi th a history of chronic or recurrent genital mycotic infections 
were more likely to develop genital mycot ic infections. Monitor and treat as 
appropriate 
5.7 t-I ypersensili"ity Rea("tions 
There have been post marketing reports of serious hypersensitivity reactions (e.g., 
angioedema) in patients treated with Empacoza . If a hypersensitivi ty reaction 
occurs, discontinue empacoza ; treat promptly per standard of care, and monitor 
until signs and symptoms resolve. Empacoza is cont raindicated in patients wi t h 
hypersensitivity to empagl iflolin or any of the excipients in Empacoza {see 

Contraindicotiom (4JJ 
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5.8 lower limb amputations 
An increase in cases of lower limb amputation (primarily of the toe) has been 
observed in ongoing long-term clinica l studies with another SGL T2 inhibitor. It is 
unknown whether this constitutes a class effect. like for all diabetic patients it is 
important to counsel patients on rout ine prellentatille foot-care. 

Empacoza contains lactose 50, Pat ients w ith rare hereditary problems of 
galactose intolerance, the Lapp lactose deficiency or glucose-galactose 
malabsorption should not take this medicine 

6 ADVERSE REACTIONS 
The follOwing important adllerse reactions are described below and el sewhere in 
the labeling: 
-Ketoacidosis [see Warnings and Precautions (5.1)) 

-Volum e Depletion Isee Warnings and Precautions (5.2)1 
-Urosepsis and Pyelonephrit is (see Warnings and pr~5.3J1 

-Hypoglycemia wi th Concomitant Usc With7J)nsur '!PdJnSl.Ilioiq,S'l ecr~agogues {see 

Warnings and Precautions (5.4)) ~'---' 
-Necrotiz ing Fasciitis of t he Perineum (Four en{ ~~~) Jsee Warnings and 
Precaut ioos (55)] J / ~ 
-Genita l Mycotic Infect ions {see Warnings qnd r eeoutiQps rS.6J/ 
-Hypersensitivity React ions (see Warnings a'nd p~ccau'ij9ns15.711 _ 
Reporting of suspected adverse reactions ~ ./ / '7": 
Reporting suspected adver se reactions after aut'ha~lIorrilfl"e 
products is important,it allows continued moni tririni_qf~hi. 
of the medical product ,Healthcare professionals are asked to 
Report any suspected adverse reactions Ilia 
The Egvptian pharmacovigilance center; 
Adress;21 Abd EI Aliz AI Saud Street, EI-Manial,Caira,Egvpt,And PO Bolt: 11541 
T:elephone; (1"2)02 25354100,Elttension:1303 
Fall:+202-23610497 
Email; pl!.followup@edaegvpt.gov.eg 
Or Zeta pharma PV Email;PII@let a- pharma.com 
6. Postmarketing Ellperience 
Additional adllerse reactions halle been identified during postapproval use of 
Empagli f lzon. Because these reactions are reported lIoluntarilv from a population 
of uncertain size, it is generally not possible to reliablV est imate their frequency or 
establish a causal relationship to drug exposure. 

Pille S 01" II 

(~n ... 1 Adm""""""n for l'ko' mKe\ltlC,I ... ,e 
Aj>prQ\lo/ Date 9/512012 In .. ed by 0 , 11'a. M"IId , , .. ' ..... ..,..-' 1)11 May riO@! 
Gene,aI "'''",,"'''''''(111 ot 5<'t<1U1icHefe,enr;e Ind Med,cal In~'1 

Aceo,d HlS to: (fD ... ) 

Medi<all fl<"'S "'<im,nlSt,. ,ion 

Gastrointestinal Disorders: Constipation 
Infect ions: Necrotizing fasciitis of the perineum (Fournier's gangrene), urosepsis 
and pyelonephritis 
Metabolism and Nutrit ion Disorders: Ketoacidosis 
Renal and Urinary Disorders: Acute kidney injury 
Skin and Subcutaneous Tissue Disorders: Angioedema, skin reactions (e.g., rash, 
urtica ria ) 
7 DRUG INTERACTIONS 
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8 USE IN SPECIFIC POP ULATIONS 
8. 1 I'regrllln ry 
Empacu/.ll is nut recommended during the seeond und thi rd trimesters of 
rregnanc) . 

rhc li rnilt:d available data with Empaeo/.ll in pregnant women arc not suflicienl 
to delenninc a drug-associutt:d rl sl... ror major birth dcft.:cts lmd miscarriage. Illerc 
:Irc risks to the mother and retus associated with poorl) COnlrolk'd diubctes in 
pregnanc) loSee ("/il1iCllI COlIsiderllfiollS/. 

