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GLYXAMBI tablets are indicated as an adjunct to diet and exercise to improve glycemic control
in adults with type 2 diabetes mellitus when treatment with both empagliflozin and linagliptin is
appropriate.

Limitations of Use

GLYXAMBI is not recommended for patients with type 1 diabetes or for the treatment of diabetic
ketoacidosis.

GLYXAMBI has not been studied in patients with a history of pancreatitis. It is unknown whether
patients with a history of pancreatitis are at an increased risk for the development of pancreatitis
while using GLYXAMBI.

.N0VN NNIO DIV NI D NIYAYNAN D'I'YN

maon
JI7V7 QOINw VORL |"¥Nn 'MNN IP DY VORV
J17VN N Y0INY VOV |'*¥N NXIN 7 DY VOV
AINY Y712 AT nnnn

.DNYINAN DIXY? [17V21 X9N7 |17v2a "7 wr 17y D TYN D%

JINN2N TIWN MNRAY NIDINNN 1AXAQ DI0T9Y7 IN7wW1 DD TIVAN DIV
:DIYAN 7¥2% N9 TV 07AR7 I,
.09-9730500 197021 ,nin's n'7xn 89 nrTin'n N1 "N L,n"ya R 0N7a1'R 121N

,N>7212

[T MM
Mimn nnin
78w DN72'K 21N

Boeehnnger Ingalheim lsrael LTD
Medinat Ha-Yehudim 5t, 89, P.O. Box 4124, Hertzliya =Pituach, Israel 4676672
Phone +8728-9730515 Fax +9729-9730549



~ Boehringer
I“ll Ingelheim

X917 [17V2 D" NN DRAIDTY

:Xan yvTnn PTYV 5. DOSAGE AND ADMINISTRATION 9'voa

5 DOSAGE AND ADMINISTRATION

5.1 Prior to Initiation of GLYXAMBI

e Assess renal function before initiating GLYXAMBI and as clinically indicated [see Warnings
and Precautions (8.3)].

e In patients with volume depletion, correct this condition before initiating GLYXAMBI [see
Warnings and Precautions (8.3) and Use in Specific Populations (11.5, 11.6)].

5.2 Recommended Dosage

The recommended dose of GLYXAMBI is 10 mg empagliflozin/5 mg linagliptin once daily in the
morning, taken with or without food. In patients tolerating GLYXAMBI, the dose may be
increased to 25 mg empagliflozin/5 mg linagliptin once daily for additional glycemic control.

GLYXAMBI should not be initiated in patients with an eGFR less than 45 mL/min/1.73 m?2.

No dose adjustment is needed in patients with an eGFR greater than or equal to 45
mL/min/1.73 mZ.

GLYXAMBI should be discontinued if eGFR is persistently less than 45 mL/min/1.73 m? [see
Warnings and Precautions (8.3, 8.5), and Use in Specific Populations (11.6)].

:Xan y1nn PTIV 8. WARNINGS AND PRECAUTIONS q'woa
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8.142 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 (SGLT2) 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 SGLT2 inhibitors compared to patients who received
placebo. GLYXAMBI is not indicated for the treatment of patients with type 1 diabetes mellitus
[see Indications and Usage (4)].

[..]
.y Kidnev.lni

8.3 Volume Depletion

8.3 Volume Depletion
Empagliflozin can cause eauses intravascular volume eentractionf{see-Warnings-and
Precautions{8-3}}-and-can-causerenampairment depletion which may sometimes manifest as

symptomatic hypotension or acute transient changes 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 SGLT2 inhibitors, including
empagliflozin—seme-repertsinvelved Patients with impaired renal function (eGFR less than 60
mL/min/1.73 m?), elderly patients , or patients on loop diuretics may be at increased risk for

volume depletion or hypotension yeungerthan-65-yearsofage..

Before initiating GLY XAMBI in patients with one or more of these characteristics, assess
volume status and renal function. In patients with volume depletion, correct this condition
before initiating GLY XAMBI. Monitor for signs and symptoms of volume depletion, and renal
function after initiating therapy.
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8.1408 Hypersensitivity Reactions

[..]

