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Jardiance 10mg and 25mg are indicated:

as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes mellitus
to reduce the risk of cardiovascular death in adult patients with type 2 diabetes mellitus and established
cardiovascular disease.

Jardiance 10mg is indicated:

to reduce the risk of cardiovascular death and hospitalization for heart failure in adults with heart failure.
to reduce the risk of sustained decline in eGFR, end-stage kidney disease, cardiovascular death, and
hospitalization in adults with chronic kidney disease at risk of progression.

as an adjunct to diet and exercise to improve glycemic control in pediatric patients aged 10 years and older
with type 2 diabetes mellitus.

Limitations of Use

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

JARDIANCE is not recommended for use to improve glycemic control in patients with type 2 diabetes
mellitus with an eGFR less than 30 mL/min/1.73 m?. JARDIANCE is likely to be ineffective in this setting
based upon its mechanism of action.

JARDIANCE is not recommended for the treatment of chronic kidney disease in patients with polycystic
kidney disease or patients requiring or with a recent history of intravenous immunosuppressive therapy or
greater than 45 mg of prednisone or equivalent for kidney disease [see Clinical Studies (16)]. JARDIANCE
is not expected to be effective in these populations.
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:Xan yT'nn DTV 4. INDICATIONS AND USAGE q'voa

Jardiance 10mg and 25mg are indicated:

e as an adjunct to diet and exercise to improve glycemic control in adults with type 2 diabetes
mellitus

» toreduce the risk of cardiovascular death in adult patients with type 2 diabetes mellitus and
established cardiovascular disease.

Jardiance 10mg is indicated:

* -to reduce the risk of cardiovascular death and hospitalization for heart failure in adults with
heart failure.

« to reduce the risk of sustained decline in eGFR, end-stage kidney disease,
cardiovascular death, and hospitalization in adults with chronic kidney disease at risk
of progression.

= as an adjunct to diet and exercise to improve glycemic control in pediatric patients

aged 10 years and older with type 2 diabetes mellitus.

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

JARDIANCE 1s not recommended for use to improve glycemic control in adults-patients with type 2
diabetes mellitus with an eGFR less than 30 mL/min/1.73 m?. JARDIANCE is likely to be ineffective
in this setting based upon its mechanism of action.

JARDIANCE is not recommended for the treatment of chronic kidney disease in patients with
polyeystic kidnev disease or patients requiring or with a recent historv of intravenous

immunosuppressive therapy or ereater than 45 me of prednisone or equivalent for kidney disease [see
Clinical Studies (16)]. JARDIANCE is not expected to be effective in these populations.

:Nan yT'nn DTV 5. DOSAGE AND ADMINISTRATION 9'voa

5.1 Testing Prior to Initiation of JARDIANCE
*  Assess renal function before initiating JARDIANCE and as clinically indicated [see Warnings and

Precautions (8.2)].
e Use for glycemic control is not recommended in patients with an eGFR less than 30 mL/min/1.73
m? [see Use in Specific Populations {11.6)].

e Agsess volume status in patients with volume depletion and correct this condition before initiating
H-Pattes dth-velume depletion—eorreet thiscondition beforenitintine JARD[ANCE[SEE
Warnings and Precautions (8.2), Use in Specific Populations (11.5, 11.6)].
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5.2 Recommended Dosage

Table 1 presents the recommended dosage of JARDIANCE in adult and pediatric patients aged 10 years

and older.

