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Jardiance Duo 12.5 mg/850 mg Jardiance Duo 5 mg/850 mg
A"n 850 /a"n 12.5 Ix17 OIN'TIX"2 A"n 850/ a"n 5 INIT OIN'TIN'A
empagliflozin 12.5 mg, metformin HCI 850 mg empagliflozin 5 mg, metformin HCI 850 mg
film coated tablets film coated tablets
Jardiance Duo 12.5 mg/1000 mg Jfrdiance Ilz'uo 5 mg/1000 mg
2'"n 1000 / a"n 12.5 IXIT OIN'TIXA ~2"n 1000 /2™n 5 IXIT 02X TIN'
empagliflozin 12.5 mg, metformin HCI 1000 mg eMPpagliflozin 5 mg, metformin HCI 1000 mg
film coated tablets film coated tablets
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Jardiance duo is indicated in adults aged 18 years and older with type 2 diabetes mellitus as an
adjunct to diet and exercise to improve glycaemic control
« in patients inadequately controlled on their maximally tolerated dose of metformin alone.
* in patients inadequately controlled with metformin in combination with other glucose-lowering
medicinal products, including insulin.
* in patients already being treated with the combination of empagliflozin and metformin as
separate tablets.
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:Xan yT1nn pTY 7. Contraindications q'voa

]
e Aeuteacute or chronic metabolic acidosis, including diabetic ketoacidosis. Biabeticketoacidesissheunld

be-treated-with-insulin-/see Warnings and Precautions (8.1)].
o Histeryofserioushypersensitivityreaction-hypersensitivity to empagliflozin, metformin, or any of the

excipients [see seetionDescription (14)-6=2] in JARDIANCE DUO, reactions such as angioedema have
occurred [see Warnings and Precautions (8.98)].

:xan yT1nn pTIvV 8. Warnings and precautions 9'voa

8.3-2 Ketoacidosis

Reports of ketoacidosis, a serious life-threatening condition requiring urgent hospitalization have been
identified in clinical trials and postmarketing surveillance in patients with type 1 and type 2 diabetes mellitus
receiving sodium glucose co-transporter-2 (SGLT?2) inhibitors, including empagliflozin. Fatal cases of
ketoacidosis have been reported in patients taking empagliflozin. In placebo-controlled trials of patients with

type 1 diabetes. the risk of ketoacidosis was increased in patients who received SGLT?2 inhibitors compared

to patients who received placebo. JARDIANCE DUO is not indicated for the treatment of patients with type
1 diabetes mellitus [see Indications and Usage (4)].
[...]
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8.4-3 Volume Depletion

Empagliflozin eanses-can cause intravascular volume centractionfsee Farnings-and Precantions{(S-2{and
can-eauserenal-impairment-depletion which may sometimes manifest as symptomatic hypotension or acute

fransient cha.nges in creatinine [see Adverse Reactions (9.1)]. There have been post-marketing reports of
acute kidney injury, some requiring hospitalization and dialysis, in patients with type 2 diabetes mellitus
receiving SGLT?2 inhibitors, mcludmg empagliflozin: seme reports-invelved. Patients with impaired renal

function (eGFR less than 60 m[./min/1.73 m?). elderly patients-younger-than-65-years-ofage., or patients on
loop diuretics may be at increased risk for volume depletion orf hypotension.

Before initiating JARDIANCE DU

meludmg—hype&eleﬁma—ehfeme in Dat1er1ts Wlth one or more of these characterlstlcs assess Volume status
and renal function. i1 3 :

exeess&eﬁea{—expesﬂfea—meﬂﬁewa&e&t&ln Danents w1th volume deplenon correct th1s CO]ldlth]l before

initiating JARDIANCE DUO. Monitor for signs and symptoms of actte kidneyinjory-tfacute kidney-infury
occurs—discontinie JARDIANCE DUOpremptly-volume depletion and institute-treatment:

8.5-4 Urosepsis and Pyelonephritis

There have been pesmﬂ}afkeﬂﬂgreports of serious urmary tract infections including urosepsis and
pyelonephritis requiring hospitalization in patients receiving SGW—mhMe;s—meludmguanpa gliflozin.
Treatment with SGJHD—}HhMef&empaghﬂomn 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 (9)].

