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weemmseemeercssmsmesnen-- |NDIGATIONS AND USAGE - ——-sermememmre-roemeece
INVOKANA is a sodium-glucose co-transportar 2 {3GLT2) inhibitor indcatad
g5 an adjunct to diet and exercise to improve glycemic control in aduhs with
type 2 dlabatas mellitus {1)

Limitatlan of Uge;
= Nat for treatmant of type 1 dishetes mellitus or diabetic ketnacldosls {1

JRSU——— 7, 7.Y.1 VT V11V (1Y] (3 (110 (1] [ ——

» The racammended starting dose i 100 mg once dally, taken hefora tha
first maal of the day (2,1}

+ Dosa can ha Increased to 300 mg once daily in patients tolaranng
INVOKANA, 100 mg once delly who have an aGFR of 60 mL/min/1.73 m? or
greater and requlre addmona‘{ glycamic control {2.1}

 Aggess renal function bafore initisting and periodically thereafter, {2.2)

+ Limit the dosa of INVOKANA to 100 mg anca daily in patiants who have an
aGFR of 45 to lass than 60 mL/min/1.73 m? {2.2)

= Initiation or uge of INVOKANA i not recommendad if eGFR is below
45 mL/min/1,73 m? {2.2)

weenemereonoeeeceessen DOSAGE FORMS AND STRENGTHS -----semmemer--emee
Tablets: 100 mg, 300 mg (3}
CONTRAINDICATIONS
= History of serious hyparsensitivity raaction to INVOKANA (4)

* Severe renal impairmant, ESRD, or on dialysig {4)

reememen WARNINGS AND PRECAUTIONS wesmem—-eormmssranmamss

+ Hypotengion: Bafore jnitiating INVOKANA, assess volume status and
correct hypavolamia in patlents with renal Impairment, tha elderly,
patiants with law systolic blood pressure, ar if on diuretics, ACEi, or FlB
Moanitor for slgns and symptoms during therapy {5.1)
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= Katoacidosis; Assess patients who prasent with signs and symptoms of
matabollc acidosis for ketoacidosls, regardless of blood glucose lavel. If
suspactad, discontinua INVOKANA, avaluate and treat promptly. Bafore
iniflating INVOKANA, consider rlsk factors for katoacidosia. Patiants on
INVOKANA may require monitaring and temporary discontlnuation of
tharapy in clmlcal sltuations known to predwpose to ketoacidasls {5.2)

. [y : Considar temporarily
discontinuing In settings of reduced oral intake ar fluld losses. If acuta
kidney Injury occurs, discontinue and promptly treat. Monitor ranal
function during therapy (5.3)

. Mcmgm Monitor potasslum levela in patiants with Impaired renal
funetion and in patients predisposad to hyperkalamia {2.2, 5.4, 6.1, 8.6)

» Urgsepgls and Pyelonephyitis: Evaluata patients for slgns and symptoms of
urinary tract Infections and treat pramptly, if indicatad {5.5)

*» Hypaglycemla: Consider a lower ‘desa of insulln or the insulin
secretagogue to reduge the risk of hypoglycemiz whan used in
combinatien with INVOKANA (5.6}

« Genital mycotie infgetions; Monltor and treat If indicated (5.7)

. Bf&al tong: Discontinue INVOKANA aad monitor untll signs
and symptoms resalve {5.8)

« Bone fracture: Consider factors that contribute to {racture rigk hefors
initiating INVOKANA (5.8}

» |nergaged LOL-C: Monitor LDL-C and treat if appropriate (5,10} -

ADVERSE REACTIONS )

= Most commen adverse reections associatad with INVOKANA (6% or
greater incidencal: femsle genital mycotle Infoctions, wrinary tract
Infaction, and Increased urinatlon {6.1)

To report SUSPECTED ADVERSE REACTIONS, contacl Janssan

Pharmaceuticals, Inc. at 1-800-526-7738 or FDA al 1-800-FDA-1063 ar

wavw.fde.gov/matdwatch,

DRUE INTERACTIONS --ssremevrrreee oot
rifampin): Canagliflazin expogura s reduced, Considar

mnreaxlng dose g‘um 100 mg to 300 mg (2.3,7.0)

+ Digoxin: Monitor digoxin levels (7.2)

---—-tasmmmmmvur==-=-—--s USE IN SPECIFIC POPLILATIONS -=-ree-—----
: Advise females of tha potential risk to a fetus especially
during the second and third trimesters. {8.1)
. ]_a_mmg, INVOKANA is not tacommended when breastfeading (8.2)
» G : Higher Incidence of adverse reactlans related ta raduced
Intravascular Vulume (5.1, 8.5)
a] | ; Highar incidenca of adverse raaclions relatad to
raducad ntravascular volume and ranal function {2.2,5.3,8.6)
+ Hepatic impaltgant: Not recammanded with sevare hepati¢ Inpairment {8.7)

Sen 17 far PATIENT COUNSELING INFORMATION and Medication Guide.
Revized: 07/2018

FULL PRESCRIBING INFORMATION: CONTENTS*®

1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
21 Recommendad Dosage
2.2 Patients with Renal Impairmant

23 Concomitant Use with UDP-Glucuronosyl Transferase (UGT)

Enzyme Inducers
DOSAGE FORMS AND STRAENGTHS
CONTRAINDICATIONS .
WARNINGS AND PREGAUTIONS
51  Hypatension
52 Ketgaeldosiz
53  Acutg Kldnay Injury end Impairment In Renal Func!lnn
54  Hyperkalamia
55  Urosepsis and Pyelonephrilis
56 Hypoglycemlz with Concomitant Use with Insulin and Insulin
Secratagogues .
57 Genital Mycotle Infactions
5.8 Hypersensitivity Raactions
6.9 Bona Fractura
5.10 Inereases in Low-Dansity Lipoprotein {LDL-C)
5.11 - Maerovascular Outcomes
& ADVERSE REACTIONS
8.1  Clinical Studlas Experience
6,2 Postmarketing Experienca

oo

5.7

7 DRUG INTERACTIONS

71 UGT Enzyma Inducers

72 Digoxin

73 Positive Utine Glucasa Tast

74  Interference with 1,5-anhydroglucitol (1,5-AG) Assay
B USE IN SPECIFIC POPULATIONS

81 Pregnancy

8.2 Lactation

04 Padiatric Use

- 85 Geriatric Use

86 Ranal Impairment

0.7 Hapatic Impairmant
10 QVERDOSAGE
11 DESCRIPTION
12 CLINJICAL PHARMACOLOGY

12.1 Machanism of Action

122 Pharmacodynamics

123 Pharmacokinatics
13 NONCGLINIGAL TOXIGOLOGY

131 Carcinogenasis, Mutagenasis, Impeirment of Fartility
14 CLINICAL STUDIES

14.1 Mongtharapy

142 Comblnation Tharapy

143 Studies in Spacial Populations
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

*Bections or subsactions omittad -from the full prascrlhmg infarmation are

" not llstad.


http:mUmin/1.73
http:ml/mln/1.73
www.fd11.gov/m1dw1t11II

l

1202010 3144rM

INVOKANA® {canaglillozin] tablats

No. 0038 P, 3

INVOKANA® [canaglifiozin) tablats

FULL PRESCRIBING INFORMATION
1  INDICATIONS AND USAGE
INVOKANA® {¢anagliflozin) is indicatad as an adjunct to diet and exerciss
ta Improve glycemic ¢antrol in adults with typa 2 diahetes mellitug fsea
Clinigal Studles (14)).

imitatl
INVOKANA is nat racommended in patlents with type 1 dlabetas mellitus or
far tha traatmant of diabatic katoacidosis.

2 DOSAGE AND ADMINISTRATION

21 Recommanded Dosage

The racemmanded starting dase of INVOKANA {canagliflozin) ls 106 mg
once dally, taken before the first maal of the dey. In patients tolerating
INVOKANA 100 mq ance daily who hava an e8FR of 60 mLjmin/1.73 m? or
greater and raquire additional glycamic contrg), the dosa can be incrassed
to 300 mg ance daily [see Warnings and Precautions (5.3), Chmcal
Pharmacology (12.2), and Patiant Counseling Information (17},

In patients with volume dapletion, correcting this condition prior to initiation
of INVOKANA is racommendad [sae Warnings and Pracautions (5.1}, Use in
Spacific Populations (8.5 and 8.6}, and Patient Counseling Information {17)),

22 Pallents with Aenal jmpairment

Assessment of renal function is recommended prigr ta initiation of
INVOKANA and periodically theraafter.

The doza of INVOKANA is fimited to 100 mg once daily in patiants with
moderate renal Impairmant with ap eGFR af 45 to less than 60 mL/min/1.23 m2,
Initiation of INVOKANA is not recommended in patiants with an eGFA less
than 46 mU/min1.73 m%.

Use of INVOKANA is nat racammended when eEFR is persistently lass than

45 ml/min/1.73 m? [see Warnings and Frecautmns {8.3) and Use in Spacific .

Popuiations (8.6]].
INVOKANA Iz contraindicated In patlents with an eGFA less than
30 m/min/1.73 m? {see Contraindications (4)].

23 Concamltant Use with UDP-Glueuronosyl Transferase (UGT) En:ymn
Inducera

I &n inducer of UGTs {e.q., rilampin, phanytoin, phenobarbital, ritonavir) is

co-administered with INVGI(ANA considar incraasing the dosaga to 300 mg

onge daily in patients currently tolarating INVOKANA 100 mg ance daily who

have an ¢GFR of 60 mi/min/1.73 m? or greater and raquire additional

glycemic control [sea Drug Interactions (7.1)]. 19

Consider another antlhyperglycemic agant In patiente with an eGFA

of 45 ta less than 60 mL/min/1.73 m2 receiving concurrent tharapy with

8 UGT induger.

3 DOSAGE FORMS AND STRENGTHS
+ INVOKANA 100 mg tablets are vallow capsule-shapad, film-coated tablsts
with “CFZ" on one sida and “100" on the other side.

+ INVOKANA 300 mg tablats are white, capsula-shaped, film-goatad tablets
with "CFZ" on one side and “300" on the othar slda.

4  CONTRAINDICATIONS
History of a serious hypersensitivity reaction to INVUKANA such as
anaphylaxis or angioadema [see Warnings and Precautions (5.8) and
Adverss Reactions (6.1, 6.2)).

= Sevara renal impalrment {aGFR leas thap 30 mL/min/1.73 m?), end stage
renal dlsease (ESRD), or patients on dislysls fsee Wamings and
Pracautions (5.3] and Usa in Specific Populations {8.6)]

5  WARNINGS AND PRECAUTIONS

51 Hypatension ‘

INVOKANA causas Intravascular . volume contraclion. Symptomatic
hypatension can occur after Initiating INVOKANA [spe Adverse Reactions
{6.1)] particularly in patients with Impairad renal function (eGFR less than
60 mL/min/1.73 m37, elderly patients, patients on elther diuretics or
madieations that interfara with the remn-nngIotensm-aldoxteruna system
{e.g., anglotensi-converting-enzyme (AGE] inhibitors, angiotensin receptor
blockers [ARBSs]), ar patlents with low systolic blood prassure, Before
initlating INVOKANA in patlents with one or more of these charactaristics,
volume atatus should be assessad and corrected, Monitor for signs and
symptoms after Inltiating tharapy.

52 Katoacldosis

Raports of ketoacldosls, a sarious life-threatening conditioh raquiring urgent
hospitalization have been lduntified in postmarketing surveillance in patiants
with type 1 and type 2 disbates mellitus recalving sodium glucose
co-transporter-2 (SGLT2) inhibitors, including INVOKANA. Fatal cases of
ketoaeidosis have been reportad in patients taking INVOKANA, INVOKANA
i3 not indicated for the tregtmant af patiants with typa 1 diahetes mallitus
[see Indications and Usage (1)),

Fatients treated with INVOKANA who present with slgns and symptoms
¢onsistant with severe matabolic acidosis should he assessed for

ketoacidosis regardless of presenting bload glucose lavels, as ketoacidoals
assaeiatad with INVOKANA may be present avan if blood glucosa lavals are
less than 250 mg/dL. If ketoacidosis is suspected, INVOKANA should be
discontinued, patlent should he avaluatad, and promipt traatment shauld be
Instituted. Treatment of ketoacidosls may require Ilnsulin, fluid and
carhohydrate replacement,

In many of the pastmarketing Feparts, and particularly in patients with typa 1
diabetes, the prasance of ketoacldosks was not immedlately recognized and
institution of treatment was delayed haceuse presenting blood glucose
levels wera balow those typically axpected for diabetic ketoacidosis {oftan
lass than 250 mg/dL). Signs and symptoms at presentation ware consistent
with dehydration and savare metabolic acidosls and included nausea,
vomiting, abdominal pain, generalizad malaise, and shortnass of breath. In
some but not all ceses, factors predisposing to ketoacidasls such as insulin
dosa reduction, acute febrile illnass, reduced caloric intake dua to llness or
surgary, pancreatic disorders suggesting insulin deficiancy (e.g., tvpa 1
diabates, history of pancreatitis or pancraatic surgery), and alcehol abuse
werg idantified.

Befora initiating INVOKANA, consider factars in tha patient history that may
predispose to katoacidosis including pancreatic insulln daficiancy from any
causa, caloric rastriction, and alcohol abuse. In patients treated with
INVOKANA consider monitoring for ketvacidosis and ‘temporarily
discontinulng INVOKANA in clinleal situations known to predispesa ta
ketoacidosia {e.0,, prolonged fasting duw to acuta iliness or surgery).-

53 Acota Kidney Injury snd Impalrment in Renal Funetion

INVOKANA causses Intravasecular volume contraction fsee Warnings and
Pregautions (5.1)) and can causa renal impairment [sae Adverse Resctlons
{6.1}]. There hava baan postmarketing raports of acute kidnay injury, some
raquiting hospitalization and dialysis, in patiants raceiving INVOKANA; some
reports Invalved patienta younger than 65 years of aga.

Before Initiating INVOKANA, cansidar factors that may pradispose patisnts
to acute kidney injury |nc|uding hypovelamia, chronic ranal Insufficiency,
eongastive heart fallure and concomitent madications (diuratics, ACE
inhibitors, ARBs, NSAIDs), Conslder temporarily discontinuing INVOKANA In
any setting of raducad oral intake {such as acute illness ar fasting) or fluid
lossas {such as gestralntestinal illness or axcassiva heat exposura); monitor
patients for signs and symptoms of acute kidney infury. If acute kidney injury
accurs, discontinue INVOKANA promptly and Institute treatmant.
INVOKANA increases serum creatinina and decreases aGFR. Patients with
hgpuvolamia may he mora susceptible to these changes. Renal funetion
abnormelities can occur after Inltlating INVOKANA 208 Adverse Reactions
{6.1)1. Renal functian should be evaluatad prior to initiatlon of INVOKANA
and monitored periadicaily thereafter. Dosaga adjustment and more
frequent ranal function monltaring are recommendad in patients with an
aGFR below 60 mL/min/1.73 m% Use of INVOKANA is not recommanded
when eGFR is persistently lass than 45 mUmin/1.73 m? and Is
contraindicated In patlents with an aGFR lass than 30 mL/min/1.73 m? fsee
Dosage and Administration (2.2), Contraindications (4), Use In Spacific

Populstions (8.6)]

54 Hyperkalamla

INVOKANA can lead to hyparkalemia. Patients with moderate renal
Impairment who are 1aking medicetions that interfere with potassium
excration, such ag potassium-sparing diuretics, or medications that interfare
with tha renin-angiotensin-gldestarone system are at an increased risk of
daveloping hyperkalamia {see Dogage and Administration (2.2) snd Adverse
Reactions (B.1).

Monltar sarum potassium lavels periodically aftar initiating INVOKANA in
patients with impaired renal function and in patiants predisposed to
hyperkalemia dus to medications or ather madical conditions,

55 Urasepsls and Pyalonephritiz

Thera have been postmarketing reports of serious urinary tract Infactions
including urosepsis and pyelonephritis requirlng hospitalization in patlants
receiving SGLT2 Inhibitors, Including INVOKANA, Treatment with SGLT2
Inhibitors increases tha risk for urinary tract infactions, Evaluate patients for
signs and symptoms of urinary tract infections and treat promptly, if
indicated fsas Adverse Reactions (B)).

56 Hypoglycemla with Concomitant Uss with Jnsulin and Insulin
Sacralagogues

Insulin and insulln secretagogues ara known to cause hypoglycemia,

INVOKANA can increase tha risk of hypoglyeemla when combined with

insulin or an Insulin secretagoque fsas Adverse Reactions (6.1)] Therefora,

a lowsr dose of Insulln or inzulin secratagagua may be required to minimize

the risk of hypoglycemia when vsed in combinatlan with INVOKANA,

6.7 Ganital Myeotio Infections

INVOKANA increasas tha rlsk of genital myzetle Infactions. Patients with a
history of ganital mycotic infections and uncircumelsed males ware more likaly
to develop genital mycatic infections [ses Adverse Reactfons {6.1)] Monitor
and traat appropriately.
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58 Hypersensilivity Reactions

Hypersensitivity reactions, Including angioedema and anaphylaxls, havs
baen reported with INVOKANA, These reactions generally aceurrad within
haurs to days after initiating INVOKANA, If hypersansitivity reastions aezur,
discontinue use of INVOKANA; treat and monitor untll slgns and symptoms
resalve [see Contraindications {4) end Advarse Reactions (6.1, 8.2)1

59 Bane Fraciure

An increased risk of bone fracture, aceurring as early as 12 waaks aftar
traatment Inftiation, was observad in patients using INVOKANA, Consider.
factors thet contrlbute to fractura risk prior to initiating INVOKANA [seg
Adverse Rsactions (6.1)]

B.10 Increases In Low-Nanslty Lipoprotein {LDL-C)
Dose-rolated increases in LOL-C occur with INVOKANA [ses Adverse Raactlons
(6.1)). Monitar LDL-C and treat if appropriate after initiatdng INVOKANA.

511 Macrovascular Oulcomes
Thera hava bean no clinical studles establishing conclusive evidence of
macrovasculer rlsk reduction with INVOKANA or any other entidiabatic drug.

6§  ADVERSE REACTIONS

The following Important adverse reactlons are deseribed below and

alsawhara in the labsling:

+ Hypotension fsas Warnirigs and Pracautions (5,1}

« Ketoacldosls fses Warnings énd Precautions.{5.2)]

+ Acuta Kidney Injury and |mpairment in Renal Funetion fsee Warnings and
FPrecautions (5.3)]

= Hyperkalemla fs90 Warnings and Pracautions {5.4)]

_+ Urosepsls and Pyalonephritis {sea Warnings and Freesutions (5.5)]

*+ Hypoglycemia with Concomitant Usza with Insulin and Insulin

Sacratagogues [zse Warnings and Pracsitions (5.6)]

+ Ganital Mycotic Infactions fsee Warnings and Pracautions (5.7)]

+ Hypersensitivity Reactions fsee Warnings and Pracautions (5.8)]

« Bone Fracture fsae Warings and Precautions {5.9)]

* Increases in Low-Density Lipoprotsin {LDL-C} [see Wernings and
Pracautions (5.10)]

61 Clinicel Studien Experlance )
Becauae cllnical trlals are conducted under widely varylng canditions,
advarse toaction rates observad in the clinl¢al trials of a drug cennat he
directly camparad to the rates in tha clinical irials of another drug and may
not reflect the rates ohsarved in clinical practlca, )

-Cantr
Tha data In Table 1 is derived from four 26-wesk placabo-controlled trlals. In
ong trial INVOXANA was ussd g5 menotharapy and in threa Eials INVOKANA.
was used sg add-on tharapy fsee Clinical Studies (14)] Thesa data reflect
axpasura of 1667 patiants ta INVOKANA and & maan duration of expasura to
INVOKANA of 24 weeks, Patients racaived INVOKANA 100 mg {N=533),
INVOIANA 300 my (N=834) or placebo {N=645) ance daily. The maan age of
the population was 56 years and 2% were oider than 75 vears of ane, Fifty
percent {80%) of the population was mala and 72% wera Caucasian, 12% wera
Asian, and 5% wara Black or African Amarlcan. At baseling tha population
had diabetes for an avarage of 7.3 years, had a mean HbA1C of 8.0% and
20% had establishad microvascular complications of diabetes. Basaline renz)
funetion was normal or mildly impaired {mean sGFR 88 mL/min/1.73 m?).
Table 1 shows common advarse reactions assoclatad with the use of
INVOKANA. Thase adverse reactions wara not present at baseline, occurred
mara commonly on INVOKANA than on plaeehn, and occurred in at least 2%
of patlants treated with ithar [NVOKANA 100 mg or INVOKANA 300 ma.

Table 1: Adverse Reaclions Fram Pool of Four 26-Waak Placebo-Contrallad
Studlas Reported in 2 2% of INVOKANA-Tren(ed Patlanis*

.| INVOKANA | INVOKANA
: Placeho 100 mp 00 mg

Adverse Reactlon N=G6 N=833 - N=834
Urinary traet Infactions® 38% 5.9% 4.4%
Incraased urination® - 0.7% 51% 4.6%
Thirstf 0.1% 2.8% 24%
Constipatian 0.9% 1.8% 24%
Nauges 1.6% 2.1% 23%

N=312 N=425 N=4311
Famele genital mycotlc 2.8% 10.6% 11.6%
infections!
Vulvavaginal pruritus 0.0% 1.6% 3.2%

N=334 N=408 =404
Male ?emtal mycotle 0.7% 4.2% 3.6%
infect

*The four placeho-controlled trials included one maonatherapy trial and
three add-on combination trlals with metformln, matformin and
sulfonylurae, ar matformin and pivglitazona.

T Female ganltal mycatic infections Ineluda tha following dverse reactions:
Vulvovaginal ¢andidiasis, Vulvovaginal mycotic infection, Vulvovaginitis,
Vaginal infection, Vulvitis, and Genital infaction fungal,

* Urinary tract Infactlons include the followlng adverse reactions: Urinary
tract infaction, Cystitls, Kldney infection, and Urosepsis.

i Incraased unm!qn Includas the following adverse reactions: Palyuria,
Pallakiuria, Utine output ineraased, Micturition urgancy, and Nocturla,

¥ Mala ganital mycotic infactlans include the following adverse reactlans:
Balanitls or Balanoposthitis, Balanitis candide, and Genita! infaction fungal.

* Thirst includes the following advarse reactions: Thirst, Dry mouth,
and Polydipsia.

Note: Percentages were weighted by studies. Study walghts were

proportional to the harmonic mean of tha thraa traatment sampls sizes.

Abdominal pain was also more communly reported in patiants taking ‘
INVOKANA 100 mg (1.8%, 300 mg {1.7%) than in patlants taking placebo {0.8%).
Pool of Placebo- and Active-Controlled Trials

The occurrence of adverse raactions for canagliflozin was evaluvatad in a
larger poal of patients partlelpating in placeho- and active-controllad trlals.
The data combinad alght clinical trials fsea Clinlcal Studiea (14)] and rallect
axposure of 8177 patients to INVOKANA, Tha mean duration of exposura to
INVOKANA was 38 waeks with 1832 indivlduals exposed to INVOKANA for
graater than 50 weeks. Patiants received INVOKANA 100 mg {N=3082),
INVOKANA 300 mg {N=3085} or comparator {N=3262) once daily. Tha maan

apa of the pupulatlun was 60 years and 5% wera aldar than 75 years of aga.

Fifty-sight percent (58%) of tha populetion was male and 73% were
Caucasian, 16% were Aslan, and 4% were Black or African Amarlean. At
baseline, the population had diabetes for en average of 11 years, had a
meaan HBAIC of 8.0% and 33% had established microvascular complications
of diabetes. Baseline renal function was normal or mildly impaired (mean
aGFA 81 mU/min/1.73 m3),

The types end frequancy of common adversa reactions observed in tha pool
of eight clinical trials were conaistent with those listed in Table 1.
Percentages ware waighted by studiss, Study waights wera praportional to
the harmonle moan of the three treatment sample sizes, In this pool,
INVOKANA was alsa assaciatad with the adverse reactions of fatlgua {1.8%
with comparatr, 2.2% with INVOKANA 100 mgq, and 2.0% with INVOKANA
300 mg) and loss of strangth or energy (Le., asthenia) {0.6% with camparatar,
0.7% with INVOKANA 100 mg, and 1.1% wﬁh INVOKANA 300 mg).

In the pool of eight clinical trials, the Incidence rate of pancreatitis {acute or
chronic) was 0.1, 0.2, and 0.1 recelving comparator, INVOKANA 100 mg, end
INVOKANA 360 mg, respectively.

In the poal of eight clinizal trials, hypersensitivity-ralated adverse reactions
{including erythema, rash, prurituz, urticaria, end angioadema) oceurrad In
3.0%, 3.8%, and 4.2% of patients receiving comparator, INVOKANA 100 mg,
and INVOKANA 300 mg, respectively. Five patiants axperienced serious
adverse reactions of hyparsansmwty with INVOKANA, which imncluded
4 patients with urticaris and 1 patient with e diffuse rash and urficaria
eccurring within hours of expasura to INVOKANA. Among these pnuants,
2 petlents discontinved [NVOKANA. One patient with urticaria had
recurrance when INVOKANA was ra-initiated,

Photosensitivity-relatad advarse reactions (Including phomsanshivlw
razaction, polymorphle light aruption, and sunburn) occurred in 0.1%, 0.2%,
and 0.2% of patients roceiving comparatar, INVOKANA 100 my, and
INVOKANA 300 mg, respaclively.

Other adverss reactlons occurring mora fraquently on INVOKANA than on
comparator wara:

INVOKANA rasults in an esmotle dioresis, which may laad to reductions In
intravaseular volume. In clinlcal studies, treatment with INVOKANA was
sssoclated with a dose-dspandant increase in the Incldence of volume

depletion-ralated adverse resctions le.g., hypotension, postural dizziness,

orthestatie hypatension, syncopa, and dehydration). An Increased incidence
was observed in patients on tha 300 mg dose. The thrae factors assaciated
with the largest increase in voluma depletion-relatad adverse reactions
were thu use of loop diuretics, moderate renal impairmant {eGFR 30 to less
than 60 mL/min/1.73 m?), and age 75 yaars and older {Tabla 2} /sae Dosage
and Administration {2.2), Warnings and FPrecsutions (5.1), and Use in
Specifie Populations (8.5 end 8.8},
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A INVOK mycatle Infactions ogcurred in 0% and 0.5% of patients treated with placebo
.| Placebo '"}'&".,f;‘ 400 .::‘ A and INVOKANA, respectivaly. In the pooled analysis of 8 controlled trials,
N=GdG | N=B33 N=534 pI"J\:IT]MiS Was repurtsd in 0.3% of uncircumcised male paEenta treatad \[Nith
= INVOKANA and 0.2% required circumeision t0 treat the phimosis [sea
aselos LGr«aunma(r.ngldL] 044 082 082 Warnings snd Pracautions /5 71
Pool of {86FR {mL/min/1.73 m?) | £7.0 80,3 B8 .
Four Waak & Iﬂreatinino (ng/dL} om 0.03 003 In all clinical tiials, hypoglycemia was defined as any event regardless of
Placebo- [change  [aGFA imUminn7am® | -1.6 ET] 50 . symptoms, where biochamical hypoglycamia was documented (any glucasa
Contraltad value belaw or equalto 70 mg/dL). Severe hypoglycemia was dafined as en
Tials %‘:,f,f,,m Creatiine {mg/dL) oot 002 3 gvent consistent wilh hypoglycemia where the patient required the
Change*  |eGFA imLmhn73my| -18 23 34 assigtanca of anather parson to recover, lost cansciousnass, ar experiencad
INVOKANA | INVOKANA a seizure {ragardlass of whethar biochemical documentation of 8 low
Placsho | 100m 0 m glucose value was obtained). In Individual clinfcal trials [see Clinical
Ngﬂ N 'Mg N _“9 Studies (14)), episodes of hypoglycemia accurred at & higher rate when
— INVOKANA was co-administerad with insulin or sulfonylureas {Tabla 4) fsee
- |paselina [Creatinine (mg/dL) 161 162 18- Warnings and Pracattions (5.6/]
Moderata BGFA (mL/min/1.73mé | 40. 37 3. Tahle 4: Incidenca of Hypoglycemla® in Controlled Clinleal Studies
Ranal gm :: cé;n;u:lr; (mngldu . 0603 ";‘: “:: Monatherapy l;#mhn INVOKANA100mg | INVOKANA 300 mg
Impairmant 4 ml/min/1,73 -0, - | 8. (26 weeks) wiB2) {N=185} {N=197)
Trial End of Gragtining (mg/dL) 007 018 0.8 Overall [N {%})] 5(2.8) 7 [3.8) a{3.0
Treatment - in Gombination Placsho + INVONANA 100 mg + | INVOKANA 380 mg +
Chenga”  |eGFA (mUmin/i73m?{ -1.5 -34 Al wiih Matlarmin Matfarmin Matformin ! Mat{ormin .
* Week 28 In mITT LOCF population (26 waeks) (Neli3) {N=368) N=387)
In the pool of four placabo-controlled frials where patlents had normal or  hoverall W'“! 3.8 16U3) 17 (46)
mildly impaired baseline ranal function, the propartion of patients wha Sevare N (%)] 0 {0) 103) 1103}
adparlenced at least one event of significant renal function decline, In Comblnation | Glimeplride + | INVOKANA 100 mg + | INVOKANA 300 mg +
. defined as an eGFR balow 80 mL/min/1.73 m2 and 30% lawar than hasaline, wilh Metiotmin Metformin Metfanmin Matfarmin
‘was 2,1% with placebo, 20% with INVOKANA 100 mg, and 4.1% with {52 weskis} (N=482) (N=163) {N=as5)
INVOKANA 300 mg. At the end of traatment, 05% with placebe, 07% QOverafl [N (%] 166 {34.2) 27 {58} 24{49)
with lPVD}'{ANdA "IJU mg, and 1.4% with INVOKANA 300 mg had g signlﬂcant Savere [N (%]]' 154l 2 {04} 3108)
ranal functlon dacline.
In a trial carried out in patients with moderate renal impalrment with a !,'}lﬁ.“?.?.‘.'.',’.',“;?u"m sﬁif.ﬁ.ﬁﬁéa mvgm&ﬂﬂ:? o 'wgﬁﬁ:'nﬁm’ﬁ:" o
basaline eGFA of 30 to less than 50 mL/min/1.73 m? {mean basaline eGFA {18 wasks) {N=59) {N=74) {Na72)
39 mUmin/1.73 m?) [zee Clinical Studiss (14.9)], the praportion of patients Overall N (%11 4158) T 1125
who expariencad at least ona avant of aignificant renal funetion decline, - - -
dafined as an eGFR 30% lower then basaline, wes 6.9% with placal'm, 18% In ﬂﬂmbiﬂﬂ]ﬂ_ﬂ Placebo + |NVUKANA 100mg + | INVOKANA 300 mg +
el . with Metormin+ | Metformin + Matfarmin + Metiormin +
with INVOKANA 100 ma, and 22.5% with INVOKANA 300 mg. At the end of Sulfanylurea Sullonylurea Sulfanylurea Sulfonylurea
traatment, 4.6% with placebo, 3.4% with INVOKANA 100 mg, and 2.2% with {26 we!kn! (NJ&E) (NJ!T) |I\l=1v5ﬂ
INVOKANA 300 mq had a significant renal function decline. Dvorall IN (11 2 060 Y o
In & pooled population of patients with moderate ranal impairment {N=1085) - - - - 0 -
with beselina aGFR of 30 to lass than 60 mL/min/1.73 m? {maan baselina aGFR Savera (N (%)) 1{08) 1{08)
48 mL/min/1.73 m?), the overall Incidance of these avants was lower than in In Combination Shagliptin + INVOKANA 300 mp +
the dedicated trigl but a dose-dependant increasa In Incident episades of with Metiarmin + | Metfarmin + Metformin +
signifi¢ant ranal function decline compared to placebo was still observad, fﬁ';‘&:‘i“‘k:“ s“m-‘g;‘;l’“ 3“::“':%’;‘;;“
Use of INVOKANA has bean associated with an ingraased incidence af 132
ranal-related adverse reactions {a.q., increased hlood creatining, dacreased Ovarall [N {%)] 154 140.7) 163 43.2)
glomaruler fiktratlon rate, rens) lmpairment, and acute renal failure), Sevara [N (%))! 13{34) 15 {4.0)
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Table 2: Praportion of Patlentz With at Least One Volume Dapletion-Related
Advarsza Reaction (Pasled Results fram 8 Clinical Trials)

Comperator | INVOKANA | INVOKANA
Graup® 100 mg 360 mg

Baszeline Charactaristic % % %
QOverall population 15% 2.3% 34%

75 years of age and older! 2.6% 4.9% 2.7%
aGFA less than

80 mL/min/1.73 m¥ 25% 4.7% 8.1%
Use of loop diuratic? 4.72% 2% 8.0%

* Ineludes placeho and active-comparator groups
Patients could have mora than 1 of the listad risk factors

In & pool of nine clinieal trials with maan duration of exposure to INVOKANA
of B5 waaks, tha properflan of patients wha experienced falls was 1.3%,
1.5%, and 2.1% with comparatar, INVOKANA 100 mp, and INVOKANA 300
mg, respactively, Tha highar risk of falls for patients traatad with INVOKANA
was observad within the first few weeks of traatment,

INVOKANA is associatad with a dose-dapendent Increase in sarum
creatinlng and a concomitant fell in.extimatad GFR (Table 8). Patients with
moderate ranal impairment at baseline hed larger méan changas.