The est imated baekgrolmd ri~k ofmajur hirth defeet~ is 6% to 10% in women with 
pre-gestational diulx:tes wi th u I I b/\ Ie > 7 and ha~ been reported to be as high as 
20% to 25'l-0 in \\omen with Il b/\ I e > 10, The estimated Ixlekground risk of 
miscarriage for the indicalL'd population is unknO\ • U.S. general 
population. the estimated background risk of ~ocbirth.-4.erCt:ts (Ind miscarriage in 
clinic(lll) n,,'L'Oglli/ed pregnancies i~ 2~0 to /. :i~~j~ tl~O"/O. respc:.:ctivciy. 

Cl inic:!] Considemtions f' I(... • 
IJhewie·w·srx: jafed mmerll(ll (//uVor em'l}/J' etatri.Yj.;. I)uorj,y cOtljrollcd diabetes 
in pregnanc) incre(lscs the maternal risl.' fur iabcc1c ~e l<1ti eido i~: e-cclarnpsia. 
spontaneuus aburt ions. pretcrm ddher). and >]i\'Cf) CjHUp ' tl1 io s. Poor!) 
control led dialx'tes increases the ICtal risk for'qlU . clp;l stillbinh. and 
rnacrosomiu reluted morbidit}. ~ 

8.2 l actation 
Ris k Summary 
The re is limited informat ion regarding the presence of Empacoza in human milk, 
the effC!cts of Empacoza on the breastfed infant or the effects on milk 
product ion. Since human kidney maturation occurs in utero and during the first 2 
year; of li fe when lactational exposure may occur, there may be risk to the 
developing human kidney, 
Because of the potential for serious adverse reactions in a breaslfed infant, 
including the potential for cmpagli f lozin to affect postnatal renal development, 
advise patients tha t use empaC02 a Is not recommended while breastfeedi ng. 
8 .4 Pediatric Use 

The safety and effectiveness of Empacoza have not been established in pediatric 
pat ients 
8 .5 Geriatric Use 
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In glycemic control studies in patients with type 2 diabeles mellitus, a tOlal o f 
2721 (32%) patients trealed with Empacoza were 65 years of age and older, and 
491 (6%) were 75 years of age and older. Empacoza is eKpccted 10 have 
diminished glycemic efficacy in elderly patients w ith renal impairment [see Use in 
Specific Populations (8.6)1. The risk of volume depletion-related adverse react ions 
increased in pal ien ts who were 75 years of age and older to 2,1%, 2.3%, and 4.4% 
for placebo, Empacoza 10 mg, and Empacoza 25 mg. The risk of urinary I ract 
infections increased in patients who were 75 years of age and older to 10,5%, 
15.7%, and 15,1% in patien ts randomized to placebo, Empacola 10 mg, and 
Empacoz a 25 mg, respectively {see Warni ngs and Precau tions (5.2) and Ad~e rse 
Reactions (6.1)[. 
In heart failure studies, EMPEROR·Reduced included 1188 (64%) pat ients treated 
wi th Empacoza 65 years of age and older, and 503 (27%) patients 75 years of age 
and older, EMPEROR-Preserved included lients treated with 
Empacoza 65 years of age and older, 'f4i28W4~~ nts 75 years of age and 
older. Safety and efficacy were si . t'~tf\l t'~65'1(ears nd younger and 
those older than 65 years. -
8.6 Renal Impairment 
The efficacy and safety of Empacoza fdt glycem!f.-S;orurol 'wcre evaluated in a 
study of patients with type 2 diabe t~\ mellifii's ~ith mjd' aljd moderate renal 
impairment (eGFR 30 to less than 90. ~m1J, l-iee Clinical Studies (14)), 
In this study, 195 pat ients exposed to acol.a bad a ' GFR between 60 and 90 
mL/min/1.73 m2, 91 pat ients exposed to E ad an eGFR between 45 and 
60 ml/min/1.73 m2, and 97 pati(!!1ts exposed to Empacoza had an eGF R between 
30 and 45 mL/min/1.73 m2. The glucose lowering benefit of Empacola 25 mg 
decreased in patients with worsening renal function, The risks of renal 
impairment, volume depletion ad~erse reactions and urinary tract infection­
related ad~erse reactions increased with worsening renal funct ion {see Warnings 
and Precautions (5.2)J . Use of Empacoza for glycemic control in patients w ithout 
established cardiovascular disease or cardiovascular risk factors is not 
recommended when eGFR is less than 30 ml/min/1.73 m2. 
In a large cardio~ascular outcomes study of patients with type 2 diabetes and 
established cardiovascular disease, there were 1819 patients with eGFR below 60 
ml/min/l.73 m2. The cardiovascular death findings in this subgroup were 
consistent with the overall find ings [sec Clinical Studies (14)J . 
Studies of patients with heart fa ilure [see Clinical Studies (14)J enrolled patients 
wi th eGFR equal to or above 20 ml/min/1.73 m2. No dose adjustment is 
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recommended for these pat ient s. There are insufficient data to support a dosing 
recommendat ion in patients with eGFR below 20 ml/min/1.73 m2. 
Efficacy and safet y studies with Empacoza did not enroll patients with an eGFR 
less than 20 ml/min/1.73 m2. Empacoza is contraindicated in patients on dialysis 
[see Contra indicat ions (41]. 
8.7 Hepatic Impairment 
Empacola may be used in pat ients with hepatic impairment [see Clinical 
Pharmacology (12.3)\. 