8.6-5 Hypoglvcemia
Insulin and insulin secretagogues are known to cause hypoglycemia. The-In adulf patients, the risk of
hypoglycemia is-may be increased when empagliflezin JARDIANCE DUO is used in combination with
msulm secreta gogues (e g sulfonylurea) or msulm [See Aaﬁ erse Reacfzon.s (9 1) ] ¥hefefefe—a—Lewef—dese

The risk of hypoglycemia may be lowered by a reduction in the dose of sulfonylurea (or other concomitantly
administered insulin secretagogues) or insulin. Inform patients using these concomitant medications of the

risk of hypoglycemia and educate them on the signs and symptoms of hypoglycemia.
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8.10-9 Vitamin B, EevelsDeficiency

In contrelled29-week-metformin clinical trials of-metformin 29-week duration, a decrease to subnormal
levels of previously normal serum vitamin Biz levels-without-elinical manifestations; was observed in
approximately 7% of metformin-treated patients. Such decrease, possibly due to interference with Bz

absorptlon from the B12 intrinsic factor complex is—hewevef—'reﬂefafeky—asseeta%ed—w}ﬂq—aﬂem&aﬁ

: : : : u—Le!eelsmav be associated with
anemia but appears to be rapidly reverSLble w1th dlscontmuatlo etforrmn or Vltamm B1

supplementatlon

Certain mdlwduals (those wn:h inadequate vitamin Biz or calc1um mtake or absorptlon} appear to be

predisposed to developing subnormal vitamin Bi2 levels. In-these-patients; reutine seram-Measure

hematologic parameters on an annual basis and vitamin B1> seasarement-at 2- to 3-year intervals -may-be
nsefukin patients on JARDIANCE DUO and manage any abnormalities [see Adverse Reactions (9.1)].
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Xan yvTnn PTIY 9. Adverse reactions 9'voa

9  ADVERSE REACTIONS
The following important adverse reactions are described below and elsewhere in the labeling:

e Lactic Acidosis [see Boxed Warning and Warnings and Precautions (8.1)]

s Ketoacidosis [see Warnings and Precautions (8.32)]
e Volume Depletion f see Warnings and Precautions (8. 3)?

. Urosep51s and Pyelonephrltls [ see Warnmgs ana’ Precaunons (8.54) ]

¢ Hypoglycemia with-Concomitant Use-with-Insulin-and Insulin Seeretagegues-[see Warnings and
Precautions (8.63)]

¢ Necrotizing Fasciitis of the Perineum (Fournier’s Gangrene) [see Warnings and Precautions (8.76)]

¢ Genital Mycotic Infections [see Warnings and Precautions (8.87)]
¢ Hypersensitivity Reactions [see Warnings and Precautions (8.98)]
e Vitamin B12 Deﬁmency [ see Wammgs and Precautions (8499 _) ]

9.1 Clinical Trials Experience

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 rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

The safety of concomitantly administered empagliflozin (daily dese-dosage 10 mg and-or 25 mg) and
metformin hydrochleride HCI (mean daily dese-dosage of approximately 1,800 mg) has been evaluated in
3,456 adult patients with type 2 diabetes mellitus treated for 16 to 24 weeks, of which 926 patients received
placebo, 1,271 patients received a daily dese-dosage of empagliflozin 10 mg, and 1,259 patients received a
daily dose-dosage of empagliflozin 25 mg. Discontinuation of therapy due to adverse events across treatment
groups was 3.0%, 2.8%, and 2.9% for placebo, empagliflozin 10 mg, and empagliflozin 25 mg, respectively.

Ad\e erse Reactions in a Clinical Trlal with Empagllﬂozm Add—Qn—G&%bmaH&n—Ih@mpMH#)—A@{ﬁmnﬁ

Empagliflozin (Add-On Combination Therapy with Metformin and Sulfonylurea) for Glycemic Control in
Adults with Type 2 Diabetes Mellitus

In a 24-week placebo-controlled trial of empagliflozin 10 mg ard-or 25 mlg administered once daily added to
metformin and sulfonylurea, adverse reactions reported regardless-ofinvestigator assessment of causalifyin

>5% of empagliflozin-treated patients and more commonly than in placebo-treated patients givenplacebo-are
presented in Table 1 (see also Table 4).