Tahle 3: Changss In Serum CGreatinlne and oGFR Associated with
INVOKANA in the Fool of Faur Placeho-Gontrolled Triala and
Madarate Renal Impalrment Trial

In the pooled analysis of patiants with moderate renal impairment, the
incidence of renal-ralated adversa reactions was 3.7% with placebo, 8.8%
with INVOKANA 100 ma, and 9.3% with INVOKANA 300 mg. Discontinuations
due to renal-ralated adverse avents occurrad in 1.0% with placebo, 1.2%
with INVOKANA 100 mg, and 1,6% with INVOKANA 300 mg [ses Warnings
and Pracautions (5.3)],

Genital Mygptic Infections

In the pool of faur placebo-conirallad clinice) trials, female genital mycotic
Infactions {o.g. vulvovaginal mycotie Infaction, vulvavaginal candldiasls,
and vulvovaglnitis) occurrad in 2.8%, 10.8%, and 11.6% of famalas frested
with placebo, INVOKANA 100 m?, and INVOKANA 300 mg, respactivaly.
Patientz with a history of ganital mycatic Infactions wera more likely to
davelop genltal mycotic infections on INVOKANA. -Femala patients who
developed genital mycotic infectians on INVOKANA were mora likaly to

- experlence racurrence and raquire treatmant with oral ar tapical antifungal

agents and antl-microbisl agants. In females, discontinuation dua to genital
mycotic infections oceurred in 0% and 0.7% of patlants Lraated with placabo
and [NVOKANA, respectivaly [see Warnings and Precautions {5.7)],

In the pool of four placebo-controlled clinical trials, male genltal mycotic
Infactions {e.g., candidal balanitis, balanoposthitis) accurred in 0.7%, 4.2%,
and 3.8% of males treated with placehg, INVOKANA 100 mg, and INVOKANA
300 my, respectively. Male genital mycotle infactions occurred more
cammonly in uncireumclsed males and in males with a prior history of
balenitls ar balanoposthitis. Male patients who developed genital mycatic
infactions on INVOKANA were more likely to experience racurrent
infactlons {22% on INVOKANA versus none on placebo), and requlre
treatment with oral or topleal antifungal sgents and anti-microbial agents
than patients op comparatorg. In malas, discontinuations due ta genital

particularly in patients with moderate ranal impairment,
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Table & Incldence of Hypoglysamin® in Cantrolled Clinical $ludies

{cantinued)

1 In Gombination Plaseha+ | INVOKANA 100 mg + | INVOKANA 300 mg +
with Matiormin+ | Metformin + Mettarmin + Metiormin +
Pioglltazona Ploglitazana Plogitazone Pioglitazona
{26 waaks) {N=115} {N=113} {N=114)
Overall [N {%)] 3{26) 327 6 {5.)

{n Combination

wiih Ingulin Placebo INVDOKANA 100 mg | INVOKANA 300 mg
(10 wonks) {N=585) | N=G46) {N=597)
Overall [N {%)] 2008 {36.9) 279 {49.3) 245 (40.6)
Severa [N (%] 14{25) 10{1.8) 18{2.7)

* Number of patlents expariancing at laast one avant of hypaglycemla
based on aither blochemically documented episodaz or sevara
hypaglycemic evants in the Intant-to-traat populetion '
Savare episodes of hypeglycemia wera definad as those where the
patient requlred the assistance of another parson ta recover, last
consciousness, ot experienced B sel2ura ﬁegardluss of whather
blochemical documentation of a low glucose value Was obtalned)

Bone Fracturg

The occurrence of bone fractures was evaluated in a pool of nine clinical
trials with 8 mean duratlon of exposure to INVOKANA of 85 weeks, Tha
In¢ldence rates of adjudicated bone fractures wara 1.1, 1.4, and 1.5 per
100 patlent-yaars of exposure in tha comparatar, INVOKANA 100 mg, and
INVOKANA 300 mg groups, respectively. Fractures ware obsarved as early
as 12 waeks aftar treatment initiation and were mora likely to be low
trauma {&.¢.. fall irom no more than standing height), and affect the uppar
extramities [see Warnings and Precautions {5.8)).

Increasas in Serum Potassium

Itt a pooled population of patients {N=723) with maderate renal impairment
{eGFA 45 to less than 60 mb/min/1.73 m3), increases In serum potassium to
graater thap 5.4 mEg/L and 15% above baseline accurred In 5.3%, 6.0%, and
8.8% of patients treated with placebo, INVOKANA 100 mg, and INVOKANA
300 mg, raspactively, Severe slevatians {greater than or equal to 6.5 mEa/L)
accurrad in 0.4% of patients traated with placebo, na patients traatad with
INVOKANA 100 mg, and 1.3% of patients treated with INVOKANA 300 mg.

In these patients, increases in potassium wara more commonly seen In
those with eleveted potassium at haseline. Among patients with modarate
renal impairinent, approximately 84% were taking medications that
interfera with potassium excretlon, such as potesslum-sparing diuretics,
angiotangin-converting-anzyme Inhlbitors, and angiotensin-recaptar
blockars [see Warnings and Pracautions (8.3 and 5.4) and Ugs in Specific
Populations (8.6)].
Increases In Sarum Maghesium
Doge-related increases in serum magneslum wers observed wearly after
Initiation of INVOKANA {within 6 weaks) and ramained elevatad thronghout
treatmant. In tha pool of four placebo-controlled trials, the mean percent
change in sarum magnesium levals was 8.1% and 9.3% with INVOKANA
100 mg and INVOKANA 300 mg, raspectivaly, compared to -0.6% with
placeba, In a trial of patiants with maderate renal impairmant [ses Clinfcal
Studlas (14.3)], sarum magnesium levels Incraased by 0.2%, 8.2%, and 14.8%
with placsbe, INVOKANA 100 mg, end INVOKANA 300 mag, respectively.
Incraases in Sarum Phosphate
Dose-ralatad incraases in sarum phosphate levels ware obgervad with
INVOKANA. In the pool of four plagabo controllad trials, tha mean percant
changa in serum phosphate levels were 3.6% and 5.1% with INVOKANA
100 mg and INVOKANA 300 ma, respectively, comparad to 1.5% with
placebo. In a trial of patients with modarata renal Impairment [see Glinical
Studies (14.3]], the mean serum phosphate levels incrazsed by 1,2%,
5.0%, and 9.3% with placeha, INVOKANA 100 mg, and INVOKANA 300 mg,
raspectivaly.
Increases In Low-Density Lipoprotain Cholagterol (LOL-C) and non-High-
Dengity Lipoprotein Cholestare! inon-HDL-C)
~ Inthe pool of four placebo-controlled trials, dose-related ingreases in LDL-C
with INVOKANA were obssrved. Mean changes (parcent changes) from
baseline In LDL-C relativa to placebo were 4.4 mg/dL {4.5%) and 8.2 mg/dL
{8.0%) with INVOKANA 100 mg and INVOKANA 308 mg, respactively. The
mean basaline LOL-C Jevels wera 104 to 110 mg/dL across traatment groups
{san Warnings and Precautions (5.10)]
Dose-related [ngreases in non-HOL-C with INVOKANA wera observed,
Mean changes {percent changes) from baseline in non-HDL-G relative to
plecabo were 2,1 mg/dL {1.5%) and 5.1 mg/dL {3.6%) with INVOKANA 100 mg
and 300 my, respectively. The mean baseline non-HOL-C laveis were 140 to
147 mg/dL acrass treatment groups,

Incraases in Hamoglobin

In the pool of four placebo-controlled trlals, mean changes {percent
ehanges) fram hagelina in hemoglobin ware -0.18 g/dL {-1.1%) with placeha,
047 g/dL {3.5%) with INVOKANA 100 mg, and 0.5 g/dl (3.8%) with
INVOKANA 300 mg. The maan baselina hemoglobin value was approximataly
14,1 g/dL across traatment graups. At the end of treatment, 0.8%, 4.0%, and
2.7% of patlants treatad with placeba, INVOKANA 100 ma, and INVOKANA
300 my, regpectively, had hamaglobin abova tha upper limit of normal.
Decrepses in Bone Mineral Danshy

Bone mineral density {BMD) waz measured by dusl-anaergy X-ray
absorptlamatry In & elinical trlal of 714 older adults {mean ape 64 years) fsee
Cilinleal Studies {14.3)] At 2 years, petients randomlzed to INVOKANA 100 mg
and INVOKANA 300 mg had placebo-correcied daclinea in BMOD gt the total
hip of 0.9% and 1.2%, respectively, and at the lumbar spine of 0.3% and 0.7%,
respactively. Additionally, placabo-adjusted BMD daclines were 0.1% at the
{amoral nack for both INVOKANA doses and 0.4% at the distal forearm for
patiants randomized to INVOKANA 300 md. The placebn-adjusted change at
tha distal foraarm for patlants randomized to INVOKANA 100 mg was 0%,

62 Postniarketing Exparience

Additlnnal adverss raactions hava baen identified during postapproval uge of
|NVOKANA: Bacause thase reactions are reportad voluntarily from a
population of uncertain size, it Is generally not possible to reliably estimate
their frequency or establish a causal ralationship to drug exposure.
Ketaacidosla fsae Warnings and Frecauthons {5.2)]

Acuta Kidney .|n}urv and Impalrment in Renal Function fsee Warnings and
Precautions (5.3)]

Anaphylans, Angioedema [see Warnings and Pracautions (5.8)]

Urosapsis and Pyalonephritis {see Warnings and Pracautions {5.5)!

7 DRUG INTEHACTIONS

71 UGT Enzyme Inducers

Rifempin: Go-administration of eanaglifiozin with rifampin, a nenselactive
inducer of saveral UGT anzymes, including UGT1A8, UGT2B4, decreasad
eanaglifiozin area undar the curve (AUG) by 51%. This decreasa in exposure
to canagliflozin may decraase efficacy. If an inducer of thesa UGTs (s.4,
rifampin, phenytoin, phenobarbital, ritonavir) must ba co-administered with
INVOKANA (canagliflozin], consider Increasing the dose to 300 mg on¢e
dally if patients are currantly tolerating INVOKANA 100 mg onge daily, have
an aGFR graatar than 60 mL/min/1.73 m%, and raquire additional glycemlc
cantrol. Consldar other antihyperglysemic therapy In patients with an eGFR
of 45 to lags than 60 mL/min/1.73 m? racaiving concurrent therapy with a
UGT inducar and requlra addiional glycemic control [zes Dosage and
Administration (2.3) and Clinical Pharmacelogy (12.3)1

7.2 Digoxln

Thare was an Increase in the AUC and maan peak drug concentratlon (Cray
of digoxin (20% and 36%, respectivalyl when co-administerad with
INVOKANA 300 mp fsee Clinical Fharmacology (12.3)] Patients taking
INVOKANA with concomitant digoxin should be monitorad appropriately.

73 Posllive Urina Qlucose Test

Monitoring glycemic eontral with urine glucoss tests is not racommended In
patients taking SGLT2 Inhibitors as SBLT2 inhlbiters increase urinary glucase
axcretion and will lsad to positlve wrine glucose tests, Usa alternative
mathads to monitor glyeemic control.

74  Imerferance with 1,5-anhydraglucitol (1,5-AG) Assay

Manitaring glyeamic contral with 15-A8 assay | not recommanded ag
measurements of 1,5-AG ara unreligble In assesslng glycemic control in
patlants taking SGLT2 inhibitors, Use alternative mathods to monitor
glycemic control. ‘ '

8§  USE IN SPECIFIC POPULATIONS

81 Pragnancy

Risk Summary )

Based on animal data showing adverse renal affects, INVOKANA Is not
recommended during the second and third trimesters of pragnancy.

Limlted data with INVOKANA in pregnant women ara not sufficient to
detarmine & drug-assocleted rigk for major birth defacts or miscarriage.
Thera are rigks to the mothar and fetus associated with poorly cantrollad
dinbatas in pregnancy {see Clinical Considarations].

In animal studies, adverse ransl pajvle and tubule dilatations that were not
ravarsible ware obgerved in rats when canagliflozin was edministerad
during a parlad of reng] davelopmant carresponding to the late sacond and
third trimestars of human pregnancy, at an exposura 0,5-times the 300 mg
clinical dosa, based an AUC.
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The estimated background risk of major birth defacts is 6-10% In women
with pre-gestational diahetes with a HbA1c =7 and has been reported to be
ag high g5 20-25% in woman with @ HbA1e >10. The estimatad background
risk af miscarrisge for the indicated population Is unknown. In the LS.
genaral population, the estimatad background risk of major birth. dafects
and miscartlage in clinleally racognized pregnancies 1z 2-1% and
15-20%, raspactively.

Clinical Considerations

Disease-associated maternal andfor embryo/fetal risk

Poorly controllad diahates In pragnancy Increases the maternal risk for
diabetic ketoacidosis, pre-eclampsia, spontaneous ahortions, .preterm
delivary, stillbirth and delivery complications. Poorly eantrolled diabetas
inereases the fetal risk for major birth defects, stillbirth, and macrasomia
ralatad morhidity.

Animal Data

Canaglifiozin dosed directly to juvenile rats from postnatal day (PFND) 21
until PND 90 at doges of 4, 20, 65, or 100 mg/kg incraased kidney welghts
and dose dependently increased tha Incidence and saverity of renal palvic
and tubular dilatation at all dosas tested. Exposura at the lowest dosa was
greater than ar equal to 0.5-fimas the 300 mg clinical dose, hased on AULC,
Thesa outcomes occurrad with drug exposure durlng pariods of renal
development in rats that correapond to the late second and third trimester
of human renal davelopment, The renal pelvic dilatations observed in
juvenile animals did not fully reverse within & 1 manth recovary pariod.

In embryo-fetal development studige In rats and rabblts, canaglifipzin was

administered for intervals celnelding with tha first trimestar pariod of -

organogenesis in humans. No davelopmental toxicities independent of
maternal toxicity were ohsarved when eanaglifiozin was administerad at
doses up to 100 mg/ky in pregnant rats and 160 ma/kg in pregnant rabbits
during embryonie arganogenssls ar during & study in which maternal rats
were dosed from gestation day (GD) 6 through PND 21, yielding exposures
up to appraximately 19-times the 300 mg clinicel dose, basad on AUC,

82  Lactation

Rilsk Summary

Thera Is na informatlan regarding the prasence of INVOKANA in human
milk, the affects on tha braastfed Infant, or the effacts on milk praduction.
Canagliflozin 1= present in tha milk of lactating rats [rea Data]. Since
human kidney maturation oceurs in utero and during iha first 2 years of
lite when lactatione] exposure may occur, there may be risk to the
doveloping human kidnay.

Because of the potentlal for serious adverse reactions in a breastfed
infant, advise woman that use of INVOKANA is nat racommended while
braastfeeding.

Data

Animal Data

fiedlolabaled canegliflozin adminlstared to lactating rats on day 13 post
partum was prasant at a milk/plasma rata of 140, indleating that
canaglifiozZln and its matabolites are transferred into milk at a
concentratian comparahls ta that in plasma. Juvenile rats diractly exposed
to canaglifiozin showed a risk to the daveloping kidhey {renal pslvle and
tubular dilatations) during maturation,

-84 Padlatrie Use
Safety and effectivanese of INVOKANA in pediatric patients under 18 yaars
of age hava not heen astablished..

85 Qeriatric Use

Twa thousand thiry-four (2034) patlants 65 years and older, and 345 pati snts
75 years and alder were exposed to INVOKANA in nine clinieal studies of
INVOKANA [seg Clinical Studias (14.3)].

Patiants 65 years and older had a higher incidenca of adverse reactions
related to raduced intravascular volume with INVOKANA (such as
hypotensian, postural dizziness, orthostatic hypotension, syncope,.and
dehydration), particularly with the 300 mq daily dosa, compared to yeunger
patients; @ mora prominent ingrease in the Ingldence was saan In patients
who were 75 years and older fsee Dosage and Adminlstration {2.1) and
Adverss Reactions (6.0)1 Smaller reductions in HbA1IC with INVOKANA
ralativa to placebo were seen in older {65 years and older; -0.61% with
INVOKANA 100 mg and -0.74% with INVOKANA 300 mg relailve to placeha)
compared to younger patiants {-0.72% with INVOKANA 100 mg end -0.87%
wilti INVOKANA 300 mq ralative to placaba).

0.6 Renal Impairment

The afficacy and safaty of INVOKANA were evaluated In a study that
Included patients with modsrate ranal impalnnent {eGFR 30 to less than
50 ml/min/1.73 m?) {see Clinjcal Studies (14.3)) These patlents had less

ovarall glycemic efficacy and had & kighar occurrence of adverse reactions
rolated to reduced Intravasculer voluma, renal-relatad adverse raactions,
and dacreases In aGFR comparad to patients with mild ranal impalrment or
normal renal funetion {0GFR greater than or equsl to 60 ml/min/1.23 m?),
Dasa-relsted, translant mean ingreasas in serum potassium wera obsarved
early after initiation of INVOKANA {La. within 3 woeeks) in thls trial.
Ineraases in serum potassium of graatar than 5.4 mEq/L and 15% above
hasalina occurred In 16.1%, 12.4%, and 27.0% of patients treatad with
placabo, INVOKANA 100 mg, and INVOKANA 300 my, raspectively, Savara
slavatlans [greater than or equal to 85 mEq/L) ocurred in 1.1%, 2.2%, and
2.2% of patients treqled with placebo, INVOKANA 100 mg, and INVOKANA
300 mg, raspectively [sea Dosage and Administration {2.2), Warnings and
Precautions (5.1, 5.3, and 5.4}, and Adverse Raactions (6.1)].

The efficacy and safety of INVOKANA have not bgen astablished In patiants
with severe renal impairment (oGFR less than 30 mUmin/1.73 m2),
with ESRD, or raceiving dialysis, INVOKANA is not expacted to he affective
in these patient populations [see Conrramdmatmns {4) and Clinical
Pharmacology (12.3)).

47 Hepatic Impalrment

No dosaga adjustment is nacessary in paﬁenls with mild or moderate hepatic
impairmant. The use of INVOKANA has not basn studled In patients with
severa hapatic impairment and is therefore not recommandad fsee Clinical
Pharmacology (12.3)].

10 OVER[.I(ISABE

Thare were ng raparts of overdosi during the clinleal development pragram
of INVOKANA {canagliflozin).

In the event of an overdose, contact the Palson Control Center. It is also
reasonahle to employ the usual suppartiva measures, a.g. remove
unabsorbed material from the gastrointastinal tragt, employ clinical
monitoring, and institute supportive tregiment as dictated by the patient’s
clinical status. CanaglifiozZin was negligibly removed during a 4-hour
hemodialyslz session. Canagliflozin is not expaected to be dialyzable by
peritoneal dialysis.

11 DESCAIPTION

INVOKANA (¢anaglifiozin) contalng canagliflozin, an inhibitor of sodium-
nluensa co-transportar 2 {SGLT2), tha transporter respansible for reabsarbing
tha majority of glucose filtered by the kidney. Canaglifiozin, tha activa
ingradient of INVOKANA, s chemically known as {15)-15-anhydro-1-[3-1{5-
{4-fiuarophenyl}-2-thianyllmethyl]-4-mathylphenyl]-D-glucitol hemihydrate
und [ts molecular formula and walght are CugHasFO58+1/2 Hy0 and 45158,
respactively, The structural formula for canagliflozin Is:

oH O

Cenaghflozin is practlcally ingolubla In aquaous medla fram pH 1.1 to 12.9.

INVOKANA i3 supplied as film-coated tahleta for oral admlinistration,
cantaining 102 and 306 mg of canagliflozin In each tablet strangth,

“corresponding to 100 mg and 300 mg of canagliflozin (anhydrous),

raspectively.

Inactive Ingradients of tha core tahlet are croscarmellosa sodium,
hydroxypropyl cellulose, Jactogse anhydrous, magnesiym stearate, and
microcrystalline cellulose, The megnesium staarate is vegetabla-gourced,
The tablets are finished with a commerelally available film-coating
congisting of the followlng excipients; palyvinyl alcohol (partially
hydrolyzed), titanium dioxide, macrogol/PEG, tale, and iron oxide yellow,
E172 (100 mg tablet only),

12 CLINIGAL PHARMACOLOGY

121 Machanism of Actlon

Sodium-glucosa co-transportar 2 (SGLT2), exprassed in the pruxlmal renal
tubules, s responsible for tha majority of the raabsorption of fiitared glucose
from the tubular lumen, Cenagliflozin is an inhibitor of $6LT2. By inhibiting
SGLT2, canagliflozin reduces raabzorption of filtered glucose and lowers the
ranal threshald for glucose [RTg), and theraby incresses urlnary glucose
excretion (UGE).
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122 Pharmacodynamles

Fallowing single and multipla oraf doses of canaglifiozin in patlents with
type 2 diahates, dose-dependent decreases In the renal threshold for
glucosa (RTg) end Increases in urinary glucose excretion were obsarved.
From a starting RTg value of approximately 240 mg/dL, canaglifiozin at
100 mg and 300 mq enca daily supprassed RTg throughout the 24-hour
pariod. Maximal supprassion of mean RTy over the 24-hour period was sean
with the 300 mg daily do=a to approximately 70 to 90 mg/dL In patients with
typa 2 diabetes in Phasa 1 studies. The raductions in ATy lad to increases [n
mean UGE .of approximately 100 g/day in subjacts with type 2 diabetes

treated with sither 100 mg or 300 mg of canaglifiozin. In patlants with type 2

dlabatas given 100 mg to 300 mg pnca daily over a 18-day dosing pariad,
reductions in ATg and increasas In urinary glucase axcretion wara ohserved
over the dosing period. In this study, plasma glucose declined in a dose-
dependent feghian within the first day of dosing. In single-dose studles in
healthy end typa 2 diaheiie subjects, treaimant with canaglifiozin 300 mg
hefore 2 mixed-mesl delayed intestinal plucose absorption and reducad
postprandial glucosa. .

In a randomlzed, double-blind, placabo-gontrallad, active-gomparatar, 4-way
crossavar study, 60 healthy subjects wara administerad a single aral doge of
cahagliflozin 300 mg, canaglifiezin 1,200 mg {4 times the maximum
recommendad dose), moxillaxacin, and placabo. No mearingful changes In
QT¢ Intarval were ohsgrved with either the recommendad dase of 300 mg ar
tha 1,200 mg dosa.

123 Pharmacokinetics

The pharmacokinetics of canaglifiozin i simitar in healthy subjects and
patlents with type 2 dlabetes, Follawlng single-dosa oral administration of
100 mg and 300 mg of INVOKANA, peak plasma eoncentrations {median Tz
of canaglilozin oceurs within 110 2 hours post-dose. Plasma Cmay and AUL of
canaglifiozin increasad in a dese-prepartional manner from 50 my te 300 mg.
The apparant tarminal half-iifa {tyz) was 108 hours and 13,1 hours for tha
100 my and 300 mg doses, respectivaly. Staady-state was reached aftar 4 to
5 days of once-dally dosing with canaglifiozin 100 mg to 300 mg, Canaglifiozin
does not axhibit time-dependent pharmacokinetics and accumulated In
plasma up to 36% following multiple doses of 100 mg and 300 ma.

The mean shsolute oral bioavallabllity ol caneglifiozin is sppraximataly
65%. Co-administration of & high-fat meal with canaglifiazin had no effecton
tha pharmacokinetics of canagliflozia; tharefore, INVOKANA may he taken
with or without food. Howaver, based on the patential to reduca postprandial
plasma glucose excurslons dua to delayed Intestinal glucasa absorption, it Is
racommendad that INVOKANA ba taken before tha flrst meel of the day [see
Dosage and Administration (2.1)1

Distribution )

The mgan steady-state voluma aof distrlbution of cenaglifiozin following 2
single intravenous Infusion in healthy subjects was 835 L, supgesting
axtengive tissue distribution, Canaglifiozin is extansively hound to proteins in
plazsma {99%), mainly to albumin, Protein binding Is independsnt of
canaglifiozin plasma concentrations. Flasma protein bindlng Iz not
meaningfully altared in patients with renal or hepatic impairmant.

O-gluguronidation is the major metaballe eliminetion pathway for
canagliflozin, which ls mainly gluguronldated by UGT1A9 and UGT2B4 to two
inactive O-glucuronide metaballtes.

CYP3Ad-mediated (oxidative) metabalism of canagliflozin I3 mlmmal
{approximately 7%) in humans,

Following administration of a single oral [“C] canaglifiazin dose to healthy
subjacts, 41.5%, 7.0%, and 3.2% of tha administered radioactive dose was
recovered In faces as canagliflozin, & hydroxylated metabelita, and an
Q-glucuronide metabolite, respectivaly. Enterohspatic circulation of
eanagliflozin was nagligible.

Approximately 33% of tha administered radioactive dose was excretad In
urine, mainly as O-glucuronide metabolites (30.5%). Less than 1% of the
doge was excreted as unchanged canagliilezin in urina. Renal clearanca of
canagliflozin 100 mg and 300 mg dozes ranged fram 1.30 to 1.55 mL/min.
Mean systamic clearance of canegliflozin was approximatsly 182 mL/min in
healthy subjects following intravenous adminlstration.

Ranal Impairmant

A single-dosa, open-labal study evaluatad the pharmacokmetlcs of
canagllflazin 200 mg In subjects with varying degrees of renal impalrmant

{¢lassified using the MDRD-eGFR formula) comparad to healthy subjacts,

Renel impairment did not affect tha Cmay of caneglifiozin. Compared to
haalthy subjects [N=3; eGFR greatsr than or equel to 90 mL/min/).73 m3),
plasma AUC of canaalllozin was increasad by approximataly 16%, 23%, and
53% In subjects with mild (N=10), medarate (N=9), and severs [N=10) renal
impalrment, respectivaly, [aGFR 60 to (ass than 90, 30 to less than 80 and
15 ta Jass than 30 mU/min/1.73 m?, respactively), but was similar for ESRD
(N=4) subjects and haalthy subjects,

Increases In canaglifiozin AUC of this magnituda are not consldared
clinlcally relevant, The pharmacadynamic respanse ta canagliflozin daclines
with increasing sevarity of renal Impairment [sea Contraindications {4) and
Warnings and Frecautions (5.3)].

Canaglifiozin was nagligibly ramoved by hemadialysis.

Hepatic Impairment

Relative to subjects with normal hepatlc {unction, the geometric mean ratios
for Ciusx and AUC. of canaglilozin wers 107% and 110%, respectively, in -
subjects with Child-Fugh class A {mild hapatic impairmentl and 96% and
111%, respactively, in subjacts with Child-Pugh clasa B [moderate hepatit:
impairment) following adminlstration of a slngla 300 mg dose of canagliflezin,
These diffarences ara hot considerad to ba clinically maaningful, Thara Is
na ellnical experianca In patients with Child-Pugh class C {severa) hepatlc
impalrmant [see Uss In Spacific Populations (8.7)],

Pharmacokinetic Effects of Age, Body Mass Index (BMI)Weight, Gandar
and Raca

Basad on tha population PK analysis with data collected from 1526 subjects,
age, body mass index (BMl)weight, gender, and race do not have a
clinically maaningful sffect on the pharmacokinetics of canagliflozin [zae
Use in Spacific Populations (8.5)],

FPediatrle

Studies characterizing tha pharmacgkinetics of canaglifiozin in pedistrle
patients hava not been gonducted.

