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Xigduo XR 5mg/500mg Extended release Tablets
Xigduo XR 5mg/1000mg Extended release Tablets
Xigduo XR 10mg/500mg Extended release Tablets
Xigduo XR 10mg/1000mg Extended release Tablets

$32290

XIGDUO XR is available for oral administration as tablets containing the equivalent of 5 mg
dapagliflozin as dapagliflozin propanediol and 500 mg metformin hydrochloride (XIGDUO XR
5 mg/500 mg), the equivalent of 5 mg dapagliflozin as dapagliflozin propanediol and 1000 mg
metformin hydrochloride (XIGDUO XR 5 mg/1000 mg), the equivalent of 10 mg dapagliflozin
as dapagliflozin propanediol and 500 mg metformin hydrochloride (XIGDUO XR 10 mg/500
mg), or the equivalent of 10 mg dapagliflozin as dapagliflozin propanediol and 1000 mg
metformin hydrochloride (XIGDUO XR 10 mg/1000 mg).
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XIGDUO XR (dapagliflozin and metformin HCI extended-release) is indicated as an adjunct to diet and
exercise to improve glycemic control in adults with type 2 diabetes mellitus when treatment with both

dapagliflozin and metformin is appropriate.
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5.2 Diabetic Ketoacidosis in Patients with Type 1 Diabetes Mellitus and Other Ketoacidosis

s-In patients with type 1 diabetes mellitus, dapagliflozin, a
component of XIGDUO XR si gnlflcantly increases the risk of diabetic ketoacidosis, a life-threatening

event, bevond the background rate eend&ﬁemequ&mg—&tge&&he@p&ah%&&eﬁ—hw&beefﬁéenﬁﬁed—m

controlled trials of patients with type 1 dlabetes melhtus the risk of ketoa01d051s was markedly increased



in patients who received sodium- glucose cotransporter 2 ( SGLT2) 1nh1b1t0rs compared to patlents who
received placebo. Eata 7 RO o
XIGDUO XR is not 1ndlcated fer—th&tre&tmem for glycemic control 1n—ef patlents w1th type 1 diabetes

mellitus.-fseendicationsand-Usase (-1

Type 2 diabetes mellitus and pancreatic disorders (e.g., history of pancreatitis or pancreatic surgery) are
also risk factors for ketoacidosis. There have been postmarketing reports of fatal events of ketoacidosis in
patients with type 2 diabetes mellitus using SGLT?2 inhibitors, including dapagliflozin.

Precipitating conditions for diabetic ketoacidosis or other ketoacidosis include under-insulinization due to
insulin dose reduction or missed insulin doses, acute febrile illness, reduced caloric intake, ketogenic diet,
surgery, volume depletion, and alcohol abuse.

Patientstreated-withXIGDUO-XR-whepresent-with-sSigns and symptoms are consistent with

dehvdration and severe metabolic acidosis and include nausea, vomiting, abdominal pain, generalized
malaise, and shortness of breath. should-be-assessed-forketoacidosisregardless-efbBlood glucose levels
at presentatlon may be below those typically expected for diabetic ketoacidosis (e.g., . asketoacidsesis

3 : with R may A : ol rels-are-less than 250 mg/dL).
Ketoacidosis and glucosuria may persist longer than typically expected. Urinary glucose excretion
persists for 3 days after discontinuing XIGDUQO XR [see Clinical Pharmacology (12.2)]; however, there
have been postmarketing reports of ketoacidosis and/or glucosuria lasting greater than 6 days and some
up to 2 weeks after discontinuation of SGLT? inhibitors.

Consider ketone monitoring in patients at risk for ketoacidosis_if indicated by the clinical situation. Assess
for ketoacidosis regardless of presenting blood glucose levels in patients-who present with signs and
symptoms consistent with severe metabolic acidosis. If ketoacidosis is suspected, discontinue XIGDUO
XR, promptly evaluate, and treat ketoacidosis, if confirmed. Monitor patients for resolution of
ketoacidosis before restarting XIGDUO XR.
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Withhold XIGDUO XR, if possible, in temporary clinical situations that could predispose patients to

ketoacidosis. Resume XIGDUQO XR when the patient is clinically stable and has resumed oral intake [see

Dosage and Administration (2.6)].

Educate all patients on the signs and symptoms of ketoacidosis and instruct patients to discontinue
XIGDUO XR and seek medical attention immediately if signs and symptoms occur.

6 ADVERSE REACTIONS

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

» Lactic Acidosis [see Boxed Warning and Warnings and Precautions (5.1)]
» Diabetic Ketoacidosis in Patients with Type 1 Diabetes Mellitus and Other Ketoacidosis [see

Warnings and Precautions (5.2)]

* Volume Depletion [see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience

Hypoglycemia

The frequency of hypoglycemia by study [see Clinical Studies (14.1)] is shown in Table 45.

Hypoglycemia was more frequent when dapagliflozin was added to sulfonylurea or insulin [see

Warnings and Precautions (5.5)].