Table 1 Recommended Dosape of JARDIANCE

Population | Indication Recommended Dosage
Adults Reduce the risk of cardiovascular death | « 10 mg orally once daily in the
and hospitalization in patients with heart moming, taken with or without
failure food.
Reduce the risk of sustained decline in
eGFR. end-stage kidnev disease
cardiovascular death. and hospitalization
in adults with chronic kidnev disease at
risk of progression.
Reduce the risk of cardiovascular death
in patients with tvpe 2 diabetes mellitis
with established cardiovascular disease
Glycemic control in type 2 diabetes ¢« 10 mg orally once daily in the
mellitus morning. taken with or without
food.
¢ Foradditional slveemic control,
may increase to 25 mg orally
ofice daily in patients toleratine
10 mo once daily.
Pediatric Glycemic control in type 2 diabetes ¢ 10 mg orally once daily in the
patients aged | mellitus morning, taken with or without
10 vears and I Food
older e
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Due to limited experience. it is not recommended to initiate treatment with empagliflozin in patients
with GFE. < 20 mL/min.
There iz limited data in patients who required dialvsis during treatment with empagliflozin.

5.3 Recommendations Regarding Missed Dose
. If a doze 13 mizsed. instruct patients to take the doze as soon as possible.
. Do not double up the next dose.

:NAn VTN DTIV.7 CONTRAINDICATIONS 9'voa

7 CONTRAINDICATIONS
JARDIANCE is contraindicated in patients:

. with a Hypersensitivity hypersensitivity to empagliflozin or any of the excipients [see section
13] in JARDIANCE, reactions such as angioedema have occurred [see Warnings and Precautions
(8.73)].

Pati Sy e e Sherfic Populss 116

‘NANn VTN PTIYV 8. WARNING AND PERCAUTIONS 9'voa

8.4 Hypoglycemia h-Cor ; h-Tn a-and-Insulin REOE
Insulin and insulin secretagogues are known to cause hypoglycemia. In adult patients. Fthe risk of
hypoglycemia may be increased-ts-inereased when JARDIANCE is used in combination with insulin
secretagogues (e.g., sulfonylurea) or insulin. In pediatric patients aged 10 years and older, the risk of
hypoglvcemia was higher with JARDIANCE regardless of insulin use [see Adverse Reactions (9.1)].

The risk of hypoglveemia 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 and pediatric patients of the risk of hvpoelycemia and educate them on the signs and
svmptoms of hypoglveemia.

[...]
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B.T Lower Limb Amputation

In some clinical studies with SGLT2 inhibitors an mmbalance in the incidence of lower limb
amputation has been observed. Across four JARDIANCE outcome trials. lower limb amputation event
rates were 4.3 and 5.0 events per 1.000 patient-vears in the placebo group and the JARDIANCE 10
me or 25 mg dose group, respectively. with a HR of 1.05 (95 % CI) (0.81. 1.36).

In a long-term cardio-renal outcome trial [see Clinical Studies 16.5]. in patients with chronic kidney
disease. the occurrence of lower limb amputations was reported with event rates of 2.9. and 4.3 events
per 1000 patient-yvears in the placebo. and JARDIANCE 10 mg treatment arms. respectively.
Amputation of the toe and mid-foot were most frequent (21 out of 28 JARDIANCE 10 mg treated
patients with lower limb amputations). and some involving above and below the knee. Some patients
had multiple amputations.

Peripheral artery disease. and diabetic foot infection (including osteomyelitis). were the most common
precipitating medical events leading to the need for an amputation. The risk of amputation was highest
in patients with a baseline history of diabetic foot. peripheral artery disease (including previous
amputation) or diabetes.

Counsel patients about the importance of routine preventative foot care. Monitor patients receiving
JARDIANCE for signs and symptoms of diabetic foot infection (including osteomyelitis). new pain or
tenderness. sores or uleers involving the lower limbs. and institute appropriate treatment.