In Vitro Assessmant of Drug Interactions

Canagliflozin did not induce CYP450 enzyme expression (JA4, 2C8, 2G18, 286,
and 1A2) in cufturad human hepatocytes, Canagliflozin did not Inhibit the
CYP450 isoenzymas (1A2, 246, 2C19, 208, or 2E1) and weakly Inhibitad
CYP286, CYP2CY, CYP2C9, and CYP3A4 based an /n vitro studiss with human
hapatic microsamas. Canagliflozin is a weak inhlbitor of P-gp.

Canagliflozin is also a substrata of drug wansporters P-gly¢oprotein (P-gp)
and MRP2.

In Vivo Assessment of Drug Intaractions

Table 5: FHact of Co-Adminlstered Drugs en Systemic Exposures of
Canaglifiozin

Geometric Menn Ralle
Dose of {Ratlo With/Withaut
Go-Adminlaterad Doae of Co-Administarad Drug)
Drug c"‘MI;'::lnl.m"d Canagliflezin” No Effact=1.0
9 AuC! [
i60% & | (90% C
$ea Drug Infarastions (2.3) lor the olinlcal relavance of the {ollowing:

L £00 mg QD 049 072 *
Rifampin for B days S0ma V14054 | (061084
No dose ed]uatments of INVOKANA raquired for tha following:

] 300 mg Qb for 1.1 1M
Cyclosparine 400mg adays | (119127 | sk 111)
0.04 mg ethiny!
Ethinyl astradiol and | estradiol and | 200mg QD for 04l 082
lavonorgestrel 0.15mg 6 days {0.83;0.94) | (0.84; 0.99}
{evonorgastral
o 5mg QD 300 mg QO for 112 115
Hydrochlorathiazide | pigggaus | 7aays | tag1am) | 0106 1.25)
] 300 g OD for 110 108
Metfarmin 2000 mg fdaye | (1051160 | (0.96; 1180
500mg BI0 | 300 mg QD for 12 - 114
Probenesld for 3 days 17deys | 1116 1.25) | (1.00;1.26)

* Singla dose unless otharwise noted

1 AUGiy for drugs given as a single dose and ALIC;.h for drugs given as
multiple doges

0D = onca daily; BID = twica daily
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" Table 6: Effect of Canagllfiozin on Sysiémic ra of Co-Administered Drugs
Gooteirla Magn Ratlo
( {Rat]a With/Withaul
Co-Admnlstarad| o AE“:'."‘ 4| Posaat Go-Adminlaterad Drug).
Drug 0 ["'::'f ered | canagiifiozin' Na Etiaet =14
b | AUE | ey
{90% 1) | {atea €1)
Saa Drug Interactions {7,.2)for tha cliniczl ralevanios of tha fallowing:
B fol . ‘H‘ 400 mg QD 120 | 13
" day followad by mg : .
Digovin 05mg Q0 for | for 7 days digain |1y 12012801121 1 53)
6 days
No doss adjustnents of ca-admintaterad drug raquirad for tha following: :
Acataminophen 1,000 mg mo;?dg‘;g for calaminophen (ﬂ-ﬂiﬁ; sl B‘IZ.‘MI].OSI
. 2 - 107 122
. .03 my ethinyl gthinyl eatradial |, oo
E:]t:jmw astradlol | oo %M and %20 m a {0.99; 1.5} {1,325 1.36)
Q.15 mg rfl days
levonorgastyel levenargealral levonorgasirel Q &lﬁf_m “.111;2}35'
. 102 0.99
ohvburide 1, o 107 |10.85; 1.00
. 20mg Q0 | J-cis-hydroxy- | 141 093
Blyburide 15ma | g daya yburide _|(0.5; 107} foa1; 1.08)
4-lrane-hydrowy-| 109 046
glyburide  |10.97; 1.09)|{0.88; 1.04)
Hydra- 25mg Q0 300 mg QD hydre- 094 094
chlarathiazida for 35 d for7days | chlorothlazlde |(045;1.04}{10.67. L01)
300 mg 0D . 120 106
Metiarimin 2,000 mg for B daye metfarmin (108 1 30z 1.20)
112 1M |
. simvaslatin
- " 308 mg QD {0.54; 1.33)}{0.91; 1.31)
Simvegtatin 0 mg for 7 days simvastalin 118 1.26
acid 1.0 1,35 |{1.16: 1.45)
. 10 10
{Ri-warlarin 5 o5 1 06} |10.94; 1.19)
i 300 mg 00 166 | 100
Warfarin 30 mg for 12 daye {Shwarlarin {190 l-ﬂlllﬂ.mz 113)
INR 100 108
10.98; 1.03){{0.98; 1.12)

* Single doga unless otharwlse noted

T AUGHy for drugs glven as a single dose and AUCyn for drugs given as
multiple dosas

* AUGs 120

Q0 = once daily; BID = twica daily; INR = Internatlanal Normalized Ratio

11 NONCLINICAL TOXICOLOGY
13.1 Carcinogenasls, Mutagenesis, Impairment of Fertlliity

Garcinogenicity was evaluatad in 2-year studies condueted in CD1 mice and
Sprague-Dawley rats. Canagliflozin did not increase the Incldence of tumors
in mice dosad at 10, 80, or 100 mg/kg (lass than or equal to 14 times
axposure from a 300 mg clinleal dosa?.

Tasticular Leydig cell tumors, considared secondary to increased luteinizing
harmana tLH", increased significantly [n male rats at all doses tasted {10,
30, and 100 my/ka). In & 12-week clinica) study, LH did not incresse n malas
traated with canagliflozin.

Ranal tubular adenoma and carcinoma increased slgnlficantly in male and
femala rats dosed at 100 mg/kg, or approximately 12-times exposure from a
300 myg clinical dose. Also, adrensl phaochromocytoma incraasad
significantly in males end numarically in females deosed at 100 mg/kg.
Carbohydrata malabsorption assoclated with high doses af canaglifiozin was
considerad a necessary proximal event in the emergence of renal and
adranal tumors in rats, Clinical studies have not demanstratad carbohydrate
malabsarption in humans at cenaglilozin doses of up to Z-timas tha
recommendad clinlcal dosa of 300 mg.

Mutagenesis )
Canagliflozin was not mutagenic with ar without metebolic agtivation in the
Amas ssay. Canagliflozin was mutagenic In tha in vitro mouge lymphoma
agsay with but not without matabalic activetion. Canagliflozin was not
mutaganic ar clastogenic in an in vivo oral micronucleus assay In rats and
an in vivo oral Comat assay in rats.

Impalrmant of Fertility

Canagliflozin had no gffscts an the abllity of rats to mata and sire or maintain
.a litter up to the high doga of 100 mg/kg (approximately 14 Umes and 18 times
the 300 mg clinical doss In malas and females, respactively), although there
were minor alterations In 2 number of reproductive parameters (decreased

gparm valocity, increased numbar of abnormal aperm, slightly fawar corpora lutea,
fewar Implantalion sites, and smallar litter sizes} at tha highast dosage
adminlsterad. o

14 CLINICAL STUDIES

INVOKANA (canaglifiozin) has haan studied as monotherapy, In combination
with matiormin, sulfonylurea, metformin and sulfonylurea, metformin and a
thiszalidinedlane (I, ploglitazone), and in gomblnation with insulin {with ar
without other antihyperglyceml agents). The efficacy of INVOKANA was
compared to a dipeptidyl peptidase-4 {DPP-4) Inhibitor {sitagliptin) and a
sulfonylurea {glimsplridal. INVOKANA was also svaluated in edukts 55 to
80 yaars of aga and patients with madarate renal impairment,

In patlants with type 2 diabates, traatmant with INVOKANA produced
clinically and statistically signilicant improvements in HbA1C compared to
placabo. Reductions in HRA1C wara observed across subgroups including
ags, gander, race, and baseline hody mass Indax (BMI).

141 Monotharapy

A total of 584 patients with typa 2 dlabates inadequately contralled an diet
and exerclse particlpated in a 26-week, doubla-blind, placebo-contrallad
study to evaluate the efflcaey and safety of INVOKANA, The mean age was
55 yaars, 4% of patients ware men, and the mean basaline aGFR was
87 ml/mln/1.73 m2, Patiants taking other antihyperglycemic agents {N=281)
diseantinued the agent and underwant an 8-week washout fellowad by a
2-weel, singla-blind, placebo run-in perlod. Patlents not taking oral
antihyperglycemic agents (N=303) antered the 2-week, a]ngle-hlind. placebo
run-in perind directly. After the placebo run-in period, petients wara
randomized to INVOKANA 100 mg, INVOKANA 300 mg, or placebo,
administered once daily for 26 weaks,

Atthe end of traatmant, INVOICANA 100 mg and 300 mg once daily resufted In
& statistically significant Improvement in HbAIC (p=0.001 for both doses)
camparad to placebo. INVOKANA 100 mg and 300 mg once dally also resutted
ina hg‘raatar proportion of patients achleving an HbA1C less thap 7%, in
significant reductlon In fasting plasma glucosa (FP@), in improved
postprandial glucose (PPGI, and in parcent body weight reduetion compared
to placeba (sea Table 7). Statisticelly significant (p<0.001 for hoth doses) maan
changes from baseline In systolic blood pressura relativa to placeho ware
-7 mmHg and -5.4 mmHg with INVOKANA 100 mg and 300 mg, respactively.

Tehla 7: Rosuliz from 26-Week Placeba-Conlrolled Clinical Study with

INVOKANA as Manotherapy®
INVOKANA | INVOKANA
Placeho 100 mp 300 mg
| Eficacy Parameter (N=192) | (N=185) (N=147)
HBAIG {%)
Bazelina (mean) 147 0.06 4.0
Change from hesalina
{adjustad mean) AL -0.77 -1.08
Difference from placabo 001 -1.18¢
{adjusted mesn) (85% CI)Y {-1.08; -0.73) | {-1.34; -0.89)
Paraent of Patients Achleving
HbBA1G < 7% : 21 45¢ 62+
Fastlng Plasma Glucosa (mg/dL) ‘
Bageling {maan) 186 12 173
Change from baseling
{adjustad mean) ] 77 -35
Differance from placebo 36 -43*
{ad]usted mean) (95% CI)t {-42; -29) (-50; =37}
2-haur Poatprandlal Glucose (mg/dL)
Bageline {mean) 229 250 254
Change from baseline
{adjusted mean} _ & -43 59
Differance from placeho -4t -4
{adjusted mean) {95% CI)* {-59.1; -37.0) | {-75.0; -62.9)
Body Weight :
‘Basalina {mean} in kg 875 B5.9 86.9
% changa fram basaline
{adjusted mean) 06 -2.3 -39
Ditfaranca from placebo ‘ -2.2¢ A3
{adjusted maan) {95% CI)t {-2.9; -16) {-4.0; -2.6)

¥ |ntant-to-treat populstion using last observation in study prior to glycemic

rescha tharapy )
T Least squargs maan adjusted for beseline value and stratification tactors

* pell001
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14.2 Comblnation Therapy

matformin monatherapy {greater than or equal to 2,000 ma/day, or at least
1,500 mg/day if highar dose not talarated) partielpated in a 28-waak, doubla-
blind, placebo- and active-cantrolled study ta aveluate the efficacy and
safaty of INVOKANA in comblnation with matformin, The maan age was
58 vaars, 47% of patients wera men, and the mean basellna eGFR was
B9 mL/min/1.73 m? Patients already on the required metfermin dose
{N=1003) were randomized aftar campleting a 2-week, single-blind, placeha
run-in pariod, Patients taking less than the requirad metformln dose or
patients on metformin In combinatian with another antihyperglycamic agent
{N=275) were switchad to metformin monetherapy {at doses described
aboval far at leest 8 weeks befora entering the 2-week, singla-blind,

placeba run-in. After tha placehe run-in period, patients were randomized to.

INVOKANA 100 mg, INVOKANA 300 mg, sitagliptin 100 mg, .or placebo,
administered once dally ag add-on tharapy to metformin.

At the and of treatment, INVOKANA 100 mg snd 300 mg once dally resulted
in a statlstically signifleant improvemant in HbA1C (p<0.001 for bath doses)
comparad to pleceba whan added ta metformin, INVOKANA, 100 mg and
300 my once daily sk resulted in & greater proportion of patients achisving
an HbA1C less than 7%, in significant raduction in fasling plasma glucose
{FPG], in Improved postprandial glucesa {PPG), ard In percent hady weight
reduction compared to placebo when added to metformln (see
Table B), Statistically signiflcant {p<0.007 for both doses) mean changas from
baseline In systolic blond prassure relativa to placeha ware -5.4 mmHg and
-6.6 mmHy with INVOKANA 100 mg and 300 mg, respectivaly.

Table 8 Results from 26-Weekh Placebo-Contralled Clinical Study of
INVOKANA In Gombinatlon with Metfarmin®

. . .
A total of 1284 patlants with typa 2 dishetas inadequataly controlled on

INVAKANA | INVOKANA
Plagaba + | 100 mg + 300 my +
Maiformin | Matformin | Metforinin
Effloacy Paramater (N=183) (N=388) (N=387)
HBAYG {%) :
Basalina {mean) 1.96 784 795
Change from hazaline
{adjusted mean) 0.17 -0.78 -0.94
Ditference from placebo o 062 07F
ladjusted maan) {95% CIjY {-0.76; -0.48) | {-0.91; -0.64)

Percent of patients achlaving .
HPAIC < 7% - a0 A+ 58t

Fasllng Plasma Glueose (mg/dl)

Baselina {mean) 164 168 173

Change Iram baseline

{adjusted maan) 2 - |

Differanca from placaba 30 -A0¢

(adjueted maan) {35% Cljf {-36; -24) {-46; -34)
2-hour Postprandial Gluzoge (ma/dL)

Baseline {mean) 249 250 262

Change fram haseline
{adjusted mean) -10 -43 - 92

Diffarence from placabo -a8* -4

{adjusted mean) (95% CI) {-49; -27) {-58; -36)
Body Walght

Baseline (maan} In kg 96.7 837 854

% change from bageline

{adjusted maan) 1.2 A1 42

Diffaranca from plecebo =25 2.9

{edjusted mean) (35% CI)Y {-4.1:-1.9) | {-35;-2.3)

* Intant-to-traat population using last observation in study prior to glycemle
ragels tharapy
T Least gquares mean ndjusted for bassline value and stratification factors

* p<0.001

\nitil Combingtion Tt ith Mstfarmi
A total of 1186 patients with type 2 diabetes inadequately controllad with diet
and exarcise partlclpatad in @ 28-waek double-blind, active-controlled,
parallel-group, 5-arm, mutticenter study to avalueta the efficacy and safety of
initial tharapy with INVOKANA in combination with matformin XB. The median

age was 56 years, 48% of patients were men, and ths mean basaline eGFA
was 87.8 mU/min/1.74 m The median duration of dlabatas was 1.8 yaars, and
72% of patients wers fraatmant naiva. Aftar complating a 2-week single-hlind
plageba run-in period, patients were randomly aselgnad for a double-blind
treatmant period of 28 waeks to 1 of 5 treatment groups {Tabla 9). The
metformin XR dose was inltiated at 500 mg/day for tha first week of treatment
and then Increased to 1000 mg/day. Matformin XR ar matching placabo was
up-titrated avery 2-3 weeks during tha next & waeks of traatment to &
maximum daeily dosa of 1500 to 2000 mg/day, es talerated; about 90% of
patlents reached 2000 mg/day,

At the end of treatmant, INVOKANA 100 mg and INVOKANA 300 mg in
combinatlon with metformin XR resultad In a statistically significant greater
improvament in HbA1C compared to thelr raspective INVOKANA dozes (100
mg and 300 mg) alone or metformin XA alone,

Tahle 8: Results from 26-Waek Acilva-Controlfed Clinicel Study of
INVOKANA Alona or INVOKANA & Injlial Combinatlon Therapy

with Marlmmln'
INVOKANA | INVOKANA
10mg+ | 3dmg+
Matiormln | INVOKANA | INVOKANA | Metfarmin | Metformin
Efflcacy 100 300 mg XA XA
Parameter (N=237) {N=237 {N=238) {N»237) {Ne732}
| HbAIE (%)
Basullne (mean) 8.81 a7 877 B.63 B.40
Change fram -
besaling
{adjusted mgan)! | -1.30 -137 -142 A7 -1.78
Difference from
canagliflozin
100 wg {adjustad 0.40%
maan) {85% GI)! {-0.59,-0,21)
Differance from
¢anagliflozin
300 mg {adjusted : 0,36¢
mean) {B5% CI} {-056,-0.17)
Difference from
metformin XA
edgldatud meah} -0,0817 0,114 «(.46¢ -04et
85% Y {-0.28,0.13) | {-0.31, 0.08) | {-0.68, -0.27) | {-0.67, -D.28)
Percant ol
pallents
ar-hlaulng’
HBA1C < % 38 EL| 3 - 5%

* {ntent-ta-traat population

1 Least squares mean adfustad for covarlates includlng bazeline value and
stratification factor

* Adjustad p=0.001 for superiority

# Adjusted p=0.001 for non-Infariority

¥ Adjusted p<0,05

TThare were 121 patients without week 28 efiicacy data. Analyses
a'ﬂdrassmg mlssing data gave conslstent resulrs with the results provided In
this table,

Metformin

A total of 1450 patients with type 2 diabatas inadequatsly cantrolled on
matformin manatharapy {greatar than or equal to 2,000 mg/day, or at lagst
1,500 mg/day if highar dose nat tolarated) participated in & 52-weak, doubls-
hlind, sctive-controlled study to eveluats the efiicacy and safety of
INVOKANA in cambingtion with metformin,

The mean age wes 58 yaars, 52% of patiants wera men, and tha maan
basefing aGFR was 90 mL/min/1.73 m? Patlants tolerating maximally regulrad
matformin doss (N=B28) wera randomlzed after complating a 2-week, slngle-
blind, placabo run-in parlod. Other patlents (N=522) ware switchad to
metformin manatherapy (at doses described ahove) for at laast 10 wesks,
then complated a 2-week zingle-blind run-In period, After the 2-week run-Iin
period, petlants were randomized to INVOKANA 100 mg, INVOKANA 300 mg,
or glimepirlda {titration allewed throughaut the 52-waaek study to 6 or B mg),
administarad once dally as add-on therapy to metformin.

As shown in Tahla 10 and Figure 1, at the end of treatment, INVOKANA
100 mg provided elmilar reductions in HbAIC from baseline compared to

- glimepiride when added to matformin therapy. INVOKANA 300 mg provided

a greatar reduclion from baseling in HbAIC compared to glimepirida, and
the relative treatmeant difference was -0.12% (95% CL -D.22; 002). As
shown in Table 10, reatment with INVOKANA 100 mg and 300 mg daily
provided greater [mprovements In parcent hody weight change, ralative
to allmepiride.
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Table 16; Results from 52-Week Glinlcal Study Gomparing INVOKANA to
Glimaplride In Combinatlon with Metlormin®

INVOKANA | INVOKANA | Glimepirida
100mg+ | 30mg+ | (thrated)+
Meatiormin | Matformin | Metlormin
Efficacy Parameter {N=483) {N=485) {N=452)
HBAIE {%)
Basaline {mean) 738 179 7.8
Change from baseline
{adjusted mean) ™ 082 -0.83 -081
Difference from glimeplrida -0.61F 012t '
{adjusted mean] (85% CII {-0.11; 0.09) | {-0.22; -0.02)
Percent of palienta echiaving .
HBAIG < 7% 54 60 56
Fasllng Plasma Glucose (mg/dL)
Bazaline {mgan) 184 184 184
Change from baselina
{adjusted maan) -24 -24 -18
Differanca from gllmapiride -b -9
{adjustad mean) (85% CI)t (-10; -2} {-13; -5)
Body Walght
Basaline (mean} in kg 6.0 96.6 5.6
% changa fram baseling
{adjusted mean) -4.2 -4 16 -
Differenca from glimapiride 5,28 5,75 ‘
{adjustad mean) {95% CI)f {(-57.-47) | (-6.2-51)

* |mtant-to-traat papulation using last observation in study prior to glycamic
rescua tharapy

T Laast squaras mean ad[ustad for baseline value and stratification factors

¥ INVOKANA + matformin Is considered non-interior to glimepiride +
metfarmin because tha upper limit of this confidence interval is less than
tha pre-specifiad non-inferiority margn of < 0.3%.

5 p<0.001 :

Figura 1: Mean HbA1G Changa at Each Tims Polnt (Complaters} and at
Waak 52 Using Last Obasrvatlon Carriad Farward (mITT

Table 11: Resolis Irom 18-Week Placabo-Contralled Clinical Study of
INVOKANA in Gambination with Sullonylurea®™

. INVOKANA | INVOKANA
Placeho + 100 mg + 0 myg +
Sulfonyluraa | Sul{fonylurea | Sulfanylurea
Efficacy Parameter {Nmd5) (N=42) {N=40)
HBATEG (%) .
Baseling {mean) 849 829 8.28
Change from bazellna
{adjusted mean) 0.04 -0.70 079
Diffarance from placebo -0.74! -0.82*
{adjusted maan) (35% CI)t {-1.15;-0.33) | {-1.24; -0.41)

* Intent-to-traat population using last ohsarvation in study prior to glycemic
rescue therapy

T Laast squares mean adjusted for basaling value

¥ p<0.001

Q11 nNip g anyijurag
A total of 489 patients with type 2 diabetes inadequataly contrallad an the
combination of metformin (gruater than or equal to 2,000 mg/day or at least
1,500 mg/day if highar dose not tolarated} and sulfonyluraa {maximal or
near-maximal effective dosa) participated in & 26-week, double-blind,
placebo-controlled study to evaluate the afficacy and safaety of INVOKANA
in combination with matformin and sulfonylurea. The mean age was
57 years, 51% of patients wera men, and the mean baseline sGFR was
89 ml/min/1.73 m?, Patiants slready on the protocol-specified doses of

- metformin and suffonylurea (N=372) entered a 2-waak, single-hlind, placebo

run-ln period, Other patisnts {N=07) ware required to be on a stable
protocal-spacified dose of metformin and sulfonylurea for at least § weaks
balfore entaring the 2-week run-in period, Followlng the run-in period,
patients were randomized to INVOXANA 100 mg, INVOKANA 300 mg, or
placsho, administerad ance daily as add-on to meatformin and sulfonyluraa,

At the end of treatment, INVOKANA, 160 mg and 300 mg onca dally resutted
In a statistically significant impravement In HbA1C {p<0,001 for hath dosas)
comparad to placebo’ when added to metformin snd sulfonyluraa.
INV&KANA 160 mg and 300 mg onca daily also resulted In a grestar
proportion of patiants achleving an HbA1C less than. 7%, in a signlficant
reduction in fgsting plasma glucose (FPG), and in percent body welght
raduction campared ta placebo when added to metiormin and sulfonylurea
{saa Table 12).

Table 12; Rezults from 26-Week Placebo-Coniralled Clinical Study of

latl
Poputation] — {NVAKANA in Comblinatlon with Matformin and Sulionylurea®
00 T4 INVOKANA | INVOKANA
100 mg + 300 mg +
W -02 Placebo + | Metiormin | Matformin
£ Metformin and and and
s X 04 Sulenylurea | Sulfonylures | Sulfonylurea
E 3 Efficacy Paramatar {Nw158) (Nw57} {N=156)
FE] HBAIG (%)
4g | . Baselina {maan) 212 013 413
§ : Change from hazaline
£ 0 e {adjustad maan) 013 -0.85 -1.06
Difference from '
4.2 4 = laceha (adjusted maan) -0.71% -0.82%
wulﬂ 95% CI)f {-0.90; -0.52} | {-1.11; -0.73)
. LOCF Percent of patienty " :
¢ — Cmgiimy + == Cwgmdiing ¢ —= achiaving A1C < 7% 18 43 57
o i Fasling Plasma Glucosa (mg/dl)
A total of 127 patients with type 2 dlabates inndeﬂuately controllad on Baseline (mean) - 170 173 168
sulfonyluraa monotharapy particlpatad in an 18-waek, doubla-blind, placabo- Change ETOTH hasaline 1
controlled sub-study to avaluate the afficacy and safety of INVOKANA in {adjusted maan) 4 18 el
comblination with sulfonylurea. Tha mean age was 65 yaars, 57% of patiants Diffarance from
werg man, and the mean baseline aGFR waz 69 mL/min/1.73 m2, Patients rlacebn {adjusted mean) -2 E: L
traated with sulfonylurea monotherapy an a stabla protocol-spacified dose 95% CIiY |-31: -13) {-44; -25)
{graater then or aqual to 50% maximal dose) for at least 10 weeks completed Body Weight
8 Z-waak, single-blind, placeba run-in perlod. After the run-in perlod, - -
patients with inadequate giycemic control wers randomized to INVOKANA Basaline (maan) in kg 508 935 935
100 mg, INVOKANA 300 mg, or placebo, administerad once daily as add-on % changa from basaline
to gulfanylures. {adjusted mean) -0.7 21 -25
As shawn in Table 11, at the end of weatmant, INVOKANA 100 mg and Diffarance from '
300 mg dally providad statistically significant {(p<0.001 far bath dosas) lacebo {adjusted mesn) -14F 24°
improvementa In HbA1G relative to placabo when added to sulfonylurea, 95% CI)f {-2.4;-07) | (-27;-13}

INVOKANA 300 mg once daily compared to placebo rasulted in a greater
proportian, of patients achieving an HbA1C less than 7%, (33% va 5%),
graater reductions in fasting plasma gluzose {-36 mg/dL va +12 mg/dL), and
graster parcent hody waight reduction {-2.0% vs -0.2%).

10

* Intant-to-treat population using last obsarvation in study prior to glycamic
reseue therapy

' | past gquaras mean adjusted for bassline value and stratificetion factors

b p<0.001 :
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With Metformin end Sullonylurea

A tatal of 755 patients with type 2 diabates inadequataly contralled on the
combination of matformin {¢raater than er equal to 2,000 mp/day or at least
1,500 mg/day il higher dose not tolarated) and sulfonylurea {near-maximal or
maximal effective dosa) participated In 2 52-week, double-hlind, active-
controlled sludy to compara the afficacy and safety of INVOIKANA 300 mg
varsus gitagliptin 100 mg in comblnation with matformin and sulfonylures,
The mean age was 57 years, 56% of patients were man, and the maan
baseline eGFA was B8 mL/min/1.73 m? Patients already an protecal-
speclfied doses of matformin and sulfonylurea (N=716) enterad a Z-week
single-blind, placebo run-In period. Other patients {N=349) were required to
be on a stable protocol-specifiad dose of metformin and sulfonyluraa for at
least 8 waaks beforg antering the 2-waek run-in parlod. Following the run-in
period, patients were randomized to INVOKANA 300 mg or sitagliptin 100 mg
as add-on to metformin and sulfonylurea,

As ghown In Table 13 and Figure 2, at the end of traatment, INVOKANA
300 mg pravided greater HbA1G reduction compared ta sitagliptin 100 mg
when added to metformin and sulfonylures (p<0.05). INVOKANA 300 m
resulted in 8 mean parcant change In body weight from baselina of -2.5
compared to +0.3% with sitagliptin 100 ma, A mean changa in systolic blood
prassura from besaling of -5,06 mmHg was observad with INVOKANA 300 m
comparad to +0.85 mmHq with sitegliptin 100 mg. :

Tabla 42: Rasults from 52-Week Clinleal Study Gomparing INVOKANA 10
Sltagliptin in Gombination with Metormin and Sulfonylurea®

1 3 an and Pigglita
A total of 342 Fatisnts with typa 2 diabetes Inadaquately controlled on the
combination of metfarmin {greatar than or equal fo 2,000 mg/day ar at least
1,500 mg/day if higher doza not toleratad) and piaglitazane (30 ar 45 mp/day)
participatad In a 26-weak, double-hlind, placebo-controlled study to
avaluate tha efficacy and safaty of INVOKANA In combination with
matformin and plaglitazone, The maan age waz 57 years, 3% of patients
ware man, and the mean baselina eOFR was 95 mL/min/1.73 m2. Patients
alraady an protocol-spacified dosss of matiormin and pioglitazona (N=163)
ontered a 2-week, single-blind, placebn run-in perled. Other patlants
(N=181) were raquired to be on stable protocol-spacified dosas of metformin

" and pioglitazone for at least B weaeks before enterlng the 2-waak run-in

period. Following the run-In pariod, patlants were randomized to INVOKANA
100 mg, INVOKANA 300 mg, or placebo, administered onee daily gz add-on
to metformin and pioglitazona.

At the of and of treawment, INVOKANA 100 mg and 300 mg onca daily
resultad In a statistically slgnificant impravement in HbAIC {p<0.001 far both
doses) compared to placaho when addad to metformin and pioglitazone.
INVOKANA 100 mg end 300 mg once dally also resuited in @ greater
properiion of patients achlaving an HbAIC lass than 7%, in significant
reductign In fasting plasma glucose (FPG) and in percent body waight
reduction compared fo placebo whan added to metformin and pioalitazona
(see Table 14). Statistically significant (p<0.05 for both desas) mean changas
from hasallne in systolic blood pressure ralative to placabo were -4,) mmHg
and -3.6 mmHga with INVOKANA 100 mg and 300 mg, respectivaly.