10 OVERDOSAGE 
In the event of an overdose wi th Empacoza, contact the Poison Control Center. 
Removal of empagliflolin by hemodialvsis has not been studied . 
11 DESCRIPTION ~ <::::;""",. 
Empacoza tablets for oral us· 
glucose co-transporter 2 (5GCr: 

Each film coated tablet of 'mOikazaiOmR co 
Active ingredients: empagl\floli\ micfoniz@d 19 
inact ive ingredients: lactose monoQy&at&,-m~ alline cellulose 
(Avlcel Ph 102), hydroxyproPvl &u!~2~ ellose sodium, colloidal 
silicon dioxide (Aerosil200) and ~sifmf" " ate.] -... -1 1 

In addition, the fi lm coating contains the follow ing inactive ingredients: 
Hydroxypropyl methyl cellulose , ti t anium dioxide(E l 71), talc, polyethylene glycol 
Macrogol4QO, iron OXide yellow CI 77492, Ethyl alcohol,purified water. 
Empacola 25mg contains: 
Active ingredients: empagliflozin micronized 25mg 
Inactive ingred ients:lactose monohydrate, microcrystalline cellulose Ph 102, 
hydroxypropyl cellulose EF, croscarmellose sodium, colloidal silicon dioxide 
(Aerosil 200) and magnesium stearate,ethanol 95%. 
In addit ion, the film coating contains the follow ing inactive ingredients: 
Hydroxypropyl methyl cellulose E15,titanium dio)(ide(E171), talc, polyethylene 
glycol (macrogoI4000), iron o.ide yellow (EI72),puri fied water. 
12 ClINICAL PHARMACOlOGY 
12.1 M echanism of Action 
Empagliflozin is an inhibitor of the SOdium·glucose co-t ransporter 2 (SGl T2), the 
predominant transporter responsible for reabsorp tion of glucose from the 
glomerular fil t rate back into the circula t ion . By inhibiting SGl T2, empagli flozin 
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reduces renal reabsorption of fil t ered glucose and lowers the renal threshold for 
glucose, and thereby increases urinary glucose Cllcretion. 
Empagliflozin also reduces sodium reabsorption and increases the delivery of 
sodium to the distal tubule. This may influence several physiological functions 
such as lowering both pre-and afterload of the heart anc downregulat ing 
sympathet ic activi t y. 
12.2 Pharmacodynamics 
Urinary Glucose Excretion 
In pat ien ts with type 2 diabetes, urinary glucose excretion increased immediately 
following a dose of empagliflozin and was maintained at the end of a 4·week 
t reatment period averaging at a " 4 grams per day with 10 mg 
empagliflozin and 78 grams p ~~ witb.~S~ , pagliflozin once daily [see 
Clinical Studies (14)1. Data f ~'fif . ~,I .... dd5eS 0 mpaglif lozin in healthy 
subjects indicate that, on era e, eleyatio~n urinary glucose excretion 
approaches baseline by a ut ·da~ for the 10 n\g and 2S mg doses. 
Urinary Volume - _ 