[..]
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Adverse Reactions with Clinical Trials of Metformin
The most common (=5%) established adverse reactions due to initiation of metformin therapy are diarrhea,
nausea/vomiting, flatulence, abdominal discomfort, indigestion, asthenia, and headache.

Laboratory Tests Test Abnormalities in Clinical Trials of Empagliflozin or Metformin
Empaglifiozin
[..]
Metformin
e Decrease in Vitamin B12: In eentrolled-metformin clinical trials of metforminof29 weeks’week
duration, a decrease to subnormal levels of previously normal serum ¥vitamin B12 levels;witheut
e&meal ﬂ&aﬂﬁfestaﬁeﬂs—was observed in approxmately 7% of panents Suelcrdeerea&e—peﬁskb{y—dﬂete

9.2 Postmarketing Experience

Additional adverse reactions have been identified during postapproval use. Because these reactions are
reported voluntarily from a population of uncertain size, it is generally not possible to reliably estimate their
frequency or establish a causal relationship to drug exposure.

Empagliflozin

Gastrointestinal Disorders: Constipation

Infectlons Necrotlzmg Easeu&&fascutls of the Perineum perineum (Fournier’s Gangrenegangrene) fsee
! _ urosepsis and pyelonephritis

Membahsm and Nutrition Drso; ders Ketoacidosis

Renal and Urinary Disorders. Acute kidney injury

. Skin and Subcutaneous Tissue Disorders: Angioedema, [fsee Warnings-and Precautions{8-9]

. Skin-skin reactions (e.g., rash, urticaria)

Metformin bydrochloride HCI
e Hepatobiliary Disorders. Cholestatic, hepatocellular, and mixed hepatocellular liver injury

[..]

:Xan y1nn PTY 10. Drug interactions 9'voa

See Table 4 for clinically relevant interactions with JARDIANCE DUO.

Table 4 Clinically Relevant Interactions with JARDIANCE DUO
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Diuretics

Clinical Impact Coadministration of empagliflozin with diuretics resulted in increased urine volume and
frequency of voids, which might enhance the potential for volume depletion.

Intervention Before initiating JARDIANCE DUO. assess volume status and renal function. In patients with
volume depletion. correct this condition before initiating JARDIANCE DUQ. Monitor for

signs and symptoms of volume depletion. and renal function after initiating therapy.

Insulin or Insulin Secretagogues

Clinical Impact The risk of hypoglycemia is inereased when JARDIANCE DUO is used in combination with
ingulin secretagogues (e.g., sulfonylurea) or insulin.

Intervention Coadministration of JARDIANCE DUO with an insulin secretagogue (e.g.. sulfonylurea) or

insulin may require lower dosages of the insulin secretagogue or insulin to reduce the risk of

hypoglycemia.

[.]

Lithinum

Clinical Impact Concomitant use of an SGLT2 mhibitor with lithium may decrease serum lithium
concentrations.

Intervention Monitor serum lithium concentration more frequently during JARDIANCE DUOQ initiation
and dosage changes.

[..]

:Xan v DTy 11, Use in specific populations qg'voa
11.1 Pregnancy

Risk Summary

Based on animal data showing adverse renal effects_from empagliflozin, JARDIANCE DUO is not
recommended during the second and third trimesters of pregnancy.

The Llimited available data with JARDIANCE DUO or empagliflozin in pregnant women are not sufficient
to determine a drug-associated risk for major birth defects and miscarriage. Published studies with
metformin use during pregnancy have not reported a clear association with metformin and major birth defect
or miscarriage risk (see Datea). There are risks to the mother and fetus associated with poorly controlled
diabetes in pregnancy (see Clinical Considerations).

In animal studies, empagliflozin. a component of JARDIANCE DUO. resulted in adverse renal changes swere
observed in rats when empagliflozin was administered during a period of renal development corresponding
to the late second and third trimesters of human pregnancy. Doses approximately 13-times the maximum
chmcaj dose caused renal pelvu: and tubule dllatatlons that were rever31ble Empﬂgﬁg@@—m—was—ﬂet

developmental eff cts were obsen d when metforrmn was adnumstered to pre t SpmgHe—DavAe}Lra&s

des&based—eﬂ—bedysmﬁfae%afe&rats or rabblts (see Dm‘a)

The estimated background risk of major birth defects is 6-% to 10% in women with pre-gestational diabetes
with a HbAlc >7 and has been reported to be as high as 20-% to 25% in women with HbAlc >10. The
estimated background risk of miscarriage for the indicated population is unknown.
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[..]