INVOKANA 300 mg + Slt:‘gli fin 100 mg + Table 14; Resolts from 26-Weak Plecabo-Controlled Clinlcal Siudy of
N'I&Ml'lomi:r::d sﬂﬂ:m:n and INVOKANA In Combinatian with Metiarmin and Piaglitazone®
ullon nylures
Efficacy Parameter {N=377) (N=378) INVOKANA | INVOKANA
Placeho + | 100mg + 300 mg +
HDAIC (%) . Metfarmln | Metformin | Matformin
Baseline {maan) B12 8.13 and and and
Change Irom baseline Plaglitazone | Pioglitazone | Pioglitazone
_(edjusted mean) . -1.03 -0,66 Etficacy Parameter {N=118) {N=113) {N=114)
Differanca from siteqllptin 03¢ HbATE {%)
(adjusted mean) {96% CI)¥ (-0.50; -0.25) -
Parcent of pationts Basaline {mean) : 8.00 7.99 184
achleving HhA1G < 7% 48 3 Change from haseline
Fasting Plagms Glucose {mg/dL (adjusted mean) -0.26 -0.89 -1.03
Basaline {mgan) 10 164 Diffarence from placebo -0.62¢ «0.76%
Change from basalina (adjustad mean) {35% CI}f {-0.81; -0.44) | (-0.95; -0)58)
| (adjusted mean) -3l -6 Parcent of patignis
Diffprengs from sitagli %utl 624 achiaving HbA1G < 7% - 3 Lyid B4
Bt(!:d[u&t:igl‘?: oan) {95 : , (30; -18) Fasting Plagma Glucose (mp/dL)
Bageling {maan} in kg 06 3 Baselina (mean) 164 169 164
% changa from baseline Ghanga from baseline
{ndjustad mean) 25 0.3 {adjustad maan) 3 21 33
Differanca from sitagliptin -2.48 o Differance from placebo -29* -38'
{ad]ustad maan) {55% CI}t (-3.3;-2.2) : : » {adjusted maan) (95% CIjt {-37;-22) {-43; -28)
* Intent-to-traat population valng last observation in study prior to glycemic Bady Waight
rescue tharapy -
1 Laast squares mean adjusted for basaline valis and stratification factors Basellne (mean) in kg 940 94.2 844
¥ INVOKANA + metlormin + sulfonylures Is considered non-inferior to % ehange from basaline
sitagliptln + metformin + sulfonylurea bacause the upper limit of this (adjustad maan) Q1 28 AR
conhdance intarval Is less thew tha pre-specified non-infariarity margin -
of < 0.3%. . Diffarance from placebo AP AR
§ p<0.001 (adjustad maan) {95% CI)! {-36,-18) | (4628

‘Figure % Maan HbAIG Change at Emch Time Point (Campleters) and al
Woak 52 Using Last Observation Carrlad Forward (miTT Population)
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¥ |ntant-to-treat population using last observation in study prior ta glycemic
rescua tharapy

; Least squares mean adjusted lor baseline valua and stratifieation factors
p<0.001 :

n i ra i in i i -

A total of 1714 patients with type 2 diahetes inadequately eontrolled an
insulin graater than or equal to 30 units/day or insulin in combination with
other antlhyparglycemit agents pertl¢lpated in an 18-waak, doubls-hiind,
placebo-controlled =ubstudy of a eardiovascular study to evaluata the
efficacy and safety of INVOKANA In ¢cambination with insulin, The maan age
was B3 years, 8% of patients wara men, and the mean baaalina aGFR was
75 mL/min/1.73 m2, Patients on basal, bolus, of.basal/bolus hsulin for at
Jaast 10 weaks entared = 2-week, single-blind, placeba run-in perlod,
Approximately 70% of patiants were on a background basal/bolus ingulln
regimen, Afier the rup-In period, patisnts were randamizad to INVOKANA
100 mg, INVOKANA 300 mg, or placehs, administerad ance daily as add-on
to insulin. The mean daily insulin dose at baseling was 83 units, which was
simllar across treatmant groups.
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At the of end of treatmant, INVOKANA 100 mg and 300 mg ance daily
rasulted in & statistically significant impravemant in HbA1C {p<0.001 for bath
dosas) compared 10 placebo when added to Insulln, INVOKANA 100 mg and
300 mg anca daily alsn resulted in & greater prnportlun of patients achleving
an HbA1C less than 7%, in slgnilicant reductions in fasting plasma glucosa
{FPG), and in percant body welght reductions eompared to placagd {sas
Tabia 15). Statistically slgnificant (p<0.001 for both doses) mesn ehanges
from baseling In systolic blaad pressure ralative to placabo ware -2.8 mmHg
and -4.4 mmHg with INVOKANA 100 mg and 300 mp, respectivaly.

Tahle 15: Resulls from 18-Waak Placebo-Conirolled Clinical Study of
INVOKANA In Gombinallon with tnsulin 2 30 Units/Day (With or
Withaut Other Oral Antihyperglycomic Agents)®

INVOKANA | INVOKANA
Placabo+ | 100 mg + 300 mg +
Insulln Ingulln Ingulln
Etficacy Parameter {N=585) {N=566) (N=587)
HbAYC {%)
Basalina {mean) 8.20 8.33 8.27
Change from baseline
{adjusted mean} 00 -063 . 0.72
Diffarence from placebo -0.65¢ 073
{adjusted mean) (85% CIJT {-0.73; -0.56) | {-0.82; -0.65)
Parcent of patlents achieving
HBAIL < 7% 8 200 . 25
Fasling Plasma Glucogs {mp/dL)
Basaline 169 170 168
Changa from basslina .
{adjusted maan) 4 -19 -2
Difference fram placebo ’ i -29!
{ad}usted mean) {97 5% CI)! {-29; -16) {-35; -23)
Body Welght
Baselina {maan) in kg 7.7 B4 85.7
% change from baseline
{adjustad meen) 0.1 -18 <23
Difference from placebo 1.9 -24¢
{adjustad mean) (97.5% CIit {-2.2,-16) | {-2.7;-21)

* Intant-to-iraat population using 1ast obeervation in study prior to glysemic

resnue tharapy
: Lags:)[oﬁquares maan adjusted for basaline valus and stratifizatlan factors
pe

143 Swdiss In Speotal Pnpulaﬂhns

A tota) of 714 older patients with type 2 diabetes Inadequatsly controlled on
currant diabetes tharapy {either dlat and exercise alona or in cambination with

. oral or parenteral agents) particlpated in & 26-week, double-bfind, placebo-

controlled study to evaluate the efficacy and safely of INVOKANA In
comhination with currant diabetes treatmant. The mean age wag 64 yaars, 55%
of petients were men, and the mesn baseline eGFR was 77 mUmin/1.73 m2,
Patients ware randomlzed to the eddition of INVOKANA 100 mg, INVOKANA
300 mg, or placebo, administered onca daily. At the end of traalment,
INVOKANA provided statistically significant improvements fram baseline
relative to placebo In HbAI1G (p<0.001 for hoth doses} of -0.57% (95% CI: -0.7;
-0.44} for INVOKANA 100 mg and -0.70% (95% CI; -0.84; -0.57) for INVOKANA
300 mp. Statistically significant {p<0.001 for both doses) reduetions from

baseling In fasting plasma glucose (FPG) and body walght were alse abserved -

in thia sludy relative to placabo [sae Usa In Specific Papulations (8.5)).

Mudarata Renal impairment

A tatal of 269 patlants with typa 2 disbetes and a basalina eGFR of
30 mL/min/1.73 m? to lass than 50 mL/min/1.73 m? inadequataly cantrolled on
current diabetes tharapy perticipatad In a 26-waek, doubla-hlind, placebo-
contralled clinical study to evaluate tha efficacy and safety of INVOKANA in
comblnation with current dighates treatment [diat or antihyparglycemle
agant therapy, with 95% of patlents on insulln andfor sulfonylures). Tha
meah age was 88 yaars, 61% of patients wera man, and the maan basalina
aGFR was 33 ml/min/1.73 mZ. Patlants were randomized to the addition of
INVOKANA 100 mg, INVOKANA 300 mg, or placabo, administerad once dally.
At the end of traatment, INVOKANA 100 mg and INVOKANA 300 mq daily
provided greater reductions In HbAIL ralative to placabo {-0.30% [45% Gk
-0.53; -0.07) and -0.40%, [95% CI: -0.64; -0.17], respectivaly) {ses Warnings
and Precsutions (5.3), Advarse Resctions (6.1, snd Use in Spacific
Popuiations (8.6)].

16 HOW SUPPLIED/STORAGE AND HANDLING

INVOKANA {canagliflozin) tablets are availabla In the stvangths and
packeges listed halow:

100 mg tablats are yellow, eapsula-shaped, flm-costed tablats with “CFZ”
on one sida and 100" on tha other side. .

NDG 50458-140-30 Bottle of 30
NDG 50458-140-90 Bottle of 80
NDC 50458-140-50 Bottla of 500

NDC 50458-140-10 Blistar package containing 100 tablets (10 plistar
cards containing 10 tablats eath)
300 mq tablets are whita, capsule-shapad, film-coated tablets with "CFZ” on

oha side and 300" an the other sida.

NDC 50458-141-30 Botla of 30
NDC 50450-141-30 Bottle of 50
NDC 50458-141-50 Bottle of 500

NOC 50458-141-10 Blister package containlng 100 tablats {10 blister

cards cantalning 10 tablats each)

sStorage end Hapdling
$tore at 25°C {77°F); excursions permitted to 16 to 30°C {59 to AG°F).

17 PATIENT GOUNSELING INFORMATION .
Sse FDA-spprovad patient labeling (Madication Guide),

Instructions

Instruct patients to read the Medleation Guide hafore starting INVOKANA
{vanagliflozin} tharapy and to reread it each tima the prescription is
renewad,

Inform palients of the potentlal risks and banafits of INVOKANA and of
alternative modes of therapy. Also inform patients about tha importan¢a of
adherence 1o diatary instructions, regular physical actlvity, periodic blaod
flucose monitaring and HbAIC tasting, racognition snd management of .
hypoglycemla and hyperglycemia, and assesament far diabetas
complications, Advise patlents to seek medical advica promptly durlng
periods of stress such as fever, trauma, infection, or surgary, as medication
raquirements may changs.

Instruet patiants to take INVOKANA anly as preserlbed. If a dose |s mlssed,
advige patiants to take It as soon as it Is remempered unless it is almost
time for tha next dose, in which cage patiants should skip the missed dose
and take tha medicine at tha next regularly scheduled time. Advise patiants
not to taka two doses of INVOKANA at tha same time.

Inforni patients thet the most cammon adverss raactions essoclatad with
INVOKANA are gsnital mycotic Infecuon, urinary tract infectlon, and
ingreasad uringfion.

Infarm female patiants of chiid bearing age that the usa of INVOKANA

during pregnancy has not baan studied in humans, end that INVOKANA
should only ba usad during pregnancy only If tha potentisl hanafit justiflas
tha potential rlsk to the fetus, instruct patients to report pregnancies to thaly
physicians gs s00n as posslbla.

" Inform nurslhg mothers to discontinue INVGKANA or nurslng, taking Into

12

account the Importance of drug to the mathar.

Laboratary Tests
Due to Its mechanism of action, patients taking INVOKANA will test positive
for glucasa in their urlne.

Hyaotansion

Inform patients that symptomatle hypotension may occur with INVOKANA
and advise them to contact thelr doctor if they exparience such symptoms
[see Warnings end Pracautions (5.1)) Inform patiants that dehydration may
ingreasa the rigk for hypotension, and to have adequate 1luid intaks.

Infarm patiants thet ketoacldosis is a sarlous life-thraatening conditlon.
Cazas of ketoacidosis have baan raparied during use of INVOKANA. Instruct
patients to ehack ketones {whan possibla) f symptoms consistent with
ketoacidosis occur even if bload glucose is not eleveted. If symptoms of
katoacidosis {including nausea, vomiting, abdominal paln, tiradness, and
labored braathing} oceur, Instruct patients to discontinua INVOKANA and
saak medical advice immedlately {sea Warnings and Pregautions (5.2)],

Acute Kldnay Injury

Inform patients that scuta kidnay Injory has bsen reportad during use of
INVOKANA. Advige patlants to seek madlcal advica Immadiately if they have
reduced oral intake {such as dus to acute iliness or fasting} or increased
{luid losses {such as dua to vomiting, diarrhea, or excassive heat expasure),
ag it may ha appropriate to temperérily discontinue INVOKANA uge in those
settings [se8 Warnings and Preceutions (5.3)],
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Serigus Urlnary Tract lafactions
Inform patients of the potential for urinary tract infactions, which may be
sarlaus. Provide them with infarmation on tha symptoms of urinary tract
Infactions. Advise them to seek madical advics If such symptams occur [see
Warnlngs and Pracautions (5.5)]

Inform femsla patlents that vaginal yesst infaction may oecur and provide
them with infarmation on the slgns and symptoms of vaginal yeast infectlan.
Advise them of traatment optlons and whan to seek madical advice fzas
Warnings and Pracautions (5.7)].
Ganits nfections Iy Malas {e.q., Balanitis ala |
Inform maele patients that yaast infactlon of penis {a.q.. balanitiz or
balanoposthitis) may occur, espacially in uncircumcised males and patiants
with prior histary. Provide them with infgrmation on the signs and symptoms
of balanitie and balanoposthitls {rash or radnass of the glang or foreskin of
the penis). Advize them of traatment options and when to seek medical
advice [see Warnings and Pracautions {2.7)].

5 [apiti

Inform patlents that sarlous hypersgnsitivity reactions, such as urtlcaria,
rash, anaphylaxis, end angloedema, hava been reportad with INVOKANA.
Advise patients to report Immediately any signs pr symptoms suggesting
allergic reaction, snd to discontinua drug until they have consulted
prescribing physicians,

Bong Fragture ,

Inform patlents that bone fraetures have baen reportad In patients taking
INVOKANA, Provide them with information on factors that may contribute
to fracture risk.

Pregnancy

Advige pregnant women, and females of reproductive potential of the
potential risk to a fetus with treatment with INVOKANA {see Use In Spacific
Populstions (8.1)) Instruct females of reproductiva potential ta raport
pregnancies to their physicians 89 soon as possible.

Advlse women that breastfesding Is not recommanded durlng treatment
with INVOKANA [sea Usa in Specific Populations (8.2)].

Activa ingredlant made in Belglum

Manufactured for:
Janssen Pharmacauticals, Ine,
Titusville, NJ) 08560

Finlshad produet manufactured by:
Janssan Ortho, LLC
Gurabo, PA 00778

Licansad from Mitsubighi Tanabe Pharma Gorporation

© 2013 Janssen Fharmaceuticals, Inc.
S
janssen )'

058051-160811
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Medication Guide
INVOKANA® (In-vo-KAHN-uh)
{eanaglifiozin)
Tahlets

What is the most important information | should know ahout INVOKANA?
INVOKANA can cause important side effacts, including:
+ Dehydration. INVOKANA can cause some paople 1o become dehydrated (the loss of too much body water). Dshydratmn

may cause you to feel dizzy, faint, lightheaded, or weak, espacially whan you stand up {orthostatic hypotension),
You may he at higher risk of dehydration if you: .

& have low blaod pressure

o take madicines to lower your blood pressure, in¢luding diuretics {water pill}

o are on & low sodium (salt) diet :

o have kidnay problems

o are 65 years of age or oldar

Talk to your doctor about what you can do 1o prevent dehydration mcludmg how much fluid you should drink on a daily basls

Vaginal yeast infactian. Women who take INVOKANA may get vaginal yeast mfactmns Symptoms of a vaginal yeast
infection in¢luda:

o vaginal odor

o white or ysllowish vaginal dlscharge (d;scharge may be lumpy or look like cottage cheese)

o vaginal itching

Yaast infection of the penis (halanitis or balanoposthitis). Men whao take INVOKANA may get a yeast infection of the
skin around the panis, Certain men wha are not circumcised may have swalling of the panis that makes it difficult to pull
back the skin around tha tip of tha penis, Other symptoms of yeast infection of the penis in¢lude: .

o redness, itching, or swelling of the panis o rash of the penis

o foul smalling discharge from the penis o pain in the skin around panis

Talk to your doctor about what te do if you get symptoms of a yeast infection of the vagina or panis. Your doctor may suggest
you use an over-the-counter antifungal medicine. Talk ta your doctor right away if you use an qver-the-counter antifungal
‘medication and your symptoms do not go away.

]

What is INVOKANA?

INVOKANA is a prescription madi¢ine usad alang with diet and exercise to Iower blood sugar in adults with typs 2
diabates,

INVOKANA is not for people with type 1 diabetes.

INVOKANA is not for people with diabatic kefoacidoais (increased ketones in blood or uring),

Itis nat known if INVOKANA is safe and effactive in children under 18 years of age.

Who should not take INVOKANA?
Do not take INVOKANA if you:

are allergic to canagliflozin or any of the ingredients in INVOKANA Sas the end of this Medication Guide for a ligt of
ingradients in INVOKANA, Symptoms of aliergic reaction to INVOKANA may include:

o rash
o raised red patches on your skin {hives)
o swelling of the face, lips, mouth, tongue, and throat that may cause difficulty in breathing or swallowing

have sevara kidney problems or are on dialysis.
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What should | tell my doctor befare taking INVOKANA?
Before you take INVOKANA, tell your doctor if you:
*. have kidney prablems.

have livar prablems.

hava a history of urinary fract infections ar problams with urination.

ara on a low sodium (salt} diet. Your doctor may change your diat ar your dose of INVOKANA,

are going to have surgery.

are sating less due to illness, surgery, or a change in your diet,

have or have had prablems with your pancreas, including pancreatitis or surgery on your pancreas.
drink alcohal vary aften, or drink & lot of alcohol in the short-tarm {“hings" drinking),

hava aver had an allergic reactionto INVOKANA,

hava gther medical conditions,

ara pregnant or plan to become pragnant. INVOANA may harm your unborn baby. if you becoma pregnant whila taking
INVOKANA, tell your doctor as soon as possible, Talk with your dactor about tha best way to control your blood sugar
while you are pregnant.

are breastfeeding or plan to breastfead. INVOKANA may pass into your breast milk and may harm your baby. Talk with
your doctor about the best way to feed your baby if you are taking INVOKANA. Da not breastfeed while taking INVOKANA.

Tall your doctor about all the medicines you take, including preseription and non-prascription medicines, vilamins, and
herhal supplements. -

INVOKANA may affect the way other medicinas work, and othar medicines may affect how INVOKANA waorks. Egpecially
tell your. doctor if you take:

diuretics (water pills) = rifampin {used ta treat or prevent tuberculosis)
phenytain or phenabarbital {used to ¢ontrol seizuras) + ritonavir (Narvir®, Kaletra®)* {used to treat HIV infaction)
digoxin (Lanoxin®)* (used to treat heart problems)

Ask your doctor or pharmacist for g list of these medicines if you are not sure if your medicine is listed above.
Know the medicines you fake. Keep a fist of them and show it to your doctor and pharmacist when yau get a new medicine.

b

How should | take INVOKANA?

Taka INVOKANA by mouth 1time each day exactly as your doctar talls you to take it.

Your doctor will tall you how much INVOKANA to take and when to take it. Your doctor may change yoiir dose if neaded.
Itis bestto take INVOKANA before the first meal of the day. .

Your doctor may tell you to take INVOKANA along with other diabetes medicines. Low blood sugar can happen more
often when INVOKANA is taken with certain other dlabetes medicines. Soe “What are the possible side effects of
INVOKANA?"

If you miss a dose, take it as soon as you remember, If it is almost time for your next dose, skip the missed doge and take
the medicine at the next regularly schedulad time. Do not take two dosas of INVOKANA at the same tima. Talk ta vour
doctor if you have quastions about & missed dose. '

if you take too much INVOKANA, ¢all your doctor ar go to the nesrest hospital emergency room right away.

. When your bady is under some types of siress, such as fever, trauma (such as a car accident), infection, or surgery, the

amount of diabates medicine you need may change. Tell your doctor right away if you have anv af these conditions and
fallow yaur doctor's instructions.

- Stay on your prescribed diet and exarcise program while taking INVOKANA,

Check your blood sugar as your doctor tslls you to,

INVOKANA will cause your urine to test positive for glucosa.

Your doctor may do certain blood tasts befare you start INVOKANA and during treatment as needad. Your doctor may
change your dose of INVOKANA based on the results of your blood tests.

Your doctor will checl your diabatas with regular hload tests, including your blood sugar levels and your hemoglobin A1C.

15
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What are the possible side effects of INVOKANA?

INVOKANA may cause serious side effects including:

See "What is the most importanl information | should lmow ahout INVOKANA?"

* ketoacidosis (increased ketones in your blood or urina). Ketoacidosis has happened in people wha have type 1 diabates
or type 2 diabetes, during treatment with INVOKANA, Ketoacidosis is a serious condition, which may need to ba treatad
in a hospital. Ketoacidosis may lead to death. Keteacidosis can happen with INVOKANA even if your blood sugar is less
than 250 mg/dL. Stop taking INVOKANA and ¢all your doctor vight away if you get any of the following symploms
o nausea o tiredness
o vomiting o trouble breathing
o_stomach area (abdominal) pain
If you get any of thase symptams during treatment with INVOKANA, if possnble chack for ketanes in yaur urine, even if
your blood suger is less than 250 mg/dL.

* kidnay problems. Sudden kidney injury has happened to peopls taking INVOKANA. Talk to your doctor right away if you:
o reduce the amount of faod or liquid you drink for example, if you are sick or ¢annot eat or
© you start to lose liguids from your body for example, from vomiting, diarches or being in the sun too long

* a high amount of potassium in your blood (hyperkalemia) '

* gerious urinary tract infections. Serious urinary tractinfections that may lead to hospitalization have happanedin people
whao are taking INVOKANA, Tell your doctor if you have any signs or symptoms of a urinary tract infection such as a
hurning feeling when passing urins, a need ta urinate aften, the need to urinate right away, pain in the lowar part of your
stomach {pelvis), or bloed in the urine, Sometimes peaple may #lso have a fever, back pain, naussa, or vomiting.

+ low blood sugar (hypoglycemial. If you take INVOKANA with ancthar medicine that can cause low blood sugar, such as
a sulfanylurea or insulin, your risk of getting low blaod sugar is higher. The dose of your sulfonylurea meditine or insulin
may niged to ba lowerad while you take INVOKANA.

. Signs and symptoms of low blood sugar may include:
o headache @~ o drowsiness o wesakness o confusion o dizziness
o irritability o hunger o fast heartheat o sweating o shaking or feeling jittery

+ serious allergic reaction. If you have any symptoms of a serious allergic reaction, stop taking INVOKANA and ¢all your
doctor right away or go to the nearest hospital emergency room. See “Wha should not take INVOKANA?". Your doctor
may give you a medicina for your allergic reaction and prascribe a different medicine for your diabetes.

* brokenbones (fractures). Bone fractures have been saen in patients taking INVOKANA. Talk to your doctor ahout factors
that may In¢reasa your risk of bone fracture.

The most common side effects of INVOKANA include:

"= vaginal yeast infactions and yeast infactions of the penis (Sea "What is the most important information 1 should know
about INVOKANAT")

» changes in urinatian, including urgent need to urinate more often, In larger amaunts, or at night

Tell your doctor if you have any side effact that bothers you or that does not go away. These are not all the possible sida

effects of INVOKANA. For more information, ask your doctor or pharmacist. ‘ ‘

Call your doctor for medical advice about side effects. You may repart side effects to FDA at 1-800-FDA-1048.

You may also raport side effects ta Janssan Pharmaceuticals, [nc. at 1-800-526-7736.

How shauld | store INVOKANA?
» Store INVOKANA at room temperature between 68°F to 77°F (20°C to 25°C),
« Kaop INVOKANA and all medicines out of the reach of children.




YRV LA LY J0RYTN No. 0038 P 33
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Gengral information ahout the sale and effective use of INVOKANA,

Mediclnes are sometimas prescribed for purposes other than those listed in the Medication Guide. Do not use INVOKANA
for a condition for which it was not prescribed. Do not give INVUKANAto other people evan if thay have the same symptoms
you have, It may harm tham,

This Madication Guide summarizes the mast impartant informatian about INVOKANA. If vau would like more informatian,
tallc with your doctor. You ¢an ask your pharmacist or dogtor for information about INVOKANA that is written for healthcare
professionals,

For mara information about INVOKANA, call 1-800-526-7736 or visit our wehgite at www.invokana,.com.

What are the ingredients of INVOKANA?

Active ingredient: canagliflozin

Inactive ingredients: ¢roscarmellose sodium, hydroxypropyl celluluse lactose anhydruus magnasium stearate, and
microctystallina cellulose. In addition, the tablet coating contains iron oxide yellow E172 {100 mg tablet only), macrogol/
PEG, polyvinyl alcohol, talc, and titanium dioxide,

* The brands listad are trademarks of their respactive owners and are not trademarks of Janssen Pharmaceuticals, Inc.
Active ingredient mada in Belgium. Manufaciured for: Janssen Pharmaceuticals, Inc., Titusville, NJ 08560.
Manufaciured by: danssen Ortho, LLC, Guraba, PR 00778, Licensed from Mitsubishi Tanabe Pharma Corporation.

© 2013 Janssen Pharmaceuticals, Inc.

This Madication Guide hag baen approvad by tha U.$, Food and Drug Adminlstration.” ‘ Ravised 07/2016

058051-160811
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INVOKAMET® Revisad: 07/2016
feanaglifiozin and matformin hydrochlorlda) 058065-160811
tablats for oral use -

HIGHLIGHTS OF PRESCRIBING INFORMATION

Thesa highlights da nat Inolude a)l the informatlon needed to use INVOKAMET®
salely and affectivaly. See lull praseribing information for INVOKAMET,
INVOKAMET (canaglifiozin and metformin hydrochloride) 1ablats. iur oral use
Initinl U.8. Approval - 2014

WARNING: LACTIC ACIDOBIS
Saa full prescribing informatlon for complate boxed warning.

= Poslmarketing cases of metfarmin-assoclaled lactic acidosls have resulted
in death, hypothermia, hypotanslon, snd resistant bradyarchythinlas,
Symptams Includad malaise, myalgias, resplratory disirass, somnalence,
and aiidominal pain. Laboratary abnormalitles included elevated hlnod
lactats levels, aolon gap ncldosls, increasad lactate/pyruvate ratio; and
motformin plasma levels generally »8 meg/ml. {5.1)

= Risk factors Include rennl Impalrment, concomilant use o cartaln drugs,
aga 65 years old, radiologieal swdiss with contrast, surgary end other
procedurag, hypoxic elmlas, excesslva alcohol Intake, and hepalic
Impalrment, Staps to reducs the risk of and manags metormin-assoalated

. faetie acidosls In thess high risk proups are provided In the Full
Prageribing Information. {5.1)

+ if lactic ecldoslg iz suspected, discontinue INVOXKAMET and Inatiwute
fleneral suppartlve mensuras in a hospltal setting. Prampt hemadialysis is
racommended. (5.1}

RECENT MAJOR CHANGES
Boxed Warning 05/2016
Indicetions and Usaga {1} 05/2016
Dosage and Administration (2) 05/2016
Contraindigations [4) 05/2016
Warnings and Precautions (5] 0772006

INDIGATIONS AND USAGE
INVOKAMET is a sodium-glucosa co-transporter 2 {$GLT2) inhibiter and biguanide
comblination praduct indicated as an adjunct to diet and exerciga to improve
glyeamic control in adults with type 2 diabatas melfitus whan treatmant with hath
canagliflozin and matformin is appropriata {1)

Not for treatment of type 1 diabetas or diabatic ketoacidasis (1)

----------------------------- DOSAGE AND ADMINJSTRATION -xserasemer—e-ssmsmsnman—s

= Individualize based on the patlent’s current ragimen (2)

» Take ane INVOKAMET tablet twlce daily with maals, recommended starting
dose of canagiiflozin Is 50 mg twite daily and matformin 500 mg twice dally {2.1)

« Canaglifiozin dosa can ha increased to 150 mg twize daily in patlants tolerating
canagliflozin 50 mp twice dally who have aGFR of 0 mL/min/1.73 m2 or greater
end raquire additional glycemle cantrol, Do not exceed a total daily canagliflozin
dose of 300 mg {2.1)

* Gradually ascalate matformin dosa to reduce tha gastrointastinal side effacts
while not axceeding total daily dosa of 2000 mg {2.1)

+ Agsess renal function befara initiating and periodically thereaftar {2.2)

= (NVOKAMET Is contraindicated in patients with an estimated glomerular
filtratlan rate {aGFR) below 45 mL/min/1.73 m? (2.2}

* Limit tha dose of canagliflozin component ta 40 mg twice dally in patlants with
an eGFA of 45 to less than 60 mL/min/1.73 m? (2.2)

« INVOKAMET may need to be discontinued at tima of, or prlor to, jodinatad
eantragt imaging procedures (2.4)

DOSAGE FORMS AND STRENGTHS --=-srrrer—r—--ssmssmmems-

Film-coatad tablets:

+ Canagliflozln 50 mg and matformin hydrachloride 500 mg

= Canagliflozin 50 mg and metformin hydrochloride 1,000 mg

* Canagliflazin 150 ma and metfarmin hydrochloride 500 mg

+ Canaglifigzin 150 mg and matformin hydrochlorida 1,000 mg (3)

No. 0038 P 35

INVOKAMET® {canagliflozin and metfarinin hydroghloride) teblats

CONTRAINDICATIONS

* Moderata to severa ranal Impalrment (eGFR below 45 ml/min/1.73 m2), end stage
renal disease or dialysis {4, 5.1, 5.4)

» Matabalic acidasls, including diabetic ketoacldosis {1, 4, 5.1)

» History of serious hypargensitivity reaction to canagliflozin or metformin {4, 5.8)

eremmennueemeeeecanennece—— WARNINGS AND PRECAUTIONS

» Lacilg acidosis: Saa hoxed warning {5.1)

+ Hypotapsion: Befora Initiating INVOKAMET, essass volume status and correct
hypovolamia in patlants with ranal impairmant, the elderly, in patlents with low
systolic blood prassure, or on diuretics, ACEi, or ARB. Monitor for signs and
symptoms during therapy {5.2)

= Katoacidasly, Assess patlants who prasent with signg and symptoms of
metabolle acidosis for ketoacidosis, regardless of blogd glucose level. If
suspected, discontinua INVOKAMET, evaluate and traat prompily. Befors
initiating INVOKAMET, consider risk factors for katoacidosis. Patients on
INVOKAMET may require monitoring and temporary discontinuation of therapy
in clinical srtuatlons knnwn to pred]spnse to katnamdoms (5.4)

. ; Consider temporarily
diszontinuing in seitings of reduced orel intake or fluid logses. If acute kidney injury
aeeurs, disconthue and promptly reat. Manitor renal funetion during therapy (5.4)

* Hyparkalemia; Manitor potassium levels In patients with Impaired renal function
and in patuants predusposad to hyperkalemia (2.2, 5.5, 6.1, 6.6)

- : Evaluate patiants for slgns and symptoms af
urinary tragt Infactiong and treat promptly, if indicetad {5.6)

= Hypogiygemla: Consider a lower dose of Insulin or the insulin secratagogue ta
raduce tha risk of hypoglycamia when used in combinatian with INVOKAMET (5.7}

ﬁgmlaj_my_mm“nfgcjg& Monitor and treat if indizated [5.8)

Dlsconunua INVOKAMET and monitgr until signs and

svmptorns rasolve (5.9)

» Bone fracture: Consider factars that contribute to fracture rigk before initiating
INVOKAMET {5.10)

+ Vitamlt_By, deficlancy: Metfarmin may lowar vitemin Biz levels, Monitor
hamatologic paramaters ennually (5.11)

» Ingrgased LDL-C: Monitor LOL-C and treat If appropriata {5.12)

ADVERSE REACTIONS

* Most comman adverse reactions assoclatad with ¢anaglillozin (5% or greater
Incidence): famale genital mycotle Infactions, urinary tract infaction, and
increasad urination {6.1]

+ Most common adversa resctions associated with metformin (5% or greater
incidence) sre diarrhea, nausaa, vomiting, fatulence, asthenia, indigastion,
abdominal diseomfort, and headache {8,1)

To report SUSPECTED ADVERSE REAGTIONS, contact danssen Phamacewticals,

Inc. o 1-B00-526-7738 ar FDA at 1-800-FDA-1088 aor wmwfida.govinadwarch,

DRUG INTERACTIDNS.