In a 5·day study, mean 24-hoX ine-.voFme i r~se from baseline was 341 ml 
on Day 1 and 135 ml on Da ~ a lif .J!; j.lIg once daily treatment. 
Cardiac Electrophysiology ....... . _ ~. ':' 
In a randomized, placebo-controlle, . - omparator, crossover study, 30 

healthy subjects were administered a single oral dose of empagliflozin 2S mg, 
empagliflO1in 200 mg (8 times the ma.imum dose), moxifloxacin, and placebo. No 
increase in UTe was observed with eit her 2S mg or 200 mg empaglif lolin. 
12.3 Pharmacokinet ics 
Absorption 
The pharmacokinet ics of empagliflolin has been characterized in healthy 
volunteers and pat ients with type 2 diabetes and no clinically relevant differences 
were noted between the two populations. Alter oral administration, peak plasma 
concent rations of empagliflozin were reached at 1.5 hours post-dose. Thereafter, 
plasma concent ra tions declined in a biphasic manner with a rapid distribution 

phase and a rela t ively slow terminal phase. The steady·state mean plasma AUC 
and Cmax were 1870 nmol·h/l and 259 nmol/l, respectively, Wi th 10 mg 
empagliflolin once daily trea tment, and 4740 nmol-h/l and 687 nmol/l, 
respectively, with 25 mg empagl,flozin once daily treatment. Systemic exposure of 
empagli flol in increased in a dose-proport ional manner in the therapeut ic dose 
range. The single-dose and steady-state pharmacokinetic parameters of 
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empagli flolin were similar, suggesting linear pharmacokinetics w ith respect to 
t ime. 
Administra t ion of 25 mg empagliflozin after intake of a high-fat and high·calorie 
meal resulted in sligh tly lower e)(posure; AUC decreased by app ro)(imately 16% 
and Cma)( decreased by appro)( imately 37%, compared to fasted condi t ion. The 
observed effect of food on empagliflozin pharmacokmetics was not considered 
cl inically relevant and empagliflozin may be administered w ith or without food. 
Distribution 
The apparent steady-state volume of distribut ion was est imated to be 73.8 l 
based on a population pharmacokinet ic anal . ollowing administ ra t ion of an 

oral l14Q -empagli flolin solution to he y s.ubj~ . ,red blood cel l 
partitioning was approximately 36.8 ' i!f1d pl8'51na ~tein binding was 86.2%. 
Elim ination / Ii (' 1--
The apparent terminal eliminatio halflifh~empag l if lo'l: in was estimated to be 
12.4 h and apparent oral clearan~ w 10.t; lth baseji or t tle population 
pharmacokinet ic analysis. Followi~g 0 e-da, doflng, p to,22% accumulat ion, 
w ith respect to plasma AUC, was observ at steady· e, which was consistent 
with empagli flozin half-li fe. . \ . . .. _~ 
M etabolism ~ 
No major metabol it es of empagli flozin were detected in human plasma and the 
most abundant metabolites were three glucuronide conjugates (2-0 -, 3-0 -, and 6-
a -glucuronide) . Systemic exposure o f each metabolite was less than 10% of total 
drug-related material. In vi t ro studies suggested that the primary route of 
metabolism of empagli f lolin in humans is glucuronidat ion by th e uridinc 5'­