[...]
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2N YyT'Nn DTV 9. ADVERSE REACTIONS 9'voa

Clinical Trial in Pediatric Patients Apsed 10 to 17 Years with Type 2 Diabetes Mellitus

JARDIANCE was administered to 52 patients in a trial of 157 pediatric patients ased 10 to 17 vears with
tvpe 2 diabetes mellitus with a mean exposure to JARDIANCE of 23.8 weeks [see Clinical Studies
{16.2)]. Backeround therapies as adjunct to diet and exercise included metformin (51%). a combination of
metformin and insulin (40.1%), insulin (3.2%). or none (5.7%). The mean HbAlc at baseline was 8.0%
and the mean duration of type 2 diabetes mellitus was 2.1 yvears. The mean ace was 14.5 years (range: 10-
17 years) and 51 6% were aped 15 vears and older. Approximately. 50% were White, 6% were Asian
31% were Black or African American. and 38% were of Hispanic or Latino ethnicity. The mean BMI was
36.0 kg.-"m': and mean BMI Z-score was 3.0. Approximately 25% of the trial population had
microalbuminuria or macroalbuminuria.

The risk of hyposlycemia was hisher in pediatric patients treated with JARDIANCE repardless of
concomitant insulin use. Hypoglyeemia defined as a blood slucose <54 mo/dL. occurred 1n 10 (19.2%)
patients and in 4 (7.5%) patients treated with JARDIANCE and placebo. respectively. No severe
hvpoglveemic events occurred (severe hvpoglycemia was defined as an event requiring the assistance of
another person to actively administer carbohvydrates. slucason or take other corrective actions).

Clinical Trials in Adults Patients-with Heart Failure
No new adverse reactions were identified in EMPEROR-Reduced or EMPEROR-Preserved heart
failure trials. The 2 ad in ad ients with heart failure and left ventricy

Clinical Trial in Adults with Chronic Kidney Disease

The safety profile in patients with chronic kidnev disease was generallv consistent with that observed
across the studied indications. In a long-term cardio-renal outcome trial [see Clinical Studies 16.5]. in
patients with chronic kidney disease. the occurrence of lower limb amputations was reported with
event rates of 2.9, and 4.3 events per 1.000 patient-yvears in the placebo. and JARDIANCE 10 mg
treatment arms, respectively [see Warnings and Precautions (8.7)].]
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:X2n yTnn |DTIV.11 USE IN SPECIFIC POPULATIONS 9'voa

[...]

11.4 Pediatric Use

The safetv and effectiveness of JARDIANCE as an adjunct to diet and exercise to improve glycemic
control in tvpe 2 diabetes mellitus have been established in pediatric patients ased 10 vears and older. Use
of JARDIANCE for thig indication 15 supported by evidence from a 26-week double-blind. placebo-
controlled clinical trial. with a double-blind active treatment safety extension period of up to 52 weeks in
157 pediatric patients aped 10 to 17 vears with type 2 diabetes mellitus and a pediatric pharmacokinetic
study [see Clinical Pharmacology (14.3) and Clinical Studies (16.2)]. The safety profile of pediatric
patients treated with JARDIANCE was similar to that observed in adults with type 2 diabetes mellitus,
with the exception of hypoglycemia risk which was higher in pediatric patients treated with JARDIANCE
regardless of concomitant insulin use [see Warnines and Precautions (8.4) and Adverse Reactions (0.1)].

The safety and effectiveness of JARDIANCE have not been established in pediatric patients less than 10
vears of age as an adjunct to dist and exercise to improve glveemic|control in tvpe 2 diabetes mellitus.

The safety and effectiveness of JARDIANCE have not been established in pediatric patients to reduce
the risk of:

. cardiovascular death and hospitalization for heart failure in patients with heart failure.

. sustained decline in eGFR._ end-stage kidnev disease, cardiovascular death and hospitalization in
patients with chronic kidney disease at risk of progression.