11.2 Lactation

Risk Summary

There is ge-limited information regarding the presence of JARDIANCE DUO or its components
(empagliflozin or metformin) in human milk, the effects on the breastfed infant, or the effects on milk
productlon Llrmted pubhshed studles report that metforrmn is present in human mllk (see Dara) However,

T : : - e ;S Empaghﬂozm is present in the rmlk of laetatmg
rats (.see Data). Since human kidney maturatlon occurs in utero and during the first 2 years of life when
lactational exposure may occur, there may be risk to the developing human kidney.

[.]

11.5 Geriatric Use

Beeause-Assess renal function abrermalitiesean-occurafter initiating more frequently in JARDIANCE
DUO-treated geriatric patients because there is a greater risk of empagliflozin;-metformin-is-substantially
exereted by the kidney.and aging ean-be -associated with-redueed renal funetion, renal funection should-be

assessed-meore-frequently in-elderly-intravascular volume contraction and symptomatic hypotension in

geriatric patients and there is a greater risk of metformin-associated lactic acidosis in geriatric patients [see
Deosage-andAdministration{5-2-and-Warnings and Precautions (8.1, 8.43)].
The recommended dosage for the metformin component of JARDIANCE DUQ in geriatric patients should

usually start at the lower end of the dosage range.

Empagliflozin
Ne-In empagliflozin desage as :
tvpe 2 drabetes mellrtus st&d&estrlals assessmg—th&efﬁe&eyef— 721 rnpa ghﬂozm mm}pfesmg—g}yeemte

' ; ' ) 111 these mals Volume depletron related ad\« erse
reactions tﬂereased—occurred in2. l% 2. 3% and 4.4% of patients whe-were-75 years of age and older to
2496 2.39% and 4-4%forin the placebo empagliflozin 10 mg, and empaghﬂozm 25 mg—Theriskof once
daily groups, respectively: and urinary tract infections inereased-occurred in 10.5%, 15.7%, and 15.1% of
patients whe-were-75 years of age and older t61+0:-5%;157%-and1+51% in patientsrandomized-te-the
placebo, empaghﬂozm 10 mg, and empaghﬂozm 25 mg once daily groups, respectively-fsee Warnings-eand

Metformin
ControledeClinical studies of metformin did not include sufficient numbers of elderlypatients 65 years of

age and older to determme whether they respond dlfferently from younger p&&eﬂts—a}ﬂeeughether—repeﬂed
lin pe ; RS adult pauents
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11.6 Renal Impairment
JARDIANCE DUO is contraindicated in patients with moderate to severe renal impairment (eGFR less than
45 mL/min/1.73 m?), end stage renal disease. or dialysis.

Enmag!g’lo:m

The glucose lowering benefit of empagliflozin 25 mg decreased in adult patients with worsening renal

function. The risks of renal impairmentfsee Weapnings and Precantions84)] volume depletion adverse

reactions and urinary tract infection-related adverse reactions increased with worsening renal function_/see
Warnines and Precautions (8.2)].

Metformin
Metformin is substantially excreted by the kidney, and the risk of metformm accmnulanon and lactic acidosis
mereases w ith the degree of renal 1mpalrment ! - - erate eve

[see @Wm#dzeaﬁeem—%alﬁ’ammgs a}id P} emuraons (8 1 ) ]

11.7 Hegatl Impallmeut

Use of metformin HCI in patients with hepatic impairment has been associated with some cases of lactic
acidosis. JARDIANCE DUO is not recommended in patients with hepatic impairment [see Warnings and
Precautions (8.1)].