diphospho-glucuronosyltransferases UGT2B7, UGTlA3, UGTlA8, and UGTlA9. 
EJtlcretion 
Follow ing administrat ion of an orall14Q-empagliflolin solut ion to healthy 
subjects, approxi mately 95.6% of the drug-related radioactivi ty was eliminated in 
feces (41.2%) or urine (54.4%). The majority of drug-related radioact ivi t y 
recovered in feces was unchanged parent drug and approximately half 01 drug­
re lated radioact ivity e)(creted in urine was unchanged parent drug. 
Specif ic Populations 
Renal Impa irment 
In patients with type 2 diabetes mellitus with mild (eGFR: 60 to less tha n 90 

ml/min/1.73 m2). moderate (eGFR: 30 to less than 60 ml/min/1.73 m2), and 
severe (eGFR: less than 30 ml/min/1.73 m2) renal impairment 
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and pat ients on dialysis due to kidney fa ilure, AUC of empagliflozin increased by 
approximately 18%, 20%,66%, and 48%, respectively, compared to subjects with 
normal renal function. Peak plasma levels of empagliflozin were si milar in patients 
with moderate renal impairment and patients on dialysis due to kidney failu re 
compared to subjects With normal renal function. Peak plasma levels of 
empagliflozin were roughly 20% higher in patients w ith m ild and severe rena l 
impairment as compared to subjects w ith normal (enal funct ion. Population 
pharmacokinetic analysis showed that the apparent oral clearance of 
empagli f lozin decreased, with a decrease in eGFR lead ing to an increase in drug 
exposure. However, the fract ion of em a r ozin that was e. creted unchanged in 
urine, and urinary glucose excreti , eclined WI ecrease in eGFR. 

Hepatic Impairment f!i' .-. _."', 
In pati ents with mild, modera , d srYeatJ~p~ impairment according to the 
Child -Pugh classi fica tion, AU of pagliflozin Incre~ sed by approximately 23%, 
47%, and 75%, and Cmax inc("Cascid by appr-oximatelv 4%,23%, and 48%, 
respect ively, compared tosuQject w ith-l)QffI1al tle atit function. 
Effects of A e 80d Mass Inde e er and R:J 
Based on the populat ion PK ana y~ , .y$fa(i dex (BMI), gender and race 
(Asians versus primarily Whites) do natJJa1Jr.J cally meaningfu l effect on 
pharmacokinetics of empagliflozin [see Use in Specific Populations (8.5)J . 
Drug Interactions 
In vitro Assessment of Drug Interact ions 
Empagliflozin does not inhibit , inactivate, or induce CYP450 isoforms. In vitro 
data suggest that the primary route of metabolism of empagliflozin in humans is 
glucuronidat lon by th e uridine 5'-diphosphoglucuronosyltransfl! rases UGTlA3, 
UGTlA8, UGTlA9, and UGT287. EmpagHr!ozin does not inhibit UGTlAl , UGTlA3, 
UGTlA8, UGTlA9, or UGT2B7. Therefore, no effect of empagliflozin is anticipated 

on concomitantly admi ni~ t ered drugs that are subst ra tes o f the major CYP4SD 
isoforms or UGTlAl, UGTl A3, UGTl A8, UGTlA9, or UGT287. The effect of UGT 
induction (e.g., induction by rifampicin or any oth er UGT enzyme inducer) on 
empagliflozin exposure has not been evaluated . 
Empagliflozin is a substrate for P-glycoprotein (P-gp) and breast cancer resistance 
protein (8CRP), bul it does not inhibit these efflull transporters at therapeutic 
doses. Based on in vi tro studies, em paglirlozin is considered unlikely to cause 
interact ion s w ith drugs that are P-gp substrates. £mpag liflozin is a subst ra te o f 
the human uptake transporters DATJ, OATP 181, and DATP1 8J, but not OAll and 
OCT2 . Empagliflolin does not inhibit any of these human uptake transporters at 
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clinicall y relevant plasma cOflcentrat i ofi s ,~, tp~ rf!:0~o effect of 
empagli f lol in is anticipated on conc9mit , nt lVabmtnistere« drugs tha t arc 
subst rates of these uptake transporters, ( • 
In vivo Assessment of Drug Interactibns ~ - .-' -
Empagli f lozin pharmacokinetics were simU~r with ,!.nd wi .dU coadministration 