. cardiovascular death in patients with type 2 diabetes mellitus and established cardiovascular

disease

11.5 Geriatric Use

In glycemic control studiesfrials in patients with type 2 diabetes mellitus, a total of 2721 (32%) patients
treated with JARDIANCE were 65 years of age and older, and 491 (6%) were 75 years of age and
older. JARDIANCE is expected to have diminished glycemic efficacy in elderly patients with renal
impairment [see Use in Specific Populations (11.6)]. The risk of volume depletion-related adverse
reactions increased in patients who were 75 years of age and older to 2.1%, 2.3%, and 4.4% for
placebo, JARDIANCE 10 mg, and JARDIANCE 25 mg. The risk of urinary tract infections increased
in patients who were 75 years of age and older to 10.5%, 15.7%, and 15.1% in patients randomized to
placebo, JARDIANCE 10 mg, and JARDIANCE 25 mg, respectively [see Warnings and Precautions
(8.2) and Adverse Reactions (9.1)].

In-theheart failure studies; EMPEROR-Reduced. EMPEROR-Preserved. and EMPA-KIDNEY trials no
overall differences in safety and effectiveness have been observed between patients 65 years of age and
older and younger adult patients. EMPEROR-Reduced included 1,188 (64%) patients treated with
JARDIANCE 65 years of age and older, and 503 (27%) patients 75 years of age and older. EMPEROR-
Preserved included 2402 (80%) patients treated with JARDIANCE 635 years of age and older, and 1,281
(43%) patients 75 years of age and older. EMPA-KIDNEY included 2.089 (32%) patients treated with
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JABDIANCE 65 vears of age and older, and 1,518 (23%) patients 75 vears o

fage and older Safetrand

The efficacy and safety of JARDIANCE for glvcemic control were evaluated in a trialssds—of adult
patients with type 2 diabetes mellitus with mild and moderate renal impairment (eGFR 30 to less than
00 mL/min/1.73 mY)__fsee Clinical Studies (16)]. In this trialstedy. 195 adult patients exposed to
JARDIANCE had an eGFR between 60 and 90 mL/min/1.73 m?, 91 adult patients exposed to
JARDIANCE had an eGFR between 45 and 60 mL/min/1.73 m?, and 97 patients exposed to
JARDIANCE had an eGFR between 30 and 45 mL/min/1.73 m?. The glucose lowering benefit of
JAEDIANCE 25 mg decreased in adult patients with worsening renal function. The risks of renal
impairment. volume depletion adverse reactions and urinary tract infection-related adverse reactions
increased with worsening renal function [see Warnings and Precautions (8.2)]. Use of JARDIANCE
for glvecemic control in patients without established cardiovascular disease or cardiovascular risk
factors is not recommended when eGFR is less than 30 mL/min/1 .73 m?.

JABEDIANCE was evaluated in 7,020 adult patients with type 2 diabetes and established
cardiovascular disease (eGFR. greater than or equal to 30 mL/min/1.73 m?¥) in the EMPA-REG
OUTCOME trial, in a total of 9,718 patients with heart fatlure (eGFR greater than or equal to 20
mL/min/1.73 m?) in the EMPEROR-Reduced and EMPEROR-Preserved trials, and in 6,609 adult
patients with chronic kidnev disease (eGFR 20 to 90 mL/min/1.73 m?) in the EMPA-KIDNEY study.
The safetv profile across eGFR suberoups in these trials was consistent with the known safetv profile
[see Adverse Reactions (9 1) and Clinical Studies (16.3, 16.4, 16.5)].

Efficacy and safety smdiestrials with JARDIANCE did not enroll adult patients with an eGFR. less
than 20 mL/min/1 73 m? or on dialysis. Once enrolled. adult patients in the EMPA-REG QUTCOME,
EMPEROR-Reduced. EMPER.OR-Preserved. and EMPA-KEIDNEY trials were not required to
dizscontinue therapy for worsening of eGFR. to less than 20 mL/min/1.73 m? or initiation of dialvsis
[see Clinical Studies (16.3, 16.4, 16.3)].
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‘NAn yT'nn DTIV.14 CLINICAL PHARMACOLOGY q'voa

14.1 Mechanism of Action

Empagliflozin is an inhibitor of the sedinm shicose co—transparter 2{5GLT2) | the predominant
transporter responsible for reabsorption of glucose from the glomemilar filtrate back into the
circulation. By inhibiting 3GL T2, empagliflozin reduces renal reabsorption of filtered 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 may influence several physiological functions seeb—as including, but not restricted to,
increasing fubnloslomerlar feedback and reducing intraglomerular pressure, lowering both pre-and
afterload of the heart and downregulating sympathetic activity.