Table 45: Incidence of severe Hypoglycemia® and Hypoglycemia with Glucose < 54 mg/dL" in

Controlled Glycemic Control Clinical Studies

Placebo Dapagliflozin 5 | Dapagliflozin 10
mg mg
Add-on to Metformin’ (24 weeks) N=137 N=137 N=135
Meajer-Severe [n (%)] 0 0 0
Glucose < 54 mg/dLMiner [n (%)] 0 2{45)0 A0
Active | Add Metformi Glipizide {52 N=408 _ N=406
weeks)
HMajorta-{9%H 3Ho-A - e
Hvirer A%} 1474366} - HEA
Placel 5 Lflozins | B Liflozin 10
mg mg
IAdd-on to DPP4 inhibitor (with or without Metformin) (24 N=226 - N=225
weeks)
Severe Majer[n (%)] 0 - 1(0.4)
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Glucose < 54 mg/dLMiner [n (%)] 1(0.4)342-3} - 4(1.8)
)Add-on to Insulin with or without other OADs* (24 weeks) N=197 N=212 N=196
Severe Major[n (%)] 1(0.5) 2 (0.9)14{05) 2 (1.0)140.5)
Glucose < 54 mg/dL Mirer[n (%)] 43 (21.8)67 | 55 (25.9)92 45 (23.0)79

Severe episodes of hypoglycemia were defined as episodes of severe impairment in consciousness or behavior, requiring
external (third party) assistance, and with prompt recovery after intervention regardless of glucose level.
Episodes of hypoglycemia with glucose < 54 mg/dL (3 mmol/L) were defined as reported episodes of hypoglycemia meeting
the glucose criteria that did not also qualify as a severe episode.
OAD = oral antidiabetic therapy.

. 6.2 Post-marketing Experience
Dapagliflozin
Additional adverse reactions have been identified during post approval use of dapagliflozin. 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.
Y B ete{ieidef‘if‘
KidnevIni g o Renal Eunct
u , | Prel bt

Infections: Necrotizing fFasciitis of the pPerineum (Fournier’s Gangrene), urosepsis and pyelonephritis
Metabolism and Nutrition Disorders: Ketoacidosis

Renal and Urinary Disorders: Acute Kidney injury

Skin and Subcutaneous Tissue Disorders: Rash

e

Metformin hydrochloride

Hepatobiliary Disorders: Cholestatic, hepatocellular, and mixed hepatocellular liver injury.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

In animal studies, adverse renal pelvic and tubule dilatations, that were not fully reversible, were
observed in rats when dapaghﬂozm was administered durlng a period of renal development
corresponding to Bas 3
during-the late second and thlrd trimesters of human pregnancy, at all doses tested; the lowest of which
provided an exposure 15-times the 10 mg clinical dose (see Data).
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8.5 Geriatric Use
XIGDUO XR

No XIGDUO XR dosage change is recommended based on age. . More frequent assessment of renal
function is recommended in elderly patients.

Dapagliflozin

A total of 1424 (24%) of the 5936 dapagliflozin-treated patients were 65 years and ever-older and 207
(3.5%) patients were 75 years and older in a pool of 21 double-blind, controlled, clinical studies assessing
the efficacy of dapagliflozin in improving glycemic control. After controlling for level of renal function
(eGFR), efficacy was similar for patients under age 65 years and those 65 years and older. In patients >65
years of age, a higher proportion of patients treated with dapagliflozin_for glycemic control had adverse
reactions relited-to—volume-depletion—and-renal-impairment-orfature-compared-to-patients—treated—wi

plaeebe-of hypotension [see Warnings and Precautions (5.43) e Reactions (6.1)].

Metformin hydrochloride

Controlled clinical studies of metformin did not include sufficient numbers of elderly patients to
determine whether they respond differently than younger patients;. 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 hepatic, renal, or cardiac function, and of concomitant disease or other
drug therapy and the higher risk of lactic acidosis. Assess renal function more frequently in elderly

patients [see Warnings and Precautions (5.1)].

10 DESCRIPTION

XIGDUO XR

XIGDUO XR is available for oral administration as tablets containing the equivalent of 5 mg
dapagliflozin as dapagliflozin propanediol and 500 mg metformin hydrochloride which is equivalent to
389.9 mg metformin base (XIGDUO XR 5 mg/500 mg), the equivalent of 5 mg dapagliflozin as
dapagliflozin propanediol and 1000 mg metformin hydrochloride which is equivalent to 779.86 mg
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metformin base (XIGDUO XR 5 mg/1000 mg), the equivalent of 10 mg dapagliflozin as dapagliflozin
propanediol and 500 mg metformin hydrochloride which is equivalent to 389.9 mg metformin base
(XIGDUO XR 10 mg/500 mg), or the equivalent of 10 mg dapagliflozin as dapagliflozin propanediol and
1000 mg metformin hydrochloride which is equivalent to 779.86 mg metformin base (XIGDUO XR 10
mg/1000 mg).

11.2 Pharmacodynamics

Cardiac Electrophysiology

Dapagliflozin was not associated with clinically meaningful prolongation of QTc interval at daily doses
up to 150 mg (15--times the recommended maximum dose) in a study of healthy subjects. In addition, no
clinically meaningful effect on QTc interval was observed following single doses of up to 500 mg (50--
times the recommended maximum dose) of dapagliflozin in healthy subjects.
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