of metformin, glimepiride, pioglitalons.,sitagH in r iQt f warfarin, 
verapamil, ramipril, and simvastat in in healthy "vQ!U.DIMe"; d with or w ithout 
coadminist ration of hydrochlorothiazide and in patients with type 2 
diabetes (see Figure 1). In subjects with normal renal lunct ion, coadminist ra t ion 
o f empagliflolin w ith probenecid resul ted in a 30% decrease in the fract ion of 
cmpagliflorin excreted in urine without any effect on 2a·hour urinary glucose 
excretion . The relevance of this observat ion to patients with renal impairment is 
unknown 
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Figure 1 
Effect of Various Medications on the Pharmacokin etics of Empagliflozin as 
Displayed as 90% Confidence Interval of Geometric Mean AUC and Cmax Ratios 
[reference lines ind icate 100% (80% -125%)J 
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{a)empagliflozin, 50 mg, once daily; (b) empagli f lozin, 25 mg, single dose; 
(a) empagliflozin, 25 mg, once daily; (d) empagli f lozin, 10 mg, single dose 

Empagliflozin had no clinically relevant effect on the pharmacokinet ics of 
metformin, glimepiride, piogiitalOne, si tagliptin, linagliptin, warfar in, digoxin, 
ramipril, simvastatin, hydrochlorothiazide, torsemide, and oral contracept ives 
when coad ministered in healthy volunteers (sec Figure 2). 
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Figure 2 
Effect of Empagliflolin on the Pharmacokinetics of Various M edications as 
Displayed as 90% Confidence Interval of Geometric Mean AUC and email Ratios 
(reference lines indicate 100% (80% -125%)1 
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(a)empagli flozin, SO mg, once daily; (b)empagl iflozin, 2S mg, once dailv; 
{c)empagliflozin, 25 mg, single dose; (d)administered as si ml/astatin; 
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(e)admintstered as warfarin racemic miIClure; (f}administered as Microgynon-; 
(g)administered as Ramipril 
IJ IIOW SU PPLIED/STORAGE AND I IANDLI NG 
Empacoi'a tablets arc a\ailubJe as follows: 

10 IIIg tablets: pale )cllo\\ to )dlow with \\hite to olr - \\ hilecorc round. 
bicolllcx. !ilm-coated tablets . 

Canons Ix).'\: containillg 1.2 or 3 (AIJI\L) Strips each contains of 10 lilm clXlted 
tablets with insert leatlet 

<O\'C:"I.. !ilm-coated tablets 25 IIIg tablets: pale }cllow .l'f")"""~b\v.~i.tnd~l 
with \\hite core. / oI·yt",.: '\ 
Canon.~ box contllining ,.2 u/l ~A-;:IAL) S(rip~fa<;h conlains of 10 lilm 
coated tublets with inscn IculleL • - I 

'. Srorage 
Store at temperature not e, 

.. .... 
~~ntdl"(.p lace 

.... .. . _ u · 

Shelf life: 24 mon ths 

17 PATIENT COUNSELING INFORi\·IATION 
Advise the patient 10 read the patient labeling (Medication Guide). 

Ketoacidosis 
Inform patients that ketoacidosis is a serious I ire·threatening condition and that 
cases of ketoacidosis hu\c been reponed during use of l:mpacoLa. sometirnc~ 

associatl:d with illness or surgcr) among other ri~k factors. Instruct patients to 
ehL"Ck lctoncs (when possible) if s} mptorns consistent with ketoacidosis occur 
c\en ifbloud glucose is not elcvuh:d. Ifs}rnptums ofketoucidosis (including 
nausea. vomiting. abdomillaJ pain. tiredness. and labored brcath ing) occur. instruct 
patients 10 discontinue EmpacoLa and seck medical allention immcdiatel), I~-ee 
J1'amil1gs (jlld I' ,.ecwllions (5 I)f. 

Volumc Dcpir..1jon 
Inform patients that symptomatic hypotension m:!)' occur with Emp:!coza and 
3dvisc thellilO contact their heulthc:!re provider if they experience suo.::h symptoms 
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/see Warnings will Precaufivns (5.1)/. Inlorm patients thai dehydnllion may 
increase the ris!.. for h) polcn~ion. and to maintain adL'quate fluid inta!" e. 