Xan yvTnn PTY 13, Overdosage q'voa

In the event of an overdose with JARDIANCE DUO, contact thePpoison €control €center or a medical
toxicologist for additional overdosage management recommendations.
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Overdose of metformm hydfeehlfeﬂd&HCl has occurred mcludmg mgesnon of amounts greater than 50
grams. Hypoegly

meefefmt&has%ee&es%abhshed—Lacnc amdosrs has been reported in approxrmately 32% of metforrmn
overdose cases [see Boxed Warning-and-Warnings and Precautions (8.1)]. Metformin is dialyzable with a
clearance of up to 170 mI /min under good hemodynamic conditions. Therefore, hemodialysis may be useful
for removal of accumulated drug from patients in whom metformin overdosage is suspected.

Removal of empagliflozin by hemodialysis has not been studied.

:Xan y1nn PTIY 15, Clinical pharmacology q'voa

15.1 Mechanism of Action
JARDIANCE DUQO
I ARDIAN CE DUO eontams

: 3t A diabetes: ernpaghﬂozm asedmm—gh&ees&ee—
H&ﬂspeﬁer—”—(SGLTZ} mhlbltor and rnetformm a member—e{"—ﬂ&ebrguamdeek&ss

Empagliflozin
Empagliflozin is an inhibitor of the -Sedinm-gliceseco-transperter 2-(SGLT2 3 is-the predominant
transporter resp0n51ble for reabsorption of glucose from the glomerular filtrate back into the circulation.

By inhibiting SGLT2, empagliflozin reduces renal reabsorption of
ﬂltered glucose and lowers the renal threshold for glucose, and thereby increases urinary glucose excretion.

Empagliflozin also reduces sodium reabsorption and increases the delivery of sodium to the distal tubule.
This mayv influence several physiological functions such as lowering both pre-and afterload of the heart and
downregulating sympathetic activity.

[...]

15.3 Pharmacokinetics
JARDIANCE DUO

Administration of 12.5 mg empagliflozin/1,000 mg metformin hydrechioride HCI under fed conditions
resulted in a 9% decrease in AUC and a 28% decrease in Cmax for empagliflozin, when compared to fasted
conditions. For metformin, AUC decreased by 12% and Cysayx decreased by 26% compared to fasting
conditions. The observed effect of food on empagliflozin and metformin is not considered to be clinically
relevant.
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Empagliflozin

The pharmacokinetics of empagliflozin has been characterized in healthy volunteers and patients with type 2
dtabetes mellltus a11d no chmcally rele\« ant dlfferences were noted between the two populatlons Afteroral

mlamelyeﬁew%eﬁmeal—phaee—The steady state mean plasma AUC and Cmax were l 870 mnol hfL and 259
nmol/L, respectively, with 10 mg empagliflozin once daily treatment, and 4.740 nmol-h /L and 687 nmol/L,
respectn ely, with 25 mg empagllﬂozm once daily treatment. Systemic exposure - of emy empagliflozin increased

in a dose-proportional manner in the therapeutic dose range. Thesingle-dose-andsteady-state-Empagliflozin
does not appear to have time-dependent pharmacokinetic parameters-ofempagliflozin-were similar,
suggesting linear pharmacokineties-characteristics. Following once-daily dosing, up to 22% accumulation,
with respect to-timeplasma AUC, was observed at steady-state.

dmj1:|jstrati01:1E peak plasma concentrations of empagliflozin were reached at 1.5 hours post-dose.

Administration of 25 mg empagliflozin after intake of a high-fat and high-calorie meal resulted in slightly
lower exposure; AUC decreased by approximately 16% and Cy,x decreased by approximately 37%,
compared to fasted condition. The observed effect of food on empagliflozin pharmacokinetics was not
considered clinically relevant and empagliflozin may be administered with or without food.

Distribution

The apparent steady-state volume of distribution was estimated to be 73.8 L based on a population
pharmacokinetic analysis. Following administration of an oral [**C]-empagliflozin solution to healthy
subjects, the red blood cell partitioning was approximately 36.8% and plasma protein binding was 86.2%.

Elimination
The apparent terminal elimination half-life of empagliflozin was estimated to be 12.4 h and apparent oral
clearance was 10.6 L/h based on the population pharmacokinetic analysis.

Metabolism

No major metabolites of empagliflozin were detected in human plasma and the most abundant metabolites
were three glucuronide conjugates (2-O-, 3-O-, and 6-O-glucuronide). Systemic exposure of each metabolite
was less than 10% of total drug-related material. In vitro studies suggested that the primary route of
metabolism of empagliflozin in humans is glucuronidation by the uridine 5'-diphospho-
glucuronosyltransferases UGT2B7, UGT1A3, UGT1AS8, and UGT1A9.