. i inhibitorg may increasa risk of lactle acidosis, Consider
more frequant monitaring {7.1)

= Drugs that ars sliminated by ranal tubular sgcration {e.4. eationic drugs such as
cimetidinal, may increase the sc¢umulation of metformin, Canslder more
frequent monitoring (7.1)

* Alcghgl ean potentiata the effect of metformin on lactate metabolism, Warn
patients againat sncassive alcohal ntake (7.1)

* UGT Inducers {e.g., rifampin); Canaglifiozin exposure is raduced. Consider
ineraasing canagliflozin dose from 50 mg ta 150 mg twice daily {2.3, 7.2)

» Dlggxin: Monitor digoxin [evels (7.2)

USE IN SPECIFIC POPULATIONS —sereemser—mcmsnmsmemras
* Pragnancy, Advise females of the potantial risk to a fatus especially during tha
second and third trimesters (8.1)
Lﬂﬁnh_qu. INVOKAMET is not recommended when breastfeeding (8.2
d a : Advisa pramenopausal famales of
lhe potential for an unintended praghancy (8.3),
« Gerigtrlgg: Higher Incidence of adverse raactions relatad to reduced
iniravascular volume. Assess renal function more frequently (5.2, 6.1, 8.5) ‘
+ Renal Jmpairmant: Higher incidance of adversa reactions relatad to reduced
Intravascufar voluma and renal function (2.2, 5.4, 8.6) .

* Hepatlc Impairment: Avoid vse In patients with hapatic impaitment {8.7)

Sae 17 for PATIENT COUNSELING INFORMATION and Madlcation Gulde.
Ravised: 07/2016
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INVOKAMET?® {canagliflozin end matormin hydrochlorlda) tablets

FULL PRESCRIBING INFORMATION: CONTENTS™
WARNING: LACTIC ACIDOS(S
1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
21 Recommanded Dosage
22 facommendad Dosage for Patients with Renal Impalrment
23 Concomitent Use with UDP-Glucurénosyl Transferase (UGT) Enzyma
[nducars
24 Discontinugtion for lodinatad Contrast Imaging Procedures
3 DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1 Lactic Acldosis
52 Hypatansion
6.3 Keloacidosiz :
5.4 Acute Kldnay Injury and Impairment in Rena| Functlon
55 Hyperkalomia
56 Urosepsis and Pyelonephritis
5.7 Hypoglyeemia with Concomitant Usa of Sulfonylurea or Insulin
54 Genital Mycotic Infactions
58 Hyparsensitivity Reactions
510 Bone Fractura
5.11 Vitamin By, Lavels
5.12 Ingreases in Low-Density Lipaprotein {(LDL-C}
513 Maerovascular Quitcomes
6 ADVERSE REACTIONS
6.1 Clinical Studias Experlance
6.2 Postmarketing Expariance
7 DRUQ INTERACTIONS
7.1 [Drug Interactions with Metformin
7.2 Drug Interactions with Canagliffozin

8 USE IN SPECIFIC POPULATIONS
81 Pragnangy
82 Llactation . ‘
83 Femalas and Malas of Reproductive Patantial
8.4 Padiatric Use
B.5 . Barigtric Use _
A6 Renal Impairmant . #
8.7 Hapatic Impalrmant ‘
10 DVERDOSAGE ‘
11 DESCAIPTION
12 CLINICAL FHARMACOLOGY
121 Machanism of Action
122 Pharmacodynamics
123 Pharmacokinetics
13 NONCLINICAL TOX[COLOGY
13.1 Carcinogenesis, Mutaganasis, Impalrment of Fartility
14 CLINIGAL STUDIES
14.1 Ganagliflozin 85 Inttlal Comblnation Therapy with Meﬂurmm
14.2 Cenagliflozin =% Add-on Combination Tharapy with Metformin
143 Canaglificzln Compared to Glimeplride, Both as Add-on Comblnation
Tharapy with Matformin
144 Canagliflozin as Add-on Combination Therapy with Meatformin and
Sulfonylurea
14.5 Canaglifiozin Compared to Sitagliptin, Both as Add-on Combinatlan
Therapy with Metformin and Sulfonylurea
14.6 Canaglifiozin as Add-on Gombinatlon Therapy with Man‘urmm and
Finglitazone
147 Canaglifiozin as Add-on Combination Therapy with Insulin {With er
Without Other Anti-Hyperglycamic Agents, Including Metformin)
16 HOW SUPPLIED/STORAGE AND HANDLING
17 .PATIENT COUNSELING INFORMATION

*Sactions ar subsections amitted from tha full praseribing information ara not listed,

FULL PRESCRIBING INFORMATION

WARNING: LACTIC AGIDOSIS

* Pogt-marketing cazes of metormin-asoclated lacile acidosis have resulied
In death, hypothermia, hypolenslon, and raslstant bradyarrhythmias. The
onsat of metformin-aseclated lactic acldosis Is ofien subila, accompanled
onfy by nenspecific symplams such as moleige, myalgias, respiratory
distress, somnolenca, and abdeminal paln, Metormin-nasociatad laciic
acldosis waa characterizad by slevated blood lactate tevals (> 5 mmal/Liter),
anion gap acidesls {without evidenca of kevenorla or kalonemiz), an
Increagad lactale/pyravate ratle; and metfarmin plasma levels generally
=5 mep/ml. fxas Warnings and Pra¢aations (5.1)],

Rlsk factora for metformin-asenciated lacfle acidoalé Includa ranal
impaimmant, concomltant uss of certain drugs (e.g.. eationic drups such as
tapiramata), age 65 yoars old or graater, having a radlelogicel study with
conlrast, surgary and oiher procedures, hypaxic siatas (e.g., meule
congestive heart [allure), excessive algohal Intake, nnd hepatic Impairment.
Steps ta reduce tha risk of and manage metormin-associatad lactle
ucldosis In these high risk groups are provided in tha full preseribin
information [see Dosage and Admiulstration {2.2), Conptraindications {4,
Warnings and Prscautions (5.1), Drug Interactions (7), and Usa In Spaaiﬂc
Popuiations (8.6, 8.7)],

Iif metiormin-assoclatad lactic acldosia Is suspacied, immadiately
discantinue INVOKAMET and Instilute genera) supportive measuras’In a
hospilal satting. Promipt hemodlalysis is racommendad [sse Warnlngs snd
Prapsulions {5.1)].

1  INDICATIONS AND USAGE

INVOKAMET {canagliflozin and matformin hydrochlorida) is indizated as an adjunct
to digt and exarcise 1o Improve glycemic control in adults with typa 2 diahates
mallitus when treatment with bath canagllfiozin and metformin Is approprlate.

Limitatipng of Usa
INVOKAMET Is not racommended in patlents with typa 1 diabstes or far the
traatment of dlabetic ketoacidosis,

2  DOSAQGE AND ADMINISTRATION
21 Reoommendad Dosngn
+ |ndividualize the starting dose of INVOKAMET {canaglifiozlh and metformin
hydrochlaride) basad on the patlant’s current regimen:
—In patiants currently not treated with eithar eanagliflazin or matformin, initiate
tharapy with INVOKAMET containing canaglifiozin 50 mg and metformin 500 mg
[sea Clinical Studles (14.1)};

—In patients on metformin, switch to INVOKAMET contalning canaglifiozin
50 mg and the sama, or nearest appropriata, daily dose of metformin;

—In patients on canagliflozin, switch to INVOKAMET containing maﬂurmm
500 mg with the same daily dose of canagliflozin;

—In patients already treated with canaglifiozln and matformin, switch to
INVOKAMET contalning tha zama daily dose of cenaglifiozin and the sams, ar
naarest appropriate, dally dose af matformin,

+ Take ona INVOKAMET tablet twice dally with meals; in patiénts tolerating
canaglifiozin O mg twice daily wha have an oGFR of 80 mL/min/1.73 m? or
greater and require addifional glycemic control, INVOKAMET dose can he
increazed for tha canagllflozin component to 150 my twice daily, with gradual
metformin dose escalation to reduce the gastrointastinal side sffacts dua 1o
metfarmin [zes Dosage Forms and Strangths (3), Clinjeal Studias (14.1],

* In patients with velume depletlon not previously treated with canaglifiozin,
corract thig condition bafore inftlating INVOKAMET fses Warnings ano
FProcautlons (5.2), Usa in Specific Populations (8.5, 8.8), and Fatignt Counseling
Informstion {17)

+ Adjust dosing based on affectivenass and tolerability whila not ex¢eading
the maximum racummendad daily dose of metfarmin 2000 mg and
canaglifiozin 300 mg in patients with an eGFR of 60 mL/min/1.73 m? or greater
[see Dosage and Administration {2.2)],

22 Recommended Dosage for Patlents with Ranal Impairment

+ Aggass renal function befure initiating INVOKAMET and periodically thereaftar.

+ INVOKAMET (5 contraindlcated in patlents with an estimatad glomarular
filtration rate |aGFR} balow 45 mLU/min/1.73 m? [see Contraindications (4),
Warnings and Pracautions (5.1, 5.8)).

* Limit tha dose of tha canagliflazin component to 50 mg twica daily in patients wlth
madarate renal Impalrmant with an eGFR of 45 {o lass than 80 mL/min/1.73 m2,

23 Concomitanl Uze with UDF~GIunumnusyI Trangferase (UGT) Enzyme -
Inducars

If an inducer of UGTs (e.g. rifampln, phenytoin, phenobarbltal, ritonavir} is

ca-administared with INVOKAMET, cansider Incraasing the dose to canagliflozin

150 mp twice dally in patiants currently tolerating anagliflozin 50 mg twice daily

who hava an eGFR of B0 ml/min/1.73 m? or grester and require additiona}

glyeamic contral fsee Drug Interactions 17.2)].

Considar another antihyperglyeamic agent In patients wilh an eGFR of 45 to less
than 60 mL/min/1.73 m2 receiving concurrent therapy with & UGT indugar.
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24  Discontinuation for Jodinated Conirast Imaging Pracedures

Discontnua INVOKAMET at tha time of, ar prior to, an iodinated contrast Imaging
progedura in patignts with an &BFA hatwaan 45 and 60 mL/Anin/1.73 m? In patients
with a history of liver disease, al¢aholism or haart fgilure; or in patiants wha will
he administered Intra-arterlal iodinated contrast. Re-evafuate aGFA 48 hours after
the Imaging procedure; restart INVOKAMET if ranal functlon is stabla fsee
Warnings and Frecautions (5.1)],

3  DOSAGE FORMS AND STRENGTHS

INVOKAMET {canagliflozin and metfarmin hydrachloride) flm-costed tablets for

oral edministration ara availahle in the follawing strangths:

+ Canagliflozln 50 mg and metformin hydrochlorlde 500 mq tahlets are
Immediate-ralease, capsule-shaped, white film-coated tablets with "CM" on
ana slde and “155" on the ather side, .

» Canaglifiozin 50 mg and metformin hydroghloride 1,000 mg teblats are
Immed|ate-ralaase, capsule-shaped, balge, film-coatad tablets with “CM" on'
ona side and "§51" an the other slde. '

* Canagliflozin 150 mg and metformin hydrochloride 500 mg teblats are
immediste-ralease, capsule-shapad, yellow, film-coated tablets with “CM" on
ane side and "215” on the other sids.

= Canaglifiozin 150 mg and metformin hydrochloride 1,000 my tablets are
immadlate-release, capsuls-shaped, purple, film-coated tablats with “"CM™ on
one side and “6117 on the othar side.

4  CONTRAINDICATIONS .

INVOKAMET is contraindlcated in patients with:

* Moderata to severa ranal impairment {eGFA below 45 mL/min/1.73 m?), end stage
renal dizeasa [ESRD) or patiants on dialysis [saa Warnings and Pracautions {5.1)
and Usa in Specific Populations (8.6)],

* Acute or chronle metabolle acidosls, including diabstic ketoecldosis [ses
Warnings and Pracautions (5.3)}

* History of 2 serious hypersensitivity reactlon to canagliflozin or metformin, such
as anaphylaxis or angloedema [see Warnings and Precautions {5.9) snd
Adversa Reactions (6.1, 6.2)].

5 WARNINGS AND PRECAUTIONS

E1  Luetle Acidoals

Thare have bean post-marketing cases of matformin-aszociated lactic acldasis,
including fatal casaes, Thesa cases had a subtle anset and were agcompanied hy
nonspecliic symptoms such as malsise, myalgias, abdominal pain, raspiratory
digtrass, ot Incressed somnolenca; howaver, hypothermis, hypotension and
reslstant bradyarrhythmlas have occurred with severs acidosis. Metformin-
assoclated lactic acidosis was characterized by elavatad blood lactats
eoncentrations (5 mmol/Liter), anlon gap acldosis (without evidance of ketonuria
or katonemia), and an increased lactata:pyruvate ratio; metformin plasma levels
generally 5 mog/mL. Metfarmin decraases liver uptake of lactate Increasing
Jaetate hlood lavels which may Inerease tha risk of [actic acidosls, especlally in
patiants at risk,

If metformin-assoclated laetle acidosls iz sospected, general supportive
maasurey should be Instituted promptly in a hospital setting, along with immadiate
discantinuation af INVOKAMET, In INVOKAMET-treated patients with a diagnasis
or atrong suspicion of lactic acidosis, prompt hemadialysls ls recommanded to
carract the acidosls and remove sccumulated metformin  [metfarmin
hydrochlaride s dialyzabla, with B clearance of up to 170 mL/minuta under gaod
hemodynamic conditions). Hemodialysls has often resufied in revarsal of
symptoms and racavery.

Educata patients and their families about the symptoms of lactic acldosis and If
thase symptoms oceur instrugt tham to discontinue INVOKAMET and repart these
symptoms to their hesltheara providar.

for anch of the known and possibla risk factors for metlormin-associated lactis
acidosis, racommendations to reduce the rigk of and manage matformin-
associated lactic acidosls are provided belaw:

Rapal impairment: The postmarketing matformin-associated lactic acldosia cesas

matformin agcumulation and metformin-assaciated lactic acidosls increases with
the severity of ranal impairmant becausa metformin is gubstantially excreted by
the kidnay [sse Clinlcal Fharmacology {12.3))

= Bafore initiating INVOKAMET, obvain an esfimatad glomarular fiftration rate (eGFR),

» [NVOKAMET ls contraindicated in patients with an aGFR lesg than 45 mL/
minuta/1.23 m2,

+ Obtaln an aGFA at laast anpually in alf patients taking INVOKAMET, In patients
at Incrensed rigk for the develapment of renal Impairment {o.g., the aldarly),
tanal functign should be assessed more frequantly, ‘

Druy Interactions: The concomitant use of INVOKAMET with specific druga may

increasa the risk of metformin-assoclated lactic acidosis; thase that Impair renal

function, result in significant hamodynamic change, interfara with acid-base
balance or Ipcrease matformin accumulatlan {e.g. cationic drugs) fses Drug

Interactions (7). Tharefore, censider mora frequant monitaring of patlents.

primarily occurred in patients with significant renal impalrment, Tha risk of

Ags 85 or Breatar: The risk of metformIn-associated lactic acidosia increazes with
the patiants age bacause elderly patients have a greater lkefihood of having
hepatic, renal, or cerdlac impairment than younger patients. Assess renal
functicn mare fraquantly in alderly patlants [see Usa in Specific Populations (8.5)],

Radiologleal Studles with Contrast: Administration of intravascular lodinated
tonhtrast aganls in metformin-treated patients has lad ta Bn pedta decreass in
renal function and the oceurrance of Jactic acldosls. Stop INVOKAMET atthe tima
of, or prior to, an lodinated conirast imaging procadure in patiants with an eGFR
batween 45 and 80 mL/min/1.73 m% In patients with a histary of hapatic
Impalrment, alcohofism, ar heart fallura; or i patients who will be administerad
intra-arterial iodnatad contrast. Re-evaluate eGFA 48 hours after the imaging
procedure, and restart INVOKAMET If renal function Iy stable,

Surgery and Other Frocedoras: Withholding of food and flulds during surgical ar
other procadures may increasa the rigk for valume depletlon, hypotansion and
ranal impairment.

INVOKAMET should be tempararily discontinuad while patients hava restrictad
laod and fuid intaka,

Hypoxie Statas: Severa) of the postmarketing czses of matformin-assaciated lastic
scidosls ocourrad in the satting of acute congestive heart failure {particularly
when sceampaniad by hypoperfusion and hypoxemial. Cardlovascular collapse
(shock), scute myocardlal infarction, sepsis, and other conditions associatad with
hypoxemia have been assnelated with lactic seldosis and may also cause pra-
renal azatamia. When such evants oceuwr, discontinua INVOKAMET,

Exeassive Alcohol Intake: Mlcohol petentiates the-effect of metformin on lactata
metabalism and this may incraase the sk of metformin-aszociated lactle acidosie.
Warn patlents against excessive alcohol Intake while receiving INVOKAMET.
Hepatic Impalrment; Patlents with hapatic impairment have developed metformin-
assoclated lactic acidosis. This may ba due to impaired lactate elearance
rasulting In higher lactate blood lavals. Tharafore, avaid use of INVOKAMET in
patients with ¢linical or laboratory evidence of hapatic disease,

52 Hypotension .
Canaglifiozin causes intravascular voluma contractlon. Symptematic hypatension

- ean oceur after initiating INVOKAMET [see Adverse Reactions (5.1/}particularly in

patlents with sGFA less than 60 mU/min/1.73 m?, eldarly patients, patiants on either
diurefics ar medications that Interfere with the renin-anglotensin-aldosterone
system (s.4, angiotensin-converting-enzyme [ACE] Inhibitors, angiotansin
recaptor blockers [ARBs]), or patients with low systolic blaod pressurs. Befora
Initiating INVOKAMET In patients with ona or more of these characteristics who
wara not already on canaglifiozin, volume status should be assessed and
correctad. Moniter for signs and symptoms after initiating tharapy.

53 Hetoacldosis

Raports of ketoacidosls, a serleus life-threatening condition requiring urgant
hoapltalization have been Idantified In postmarketing survaillance in patients with
type 1 and type 2 diabetes mellitus receiving sodium glugose co-transporter-2
{8BLT2) inhibitors, ineluding canagliflozin, Fatal cases of ketoatidosis have been
reparted in patlants teking canagliflazin, INVOKAMET ls not indleated for tha
treatment of patients with type 1 disbates mellitus fsas Indicatfons and Usage (1)],

Patients traated with INVOKAMET who present with signs and symptoms
consistant with severa matabolic acidosis should be sssassed for ketoacidozsls
ragerdiess of presanting hload glucose lavels, as ketoacidosis associsted with
INVOXAMET may be prasent evan if blood glucose levels are lese than 250 ma/dL.
If ketoacidosis Is suspectad, INVOKAMET should be discontinued, patlant should
ba evaluated, and prompt treatment should be ingtituted. Treatment of
ketoacidosls may require insulin, fluid and carbohydrate replacement.

In many of the postmarkating reports, and particularly In patients with type 1
diabetas, the presence of ketoacidosiz was not Immediataly recognized and
inglitution of Lreatment was delayad beceuse presenting blood glucose levals
werg balow thosa typically expectad for dishetic ketoacidosis (often less than
250 mo/dL).’ Signs and symptoma at presentatlon wera consisfant with
dehydration and severs metabalic acidosis and included nsusea, vomiting,
abdaminal pain, generalized malaise, and shoriness of braath. In soma but not all
cases, factors predisposing to ketoacidosis such as insulin dose reduction, acute
fabrila illness, reduced calorié intake due to illness or surgery, pancraatic
disgrders suggesting insulin defi¢clency (e.q. type 1 diabetes, history of
pancrestitis or pangraatic surgary), and aleohol abuse were identified,

Bafore {nitiating INVOKAMET consider factors in tha patient hlstory that may ©
predispoze to ketoacidesls including pancreatle insulin daficieniy from any

cauge, caloric restriction, and al¢ohol abuss. . In petiants treatad with

INVOKAMET consider monitoring for ketoacldosis and temporarlly discontinuing

{NVOKAMET In elinical situations known to pradispose to ketoagldosis {a.4..

prolonged fasting dua to scute lineas ar surgery),

54  Acule Kidney lajury and [mpalrment In Renal Funetion

Canaglifiozin causes intravascular volume conwraction [see Warnings and.
Frecautions {5.2)] and can cause renal Impairment [see Advarse Reactions (6.1)]
There have been postmarketing reporis of acute kidney injury, some raquiring
hospitalization and dialysiz, in patients raceiving ¢enaglifozin; some reports
involved patients younger than 65 years of age.


http:ml/rnln/1.73
http:again.st
http:ml/min/1.13
http:rninute/1.73
http:ml/mln/1.73

YELO LA LVIR 30D

INVOKAMET® {canagliflozin and matformin hydrochioride) tablats

No. 0038 P. 41

INVOKAMET® [panaglifiozin and metformin hydrochloride) tablats

Befora Initiating INVOKAMET, considar factors that may pradispose patlents to
acuta kidnay injury Including hypovolemla, chronic-ranal ingufficiency, eongestive
heart failure, end concomitant medizations {dluretics, AGE inhibitors, ARBs,
NSAIDs). Consider temporarily discontinuing INVOKAMET in any satting of
reduced oral intake {such as acutae illness or fasting) or fluid losses (such as
gastraintestingl ilness or excassive haat axposural; moniter patients for signs
and symptoms of acute kidnay injury. If acute kidney injury accurs, discontinua
INVOKAMET promptly and instiute tragtmant.

Ganaglflozin incrssses serum creatining and doeraases aGFR. Pationts with
hypovolamia may ba more susceptible to thesa changes, Renal function
abnormglities cen qeeur after Initisting INVOKAMET [see Advarse Reactlons
{6.1)} Renal functipn should he evaluated prior to inltlation of INVOKAMET and
monitored periodically thereafter. Dosage adjustment and mora frequent renal
function monitoring are recommanded in patients with an 2GFR below 60 mL/
min/1.73 m2. INVOKAMET is contraindicatad in patients with an aGFA below 45
mL/min/1.72 m? [zsa Dosage and Administration (22), Contraindications (4),
Warnings and Pregautions {5.1). Use in Spacific Populations {8.6)].

55 Hyparkalemia

Canaglliflezin can lead to hyperkalemia, Patiants with modersts renal impalrment
who ara taking medications that interfere with potassium axcretion, such as
potasslum-sparing dluretics, or medications that interfera with the renin-
angiotensin-aldogterona system are at an ingreased rlsk of developing
hyperkalamia fsee Dosage and Administration (2.2) and Adversa Raactions (6.1))

Manitor serum potassium levels penodmally gfter Initiating INVDKAMET in
patients with impaired ranal fun¢tion and in patients predisposed ta hvperkalamla
tlua to medications or other medical conditions.

56 Urozapsls and Pyslonephritis

There have been postmarketing raports of serious unary tract Infections ineluding
urosepsis and pyelanephritis raquiring hospitalization In patients receiving S6LT2
inhibitors, Inciuding eanaglifiozin. Treatmant with SGLT2 inhibitors increases the
risk for urinary tract infactions, Evaluate patiants for slyns and symptoms of urinary
tractinfections and treat prompily, if indicated {see Advarse Resctions (5)]

57 Hypoglycemia with Concomitant Uss of Sulfonyluren or [nsulin
Ganegliflozin

Ingulin end insulin secretegogues are known to cause hypoglvcemm
Canaglifiozin can increase the risk of hypoglycemia when combinad with Insulin
or an insulln secretagogue [sea Adverse Reactions (8.1)]. Therefare, 8 lowar dose
of insulin or insulin secretagogue may ba requirad to minimize the risk of
hypoglycemia when usad in combination with INVOKAMET,

Matformin

Hypoglycemia does nat occur in patienta racalving matformin alona under usual
slreumstancas of uss, but could occur whan caloric intake is daficient, whan
trenuous exarcise is not compensated by caloric supplementation, or during
concamitant use with othar glugess-lowering agents (such as sulfonylureas and
Insulin) or athanol, Elderly, debilitatad, or maiourishad patients, and those with
adrenal gr pitvitary Insufficiency or alcohal intoxlcation, ara parleularly
suscaptible to hypoglycemic effagts. Hypoalyeamia may be difficult to receanize
in the elderly, and in paople who ara taking hata-sdranergic hlacking drugs.
Manitor for a need to lowar the dose of INVOKAMET to miniml2e the risk of
hypoglycemia in these patlents.

Ef@  Genital Mycolic Infactions

Canagliflozin increages the rigk of genital mycotic Infections. Patients with a
history of genital mycatic infections and unelrcumcised males were more likely to
tdavalop genftal mycotlc infections fsee Advarse Hem:tmns (8.1}, Manitor and
traat appropriately.

59 Hyparsensilivity Reactions

Hypersansitivity reactlons, ineluding angloadems and anaphylaxis, have been
reported with canagliffozin, Thasa reactlans generally occurrad within heurs to
days after Initiating canagliffozin. If hypersansitivity reactions accur, discontinue
usa of INVOKAMET, traat and monitor until signs and symptems resolve [see
Cantraindications {4) and Adverse Reactions (6.1, 8.2)]

510 Bone Fraciura ‘

An increased risk of bone fraclure, occurring &8 early as 12 waeks after
treatmant initiation, was observad in patlents using canaglifiozin, Considar factors
that contribute 1o fracture risk prior to initiating INVOKAMET [swa Adverse
Reactions (6.1)].

511 Vitamin By; Levals

In controlled, 26-waok clini¢al trials of metformin, a decrassa to subnarmal lavels
of previously normal serum vitamin By Jovals, without clinical manifestatlons, wes
ohservad In approximately 7% of metformin-treated patienmts. Such decreases,
possibly due to Interference with By abzorption from the By-inrinsle factor
compley, is, however, vary rarely associated with anemia or naurologic
manifastations dua to the short duration {lass than 1 year) of the clinleal trials,
This risk may he more relevant to patients recelving long-term treatment with
metformlh and advarsa hematologic and neurologle raactions have hean reported
postmarkating, The'dacrease In vitamin Bz levels appears to ba rapidly ravarsible
with discontinuation .of metformin or vitamin By, supplementation. Measure
hematologle paramstors on an annual basis in patlents on INVOKAMET and
Investigeta and treat if abnormalitiez ogcur. Patients with ingdaquate vitamin By,
or calcium intake or absorption may be pradisposad to developing subnormal
vitamin By levels, and routing sarum vitamin By measurement at 2- to 3-year
Intarvals Is recommandad in these patients.

512 Incraases in Low-Density Lipoprotaln {LDL-G)

Dose-related ingreaseas in LOL-C occur with canaglhiflozin feee Adverss Raactions
{6.1)], Monitor LOL-C and trest if appropriate after initiating INVOKAMET.

513 Maarovescular Quitcomas

Thera have bean no clinleal studles establlshing coneclusive evidence of
macrovascular ek reductien with {NVOKAMET or any othar antidlabetic drug
fsee Advarse Rasctions (6.1},

6  ADVERSE REACGTIONS

Tha following advarsa reactiong are also diseussad elsawhare in the labeling:

« Lactic Acldosis [see Boxed Werming and Warnings and Fregautions (8.1, 5.4}

« Hypotenslon fsee Warnings and Precautions (5.2)]

© « Ketoacidasls fses Waraings and Precautions (5.3)]

« Acute Kidney Injury and Impairment in Rensl Funetion fses Warnings and
Frecautions (5.4)}

Hyperkalamia fzes Warnings and Precautfons (5.5)]

Urosepsls and Pyalanaphritis fsee Warnings and Precautions (5.8)]
Hypoglycamia with Cancomitant Use of Sulfanylurea or lnsuhn [sag Warnings
and Precautions (5.7)]

Ganital Myeotic Infactions fsae Warnings and Frecautions {5.8)]
Hyparsensltivity Reactions [zee Warmings and Precsutlons (5.9)]

= Bone Fracture fsee Warnings and Precautions {5.10))

= Vitamin Bz Deficiency [sae Warnings and Pracautions (5.11)]

« Increases in Low-Dencity Lipopratain (LDV-C) fsea Warnings and Pracavtions (5. 12)}
61 Clinlcal Studias Experience

Bacause elinical trials are condocted under widely varying conditions, advarse
reaction ratas observed in the clinical trials of & drug cannot be directly
comparad ta the rafes in the clinical trials of another drug and may not reflect the
rates observed in clinleal practica.