Ss;rious Ur jnan Tnlct Inii..'Ctions 
Inforll1 patients of the potent ial for urinary tnlet inti..'Ct ions. \\hieh may be scrious. 
Provide them II ith information on the symptoms of urinary tnlct infect ions. Adl isc 
them to seck medical a!.l l'iee ifsuch ~)l11pIOmS occur /see Warlllngs (lml 
1,,.ec(lli/iOIL~ (5.3)/. 

Hypoglycemia with Concomitant Use with Insulin and Insulin S&rctagoguC!s 
Inform patients tha t the incidence of hypoglyce mia is increased wh en Empacoza 
is used in combination with insul in secretagogues (e.g., su lfonylurea) or insulin 
and that a lower dose of the ~etagogue or insulin may be required to 
(educe the risk of hypogl'tj.'t'!'filia /see Warnings and Precautions (S .4)). --... 
Necroti/in' Fasciitis c P ' . I'ttrm Fllu i'r' Gan'rene 
Infonn p:lliellL" that 1 'C o~~ injections or tbc perineum (Fournier's gangrene) 
huve OCCUlTed wi th I· 111'a ola . .co),nseJ pr;li '";}ii ) prom pli) seck mcdical attention 
if the) develop P3iTl ten Crlle~}L.an csS'. . '1ling of the gcni t31s or Ihe ureu 
1T0m the geni tuls back' to tho..rcctum. 3f\)t \t'. a fel L'f above I (IO.4°F or malaise 
/.I'ee lI 'amillgs alld l'reclIlI/iOllj '(5,.J.) . f 

...... . _' 
'---- . 

Genit31 M 'cotic Injections in FC1fl3 , c.,. VUIWl\'H ·initis 
Inform female paticnb that \'aginHI ye3s1 infL"'ctions rna) oc"Cur and provide them 
with in fonnation on the signs Hnd symptoms orvagin31 yeast infL'Ctions. Addsc 
them of Ireatmcnt options 3nd when to sec!.. medical advice {see lI'amiIl8.\' and 
l'recall/ ioll.l· (5 6)/. 

Genil31 M) cotic Infect ions in Males Ie .g., 1131anitis or Balanoposthitis) 
I ntiml1 male patients tllal yc,lsl infection of the penis (e.g .. balanitis or 
balanoposthitis) 1IIa) occur. espt!eiall) in uncircumcised males lind pal ients wilh 
chronic and recorrcnt infcctions. I~ro\'ide them with infonnation on the signs 3nd 
symptoms of b31ani tis and balanoposthi tis (rash or n::dnL"Ss of the glans or fores kin 
of the pcnis). Advise them of treatment options and when to seck medical advice 
/see Wamill8s and Precaurionl' (5.6)}. 

I I> persensi th it) l{e3Ct ions 
Inform pat ients that serious hyp~rsensitivi ty reactions. such as un ie3ria and 
angiOL'tiema. h3\'e bt:ell reponed with Empac()/a. Advise patients to repon 
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immediate!) any skin reaction or angioedema. and to discontinue drug until thcy 
ha\ e (:onsuIiL-d prescribing healthcare prO\ ider {see Warnings lind I'renllliiom ' 

15.7)j. 

Labonlton Tests 
Infoml patients that e!CI'atl'd inal)sis is cxpected Ilhen 13king 
Empacol3. . ' ,- ........ 

I'rcgnunn / ' _ ~~;: """ 
Advise pregnant patie u/ < ';1itients ofrC~dU\:.:t i 'C potentiul. oflhc potent ial 
risk to u fel us with Ifebtme U wi lh !)npuc~a y.'>I!f! lJ.m i ll Spedjic PoplilallvlI:, 
(8 I)t Instruct patients to n~gn!!'tlcle Q;ll)e lr healthcare provIder as soon as 
possIble. .... I 

'\ ~.~ 
Lactutillll .' ....... : . '-'_ ~ 
Advise putlents Ih3t breastlec 1 ecommended during treatment with 
Empuco/.n {see V~Je ill Specifk Pvp"lllliVl1.f (8.1)/ 

Missed Dose 
Inst ruct patients to take Empacoza only as prescribed. If a dose is missed, it 
should be taken as soon as the pat ient reme mbers. Advise pat ients not to do uble 
thei r ne. t dose 
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