Excretton %H%H@ﬁ

pas e Followmg admmtstratlon of an oral [14C] empa gllﬂozm solutlon to healthy sub]ects
apprommately 95 6% of the drug related radtoactmty was eliminated in feces (41.2%) or urine (54. 4%).

half of drug-related radtoactl\« ity exereted in urine was unchanged parent drug.
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Metformin

Absorption

The absolute bioavailability of a metformin hydrechleride-HCl 500-mg tablet given under fasting conditions
is approximately 50% to 60%. Studies using single oral doses of metformin hydreehloride-HCI tablets 500
mg to 1,500 mg, and 850 mg to 2,550 mg, indicate that there is a lack of dose proportionality with increasing
doses, which is due to decreased absorption rather than an alteration in elimination.

Food decreases the extent of and slightly delays the absorption of metformin, as shown by approximately a
40% lower Crax, a 25% lower AUC, and a 35 minute prolongation of time to peak plasma concentration
(Tyay) following administration of a single 850 mg tablet of metformin with food, compared to the same
tablet strength administered fasting. The clinical relevance of these decreases is unknown.

Distribution

The apparent volume of distribution (V/F) of metformin following single oral doses of immediate-release
metformin hydfeeh{eﬁdeHCl tablets 850 mg av eraged 6S4i3 58 L. Metformin is negligibly bound to plasma
proteins=# ; botd. Metformm partmons into ery’[hrocytes
most llkely as a functlon of tlme A

Elimination

Metformin has a plasma elimination half-life of approximately 6.2 hours. In blood. the elimination half-life is
approximately 17.6 hours. suggesting that the ervthrocyte mass may be a compartment of distribution.

Metabolism

Intravenous single-dose studies in normal subjects demonstrate that metformin is-exereted-unchanged-inthe
wrine-and-does not undergo hepatic metabolism (no metabolites have been identified in humans) nor biliary
excretion.

Excretion: Following oral administration, approximately 90% of the absorbed drug is excreted via the renal
route within the first 24 hours.

Renal clearance is approxunately 3.5 times greater than creatlmne clearance Wthh mdlcates that tubular
secretion is the maj or route of metformm ehmmatmn F He i PPEEXHA :

Specific Populations

Effects of Age, Body Mass Index, Gender, and Race
Empagliflozin: Age, body mass index (BMI). gender and race (Asians versus primarily Whites) do not have a

clinically meaningful effect on pharmacokinetics of empagliflozin.

Metformin HCI: No studies of metformin pharmacokinetic parameters according to race have been
performed. In controlled clinical studies of metformin HCI in patients with type 2 diabetes mellitus, the

antihvperglycemic effect was comparable in Caucasians (n=249). Blacks (n=51). and Hispanics (n=24).
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Renal Patients with Hepatic Impairment

JARDIANCE DUQ: Studies characterizing the pharmacokinetics of empagliflozin and metformin after
administration of JARDIANCE DUO in renally hepatically impaired patients have not been performed /see
Contraindications(Z-and Warnings and Precautions (8-48.1)].

Empagliflozin: In adult patients with mild, moderate, and severe hepatic impairment according to the Child-
Pugh classification, AUC of empagliflozin increased by approximately 23%. 47%. and 75%. and C
increased by approximately 4%, 23%. and 48%. respectively, compared to subjects with normal hepatic
function.

Metformin HCI: No pharmacokinetic studies of metformin have been conducted in patients with hepatic
impairment.

Patients with Renal Impairment
JARDIANCE DUQ:Studies characterizing the pharmacokinetics of empagliflozin and metformin after
administration of Jardiance Duo in renally impaired patients have not been performed.