Paol of Placeba-Contralled Trials
{anagliffozin

* The data in Tabla 1ia derived from four 28-waak placebo-cantrolled trials. In ona

wlal canagliflazin was wsad as monatherapy and in threa trials canpagliflozin was
usad as add-on therapy with matformin {with or without other agents) fsas
Ciinical Studlas (14)]. Thesa data reflact exposura of 1687 patients to anaglifiozin
and a mean duration of exposure ta canagliflozin of 28 weaks with 1275 patisnts
sipased fo a combinatlon of canaglilozln and metformin. Patignts receivad
canagliflozin 100 mg {N-833), canaglifiozin 300 mg (N=834] or placebo (N=G48)
qnea daily, Tha mean daily dose of metformin was 2138 mp (SD 337.3) for the 1275
patlants in the three placabo-contralled metformin add-on studies. The mean age
of tha population was 58 years and 2% were older than 75 years of age. Fifty
pereent (50%). of the population was male and 72% wera Caucasian, 12% wers
Aslan, and 5% ware Black or African Amerlcan. At bageling the population had
diabates for an averaga of 7.3 years, had s mean HbAIG of 8.0% snd 20% had
astablished mierovascular complications of dlabetes. Baseline renal function was
normal or mildly impaired {mean sGFR B8 mL/nin/1.73 m2).

Table 1 shows comnon gdvarse reactions agsociated with the usa of
canaglifiazin. These adverae reactions ware not presant at baseline, occurrad
more cammaonly on ¢anaglifigzin than on placabo, end occurred In at least 2% of
patients traatad with alther canaglifiozin 100 mq or canagliflozin 300 mg.
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Tahle 1: Advarze Reactlons Fromn Paol of Four 26-Week Placebo-Comrolled
Studies Raporiad In = 2% of Canagliflozin-Treatad Patienls®

Canagliflozin | Canagilflozin’

Placabo 100 mg 0 g

Adverse Heactlon N=646 N=f33 N=834
Urlnary tract infections® 3.8% 5.9% 4.4%
Incraased urinatlon? 0.7% 5.1% 4.6%
Thirst? : 01% 28% 24%
Constipation 0.8% 1.8% 24%
Naugsea 16% 21% 23%

N=312 " NadZ5 N=430

Femala genital mycotic infactiong’ 2.8% " 106% 1.6%
Vulvovaginal pruritus 0.0% 1.8% 8.2%
N=334 Nw=(8 N=404
Mala genital mycotic infactions? 0.7% 4.9% . 318%

* The four placehg-controlled trials included one monatharapy trial and three add-
an'combination trials with metformin, metformin and sulfonylurea, or metformin
and pioglitezana.

Tt Female ganital mycotic infections inciude the following adverse raactions:
Vulvevaginal candidiasls, Vulvovaginal myeotic infaction, Vulvavaginitiz, Vaginel
infaetion, Vulvitls, and Geniltal infection fungal, '

# Urinary tract infections include the following adverse reactions: Urlnary tract
infaction, Cystitis, Kidnay Infection, and Urosepsis.

! Increased urinatlan includes the followIng adverse reactions: Polyirla, Pollakiutla,
Urine output Increased, Micturltlon urgency, and Noeturia,

1 Mala genital mycotic Infections Include the following adverse reactions:
Balenltls or Balanopasthitis, Balanitls eandida, and Genital Infection fungal,

# Thirstingludes the [ollowing advarse reactlons: Thirst, Dry mouth, and Polydipsia,

Note: Percentagas were weighted by studies. Study welghts wara proportional to

1he harmonic mean of the threae treatment sampla sizes.

Abdominel pain was also more commonly reported in patients taking canaglifiozin

100 myg {1.8%), 300 mg {1,7%] than in patients taking placabo (0.8%).

Canaglifiozin end Metformin

The Incidence and type of adverse reactons in the three 26-week
lacabo-gontrolled metformin add-on studias, reprasanting a majority of data
rom the four 26-wesk placebo-controllad trlals, was similar to the adverse

reactions descrlbed in Tabla 1. Thare were no additional adverse raactlons

identified in tha paoling of these three placebo-controllad studies that included

matformin relativa to tha four placabo-gontrolled studies,

In a trial with canaglifiozin es Inltial comblnation tharapy with metfarmin fsee
Chnlcal Stydles (14.1)), an increased incidenca of dlarthea was observed In the
canaglifiozin and metformin combination groups {4.2%) compared to canaglifiozin
or matformin manatherapy groups (1.7%). .

Pool of Placabo- snd Active-Controfied Trials - Canaglifiozin

Tha occurrenca of adverse reactlons for eanaglifiazln was evaluated In a larger
poo| of patients participating in placabo- and active-canirolied trials.

The data combinad eight ¢linical trlals and reflact exposure of $177 patients to
eanagliflazin. The maan duratlen of exposure to ¢anaglifinzin was 38 waeks with
1832 individuals exposad to canagiiflozin for greater than 50 weeks. Patients
received canaglifiozin 100 mg (N=3092), canagliflozin 300 mg (N=3085} or
comparatar {N=3262) once daily. Tha mean age of the populstion was B0 yaars
and 5% were oldar than 75 years of age, Fifty-gight parcent (58%) of tha
populatlon was mala and 73% were Caucasian, 16% were Asian, and 4% ware
Black or African Amarican, At baseline, tha population had digbetas for an
avarage of 11 years, had a mean HbAIC of 8.0% and 33% had established
migrovascular complicatlons of diabetes. Bagaling renaf function was normal or
mildly impaired {maan eGFR B1 mL/min/1.73 m2),

Tha types and frequency of commaon sdverse resctions obsarved in tha pool of
glght clinical trials wara consistant with thosa listed in Table 1. Parcantages ware
walghted hy sludies, Study weights were proportional-to the harmonic maan of
the threa treatment sampla sizes, In this pool, canaglifiozin was aiso assoclated
with the adverse reactions of fatigue (1.8% with gomparetor, 2.2% with
eanaglifiozin 100 ma, and 2.0% with canagliflozin 300 mg) and loss of strangth ar
anargy [i.e,, asthenia) (0.6% with comparator, 0.7% with canaglifiozin 100 mg, and
1.1% with cenagliffozin 300 mg).

In ihe pool of eight clini¢al trials, the incidenca rate of pancraatitis (acute or
chronie) was 0.1, 0.2, and 0.1 roceiving comparator, canagliflozin 100 mg, and
canagliffozin 300 mg, respectlvely.

In the poal of aight linfeal trials, hyparsensitivity-relatad adverse reactions {includin
arythama, rah, pruritus, urticari, and angicedama) ocgurred in 3.0%, 3.6%, and 4.2
of patlants receiving comparator, canaglifiozin 100 mg, and canagliflozin 300 mg,

. respactively. Five patients experienced serious pdverse reactions of hypersensitvity
with canagliflozin, which includad 4 r‘atiarrts with urtlearia and 1 patient with & diffusa
razh end urticaria ogeurring within hours of exposura to canagliflozin, Among thesa
patients, 2 patiants discontinved canagliffozin. One patient with urticaria had
recurranee when canagliflozin was re-infilated. )

Photossnsltivity-relatad adverse reactlons {including photasensitivity reactlon,
pulymorphle light eruption, and sunburn) eccurred in 0.1%, 0.2%, and 0.2% of
patlents recelving comparator, canaglifiozin 100 mg, and canagliflozin 300 mg,
raspectivaly. '

Othar adverse reactions occurring mora frequently on canaglifiozin than an
comparator wara:

Volume Dapletion-Ralated Advarse Reactions

Canagliflozin results in an pametic diurasis, which may lead ie reductions in
intrevascular valumie. In elinical studies, traatment with canagliffozin was
associated with a dose-depandent incressa in the Incidence of volume
deplation-relatad adverse reagtions (e.q., hypotension, postural dizziness,
orthogtatic hypatansion, syncape, end dahydration]. An incraased Incidence was
absarved In patients on the 300 mg dose. The thraa factors associsted with the
lergast incressa in volume deplation-related adversa raactions ware the usza of
loap divratics, medarate renal impairment {eGFR 30 to less than 60 mL/min/1.73 m?},
and age 75 years and older (Tahle 2) [see Dosags and Administration {2.2),
Warnings and Pracautions (5.2), and Use in Spacific Popufations (8.5, 8.6)],

Tahle 2 Proporiion of Pallants With at Least Ona Yolume Depleiian-Related
Adverse Raaction {Paalad Rexults Trom 3 Clinical Trlals)

Comparator | Camegliflezin |- Ganagliffozin
Gronp® 100 my 300 mg

Hageline Charactaristle % % %
Overall population 15% 2.3% 4%

75 years of age and older! 2.6% 49% B.1%
8GFR Jess than

60 mL/min/1.73 mt 25% 4.7% 8.1%
Use of loap diuretle! 4.7% 3.2% 8.8%

* Ineludes placabo and active-gomparator groups
t Patignts could have mors than 1 of the listed rlsk factors

Falls

In & pael of nins clinical {rials with mean duratlon of expasure to eanaglifiozin of

45 weeks, the proportlen of patiants wha experiencad falls was 1.3%, 1.5%, and

2.1% with comparator, ¢anagliflozin 100 mg, and canagliflozin 300 m, respectively.

The hlgher risk of falls for patiants treated with canaglifiazin was obsarved within

tha first few weels of treatmant. :

Impairment in Ranal Function

Canaglifipzln Iz assaclated with 2 dose-dependent Increass In serum eraatining

and a concomitant fall In estimatad GFR [Tabla 8). Patlents with moderata ranal

impairment at haseline had larger mean changes.

Tahla 3: Changes in $erum Creatlnine and aGFA Assoclated with Canagliflazin
In the Pool of Four Placeho-Gantrolled Trials and Maderata Ranal

Intpairmant Trlal
Canaglifiazin | Canaglifiozin
. Placebo | 100mg 300 ing
! ) N=646 N=-853 N=fi34
.| Greatinine
Baselina {mg/dL} '0.84 0.82 0.42
o0FA {ml/
_— min/1.73 m?) 870 98 88
‘ool of Feur Craatinine
Placabo-  |woeks {mg/dy) 0.01 0.03 0.05
Cqﬂiﬂl"ﬂd change aGFR
Trials ml/min/1.73m% | 1.8 -34 54
Craatinine
End of
Traatmelpt (rggrgﬂ) 0.01 0.02 1.03
Change™ | imiminh 780 | 18 23 34
CGanagliflozin | Canaglifiozin
Placebo |  100myg 300 mg
N=50 N=50 Nw33
Creatinina i
Baseline ];EQFIF:IL} ?.61 1.62 163
mi/minf.73m?) | 40 38,1 385
Modarata Creatinine ‘ i
Renal Weekd  |tmg/dl) a.03 0.1 0.2
Impalrment {Change  [aGFR ‘
Trial mL/min/1.73m3 | 0.7 -48 6.2
End of {raatinine
Treatment |img/dL) 0.07 0.18 0,18
Chenga® [eGFR :
(mymin/1.73m3 | -1.6 =36 -40

* Week 26 in miTT LOGF population
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In the poal of four placebo-gontralled trials whera patients had normal or mitdly
Impaired basaline renal function, the proportlon of patiants who axperisncad at
laast one evant of significant renal function dacline, definad as an aQGFR below
80 ml/min/1.73 m? and 30% lowaer than basaline, wae 2.1% with placeho, 2,0% with
canagliflozin 100 mg, and 4.1% with canagliflazin 300 my. At the end of treatmant,
0.5% with plecabo, 0.7% with canagliflozin 100 mp, and 1.4% with canagliflozin
300 my had a significant renal function dacline. :

In & trlal carried out in patients with moderate renel Impairment with a
basefine 8GFR of 30 to less than 50 mL/min/1.73 m? {mean baseline «GFA
38 ml/min/1.73 m2), the propartion of patiants who experiencad at least one event
of signifleant renal function degling, defined as an ¢GFR 30% lowar.than haseline,
was 6.9% with placebn, 18% with canaglifiozin 100 mgq, and 22.5% with
canagllflozin 300 mp. At the and of treatment, 4.6% with placebo, 3.4% with
canaglifinzin 100 mg, and 2.2% with cenaglifiezin 300 mg had a slgnificent renal
function decllna.

in 2 pooled population of patients with madarate renal Impairmant (N=1085)
with basaling eGFR of 30 to less then 80 ml/min/1.73 m? {mean bessline eGFR
48 ml/min/1,73 m2), tha overall incldence of thase avants was lowar then In the
dedicated trial but a dose-dapendant Increass In incident episodes of significant
renal function decline comparad ta plagebo was still observed.

Use of canagliflozin has haen asgoclated with an increased incidence of
renal-rglatad adverse reactions {e.g., incraased hlood creatinine, deernased
glomerular filtration rate, renal Impairment, and acuta ranal failurel, particulatly in
patiants with moderate ranal impairment, .

In tha pooled analysis of patients with modarate renal impairmant, the Ineldence
of ranal-related adverse raactions was 3.7% with placeha, 8.9% with canaglifiozin
100 mg, and 9.3% with canagliffozin 300 mp. Discontinuationa dua to renal-ralated
adverse avents aceurred in 1.0% with placebo, 1.2% with canagliflozin 100 mg, and
1.6% with canagliflozin 300 mg [ses Warnings and Fregautions (5.4)]

Genits! Mycotic Infactions

In the pool of four placeho-contrallad clinical trials, female genltal mycotic
Infections le.g., vulvevaginal mycotic infaction, vulvevaginal candidiesis, and
vulvavaginitis) aceurred In 2.8%, 10.8%, and 11.6% of females {raated with
placebo, canaglifiozin 100 mg, and canaglifiozin 300 mg, respectively. Fatlants
with 8 history of ganital mycatle infections were mare likaly to develop genital
mycatic infectlans on canagliflozin, Female patients who devafopad genftal
mycotic infections an canaglifiozin were mare likely to experiance recurrance
and ratjuire treatmant with oral or topleal antifungal agents and anti-microbial
agients. In females, dlscontinuation due to genital my¢otic infactions ocourrad
in 0% and 0.7% of patiants treatad with placebo and canagliflozin, respectively
[sea Warnings and Precautlons {5.8)].

In the pool of four placebo-contrafled clinical trlals, mala genital mycatic
infactions {e.q., candidal balanitis, balanoposthitis) occurrad in 0.7%, 4.2%, and
38% of males treatad with placebo, ¢anagliflozin 100 mg, and canagliflazin
300 mpy, respectively. Male genital mycotic infactions ocourrad more commonly in
uncircumeised malas and in males with a prior history of balanltls or
balanoposthitis, Mala patignts who davaloped genital myeotic infuetlons on
canaglifiozin ware maory likely to axperienca recurrent infegtians {(22% an
canaglillozin versus none on placebol), and raquire traatment with oral ar topical
antifungal agents and antl-microbisl agents than patients on comparators, In
malaz, discontinuations due to genital mycotle infections occurred In 0% and 0.5%
of patients treated with placabo and canaglifiozin, raspectivaly. In the pooled
analysis of 8 cantrolled trials, phimosis was reported in 0.3% of unelrcumeisad
mala patlents treated with canagliflozin and 0.2% requirad circumcision to trest
the phimosis fasa Warnings and Precautions (5.8]].

Rypoglyeamia

In canaglifiozin clinical trialz, hypoglycemia was dafined as any event ragardless
of symptoms, where blochemical hypoglycamla was documentsd {any glucose
valus halow or agual to 70 ma/dL). Severa hypoglycemia wes defined as an event
consistent with hypoglycemia whara the patiant requirad the assistanca of
another person to vecaver, lost conscionsness, or experienced & seizure
(regardless of whather hlochamical documentstion of a low glucose value was
ohtained}. {n individual clinical trlals fses Clinicel Studies {14.6)], episodas of
hypoglycemia occurred at a higher rats when canagliflozin was co-administerad
with Insulin or gulfonyluress {Table 4) fsee Warnings and Procautions (8.7},

Tahle &: Incldence of Hypoglycemla® In Controlled Clinleal Studlas

" Tahle 4; Jncldence of Hypoglycemla® in Gontealled Clinlcal Studles {contlnued)

‘ Canaglifiozin | Canaglifiozin
In Cambingtion with Placaho 100 my 300 m
Matformin {18 weaks} {N=9%) {N=93) (N:-SS?
Overalt [N {%)] 3(3.2) 4(43) 3{3.2)
Canagliflezin | Ganagliflozin
Platabo 100 my 300 mg
In Comblination with +Metlormin | + Matiormin | + Matformin
Metformin + Sulfonylurea | + Sulfonylurea | + Sulfonylurea | + Sullonyluraa
{26 weeks) {N=156) {N=157) {Nw156}
Ovarall [N (%)1 24{15.4) 43(27.4) 47 {30.1}
Savere [N (%)) 1 (0.8} 1 {0.6) 0
Canagliflozin | Ganagliflozin
Placabn 160 mg 300 myg
In CombInation with 4+ Metiomin | +Matlormin | + Metiarmin
Mattormin + Pioglitazone + Ploplitazona | + Pioglitazons | + Ploglitezons
{28 waeks) {Na115) th=113| {N=114)
Overal} IN {%)] {26 (2.7 8{5.3)
Canmagliffozin | Canagliflozin
In Combination wilh Inaufin Placebo 100 my 300 mg
(18 waaks) {N=565} {N=556) {N=5d7)
Overall [N (%)] 208 {36.8) 279 149.3) 285 {48.6)
Savara [N (%) 14(25) 10{1.8} 16127)
Canaglifiozin | Canaglifiezin
In Combinalion with Inaulin Placeha 100 my 300 mg
and Matformin (18 weela)é {N=145) {N=138) {N=148)
Overalf [N {%)] 66 {45.5) 58 {41.7) 70 {47.3)
Savora (N (%)) 428} 107 3(2.0)

* Number of patients axperienzing at least one event of hypoglycemia based on
althar biochamically documented aplzodes ar savere hypoglycemie aventsin tha

intant-to-trest population

Canaglifiazin | Ganagliflozin
Manatherapy _ Placaho 100 mg 300 m
{26 waaks) {N=132) {N=135) {hl=19gl
Ovarall [N (%] 5(2.8) 7{3.6) & (3.0)

‘Canagliflazin | CGanaglifiozin
In Combination with Placaho 100 mg 300 mg
Metformin +Metformin | +Matformin | +Matformin
{26 weels) {Nw183) (N=368) (N=387)
Quarall N {%)] 3{1.6) 16{4.91 17 {4.6)
Sevara [N (%)) 0{0) 1{0.3) 1{0.3)

* Severa opisodes of hypoglycamia were defined as those whare the patent
raguired the assistanca of anather person to recovar, lost conseiousness, or
anparienced a saizure {ragardless of whether hlochemleal documantation of a
low glueosa valus was obtained)

* Phase 2 clinleal study with twice daily doslng {50 mg or 150 mg twice daily In
combination with metformin}

¥ Subgroup of patients {N=207} fram insulin subsludy an canaglifiozin in combination
with metfarmin and insulln {with or without other antiglyzemic agents)

The eccurrence of bone fractures was avaluatad in a poal of ning clinleal trials
with & mean duration of exposure to canagliflozin of 85 weeks. The incldance
ratez of adjudicated hona fracturas were 1,1, 1.4, and 1.5 per 100 patient-years of
expasure in the comparator, canaglifiozin 100 mg, and canaglifiozin 300 mg
groups, raspectivaly. Fractures were abserved asz early as 12 weaks after
traatment Initiation and ware mora likely to ha low frauma Ka. .. fall from na mora
than standing height), and affect the upper extremitiss fses Warnings end
Pracautions {5,111

Matformin .
The most common adverss raactions (5% or greater incidenca| due ta initiation of
metlormin are diarrhaa, naugea, vomiting, flatulanca, asthenla, indigestion,
abdominal dizcomfort, and headache.

Long-term tregtmeant with metfarmin has bean asaorlatad with # dacrease in vitamin
By, which may very rarely result in clinically significant vitamin By, deficlancy
(e.g., megalohlastic anemia) fsee Warnings and Pracautiops (5.12)],

Laboratory and Imaging Tests

Inzraases in Serum Potassium

In & pooled population of patienty {N=723) with moderata rensl Impairment
{eGFF 45 1o less than 60 mL/min/1.73 m2), Inereases In sarum potassium to preater
than 54 mEq/L and 15% above baseline oceurred in 5.3%, 5.0%, and 8.8% of
patients treated with placebo, canaglifiozin 100 my, and canagliflozin 300 mg,
respectivaly. Severe elavations (greater than or egual 1o 6.5 mEg/L) ozcurrad
In 0.4% of patients treatad with placebo, no patients treated with canagliflozin
100 mg, nmr 1.3% of patients traated with canagliflozin 300 mg.

In these patients, Insreases in potassium ware mora commonly £aan in thosa with
elovated potassium at baseline, Amang patients with mederate renal impairmant,
approximately #4% were taking madications that intarfara with potassium
excretlan, such as potassium-sparing dluratics, angiotensin-converting-anzyma
inhibitors, and angiotensin-receplor blockers [ses Warnings snd Pracautions (5.2,
5.5) end Use in Specific Populations (8.8)].

Incragses in Serum Magnesium

Doze-refaiad increasss in serum magnesium ware obaervad early after initiation of
canagliflozin {within 6 weaks) and remained slevated throughout treatmant. In tha
pool of four plagebo-controlled trials, the mesn percent ¢hange in &arum
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magnasium levels was 8.1% and 9.3% with canagliflozin 100 mg and canagliflozin
300 mg, respactively, compared to -0.6% with placebo. In # trial of patients with
madearate renal Impairment, sarum magnesium levels increased by 0.2%, 9.2%, apd
14.8% with placehn, canagliflozin 100 mg, and canagliflozin 300 mg, respactively,

Increases in Serim Phosphate
Dose-related Incraases In ferum phosphsta levels ware observad with
_ canaglifiozin. In the pool of four placebo-confrolled trials, the mean percent
change in serum phosphate lavels ware 3.6% and 5.1% with canaaliflozin 100 mg
and canagliflozin 300 mg, respactively, compared 1o 1.5% with placebs, In a trial
of patients with modarate renal impairment, the mean serum phosphste lavals
incraasad by 1.2%, 5.0%, and 8.3% with plagabo, canaplillozin 100 mg, and
canagliflazin 300 ma, respectivaly.

" Increases in Low-Density Lipoprotein Cholesterof (LDL-C) and ron-High-Density
Lipoprotain Cholestorol {non-HDL-C)

1n the pol of four placabo-controlled trials, dose-relatad increasas in LOL-C with

canaglillozin were observed. Mean changes {percent changes) from baseling in
LOL-C ralative to placebo were 4.4 mg/fdl {45%) and B.2 mg/dL {B.0%) with
canaglifiozin 100 mg and cenagliflozin 300 mp, respsctively. The mean basaline
LDL-C levels wara 104 to 110 mg/dL across ireatment groups fsee Warnings end
FProceutions {5,72)].

Dose-relatad increasas in non-HOL-C with cansgliflazin were ohserved, Maan
changes (percant chengas) from haseline in non-HDL-C-ralative to placebo wara
2.1 mg/dL {1.5%) and 5.7 mg/dL (3.0%) with canaglifiozin 100 mg end 300 mg,
raspectively. The mean baseling non-HOL-C lavals wara 140 to 147 mg/dL across
treatmant groups.

Incraases In Hemoglobin

In the pool of four placabo-contrallad tials, mean changas {percent chanass)
from basaling in hamoglobln were -0.18 g/dL {-1.1%) with placebo, 0.47 g/dl.
{3.5%) with canagliflozin 100 mp, and 0,51 g/dL (3.8%) with canagliflozin 300 mg.
The mean hagaline hemaglohin valug wss approximaraly 14,1 p/dL across
treatmant ‘groups. At the end of treatmant, 0.8%, 4.0%, and 2.7% of patients
traated with placebo, cahagliflozin 100 ma, and canaglifiozin 300 mg, respactivaly,
had hamoglohln Javels sbova the uppar limit of normal,

Decroasas in Bona Mineral Dansity

Bane mineral density (BMD) wes measured by dual-enargy X-ray absorptiometry
in 8 elinical tlal of 714 older adults {mean aga 64 years). At 2 years, patients
randomized to canaglifiozin 100 mg and caneglifigzin 300 mg had placabo-
corracted declines in BMD at the total hip of 0.9% and 1.2%, respectivaly, and at
the lumbar spina af 0.3% and 0.7%, respactively. Additionally, placebn-adjusted
BMD ds¢lines wera 0.1% at the famoral nack for bath canagliflozin doses and
.04% at the distal foregrm for petlants randomized to canagliliozin 300 mg, Tha
plecebo-adjustad change at the digtal forearm for patlants rendamized to
canagliflozin 100 mg was 0%,

6.2 Postmarkating Exparlence

Additlanal adversa reactions have bean idemtiflad during postapproval uae of
canagliflozin. Begause thesa raactions ara reportsd voluntarlly from e population
af uncertain siza, it is ganarally not possible to reliably estimate thelr frequency or
establish a causal relationship to drug exposura.

" Ketoacldasis fses Warnings and Frecautions (6.3)]

Acute Kidney Injury and Impeirment in Fenal Function [see Warnings and
Frecautlons (6.4))

Anaphylaxis, Angioadema [zea Warnings and Frecautions (5.8))
Lrasapsis and Pyelonephritis fsea Warnings and Preceutions {5.6)]

7  DRUG INTERACTIONS

71 [Orug Isteractions with Metformln

Carbonic Anfiydrass Ighibitors

Toplramata or other carbonic anhydrasa inhibitors [e.g., zonisamide,
acetazolamide or dichlorphanamide) frequently causes a decresse in serum
bicarbonata and induce non-anion gap, hyperchloremic matabolic acidosis,
Concomitant u&e of thesa drugs with INVOKAMET may inerease the risk for laetic
acidosls. Conaidar more fraquant monitoring of thase patients.

Dru t R a in Claar,

Drugs that are eliminated by renal tubular secration {e.g, eationic drugs such as
cimetidina) have iha potential for interaction with metiormin by compating for
commaon renal tubular transport systems, and may ingrease the accumulation of
metfarmin and the risk for lactic acidosia fses Clinicel Pharmacology (12.3)]
Gonsider more fraquant monitering of thasa patients.

Aleghal

Alcahal is known to pofantlate the effact of matformin on-lactate metabolism,
Wain patlants ageinst excessiva alcohol intake while raceiving INVOKAMET.

ru i i
Certain drugs tend 1o produce hyperglycemia and may lead to loss of glycamie
control, Thase drugs include the thiazides and other diurstles, corticosteroids,
phanothiazines, thyroid products, estrogens, oral cantraceptlves, phenytoin,
nicolinle acid, synipathomimatics, cal¢lum channel blockers, and isoniazid. When
such dregs are administered to a patient receiving INVOKAMET, menitar for

* loss of blgod glucose control, When such drugs are withdrawn from a patient

racaiving INVOKAMET, manitor for hypoglycemla,
7.2 Drug Interections with Canagliflozin

UGT Eqzvme Inducars
Rifampin; Rifampin lowarad canagliflozin exposure which may reduca the ellcacy
of INVOKAMET, If an inducer of UGTs la.g., rifampin, phanytoin, phanobarbital,
ritonavir) must be eo-administarad with INVOKAMET, consider increaslng the
dese 1o ¢anaglifiozin 150 mg twlee daily If patients are curranily toleraiing
INVOKAMET with 50 mg canaglifiozin twice dally, have ‘an eGFR greatar than
60 mUmin/173 m?, and require additional glycemie control, Consider ather
anilfyperglycemic therapy in patients with an eGFR of 45 1o lass than
60 mb/min/1.73 m? racaiving concurrent tharapy with a UGT inducer and require
additional alycemic control [sea Dosage and Adminlstration (2.3) and Clinical
Pharmacology (12.3))
Diqoxin
Canagliflozin Increased digaxin exposure. Digoxin, as a cationic drug, alzo hes the
poteriial to compata with metformin for commaon renal tubular transport systems
[see Druy Interactions (7.7)] Manitor patients taking INVOKAMET with
concomitant digaxin for a naed to adjust doge af either drug. R
L 1
Positive Uring Glugose Tost
Monftoring glyzamic contro| with urlne plucosa tests is not recommended In
patients taking $GLT2 inhibitors as $GLT2 inhibiters increase urinary glucose
excration and wili lead to pasitive urihe glucosa tasts, Use alternativa methods to
monitar glycemic cantrol,

interferance with 1,5-anhydroglucitol {1,5-A6) Assay

Monltaring glyeemic control with 15-AG assay iz not recommended &s
meaguramants of 1,5-AG ara unraliable in aszesging glycemic control in patients
taking SGLT2 inhibitars. Use alternative methods to monitar glycemlc control.

B USEIN SPEGIFIC POFULATIONS

B1  Pregnancy

Rigk Summary

Based on animal data showing adverse fenal effects, INVOKAMET is nat
recammended during the sacond end third trimastars of pragnancy.

Limited data with INVOKAMET or canaglifiozin In pregnant women are not
sufficient to determina a drug-associated risk for major blrth defects or
miscacriage, Published studles with matformin use during pregnancy have not
reportad 2 clear agsaciation with metformin and majar birth defact or miscarriage
risk fsee Datal There are risks ta tha mother and fetus associatad with poarly -
contrellad diahetas in pregnancy {see Olinical Considarations]

In animal studies, adverse renal pelvie and tubule dilataiions that wera not
revorsible ware observad in rats when canaglifiozin waz administered at an
exposure 0.5-timas the 300 mg clinical dose, basad on AUC during a period of
renal devalopment correspanding to the late second end third trimesters of
human pregnancy. No adversa developmental effacts were ghserved when
metfarmin was administerad to pragnant Spragua Dawley rats and rabbits during
the perlod of organagenesis at doses up ta 2- and B-times, regpaciively, s 2000 mg
clinical dose, based on body surface area [sae Datal

The estimated hackground risk of majer birth defacts is 6-10% In women with pre-
gestational diahetes with an HbAlc »7 end has been raported to be-as high as
20-26% in women with & HbAle =10, Tha estimated background risk of
miscatriage for the indicated population iz unknown, [n the U.S. general
population, the estimatad background risk of major birth defects and miscarriage
in clinically recopnized pragnancles is 2-4% and 15-20%, raspectively.

Clinizal Cangiderations

Dizaaze-associated matarnal end/or embryo/fatal risk .
Pourly controlled diahstes in pregnancy increasas the maternal riak for diabatic
ketorcldosis, pra-aclampsia, spontaneaus abortians, preterm delivery, stillbirth
and defivery complications. Poorly controlled diabetas increazes the fetal risk for
ma]or birth defacts, stillhlrth, and macrosomia ralated morhidity.