14.3 Pharmacokinetics
The phammacokinetics of empagliflozin has been characterized in healthy volunteers and patients with type

2 diabetez mellitue and no clinically relevant differences were noted between the two populations. The
steady-state mean plasma AUC and Cregwere 1,870 nmol-b'T. and 259 amol/l.. respectively, with 10 mg

empagliflozin once daily treatment and 4 740 ‘bl and 687 nmolT. respectively_ with 25 m

empagliflozin once daily treatment. Systemic exposure of empagliflozin increased in 3 dose-proportional

manner in the therapeutic dose range. Empagliflozin does not appear to have time-dependent
pharmacokinetic characteriztics. Following cnce-daily dozing. up to 22% accumulation. with rezpect to

plasma ATIC, was observed at steadv-state.

Abzarption

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 Cpax 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 analvsis. Following administration of an oral [MC]-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 u.'ab 10.6 L/h based on the populauon phmnacckmetic 311:4.1?515 Feﬂemg—aﬁee—éaﬂﬁ—
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Specific Populations

Pediatric Patients

The pharmacokinetics and pharmacodvnamics of empagliflozin were investigated in pediatric patients
aged 10 to 17 vears with tvpe 2 diabetes mellitus. Oral administration of empagliflozin at 10 me resulted
i exposure within the range observed inh adult patients.

o

Apge_ body mass index (BMI), gender and race (Asians versus primarily Whites) do not have a clinically
meaningful effect on pharmacokinetics of empagliflozin.

Patients with Hepatic Impairment

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 73%_ and Cmax
increased by approximatelv 4%. 23%. and 48%, respectively, compared to subjects with normal hepatic
function.

Patients with Benal Impairment

In adult patients with tvpe 2 diabetes mellitus with mild (eGFE: 60 to less than 90 mL/min/1.73 m?),
moderate (eGFE- 30 to less than 60 mL/min/1.73 m?), and severe (eGFR: less than 30 mL/min/1.73 m?)
renal impairment and patients on dialysis due to kidney failure, AUC of empagliflozin increased by
approximately 18%, 20%, 66%, and 48%, respectivelv, compared to subjects with normal renal
function. Peak plasma levels of empagliflozin were similar in patients with moderate renal impairment
and patients on dialvsis due to kidney failure compared to subjects with normal renal function. Peak
plasma levels of empagliflozin were roughly 20% higher in patients with mild and severe renal
impairment as compared to subjeetspatients with normal renal function. Population pharmaceokinetic
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
uvnchanged in urine, and urinary glucose excretion, declined with decrease in eGFR.
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:XAn yTnn DTIV.16 CLINICAL STUDIES 9'voa

[...]

16.2 Glveemic Control Trial in Pediatric Patients Aced 10 to 17 Years with Tvpe 2 Diabetes
Mellitus

DINANMO (NCT03439543) was a 26-week. double-blind. randomized. placebo-controlled. parallel sroup
trial. with a double-blind active treatment safety extension period up to 32 weeks to assess the efficacy of
JARDIANCE. The trial enrplled pediatric patients ased 10 to 17 vears with inadequately controlled tvpe
2 diabetes mellitns (HhAle 6.5 to 10.5%4). Patients treated with metformin (at least 1.000 ma dailv or
meximally tolerated dose). with or without insnlin therapy. gnd those with & history of intolerance to
metformin therapy were enrolled. Patients were randomized to 3 treatment smms (JARDIANCE 10me. a
dipeptidy] peptidase-4 (DPP-4} inhibitor or placebo). over 26 weeks. Patients in the JARDTANCE 10 mg
eroup who failed to achieve HbAlc =7.0% at Wesk 12 underwent a second randonuzation at Week 14 to
remain on the 10 mz dose or increase to 25 me. Patients on placebo were re-randomized at Week 26 fo
one of the JARDIANCE doses (10 ma or 25 mg) or a DPP-4 imhibitor.