If a hypersensitivity reaction occurs, discontinue GLYXAMBI, treat promptly per standard of
care, and monitor until signs and symptoms resolve. GLYXAMBI is contraindicated in patients
with a-previous-serious-hypersensitivity reaction to linagliptin er, empagliflozin or any of the
excipients in GLYXAMBI [see Contraindications (7)].

:Xan yv1nn pT1V.9 ADVERSE REACTIONS 9'woa

9 ADVERSE REACTIONS

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

[.]

o AcuteKidnrey-n-Volume Depletion [see Warnings and Precautions (8.3)]

[..]

9.1 Clinical Trials Experience

Laboratory Tests

Empagliflozin
Increases in Serum Creatinine and Decreases in e GFR: Initiation of empagliflozin causes an

increase in serum creatinine and decrease in eGFER within weeks of starting therapy and then
these changes stabilize. In a study of patients with moderate renal impairment, larger mean
changes were observed. In a long-term cardiovascular outcomes trial, the increase in serum
creatinine and decrease in eGFR generally did not exceed 0.1 mg/dL and -9.0 mL/min/1.73 m?,
respectively, at Week 4, and reversed after treatment discontinuation, suggesting acute
hemodynamic changes may play a role in the renal function changes observed with

empagliflozin.
[...]

9.2 Postmarketing Experience
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Additional adverse reactions have been identified during postapproval use of linagliptin and
empagliflozin. 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.

Acute Pancreatitis, including Fatal Pancreatitis [see Indications and Usage (4)]
Ketoacidosis

Urosepsis and Pyelonephritis

Necrotizing Fasciitis of the Perineum (Fournier’s gangrene)

Hypersensitivity Reactions including Anaphylaxis, Angioedema, and Exfoliative Skin
Conditions

Severe and Disabling Arthralgia

Bullous Pemphigoid

Acute Kidney Injury

Skin Reactions (e.g., rash, urticaria)

Mouth Ulceration, Stomatitis

Rhabdomyolysis

:xan yTan pTy 10. DRUG INTERACTIONS q'voa

Table 3 Clinically Relevant Interactions with GLYXAMBI

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 GLYXAMBI, assess volume status and renal function.

In patients with volume depletion, correct this condition before initiating
GLYXAMBI. Monitor for signs and symptoms of volume depletion, and

renal function after initiating therapy.

Insulin or Insulin Secretagogues

Clinical Impact Empadliflozin or linagliptin in combination with an insulin secretagogue
(e.q., sulfonylurea) or insulin was associated with a higher rate of
hypoglycemia compared with placebo in a clinical trial.

Intervention Coadministration of GLYXAMBI with an insulin secretagogue (e.g.,
sulfonylurea) or insulin may require lower doses of the insulin
secretagogue or insulin to reduce the risk of hypoglycemia.

Positive Urine Glucose Test

Clinical Impact SGLT2 inhibitors increase urinary glucose excretion and will lead to
positive urine glucose tests.
Intervention Monitoring glycemic control with urine glucose tests is not

recommended in patients taking SGLT2 inhibitors. Use alternative
methods to monitor glycemic control.

Interference with 1,5-anhydroglucitol (1,5-AG) Assay

Clinical Impact Measurements of 1,5-AG are unreliable in assessing glycemic control in
patients taking SGLT2 inhibitors.
Intervention Monitoring glycemic control with 1,5-AG assay is not recommended.

Use alternative methods to monitor glycemic control.

Inducers of P-glycoprotein or CYP3A4 Enzymes

Clinical Impact | Rifampin decreased linagliptin exposure, suggesting that the efficacy of
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linagliptin may be reduced when administered in combination with a
strong P-gp or CYP3A4 inducer.

Intervention Use of alternative treatments is strongly recommended when linagliptin
is to be administered with a strong P-gp or CYP3A4 inducer.

:Xan y1nn T .11 USE IN SPECIFIC POPULATIONS q'woa

11.4 Pediatric Use
The safety and effectiveness of GLYXAMBI inpediatric-patients-under18-years-of age have not

been established in pediatric patients.