Datm

Human Deta

Published data from post-markating studles have not raported a claar assaciation
with metformin and major birth defects, miscartiage, or adverse matarmal or fatal
outcomes whin metformin was used during pragnancy. Howaver, these studles
cannat definitely establish tha absence of any metformin-aszaclated risk because
of methadological fimitations, Including small sample size and inconslstent
cOMparator groups.

Animal Data

Cangglifipzin : ‘

Ganagliflozin dosed directly to juvenila rats from pastnatal day (PND) 21 until PND
90 at doses of 4, 20, 65, ar 100 mg/kg ncreased kidney waights and dose
depandently Increased the incldence and severity of renal pelvie and tukular
dilatation at all doses tested. Exposure at the lowast dose was greatar than or
aqual to 05-times the 300 mg clinical dose, based on AUC, These outcomes
aceurred with drug exposure during periods of renal development in rata that
carraspongd to the late sacond and third trimester of human renal development,
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Tha renal pelvic dlletations observad in juvenila animals did not fully reverse
within & 1 month recovery pariod.

In ambryo-fetsl development studies in rats and rabhits, canagliflozin was
administared for intervals coinclding with tha first trimestar period of
organogenesis in humans, No developmantal toxicities Indapendent of maternal
toxicity were obsarved when eanagliflozin was administered at dosea up to 100
mo/ky In pregnant rats and 160 mg/ky In pregnant rabbits during embryoni¢
organogenesls or during a study in which maternal rats were dosad from
gestation day {GD) 6 through PND 21, yielding exposures up to approximately
18-timas the 300 mg clinlcal dose, hasad on AUC, |

Metformin hydrochlorlde did not cause adverse devalopmentel effacts when
administerad ta pregnant Sprague Dawley rats and rabbits up to 600 mg/kp/day
during the period of organogenesis. This represants an exposura of about 2- and
G-times a 2000 mg clinlzal dose besad on body surface area {mg/m2) for rats and
rabbits, respectivaly.

Canagliflozin and Matformin

No adverse davelopmental effects wera obzerved when canagliflazin and
metformin were co-sdminkstarad to pregnant rats during the periad of
organogenesis at exposures up to 11 and 13 times, respactively, the 300 mg and,
2000 mg clinlcal doses of canaglifiozin and metformin basad on AUC,

8.2 Lactalion

Risk Summary )

There is no information regarding the presenca of INVOKAMET or cenadliflozin in
human milk, the affacts on the hraastfad infant, or tha effects an milk production.
Limited published studlas raport that matformin is presaent in human milk [sse
Data], Howaver, thare is insufficlant informatian on the effects of metformin on tha
braastfad infant and no availabla Information on the affects of matformin on milk
production. Canaglifiozin 1s present in the milk of actating rats fsea Data). Since
human kidney maturation oeeurs in uzere and during the first 2 years of life whan
lactational expogura may occur, thera may be rlsk to the develaplng human kidney.

Becavsa of the potential for serious advarse reactlons in a hreastfed infant,
advise woman that use of INVOKAMET iz not recommended while breastfaading.

Dty

Human Data

Published clinigal |actation studias raport that metformin is prasent in human mllk
which resultad in infant dagas approximately 0.11% to 1% of the matarnal weight-
adjustad dosage and a milk/plasma ratio ranging between 0.13 and 1, Hawavar,
the studlas were nat degigned to dafinitely establlsh tha risk of use of metfarmin
during Jactation becapsa of small sempla size and limitad adverse avent data
collected in Infants, ’

Animal Data

‘Radiolabelad canagliflozin administered ta lactating rats an day 13 pest-partum
was present at a milk/plasma ratio of 1.40, Indieating that eanaglifiozin and its
metahalitas are transfarred into milk at a concentration comparable to that in
plasma, Juvenlla rats direetly axposed to canaglifiozln showed a risk to the
davaloping kidnay {renal pelvi¢ and tubular dilatations) during maturation,

8.3 Females and Malas of Reproductive Potentlal
Discuss tha patential for unintanded pregnancy with pramenopausal women as
therapy with matfermin may resultin ovulation In some anovulatory women.

B4 Padlatric Use .
Safety and effectivanass of INVOKAMET in pedistrlc patients under 18 years of
age have not hean exstablishad.

f5  Qeriatric Usa

INVOKAMET

Bacause renal function abnormalities can occur efter initiating cenagliflozin,
matformin is substantially excretad by the kidnay, and aging can be sssoclated
with réducad renal junetion, monitor ranal function more frequently after initieting
INVOKAMET In the elderly and then adjust dose based on renal function fsee
Dasaga and Administration {2.2) and Warnings and Preceutions (5.1, 3.3)].

Canagliflazin
Two thousand thirty-four {2034) patients 85 years and oldar, and 345 patiants
75 yaars and older ware exposed to canagliflozin in nine clinical studies of
canagliflozin. Of these patients, 1334 petlants 65 years and older and 181 patients
15 years end older ware expased to the combination of canagliflozin and
matformin fsee Clinieal Studias {14)]. Patients 65 years and alder had g highaer
incidence of adverse reactions releted to reduced intravascular volume with
canaglifiozin {uch as hypotansion, postural dizziness, orthostatic hypotansion,
* syncopa, and dehvdratiung. particularly with tha 300 mg dally doss, compered to
younger patients; a mora prominent Increase in tha incidenca was seen In
patiants who wara 75 yeers and older [sse Dosage and Administration {2.1) and
Adversa Reactions (6.1)]. Smaller raductions in HhA1G with eanagliflozin relativa
to placebo were gean [n older (85 years and older; -0.61% with canaglifiozin
100 mg and -0.24% with ¢anagliflozin 300 mq relative to placebo) compared to
younger patients {-0.72% with canaglifiozin 100 mq and -0.87% with canaglilozin
. 300 mq ralativa to placabo).

Metformin

Controlled clinleal studies of matformin dld not include sufficient numbare of
eldarly patients to determine whathar they respond differently rom younger
patients, although other reported clinleal experlance has nat identified
diffarances In responses betwaan the elderly and younger patiants. The initlal and
maintanance dosing of metformin should be conservelive in patients with
advanced age due to the potantial for decreased renal function in this population.
Any doge adjustment should be based on a careful assessment of renal function
[see Contraindicstions {4), Warnings and Precavtions (5.3), and Clinical
Pharmacelogy (12.3)] .

46 Renal Impalrment

Canagliflozin

The efficacy and safety of canaglifiozin wera evaluated In a study that Included
patlants with modarate renal impairmant {eGFA 30 to less than 50 mL/min/1.73 m2).
These paliants had less gverall glycemic afficacy and had a higher ggeurrence of
advarse reactions ralated to raducad Intravascular volume, ranal-related adverse
reactions, and decraasas in eGFR compared to petiants with mild ranal impairmant
aor normal renal function {aGFR greater then or equal to 86 mL/min/1.73 md). Dose-
ralatad, transient mean increases in sorum potassium were observed sarly aflar
initiation of canaglifiozin {i.e., within 3 weeks) in this trial, Increases in sgrum
potassium of greater than 5.4 mEq/L and 15% above hasalina occurrad In 16.1%,
124%, and 27.0% of patients traated with placebo, canaglifiozin 100 ma, and
canagliflozin 300 my, raspectively, Sevara elevations (greater than or equal o
65 mEg/L) accurred in 1.1%, 2.2%, and 22% of patients treated with placebo,
cenaglifiozin 100 mg, and canagliflozin 300 mg, raspactivaly fsee Dosage snd
Adminigtration {2.2), Contraindications (4). Warnings and Pracauvtions (5.1, 5.3, 5.4),
and Adverse Reactions (6.1)].

Thae afilcacy and safaty of canagliflezin have not baen astablished in patients with
severe ranal impairmant {eGFR less than 30 ml/min/1.73 m3), with ESAD, or
raceiving dialysls. Canagliflozin is not expacted to be effactive in thasi patient
populations fses Contraindications (4) and Clinical Pharmacology (12.3)}

8.7 Hepatla Impairmant

Use of matfarmin in patients with hepetic Impairment has baen assoclatad with
stime cases of lactic acidosis, INVOKAMET is not recommended in patiants with
hepatle Impairment, fzee Warnings end Precautions {5.1)]

10 OVERDOSAGE .
In the event of an overdosa with INVOKAMET, cantact the Poison Contral Canter.
Employ the usual supportive measuras (e.q,, remove unabsarbad material from
the gastrointestingl tract, employ cllnical monitoring, and instituta supportive
traatment) as dictated hy the patient’s clinical status. Canagliflozin was nagligibly
remaved during & 4-hour hemadialysis session, Canaglifiozin is nat expected to ba
dialyzabla by peritoneal dialysis. Metiormin is dialyzebla with a clesranca of up to
170 mL/min under good hemadynemic conditians. Therefora, hemodialysis may be
uvseful partly for removal of accumulated matformin from patients in wham
INVOKAMET overdosage is suspectad.

Canaglifiozin
Therg were no reports of gverdsse during the elinical development program
of canaglifiozin.

Matfarmin

Overdose of metformin hydrochlaride has occurred, including Ingastion of
amounts graater than 50 grams. Hypoglycamia was reportad in approximately
10% of cases, but no causal sssocialion with metformin hydrachloride hes heen
establishad. Lactic acldosis has been raparted in epproximately 32% of metformin
ovardose cases [see Warnings and Pracautions (5.1)]

11 DESCRIPTION .

INVOKAMET {canagliflozin and metformin hydrachlaride) tahlets eontain two oral
antihyperglycemic drugs used in the managament of type 2 diabetes: canaglifiozin
and metlgrmin hydrochlorida.

CGanaglifiozin

Canagliflozin ig gn Inhibitor of sodium-glucose co-transporter 2 {SGLT2), tha
transparter raspansigle far reabsorbing the majority of glucose filterad by the
lddnay. Canagliflozin is c¢hamically known az (15}-1,5-anhydro-1-{3-][5-{4-
flugraphanyl}-Z-thianyijmethyl]-4-mathylphenyll-D-glucital hemihydrata and its
molecular formula and waight are CyHyF0:5+1/2 H;0 and 45353, respectivaly.
Tha structural formula for ¢anaglhiflozin is;

Canaglifiozin is practically inzolubla in aguaous media from pH 1.1 to 12.9.
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Matformin Hydrochlorida

Metformin hydrochloride is not chemically or pharmacalogleally related ta any
~other classes of aral antihyparglycemic agents. Metformin hydrochloride 1s
chemically known ss 1,1-Dimethyfhiguanide hydrochlaride and Its molecular
formula and waight are CHyNs+ HCl and 165.62, respactivaly. The structural
farmola for metformin hydrochloride is:

H H

__CH
H,NT NH rlr" * Ha
CHj

INVOKAMET

INVOKAMET fs supplied as f(ilm-coated tablats for oral administration, Each
50 mp/400 mg tablet and 50 mg/1,000 mg tablet contelns 51 mg of canaglifiozin
aquivalent ta 50 mg canagliflozin {anhydrous) and 500 mg or 1,000 mg matformin
hydrochloride. Each 150 mg/500 mg tablet and 150 mg/1,000 mg tablet contains
153 my of canagliliozin equivalent to 156 mg canagliflazin {anhydraus) and 500 mg
or 1,000 mg matfarmin hydrachloride,

Inactive ingrediants of the core tablet are croscarmallose sodium, hypromelloss,
magnaslum stearats, and microcrystafline celluloss, The magnesium staarate is
vegatable-sourcad. The tablats ara finished with a commarcially aveilabla
film-coating consisting of the Ffollowing excipiunts: Macroaol/PEG, polyvinyl
alcoho! (partlally hydrolyzed), tale, titanium dioxide, Iron oxida yellow,
{50 mg/1,000 mg and 150 mg/500 mg tablets anlyl, Iron oxide rad, (50 mg/1,000 mg,
150 mg/500 mg end 150 mg/1,000 my tablets anly), and irgn oxide black
(150 mg/1,000 mg tablata antyl.

12 CLINICAL PHARMACOLOGY

121 Mechanigm of Aotion

INVOKAMET

INVOKAMET {canagliflozin and metformin hydrochlorlda) combines twa oral
antihyperglycemie agents with complementary machanisms of action to improva
glycamle control in patlants with typa 2 diabetes: cenaglifiozin, 8 sodium-glucose
co-transpatter 2 {SGLT2) inhlbitor, and metformin hydrachleride, a member of the
biguanide class,

Canagliflozin

Sodium-glucosa co-transporter 2 (sam) exprassad in the proximal renal tuhulas,
lg responsible for the majority of tha reabsorption of filtered glueose from the
tubular lumen. Canaglifiozln is an inhibitor of $GLT2. By inhibiting SGLTZ,
canaglifiozin raducas reabgsorptlon of filterad glucose and lowers the renal
threshold for glucosa {RT,), and therehy Increases urinary glucose excretion (UGE),

Metformlin )

Matfarmin Iz 8n antihyparglycemls agent which Improves glucose tolerance in
patients with type Z dlabotes, lowerlng both basal and postprendial plasma
filucose. Metfarmin decreases hapatic glucosa production, decreases intastinal
absorption of glucoge, and improves Insulin saneltlvity by increasing perlpharal
glucoss uptake and utflizatlen. Metformin does not produce hypogiycemia in either
patiants with type 2 diabetes or normal patlents excapt in speeial circumstances
[sea Warnings and Pracautions {5.7)] and does not eavsa hyperinsullnemia. With
metformin therapy, insulin secretion remains unchanged while fasting Tnsulin
lavels and dey-long plasma insulln rasponse may actually decraase.

122 Pharmacodynamles

Ganaglifiazin

"Fallowing single and multiple oraj doses of canagliflozin in patlants with typa 2
digbatas, dose-depandant decreases In RTg and Incraases in winary glucesa
excretion ware observed. Fram a starting ATy value of approximately 240 mg/dL,
eanaglifozin st 100 mg and 300 mg once deily suppressed RT; throughout the
24-hour pariod. Maximal suppression of mean RTg over the 24-hour period was
seen with the 300 mg dally dese to approximataly 70 ta 90 mg/dL in patlsnts with
typa 2 diabetes in Phase 1 studiss. Tha reductions In AT led to increases in mgan
UGE of approximately 100 g/day in patients with type 2 disbetes treated with
aithar 100 mg or 300 mg of canagliflozin, Tha 24-h mean AT, at steady state was
simllar following anca daily and twice daily dosing regimens at the same tatal
daily dose of 100 mg ar 300 mg. In patients with type 2 diabetes given 100 to
300 mg on¢a daily over e 18-day dosing perlod, raductions in RTy and Inereases
In urlnaty glucosa axcretion ware absarved over the dosing parlod. In this study,
plesma glucose declined In & dose-dependent fashion within the first day
of dosing,

Cardlac Electrophyslology

In & randomized, doubla-blind, plucsbo-cunlrolled active-comparatar, 4-way
crossover study, 60 heshhy sublects waera administered a single oral doge of
canagliflozin 300 my, canagliflozin 1,200 mg (4 times the meximum recommendad
dose), moxifloxacin, and placebo, Na meaningful ¢changes in OT¢ Intarval were
. observed with alther the racemmanded dosa of 300 mg or the 1,200 mg dasa.

12.3 Pharmacakinetics

INVOKAMET

The results of a bicequivalence study In healthy subjacts demonstratad that
INVOKAMET 5t mg/500 mg, 50 mg/1,000 mg, 156 mg/500 mg and 150 mg/1,000 mg
cgmbination teblets ara bicequivalent to co-admlinistration of corrasponding
doses of canagliflozin and metformin hydrochloride as Individual tablets under
fad conditions.

Administration of INVOKAMET 150 mg/1,800 mg fixed-doge comblnation with foed
resulted In na change in averall exposura of canagliflozin, Thare was no change
In matformin AUC; however, the mean peak plasma concentration of metformin
was dacraased by 16% whan administared with fond. A dalayed tlma ta peak
plasma con¢entration was obsaervad for both camponents (a dalay of 2 hours for
canaglifiozin and 1 hour for metfarmin} under fed ¢onditions, Thasa changes are
not likely to ba clinically maaningful,

Canaglifipzin

The pharmacokinetics of canagllflazin is easantlallv similar in healthy subjacts
and patlants with fype 2 diabetes, Follawing single-dosa oral admlnlstration of
100 mg and 300 mp of canagliflozin, paek plasma concentrations (medien Toyy) of
canaplifiozin oceurs within 1 ta 2 hours post-dose. Plasma Cpn, and AUC of
canaglifiozin increased in a dosa-proparilonal manner fram 50 mg to 302 mg. The
apparant tarminal half-life {t,,) was 10.6 hours and 13.1 hours for the 100 mg and
300 mg dozes, respactivaly. Steady-state wag reachad after 4 to § days of
once-daily dosing with canagliflezin 100 mg to 300 my, Canaglifiozin doss not
axhibit time-depandant pharmacokinetics and accumulsted In plasma up to 38%
followlng multiple doses of 100 mg and 300 mg. The maan systeml: axposure

(AUG) at steady state was similar following anca daily and twice daily dozing

ragimans at the sama total daily dose of 100 mg or 300 mg.

Absaorptian
Canaglifiozin '
The mean absolute oral bloavailability of canagliflezin Is approximately 65%.

Metformin

Tha absolute biaavailability of a matformin hydrachloride 508 mg tablet given
under fasting conditlons is approximataly 50% to 80%. Studies uslng single oral
doses of metformin hydrochlaride 500 to 1,500 mg, and 850 to 2,550 mg, Indlcate
that there 13 a lack of dose propartionality with Incragsing doses, which is due to
decraasad absorption rather than an alteration in elimination,

Distribution

Canaplifiozin

The mean steady-state velume of distribution of canaglifiozin fuﬂowing a single
Intravenous Infusion in healthy subjects was 835 L, suggesting extensive tissua
distrihution. Canagliflozin is extensively bound to proteins in plagma {39%), mainly
to albumin. Protein binding is independant of canagliflozin plasma concentrations,
Plasma protain binding is not meaningfully altered in patlants with renal ar
hapatic impairmant,

Metformin :

Tha apparent volume of distrlbution {V/F) of matformin following single orel doses
of metformin hydrochloride 860 my tablats everagad 654 + 350 L, Matformin ia
negliglbly bound to plasma proteins, in cantrast to sullonyluraas, which ara more
than 90% protain bound. Metfarmin partitions Into erythrocytes, most likely as a
funetion of time, At usual clini¢al doses and dosing schedules of matformin
tablets, steady-state plasma concentrations of metformin are raached within 24 to
48 hours and ara generally less than 1 meg/mL. During controlled clinlcal trials of
metfarmin, maximum matformin plasma lavels did not axcead 5 meg/mL, aven st
maximum dosas.

Matabolism

Canaglifiozin

O-glucurpnidaticn is the major metabolic elimination pathway for canagliflyzin,
which is mainly glucuronidatad by UGT1A? and UGTZB4 to two inactiva
O-glucuronide metabalites, CYP3A4-madiated [oxidativa) mstabollsm of
canaglifiozln Is minimal (sparoximately 7%) in humans,

Matformin

Intravanous single-doga studies i in normal subjects demonstrate that matformin is
gxcreted unchanged in the urine and does not undergo hepatle metabolizm (na
metabolites have bean identified In humans) or blliary excretion,

Exgratlon

Canaglifiozin

Following administration of s single oral MC] canaglilozin dose to healthy
subjects, 41.6%, 7.0%, wnd 3.2% of the administered radioactive dosa was
racovered in faces as cenaglifiozin, 8 hydroxylated metabalita, and an
{-glucuronide metahalita, respectivaly. Enterohapatlc eirculation of canagliflozin
was negllgible.

Approximataly 33% of the administered radioactlve dose was excretad in uring,
malnly as O-gluguranlde metabolites (30.5%). Less than 1% of tha dose was
excretad as unchanged canagliflozin in urine. Renal clearance of canagliflezin
100 mg and 300 mg doses rangad from 1.30 to 1.55 mL/min.

Maan systemic clearanca of canaglifiazin was approximately 192 mL/min In heahhy
sub]acts follawing intravenous admmmratlon
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Metformin

Henal tlaarance is approximataly 3.5 times greatsr than creatinine claarance,
which indicates that Lubuler secration 1s the major routa of metformin elimination.
Following oral edminlstration, approximately 90% of the absorbad drug is
gliminatad via the renal routs within the first 24 hours, with a plasma elimination
halfife of approximately 6.2 hours. In blood, the elimination helf-life ls
approximately 12.6 hours, suggesting that the erythrocyte mass may be g
compartmant of distribution.

Specific Populstions .

Studias eharacterizing the pharmacokinetics of ¢anagliflozin and metfarmin after
administration of INVOKAMET were not conducted in patients with renal and
hepatic impairment. Daserlptions of the individual components In this patient
population ara described halow.

Ranal impairment
Canadlillas

A single-dose, opan-labsl study evaluated the pharmacokinatics of canaglifiozin
200 mq In subjects with varying degress of renal impairmant {elassified using the
MDRD-eGFR formula) compared to healthy subjacts.

Renal impairmant did not affect the G of canaglifiozin. Compared to heajthy
subjects {N=3; eGFA greater than or equal to 90 mL/min/1.73 m3), plasma AUC of
canagliflozin was increesed by approximately 15%, 29%, and 53% In subjacts with
mild {N=10), moderate {N=8), and ssvara {N=10) renal impairment, respactivaly,
{aGFR 60 to less than 40, 80 to less than 80, and 15 to lesa than 30 mL/min/1.73 m?,
respactivaly) but was similar for ESRD (N=8) sublacts and healthy subjacts.
Increases in canagllflozin AUC of this magnitude are net considered clinicelly
relevant. The pharma¢odynamic response ta canaglifiozin declines with
increasing saverity of renal impafrmant {see Contraindications (4) and Warnings
and Frecautions (5.4)]. .

Canagliflozin was negligibly ramoved by hemedialysis.

In patients with decraased renal function {based on measured creatining clearanca),
the plasma and blood halt-lifa of metformin is prelonged and the ranal clearance
is decrsssed In proportion to the decresse in ecreatining clesrance [see
Contraindications (4) and Warnings and Pracautions {5.4)], ‘
Hapaﬂg Impairment

21 ¢
Ralative to subjects with normal hepati¢ function, the geomalric maan ratios lo
Crex 8d AUC.. of canaglifiozin wera 107% and 110%, raspactively, In subjacts with
Child-Pugh clazs A (mild hepatic Impalrment) and 96% and 111%, respectively, In
subjacts with Child-Pugh ¢lass B moderata hepatic impelrment) following
administration of a single 300 ma dosa of canagliflazin.
These differences are not considered to be clinically meaningful. There is no
¢linical experience in patients with Child-Pugh class C {severe) hepetic
impeirmeant fsee Warnings and Precautions (5,1)],

No pharmacokinetic studias of metformin hava bean conducted in patients with
hepatic Insufficiancy [see Warnings and Frecawtions (5.1)]

Pharmacokinetic Effacts of Age, Body Mass index (BMI)/Weight, Gender snd Race
Canaglifiozi

Based on the population PK analysis with data collacted from 1526 subjects, age,
body mass index (BMI)/waight, gender, and race do not hava a clinically
meaningful effect on the pharmacokinetics of ¢anaglillozin [ses Lsa In Specific
Populations (8.5))

Maetfarmin pharmacokinetic parameters did not diffar significantly batwean normal
subjects and patlants with type 2 diahatas when analyzad according to gendar.
No studies of metfarmin pharmacokingtle parameters according to race have
heen parformed.

Geristric

_Studles characterizing the pharmacokinetics of canaglifiozin and matfarmin after
administratlon of INVOKAMET in geriatric patients have not been performad fsea
Warnings and Precattions (5.1, 5.4) and Use In Spacific Populations (8.5)].

Ganadliflnzin

Age had no clinlcally meaningful effect on the pharmacekinetics of canagliflozin
based on a population pharmacokinetic analysis [see Adverss Reactions (.1) and
Usze In Specific Populations (8.5)).

Limited data from controllad pharmaceldnatic studies of metformin in healthy
slderly subjacts suggest that total plasma clearance of metformin Is dacraased,
the half-life 1s prolonged, and Cpy I5 Incraased, comparad with healthy young
subjects. From these data, it appears that the chenga in metformin
pharmacekinatics with aging is primarily accounted for by a change in
renal function,
Padiatric
Studies charactarizing the pharmacokinetics of ¢anagliflozin and metformin after
administration of INVOKAMET in pediatric patients hava not hean performed.

. Drug-Drug Interactlans

10

Gapmetric Mean Ratio
Dose of {Ratio With/Without
- |Co-Administorad | puif | Doseol | Co-Rdminlstered Drig)
Drug D"r'u . Canaglifiozin™ No Effact=n 1.0
: U AUC! Coer
{80% G} | (90% Ci)
Ses Drug Interactions (7.2){or tha clinical relevancs of the following:

800 mg (D 049 0.72
iferpin for 8 days 300mg ) g4 054 | 10.61;0.84)
No dose adjusiments of canaglifTozin requirad for the following:

. 300 mg QD 1.23 1.0
Cyclasporine 400 mg for8days | (1.1%1.27) | (091;1.19)
0,03 mg ethinyl '
Ethinyl estradiol estradiol 200 mg QD 0.91 0,82
and levonargestral and 0.15 mg for 6 days | (0.88; 0.94) | (0.84; 0.99)
lavanorgestrel
Lo 25 myg QD 300 mg QD 112 1,16
Hydrachlorothiazide | rag'gavs - | for7days | (1.081.17) | 1.08;1.25)
N 300 mg QD 110 1.05
Matformin 2000ma for 8 days | (1.05; 1.16) | (0.96: 1.16)

500 mg BID 300 mg QO 1.4 1.13

Probenacid forddays | for17days | (1.6 1.25) | 11.00;1.28)

INVOKAMET
Pharmacokinelic drug Interaction studias with INVOKAMET have not been
parformad; however, such studies have besn conducted with the individual
components canagliflozin and matformin hydrochlorida.
Co-administretion of multiple doses of canagliflozin (300 mg) and metformin
(2,000 mg) given once delly did not meaningfully alter the pharmacokinetics of
either canagliflozin or metformin in haalthy subjects.
Canagliflozin

Vitro ru :
Canagliffozin dld not Induce CYP450 anzyma expression {3A4, 2C9, 2C19, 266, end
1A2} in coltured human hepatocytes, Canagliflozin did not [nhiblt tha CYPAS)
isoenzymas [1A2, 2A6, 2C14, 2D8, or 2E1) and weakly Inhibited CYP2BE, CYP2CH,
CYP2CY, and CYP3A4 based on in vitro studies with human hepatic microsomes.
Canaglifiozin is 8 weak inhlbitor of P-gp.

Cenagliflezin Is also a substrata of drug transportars P-glycoprotein {P-gp) and
MRFP2.