A total of 157 patients were treated with either JARDIANCE (10 mg or 23 me; N=32), a DFP-4 inhibitor
(MN=52). or placebo (N=33). Backoroumd theranies as adnmet to dist and exercise meladed metfomum
{51%). a combmation of metformin and meuln (40.1%). meulin {3.2%). or none (3.75%). The mean HhAlc
gt bazeline was 8.0%: and the mean duration of tvpe 2 diabetes mellitus was 2.1 vears. The mean age was
14 5 wears (range: 10-17 vears) and 51 6% were aged 15 vears and older Approximately, 50% were

White 6% were Asian 31% were Black or African American and 32% were of Hispamic or Latino
ethnicity. The mean BAT was 36.0 ke'/m and mean BAT Z-score was 3.0. Patients with an eGEE. less than
60 mlminl.73 m were not enrolled in the tral. Approximately 25% of the study population had
microalbuminuna or macroal ominuna.

At Week 26, treatrnent with JARDIANCE was superior i reducing HbAlc from baseline versus
placebo (zee Table 143,

Tahle 14 Besults at Week 26 for a Placebo-Controlled Trial for JARDIANCE in Combination

with Metformin and/or Insolin or as Monotherapy in Pediatric Patients Ased 10 to 17 Years

with Tvpe 2 Diahetes Mellitus”

UARDIAMCE 10 myg | Placebo
HbAlc (%)°
Humber of patiarts =34 =53
Egzaline (maan) 2.0 5.1
Chanea from haseling’ 0.5 0.7
Difference from - 05% CID 2°(-10 -03 -
FPG (meidl o
Numbsar of patients =38 =52
Ezzaline (mazn) 157 150
Changa from haseling’, -15 19
Difference from placehol (95% CI -34 (-80.1_-7.13} -
, i inbani-1o-iragt sat omized and wrested patients with bassline measuremeant cebo snd Jardiance st
with 10 mez and doe rarmained at re—gandoendsstion (TG371)
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uiztions nzing placebo wash-out oach with 500 iterations for mizzing data. Impoted for

HbAlc (Tardisnce =4 (10.2%). Placebo I=3 {3.7%0). for FING (Jardiance 1M=3 (B.3%). Placeha MN=2

(3.B%0).

JLaasi-Soguare haan fom Anslysis of Covariznce CAMNCOVAD adjosted for bazsline value and baseline aze siraium (< 15
vears v 13 to < 18 vears) using an inverse probability weishtine approach.

It evahiated for statistical sisnificance, pot part of sequentizl testing procedura.

“p-vahie=0.0015 (tora-zided)

[...]

16.5 Chronic Kidney Dizeaze Trial in Adults

EMPA-ETONEY (NCT03594110) was a randomized. double-blind, placebo-controlled trial conducted
m adults with chronic kidney dizeasze (eGEE. =20 to =43 mL /min'l.73 m-; or eGER =45 to <00
mL/min’l. 73 m* with unine albwmin to creatimine ratio [UACE] =200 mez/'z). The trial excluded
patients with polycystic kidney disezse or patients requiring intravenous immunosuppressive therapy
in the preceding three months or =43 mye of prednisone (or equivalent) at the time of screening. The
primary objective of the trial was to assess the effects of empagliflozin as an adjunct to standard of
care therapy. meluding BAS-inibitor therapy when appropriate. on time to kidney disease
progression of cardiovascular death.

A total of 5609 patients_were equally randomized to JARDIANCE 10 me or placebo and were
followed for a medizn of 24 months.