11.5 Geriatric Use

GLYXAMBI

Empagliflozin is associated with osmotic diuresis, which could affect hydration status of patients
age 75 years and older[see Warnings and Precautions (8.3)].

Empagliflozin

In empagliflozin type 2 diabetes studies, 2721 empagliflozin-treated patients were 65 years of
age and older and 491 patients were 75 years of age and older. In these studies, volume
depletion-related adverse reactions occurred in 2.1%, 2.3%, and 4.4% of patients 75 years of
age and older in the placebo, empagliflozin 10 mg, and empagliflozin 25 mg once daily groups,
respectively; and urinary tract infections occurred in 10.5%, 15.7%, and 15.1% of patients 75
years of age and older in the placebo, empagliflozin 10 mg, and empagliflozin 25 mg once daily

groups, respectively.

Linagliptin

In linagliptin studies, 1085 linagliptin-treated patients were 65 years of age and older and 131
patients were 75 years of age and older. In these linagliptin studies, no overall differences in
safety or effectiveness of linagliptin were observed between geriatric patients and younger adult

patients.
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:Xxan y1nn PTY 13. DESCRIPTION q'woa

GLYXAMBI

GLYXAMBI tablets for-oral-administration are available in two dosage strengths containing 10
mg or 25 mg empagliflozin in combination with 5 mg linagliptin. The inactive ingredients of
GLYXAMBI are the following: Tablet Core: mannitol, Maize starch, pregelatinized starch;—cern
starch-talc, copovidone, crospovidone, tale-and magnesium stearate. Coating: Opadry® Yellow
{02F220007) (10 mg/5 mg) or Opadry® Pink (02F240005) (25 mg/5 mg), hypromellose 2910,
mannitol, talc, titanium dioxide, pelyethylene-ghyeol 6600 Macrogol 400 and-ferrie iron oxide
yellow (10 mg/5 mg) or ferrie iron oxide red (25 mg/5 mg).

:Xan y1'nn PTIY 14. CLINICAL PHARMACOLOGY qwoa

14.1 Mechanism of Action
GLYXAMBI

GLYXAMBI contalns empagllflozm a

wpmv&g@eenn&eeﬂ%m—pahentswﬁh—type—%ehabetes—
sodium-glucose co-transporter 2 (SGLT2) inhibitor, and linagliptin, a dipeptidyl peptidase-4
(DPP-4) inhibitor.

14.3 Pharmacokinetics
GLYXAMBI

fixed-dose combination with food resulted in no change in overall exposure of empagliflozin or
linagliptin; however, the peak exposure was decreased 39% and 32% for empagliflozin and
linagliptin, respectively. These changes are not likely to be clinically significant.

Effects of Age, Body Mass Index, Gender, and Race
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Drug Interactions

Pharmacokinetic drug interaction studies with GLYXAMBI have not been performed; however,
such studies have been conducted with the individual components of GLYXAMBI (empagliflozin
and linagliptin).

Empagliflozin

In vitro Assessment of Drug Interactions

Empagliflozin does not inhibit, inactivate, or induce CYP450 isoforms. In vitro data suggest that
the primary route of metabolism of empagliflozin in humans is glucuronidation by the uridine 5'-
diphospho-glucuronosyltransferases UGT2B7 UGT1A3, UGT1A8,ard-UGT1A9 and UGT2BY7.
Empagliflozin does not inhibit, inactivate;-orinduce-CYP450-isoforms—Empagliflozin-also-does
potinhibit UGT1A1, , UGT1A3, UGT1A8, UGT1A9, or UGT2B7. Therefore, no effect of
empagliflozin is anticipated on concomitantly administered drugs that are substrates of the
major CYP450 isoforms or UGT1A1, UGT1A3, UGT1A8, UGT1A9, or UGT2B7. The effect of
UGT induction (e.g., induction by rifampicin or any other UGT enzyme inducer) on empagliflozin
exposure has not been evaluated.
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