Empagliflozin: In adult patients with type 2 diabetes mellitus with mild (eGFR: 60 to less than 90
mL/min/1.73 m?), moderate (eGFR: 30 to less than 60 mI/min/1.73 m?), and severe (eGFR: less than 30
mL/min/1.73 m?) renal impairment and subjects-with-patients on dialysis due to kidney failure/end stage
renal disease (ESRD) patients, 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
similar in subjeets-patients with moderate renal impairment and patients on dialysis due to kidney
failure/ESRD, compared to patients-subjects with normal renal function. Peak plasma levels of
empagliflozin were roughly 20% higher in subjeets-patients with mild and severe renal impairment as
compared to subjeets-patients with normal renal function. Population pharmacokinetic analysis showed that
the apparent oral clearance of empagliflozin decreased with a decrease in eGFR leading to an increase in
drug exposure. However, the fraction of empagliflozin that was excreted unchanged in urine, and urinary
glucose excretion, declined with decrease in eGFR.

Metformin: In patients with decreased renal function, the plasma and blood half-life of metformin is
prolonged and the renal clearance is decreased [see Contraindications (7) and Warnings and Precautions

(8.1)].
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phafmaeekmeﬂc—smdw& Empaghﬂozm pharmacokmencs were sm:ular with and w1th0ut coadnnmstranon of
metformin HCI, glimepiride, pioglitazone, sitagliptin, linagliptin, warfarin, verapamil, ramipril, and

simvastatin in healthy volunteers and with or without coadministration of hydrochlorothiazide and torsemide

in panents Wlth type 2 dlabetes mellmls (see F1gure l) Jéheebseﬂzed—lﬂefe&seﬁﬁe&efaﬂ—expesuf&(jweyef

felfexlaﬁt—ln subjects wu:h normal renal functlon coadmlmstratmn of empaghﬂozm wn:h probenead resulted
in a 30% decrease in the fraction of empagliflozin excreted in urine without any effect on 24-hour urinary
glucose excretion. The relevance of this observation to patients with renal impairment is unknown.

[...]
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Metformin HCl
Table § Effect of Coadministered Drug on Plasma Metformin Systemic Exposure
. Geometric Mean Ratio
Coadministered g.D.OiOf Dose of Metformin (ratio with/without
Coadministered . N .
Drug Drus* hydrochlorideHCI coadministered drug)
8 No effect=1.0
|AUCT [ Caus
Glyburide 5mg 850 mg metformin 0.91% 0.93%
Furosemide 40 mg 850 mg metformin 1.09% 1.22%
Nifedipine 10 mg 850 mg metformin 1.16 1.21
Propranolol 40 mg 850 mg metformin 0.90 0.94
Ibuprofen 400 mg 850 mg metformin 1.05% 1.07%

metformin elimination [see-Warnings-and Precantions{8-1)-and Drug Interactions (10-1)].

Drugs that areCationic drugs eliminated by renal tubular secretion may increase the accumulation of reduce

Cimetidine 400 mg | 850 mg | metformin | 1.40 | 1.61

Carbonic anhydrase inhibitors may cause metabolic acidosis [see Harnings-and Precautions{S-1)
and-Drug Interactions (10-2)].

Topiramate** | 100 mg | 500 mg | metformin | 1.25 [1.17

* All metformin and coadministered drugs were given as single doses

+ AUC = AUC(INF)

I Ratio of arithmetic means

**At steady state with topiramate 100 mg every 12 hours and metformin hydreehloride-500 mg every 12

hours; AUC = AUC(0-12 hours)

Table 6 Effect of Metformin on Coadministered Drug Systemic Exposure
Coadministered Desmg'—D'oiof Dose of Metformin 'Geo.m etrfc Mean Ratio .
Drug Coadministered 1 deFICT* (ratio with/without metformin)
Drug* ! i No effect=1.0
| AUCt | Canax
Glyburide 5mg 500 mg§ glyburide 0.78% 0.63]
Furosemide 40 mg 850 mg furosemide 0.87% 0.69%
Nifedipine 10 mg 850 mg nifedipine 1.10§ 1.08
Propranolol 40 mg 850 mg propranolol 1.01§ 0.94
Ibuprofen 400 mg 850 mg ibuprofen 0.977 1.019
Cimetidine 400 mg 850 mg cimetidine 0.958 1.01

* All metformin and coadministered drugs were given as single doses

+ AUC = AUC(INF) unless otherwise noted

I Ratio of arithmetic means, p-value of difference <0.05

§ AUC(0-24 hehours) reported

9 Ratio of arithmetic means
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