The mean age of the study population was 63 vears (range: 18 to 94 yvears) and 67%5 were male.
Approximately 38% of the study population were Whate, 36% Asian. and 4% Black or African
Amencan. Appromumatelyv 44%; of the patients had type 2 diabetes mellitus.

At bazeline. the mean eGFE was 37 mL/min'l. 73 m’. 21% Dfnatlents had an eGFE. equal to or above
45 mL/min/1.73 m*. 44% had an eGFE. 30 to less than 45 mL/min1.73 m”. and 35% had an eGFR
less than 30 ml /min'l.73 m”’. The median TACE. was 329 mo'z, 20% of patients had a TTACE =30
mg'z, 28% had a UACE 30 to <300mg/z. and 52% had a UACR =300 mg/s. Approximately 1% of
patients had tyvpe 1 diabetes at baseline. The most common etiologies of CKD were diabetic
nephropathy/diabetic kidney disease (31%), slomemlar disease (25%6). hypertensive renovascular

dizeaze (22%] and otherimlmowm (22%%).

At bageling. 83% of patients were freated with ACE inhibitor or ARE. 84%: with statins. and 34% with
antiplatelet azents.

JARDIANCE was superior to placebo in reducing the risk of the pnimary composite endpoint of
sustamned =40% eGER. decline. sustained eGFR. <10 ml /min'l 73 m". progression to end-stage kidney
dizease_or OV or renal death. The treatment effect reflected a reduction in a sustained =40%% eGER
decline. sustained eGFR. <10 ml ‘min/l .73 m". progression to end-stage kidney dizease. and CV death.
There were few renal deaths dunng the trial. JARDIANCE also reduced the risk of first and recurrent
hospitalization (see Table 13 and Figure 13): information collected on the reason for hospitalization
was insufficient to further characterize the benefit.
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Tahle 18 Treatment Effect for the Primarv Composite Endpoint, its Components and Eev
Secondary Endpoints
Placebo JARDIANCE 10 me | aZSr rafio vy
N=3 N=3.304 Ela.c_ehn -valug
(9534 CT)
MNumber of Patiemts
Composite of sustained =40% =GEFE.
:l—f_d“»;l'— Eﬁlﬁm'mﬁ;m-l' £ 538 (16.0) 433131 0.72 (0.564. 0.32) =0.0001
(time to first ocourmanca)
Sustainad =40% 2GFR decline 474 (14.3% 350 {109y 0,70 (061, 0.81)
W 221 (6.7 157 (4. 0.60 (0,56, 0.54
Fenzl desth &00.1) 4 [0.1)
C death 60 (3.1} 50 (1.8) D34 (0.60. 110
MNumber of Events
Firzt and recurrent hospitalization” 1883 [ 1611 [.B6 {0.78. 0.05) 00025

CW=Cardigvazcular, e3FF.=Estimatad slomerular flration rate, ESED=End-stage kidney diseaze
JEAET ix defimed as the inifistion of mamtsnance dialyziz or receipt of = kidney transplang
LhEze wers 1o few events of renal dezath 1o compute 3 relisble hazard ratio.

collected on the reazon for hospitalization was insufficient to farther charactenze the benafit

Figure 13 Time to First Occurrence of the Primary Composite Endpoint, Sustained >40%
eGFR Decline, Sustained eGFR =10 mL/min/1.73 m% ESKD or Renal Death, or
CV Death
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The results of the pnmary composite endpoint were genemll'r consistent across the pre-specified
sub EXami mcluding eGFE. catesories. underlving canze of kidney dizease dizbetes stams.
of backeround use of RAS inhibitors (e Fizure 14} The treatment benafit with JARDIANCE on the
Enma.n composite idpnmt wzs hot evident in petients with very low levels of alburmnura, however
there were few events n these patients.
Ficure 14 Treatment Effects for the Primary Composite Endpoint (Sustained =40% eGFR
Decline, Sustained eGFR <10 mL/min/1.73 m*, ESKD or Renal Death, or CV
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