In Vivo Assessment of Dryd Interactions

Tahla 5: EHact of Co-Administarad Drugs on Systemle Exposures of Canagliflozin

* Single dose unless otherwlse noted

t 9UG|nr for drugé givan 28 a single dose and AUGy, for drugs given ag muktiple
nses ‘

Q0 = onca daily; BID = twice daily

Tabla 6: Effect of Canaglifiozin an Systemic Exposura of Co-Administerad Drugs

Gt.u‘on}atr‘:ﬁ Mean Ratio
. fl th/WIth
Co-Administered | o Ag"'-“-" f 4| . Dosact nz':dﬂ"“"m" no’il"‘ﬂ)
Drug o l;’::l';.’"" Canaglifiozin® No Etiact =14
AUCT Con
{90% LI} | (90% Ci)
Sro Drirg Interactions (7.2} 1oy the elinlcal ralevanas of the follawing: )
g.ﬁ mg QD liésg so0mg 0
L ey followed by mg 00 1.20 1.36
Digorin 025mgQDfor | far 7 daye digodin (1.12; 1.28) {{1.21; 1,53
6 dayg
No doae adjustments of ca-adminiatered dray required for the lollowiy:
} 1
Acelaminophen 1,000 mg o dodavs_[osaminoston | %o gr oo
. 003 mg ethinyl i 107 122
E::;m:fl' iand eﬂradigm Y 200 mg QD athinyt asteadol 11 og:1.18)(1.10; 1 38
I': m:n'r" B"Lr o and 0.15mg for  daya 106 10
ges levanargestral levanorgestrel | ad. 1 133 }q111: 1.35)
1.02 0.4
ahvburide {10 of: .00 |10.25; L1y
200 mg Q0 3-¢ls-nydroxy- 1.01 09
Glyburlde 1.25 mg forédays | glyhuride 0.86; 1.07)[{o51; 1.0}
A-trans-hydroxy-| 1,03 0.98
qlyburide {0,47: 1.08}}{0.86; 1.04)
. | 25mg OD 300 my Q0 Hydra- 0.98 084
Hydrochloralhiezide | ¢ oc jave for7days | chlorathinzide  |{0.95:7.04)|f047: 1.01)
- A mg QD 120 106
Matlormin 2000 mg forfdays ™Iy oe g 300951200
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Table @ Efact of Canaglifiozln an Sysiemic Exposura of Co-Adminlatarad Drugs

(continuad)
Geamatrlc Maan Antio
Pase af clﬂﬂn}l\llilhl\ﬂ'ﬂhom}
Co-Adminlatersd Dosa of a-Adminlaterad Drug
o | ST Gangglarios Na Effect =10
AUC! Grust
(QI!I% Cll | (58% GI)
: 112 1,08
slmvaslatin
.94; 1,131
Simvastatin Nmp ?3.?;:1%33 10914118.33I (0'91 % !
simvastatin acld ".03-:1 8 II.IO'; 1.45)
. 101, 1.0
R)-warfarin |11 a6y 06 10.0¢, 1.13)
. 300 mg QD . 1.00 101
Warfarin $0mg fortzdaya  [WShwartatie 1 o i loam 100
1.00 105
INR 10.96; 103} |l029; 112

* Single dose unless otherwise noted
I AUG;y for drugs given as a single dose and AUCaw for drugs givan as muitiple
oges

¥ AUCg.zm

0D = onge daily; BID = kwiea daily; INR = Intarnational Normahzad Halm
Matformin ]

Table 7 Effect of Go-Administersd Drugs on Plasma Matformin Systemic

Exposures .
Geometric Marn Ratls
Dose of {Ratio With/Withaut
Co-Adminlstered | o, s 3riinistared | D252 9f | Co-Administerad Drug)
Drug Drug” Metforriln No Effect = 1,00
AUCH | G

No doze ad]usiments raquirad far the lollowlng:
Glyburide 5mg 500 mg*t 0.98 0,99%
Furosemide 40mg 850 mg 1.09% 1,228
Nifediping 10mg B50 mg 1.4 1.21
Propranolol 40 mg 850 mg 0.90 0.94
lhuprofen 400 mg 850 mg 1.05¢ 1,078
Drugs that are eliminatad by renal Wwbular sacration increpze the
aceumulatian of metformin [sse Warnings and Pracavtions {5) and Drug
Interactions {7)]
Cimetldin 1 " aeomg [ ssomg | 40 | 18
Cerboni¢ anhydrase inhihilora may cause melaballe acidosis [see Warnings
and Procautions (5) and Drug intaractions (7)]
Topiramate! |  100mg | G00mg | 1268 [ 118

* Single dosa unleas otherwisa noted

t AUC = AUCq.oq

+ Metformin hydrochlorlde extended-raleasa tablets 500 my

* Ratlo of arlthmetic means

1 Healthy voluntaer study at slead%stam with topiramate 100 mg every 12 hours
and metformin 500 mg avary 12 hours for 7 days. Study conducted to agsess
pharmacokinatics only

# Steady stata AUCq.i3n.

Tabla & EHect of Metlarmin an Co-Adminietared Drug Syatemle Exposures

. Gt‘;lnmlm{li’lfi m!h:lnllo
Doze of atlo With/Without
g:’uﬁdm'"i’“md Cn-Adl;r::'I;Iftered ME;:;%L, Cn-J]\“imEl ;Ls::;e;l‘&rugl
AUC | G
No dase adjusiments requirad for the following: ‘
Glyburide § mg 500 mg* 0.784 0.63¢
Furosemide 40 mg 850 mg 0.875 0.98°
Nifadlpina 10 mg A5 mg 1100 1,00
Propranclel 40 mg 950 my 1.01% 0.94
Ibuprofen 400 mg 850mg 0.9n 1.011
Cimatidina 400 mg 850 mg (.95 1.01

* Single dosa unless otherwise notad

' AUG = AlCy=

T AUCaz4ne reported

¥ Ratio of arithmetic means, p-valua of differenia <0.08
1 Ratio of arithmatic means.

n

Metfarmin is negligibly baund to plasme proteins and is, therafora, less likely to
interact with highly protein-bound drugs such as salicylates, suffonamides,
chleramphenicol, and probanacid,

19 NONCLINICAL TOXICOLOGY

131 . Cercinoganasls, Mulagenasls, Impalrment of Farllity

INVOKAMET

No animel studias have hesn ctonducted with tha combined products in
INVOKAMET to evaluate carcinogenesis, mutaganesis, or impalrment of fertility,
The followlng data are based on findings in studias with canagliflozin and
matfarmin individually,

Canagliflozin

Carginoganasis

Carcinogenicity was evaluated in 2-year studies conducted in CD1 mice and
Sprague-ﬂawley rats. Canaglifiozin did not increase the incidanca of tumors in
mice dosed at 10, 30, or 100 mg/kg {lass than or equal to 14 times exposgura from a
300 mg elinical dose),

Testicular Leydly cell tumors, consldered secondary to increased lutalnizing
hprmona {LH), increased slghificanty in male rats at all doses testad (10, 30, and
100 mg/kg). In a 12-week clinical study, LH did not Increase in males treated with
canaghflazin,

Renal tubular adenoma and car¢inoma increased significantly in male and famale
rets dosed at 100 my/kg, or approximataly 12-times exposura from a 300 mp
clinical doss, Also, adrenal pheochramacytoma In¢reased significantly in malas
and numeriéally in females dosed at 100 mg/kg. Carbohydrate malabzorption
associated with high doses of canagliflozin was coneldared 8 necessary proximal
gvent In the emergence of ranal and adrenal tumors in rata. Clinleal studies have
not demonstrated carbohydrate malabsorption in humans at canaglifiozin doses
of up to 2-times the regammeanded clinical dosa of 300 mg.

Mutagenssls
Canagliflozin was not mulaganic with or withaut matabolic actlvatlon in t’ne Ames
aszay. Canagliflozin was mutagenie In the in vifro mause lymphoma assay with
hut not without metabollc activation. Canagliflozin was not mutagenic or
clastogenic In an in vivo oral micrenucleus assey in rats and an in vive oral Comet
assay In rats,

Metformin

Carginogenasis

Long-tarm garelnoganicity studms hava baen performad In rats (dosmg duration
of 104 waaeks) and mica {dosing duretion of 91 weeks) et doses up to and
including 900 mg/kg/day and 1500 my/kg/day, respectivaly. These doses are bath
approximataly 4 times the maximum recommanded human daily dose of 2000 mg
based on body surface area comparisons. No evidenee of carcinogenlelty with
metformin was found In either male or famala mice, Simllarly, there was no
tumorigeni¢ patantial observad with metformin in mala rats. There was, however,
an Increased incidence of benign stramal utarine polyps in famale rats {reatad
with 900 mg/kg/day.
Mutagenesis
There was no evidence of & n(utagen'm potential of metformin in the fallowing
in vitro tests; Amas tast (S, typhimurium, gene mutation tast {mouse lymphama
cells), or ehromosomal aberrations test (human Jymphocytes). Results in the
in viva mouse mi¢ranuclaus test wers also nagative,

Impairment of Fartility

Canagliflozin hed no affacts on the ahility of rats to mate end sira or maintain a
litter up to the high dose of 100 mp/kg {approximately 14 times and 18 timas the
300 mg clinical dasa In males and females, razpectively), althaugh there ware
minor alterations in 8 number of reproductiva paramaters {decrsazed sperm
velocity, increaged number of abnormal sperm, slightly fewsr corpora lutea, fawar
impiantation sitas, and smallar [itter gizes) at the highest dosage administered.

Fartility of male or famala rats was unaffacted by metformin when administerad at
doses s high as 600 mo/kg/day, which is epproximately 3 times the maximum
racommendaed hunian daily dose basad on body surface araa comparisons,

14 CLINJCAL STUDIES :
Canagllfozin has been studled In combination with metfarmin alone, metformin and
sulfanylures, metfarmin and a thiszolidinadiane {i.e. pioglitazona), and metfarmin and
insulin {with ar without. athar anti-hyperglycemle agents) Tha efficacy of
canagliflozin was comparad to e dipeptidyl paptidase-4 (DPP-4) inhibitor (sitagliptin}
and & sulfonylurea (ghimeplride).

There have bean no clinical efficacy studies conducted wﬁh INVOKAMET;
however, bicequivalence of INVOKAMET 1o canaglifiozin and matformin
co-administered as individual tablats was demonstrated In healthy subjects,

In patients with type 2 diabetes, tregtmant with canagliflozin and metformin
produced clinleally and statistically slgnificant improvamants in HbA1G campared
to placabo. Reductions In HbA1C were nhservad across subgroups Including ags,
qender, raca, and baseline hody mass index (BMI),
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141 CGanmglifiaz1n as Inltial Combination Therapy with Metfarmin

A total of 118§ patlants with type 2 diabetes inadequately controllad with dlat and
axerclse partiglpatad In a 26-week double-blind, active-controllad, parallel-group,
5-arm, multlcentar study to avaluate the afficacy and salaty of initiaf therapy with
canagllilozin In cambination with metformin XA, The madlan age was 56 years,
48% of patlentz wara man, and tha mean bageline 6GFA wag 87,6 mL/min/1.73 m2.
The madian duratlon of diabetas was 1.6 years, and 72% of patlents wera
treatment neive, Aftar complating a 2-week singla-blind placabo run-In pariod,

No. 0038 P 57

INVOKAMET® (canaglifiozin and metformin hydroehloride) tablots

alzo resulted in a greater proporilon of petlants achliaving an HbA1G less than 7%,
in significant reduction in fasting plasma glucasa [FP@), In improved postprandlal
glucose (PPG), and in percent bady weight reduction campared to placebo when
addad to metformin (see Table 10). Statistizally slgnificant {p<0.001 for both doses)
maan changes from.beselina in systollc blood prassure relative to placeho were
-5.4 mmHg and -6.6 mmHg with canaglillozin 100 mg and 300 mg, respectively.

Table 10: Rasults {rom 26-Week Plecabo-Contrallad Clinleal Study af
GanaglflozIn [n Combination with Metformin™

patients wera randomly asslgnad for a double-blind treatment perlad of 26 waaks
to 1 of 5 treatment groups {Tabla 9). The metformin XR dose was Inltiated at Praceha s G'I':;aﬂ:':"“z'“ c“;ﬂ‘:‘“‘ﬂ"ﬂf“
500 mo/day for the {irst waek of treatment and then increased to 1000 ma/day. Matlarmin | Ma nr?u?n Matlnrfnin
Metformin XR or matching placaho was up-titrated every 2-3 weeks durlng the Efficacy Paramatar IN=183) {N=148) {N=367}
next 8 weeks of treatmant to a maximum daily dosa of 1500 to 2000 mg/day, az
tolerated; about 90% of patients raachad 2000 mg/day. HhA1¢_l%)
At the end of treatment, canaglifiozin 100 mg and canaglifiozin 300 mg in Baseling (meen) 1.8 194 1.9
combination with matformin XA resulted in a statistically significant greater Changa from basalina
Improvement in HbA1C compared ta thair raspactive canagliflozin dosss {100 mg {adjusted maan) -0.17 -0.78 -0.94
and 300 mg) alona or metformin XA alona, Diffarance from placebo 062 0.
Table 8: Results from 26-Waok Active-Canirallad Clinteal Study of Canagliflozin {adjustad mean {95% CII 1076, -048) | {-0.91, -064)
Alana ar CanaglifiozIn as Initial Combinaiion Tharapy with Matlormin® Percant of paiienis achlaving
g HhAIG < 7% 50 46t het
— Gu;n!:]gllﬂozln Fualing Plazma Glueose (mg/dL)
anaglifiozin my + n
Matarmin | Ganagliffozin | Ganaglifiozin] 108 mp+ Moltm?nin Baseline {mean) 164 169 173
XA 100 my amg |Matlarmin KR XA Changa from baseline
Etflcacy Parametar | (N=237} {N=237) {N=23) {N=237) (N=237} {adjusted maan} 2 27 A8
HBATE (%) Difference from plagebo -3 -4
Bagaline (mean} 8.8l B an 243 8.90 {adjustad maan) (95% CI}! {-38, -24) {-46, -34}
ghanﬁe fram 2-hour Poatprandlal Glucose (mg/dLi
aseline -
{adlustad maant 4130 REY A2 Bkl 478 Baseline (mean): 249 258 262
Difference from Change from baseline
canagli:luzin {adjustad mean} 10 -48 47
100 my {adirstad el Ditference from placeha -38¢ AT
;‘l‘;‘"‘ s o (055, 021) (adJustad mean) {85% CI}t (49,0m | 1-58,3)
arance lram
canagliffozin Body Wﬂluht
300 mg {adlusted .38 Basaling {mean) in kg 667 48,7 5.4
mean) (85% ClJ! {-058, -0.17} - -
. - % changa [rom basaling
Diffaranc fram {adjusted maan} -1.2 -37 -4.2
matformin XR .
{adjustad mean} -0.460 DA Difference from placebo =2.5¢ 24
{85% CIt {-0.86, -0.27) | (-0.87, 0.26) (ad]ustad moan) (95% CI)! {-3.1,-1.9) | (4523
Paraant of * |ntent-to-treat population using [ast absarvation in study prior to glycemic
allents '.‘,':2'“"'9 - 51 rescue tharapy
bAIE < a8 # - ! Least aquares maan adjustad for baseline value and stratification factors

* |ntani-to-treat population

T Lanst squares mean adjusted for covarlates Incloding basaline value and
stratification factar

I Adjusted p=0.001

1 Adjusted p<0.05

1 Thara ware 121 patients without weak 26 afiicacy data. Analyses addresging
missing data pave consistent results with the results pravided in this table,

14.2 Canagliflozin as Add-gn Gombinatien Tharapy with Metformin

A total of 1284 patients with typa 2 diabates inadequately conlrollad on metformin
monotherapy (greater then or equal ta 2,000 mg/day or at lesst 1,500 ma/day if
highar dose not tolerated) participatad in a 26-week, double-blind, placahp- and
active-controlled study to eveluate the afficacy and safety of censgliflozin [n
combination with metformin, Tha mean aga was 5 years, 47% of patients were
man, and ths mean bassling eGFA was 83 mL/min/1.73 m2. Fatients already an the
raquirad matformin dosa (N=1008) wara randomized after complsting & 2-wagk,
gingle-blind, placebo run-in parlad. Patlants taking less than the requirad
matformin dase or patients on metfarmin in combination with enolhar
antlhyparglycamic agent {N=275) weare switchad ta matformin monotherapy (at
dasas dascribed abova) for at least B weeks hefore antering the 2-week, singls-
bllnd, placabo run-In. After the placebo run-In parlind, patients were randomized
to eanagliflozin 100 mg, canaglifiozin 300 mp, sitagliptin 100 mg, or placebo,
administered once daily as add-on tharapy ta matformin.

At1he end of treatment, canagliflozin 160 mp and 300 mg once dally resulted Ina .

statistically significant Impravamant in HbAIG {p<0.001 for both doses] eamparad
to ptacebo when added ta matfarmin. Canagliflozin 100 mg and 300 mg ohee dally

* p<0.001

143 Gannglillozin Compared to Glimepiride, Both a3 Add-on Gombinatlan
Therapy with Matiormin

A tatal of 1450 patiants with typa 2 diabetes inadequately controlled on metfarmin

monotherapy {graater than or equal to 2,000 mg/day or at least 1,500 mg/day if

higher dose nat tolerated) particlpatad in a 52-week, double-blind, active-

controlled study to evaluate the efficacy and safety of canaglillozin In

combination with metformin.

The mean age waa 58 yaare, 52% of patlants ware man, and the mean haseline
eGFR was 30 mL/min/1,73 m2, Patients tolerating maximally required matformin
dose [N=928) wera randamlzad after complating a 2-waek, single-blind, placebo
run-in period. Other patiants (N=622) ware switchad to matformin monotherapy {at
doses described ahova) for at [aast 10 weaeks, then complated a 2-week aingle-
blind run-in peried, Aftar the 2-waak run-in pariod, patients ware randomized 10
canaglifiozin 100 ma, canaglifiozln 300 mg, or glimopirida (titration allowad
throughout the 52-weaek study to 8 or 8 mg), administered once daily as add-on
therapy to metformin.

As shown in Table 11 and Figure 1, at the end of troatment, canagliflozin 100 mg
provided similar reductions in HbAIC fram hasaline compared to glimepiride
when added to metformin \herapy. Canagliflozin 308 mg provided a greater
reduction from haseline in HbAIC comparad to glimeplride, and the relative
treatment difference was -0.12% {95% CI: -0.22, -0.02). As shown in Table 11,
treatment with cenagliflozin 100 mg and 300 mg dally provided greater
improvements in percent body walight change, ralativa to glimapirida.


http:mUmln/t.73
http:3.1,-1.91
http:complet.iQ
http:mUmln/1.73
http:mUmln/1.73

VEC. 17, 2V 1D 2:h0rM

INVOKAMET? {cansgliflozin and metfarmin hydrochlorlde) tablets

No. 0038 P 59

INVOKAMET# {canagliflozin and metformin hydrochloride) tablets

" Table 11; Results [rom 52-Week Clinical Study Comparing Canagliflozin to
Glimepiride in Combinatlon with Metformin®

for at least 8 weeks balora entering tha 2-waek run-n perlod. Following the run-in
perind, patients wers randomized to cenagliflozin 100 ma, canagliflozin 300 my, or

Ganaglifiozin | Canaglifiozin | Glimeaplride placebo administered onea daily as add:on to metformin and sulfonylurea.
100 mg 300 mg (tltratad) At tha end of treatmeant, canagliflozin 100 mg and 300 my onca daily resultad in a
: +Meatformin | + Matformiln | + Matfarmin gtatistically significant improvament in HRA1C {p<0.001 for both doses) comparad
Efficacy Paramater {N=483) {N=485) {N=482) to placabo when added to metformin end sulfonylurea. Canagliflozin 100 mg and
HBAIC {%) 300 my anca daily also rasulted in a greatar pmportion of patients achlaving an
Bacaline {mean) i 178 L 783 2 I!I’:‘ 1ig I::fc?:tn I;’o?;f: \Ih?e?u;?'::a'zinuac'y: d::ﬂ::r?dfizt';?ag?hs? ?N?II:: 0: gd(:: Gt!)
‘Cl:jqngtn Lrnm ba‘salmo " 08 -081 metformin and sulfonyluraa {sae Table 12).
adjusted maan -0 -0
- ———— g Tabla 12: Results from 26-Weelt Placebo-Controllad Clinloal Study of
Diffarance from glimapiride -f.o1 -0.12 ] iy . "
{adjustad mean) {85% CIJt 101,008 | (022,-0.02) Canapliflozin In Combination with Moﬂo:mn all:: Sflllon:hlmu“" i
Parcant of patients achlaving anagliflozin | Canagliflozin
HRAIC <7% ] o 5 +Medomin | +Matomin | +Metlomin
Fasting Plasma Blucose (mp/dL) and and and
Basalina {mean) 185 164 166 Sulfonylurea | Sulfonylurea | Suflonylurea
Changa from baselina Effieacy Parameter {N=156) (N=157) {N=158)
{adjustad maan) -4 -28 -1 HbAIE (%)
‘Difference fram glimepirida b -9 Baseline [maan) 8.12 8.13 0.13
{adjusted mean) {95% CI)F {-10,-2) {-13,-6) CGhange from haseline
Bady Weight {adjusted mean) .13 -0.85 -1.06
Bagellna imaan) in kg 6.8 A6.6 36.8 Differenca from placsho 0.71% 092
% change from baseling 10 {adjusted maan) {85% CI)! {-0.80, -052) | {-1.11,-0.73)
{adjusted mean} -4,2 -4.7 Paroent of patlants achieving
Diffarence fram glimapiride 5.2 578 HDAIC < 7% 18 o 57
{adjusted mean) {86% CI)! {-5.7,-4.7) {-6.2,-5.1) ) Fatting Plasma Gluecose (mg/dL)
* |ntent-to-traat population using last ohsarvation in study prior 1o glycemie rascue Basellna {mean) 170 173 169
tharapy ;
1 Lanst squares mean adjusted for basaline value and siratification factors ghdq:g;y:"n;::lsalme 4 .18 2
1 Canagliflozin + metformin is considered nen-inferior to glimepiride + metformin |
4 ‘ ! ! . : e b t
hecause the upper limit of this eanfidence intarval is lass than tha pra-spacified Differance from placabo -22 -35
non-infariority margin of < 0.3%. - {ad|usted mesn} (35% CI}' {-31,-13) {-44, -25)
¥ p<0.001 Body Walght
Figura 1: Maan HbALC Change at Each Tima Point [Camplaters) and at Waek 52 Baseline {magn} In kg S04 835 935
Using Last Ohgarvatlan Carriad Farward {miTT Population) % ehanga from besaline
{adjusted maan) 0.7 -21 -2.8
oo Differenca from placebo - E¥D 20
- {adjuated maan) (95% CI)! {-2.1,-0.7} {-2.1,-1.3)
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144 Canaglifiozin ps Add-en Gombinallan Therapy with Metormin and
Sulloniylurea
A total of 489 patiants with typa 2 diabetas inadequately controlled on_ the
combinatlon of matformin {graater than or equal to 2,000 mg/day or at east
1,500 mg/day If higher dosa not tolersted] and sulfonyluraa {maximal or
naar-maximal effactive doge) participated in a 26-waek, double-blind, placabo-
controlled study to evaluata tha eflicacy and safety of canaglillazin In
combination with matformin and sulfonylures, Tha mean age was 57 years, 51% of
patiants wera men, and the mean baseling eGFA was 89 mL/min/1.73 m2, Patlants
alraady on the protocol-spaciiled deses of matformin and sulfanylurea (N=372)
entered a 2-wask, single-blind, placeba run-in parlod. Other patlants (N=97) wara
raquired to ba an a stable protacaol-specified dose of metformin and sulfonylurea

* Intant-to-treat population using last ahservation in study prior to glycemle
reacie tharapy

1 Laast squares mean adjusted for basaline value and stratification factars

t pedl001

145 Canagliflezin Compered (o Sitagliplin, Both as Add-on Cambination
Therapy with Matiormin and Sulfonylurea

A total of 755 patlents with type 2 diabetes Inadaquately controlled an the
combination of metformin {greatar than or equal to 2,000 mg/day or at laast
1,500 mg/day if higher doze not tolarated) end sulfonylurea (near-meximal or
raximal effecliva dasa) participated In a 52 week, doubla-blind, active-¢ontrolled
gtudy to compars the efficacy and gafaty of canagliflozin 300 mg versus gltagliptin
100 mg in combination with matformin and sultonyluraa. The mean age was
§7 vaars, 5% of patiants were man, and the mean baseline sGFR was
8 mL/min/1.73 m2, Patlents already on protacol-specified doses of metformin and
sulfanyiuren {N=716) antered & 2-wsuk singla-blind, placaba run-in periad. Other
patlants {N=39) ware required to be on a stable protacel-specified dase of
rmatfarmin and sulfenyluraa for at least 8 waaks befora antaring the 2-week run-in
parlad. Following the run-in periot, patlents were randamized to canaglifiozin
300 mg or sitagliptin 100 mg az add-on to metformin and aulfonylurea,

Az shawn in Table 13 and Flgure 2, at the and of treatment, ¢anagliflozin 300 mg
providad graater HbAIC raduction compared to sitagliptin 100 mg when added ta
metformin and sulfonyluraa {p<0.05). Canaplifiozin 300 mg resulted in a maan
percant change in hody waight from baselina of -2.5% compared to +0.3% with
gitagliptin 100 mg. A maan change in systolic blood pressura from baselina of
-5.08 mmHg was ohaerved with canaglifiazin 300 mg comparad to +0.85 mmHg with
sitagliptin 100 mg.
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" Table 13: Results from 52-Waeak Clinical Siudy Comparing Ganaglifiozin (o
Sitagtiptin In Gambination with Matiormin and Sulfonyluren®

achieving an HbAIC less than 7%, in significant reduction In fasting plasma
glucose {FPG), and in percant hady weight raduetion compared to placebo when

Canagliflozin 300 mg | Sitagliptin 100 mg added to metformin and plogfitazone (see Tabla 14). Stalistically significant
+ Matiormin and + Metfarmin and {p<0.05 for hoth doses} mean ¢hanges from basaline in systolic bload pressure
Sullonyluraa Sulfonylurea relative to placebo were -4.1 mmHg and -3.6 mmHg with canngll!lozln 100 mg and
Effleacy Parametor {N=377) {N=378) 300 my, respactivaly.
HbAIE (%) Table 74: Rasults from 26-Waak Placebo-Contrallad Clinical Swdy of
Basaline {moan] 12 PR Canngliflozin In Combination with Metiormin and Pioglite20na®
Ganagliflozin | Canaghifiozin
Change from hagalina
~ . Placeho 100 mg 300 mg
(L_djusted mean) — 1.8 .OM + Metlormin | + Matiormin | +Matformin
Differenca fram sitagliptin 037" and and and
{edjusted maan} {35% CI)f {-0.50, -0.25) Ploglitazone | Plaglitazone |- Ploglitazonse
Parcenl of patianta achleving Effleacy Paramatar {N=115} {N=113) {Na114)
HBAIC < 7% Ll ] 15 HBAIC (%)
Fasting Plasma Glugose (mg/dL) Baselina {mean) 800 7.98 184
Baseling (maan) 170 164 Change from hasalina
Change from baselina {ad]usted mean) .26 -0.89 -1.03
{adjusted mean) 30 4 Differanca from plageba ‘ 082 0761
Dilfarance [rom sitagliptin oo {ad]ustad mean} (85% CI)t {-0.81,-0.44) | {-0.85, -0.58)
{adjusted mean} {95% CIjf {30, -18) Percént of patlents achisving
Body Weight HBAIG < 7% %) i 64
Basellna {mean) in kg 974 495 Fakting Plasma Glucase (mg/dL}
% changa from baseline Basellna (maan) 164 169 164
{adjusted mean) -25 03 Change from hasaline
Difference from sitagliptin 285 {adjusted maan) 3 -21 -33
(adjusted mean) {95% CI)t {-33,-22) Diffarence from placeha 29t a6t
* intent-to-iraat population using last abservailan in study prlnrto glycemic rascua (adjusted mean) {§5% CIY {-47,-22) {-43, -28)
tharapy Body Walght
¥ Laast squarss maan adjusted for basaline value and stratification factors ; L P f Tink 90 92 312
! Canagiflazin + metfarmins sulfonylurea Is considersd noninferior ta sitagliptin sseling {maan) in kg . d /
+ matformin+ sulfenylurea hecause tha upper llmit of this confldanca intervel 1 % change from basaline
lesa than tha pra-speclfled nen-inferiority margin of < 0.3%. {adjusted mean} 0.1 -28 -3A
! p<0.001 Diff‘eranee from placebao 2P -3
Figure 22 Mean HbA1G Change at Each Time Point {Gampleters) and st Weak 52 {adjustad maan) (35% CI)f {-36,-1.8) (-4.6,-2.8)

Uulng Last Observalion Carried Fonwaid {mITT Populatlan)
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146 Canagliflezln as Add-on Combination Therapy with Metformin and
Pioglitazane

A total of 342 patlants with typa 2 diabetes inadequately controlled on the
combination af metiormin {graater than or equal to 2,000 mg/day or at |sast
1,500 mg/day if higher dose not tolerated) and plaglitazone (30 or 45 mp/day)
partlclpated in a 28-wask, doubla-blind, placeho-cantrolled study to evaluate the
eflicacy and safety of canaglifiozin In combination with metformin and
pioglitazone. The mean age was 57 years, 63% of patlents wera men, and the
maan baseline e@FR waa 86 ml/min/1.73 mi. Patientz already on protacol-
speclfiad deses of metfermin and ploglitazone (N=163) entered a 2-week,
sIngle-blind, plazeba run-in perlad. Othar patients {N=<181) wara raquired to ha on
stable protacal-specified dasas of metformin and pioglitazona for at least 8 waaks
hefora entering tha 2-waek run-In period. Following the run-In period, patients
ware- randomizad to canagliflozin 100 mg, canagliflozin 300 mg, or placeho,
adminlstared once dally as add-on to matformin and plaglitazons,

At the of end of treatmant, canaglifiozin 100 mg and 300 mg once delly resujtad in
a statistically significent improvement in HbAIC (p<0.001 for both doses)
camparad to placebo when addad ta metformin and pioglitazona. Cenaglifiozin
100 ma and 300 mg onge daily also resulted in 8 greatar proportion of patients

14

* [ntant-to-treat population using last ohsarvation in study prlor to glycamle
rescus tharapy

! Laast squares mean adjusted for hassline value and stratification factars

f pe0.001

“14.7 Ganeglifiozin ag Add-on Combination Therapy with Insulin (With ar Without

{thar Antl-Hyperglycemle Adants, Inoluding Matformin)

A total of 1718 patients with typa 2 diabetes Inadaduately contralled on insulin
greater than or equal to 30 unlis/day or insulln In combinatlon with other
antihyperglycemle agents participated in an 18-waak, double-blind, placebo-
cantrolled substudy of a cardiovescular study to avaluate the efficacy and safety
of canaglifiozin In ¢ambination with Insulin. OFf these patients, a subgroup of 432
patiants with inadequate glycemic control raceivad canagliflozin or placebo plus
metformin and = 30 units/day of insulin over 18 waaks,

In thia subgroup, the mean aga was 61 years, 87% of patients ware men, and he

maan bezeline aGFR wag 81 mL/min/1.73 m2, Patlants an metformin [h eomhbination -
with basal, bolus, or basel/belus Insulin for at least 10 waeks enterad a 2-wesk,

single-bllnd, placebo run-in parlod. Approximately 74% of these patlants ware on a

background of matformin and basal/bolus insulin raglthan. After the run-In period,

patiants were randomized to canagliltozin 100 myg, ¢anagliflozin 300 m, or placebao,

administered once daily as add-an ta matformin and Insulln. The mean daily insulin

dose at bassline was 93 units, which was similar gcross traatment groups,

At tha of end of treatment, canagllflazin 100 mg and 300 mg ance daily resulted in
a statistically slgnificant improvemant in HbAIC (p<0.001 for both doses)
comparad to placebo whan added to matformin and insulin, Canagliflozin 100 mg
and 300 mg once daily alea rasulted in a graater proportion of patiants achisving
an HbAIL less than 7%, In slgnificent reductlons In fasting plasma glucose (FPG),
and in pareent body walght reductions compared to placeba {sea Table 15),
Statistically significant {p=0.023 for the 100 mg and p<0.001 for the 300 mg dose)
mean changa from bassllna In systolic blood prassura relstive ta placebo was
-3.5 mmHg and —6 mmHyg with eanagliflozin 100 mg and 300 mg, respactively.
Fawer patients on canaglifinzin in combination with metformin and insulin
raquired glycemic rascue therapy: 3.6% of petienia recalving canegliflazin 100 mg,
2.7% of patients racaeiving cansglflozin 300 mg, and 6.2% of patients receiving
placebo. An in¢raased incidence of hypoglycemia was observed in (his study,
which is conslstent with the expeciad Increase of hypaglyeamia whan an agent
not associated with hypoglycemia is added to insulin Jsee® Warnfngs and
Pracauotions {5.7), Advarsa Reactions (6.1)].
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Tabla 15: Resufts from 18-Waek Placelio-Gontrolled CYinlcal Study of
Canaglificzin In Combination with Metfarmin and Insulln

2 30 Unltz/Day*
Canagliflozin | Canagliflozin
Plageha 100 mg 300 mg
+ Matformin | +Metformin | + Matformin
+ Insulln + Insulin + Insulin
Efflcacy Paramatar {N=145) {N=139} {(N=148}
HBAIG (%)
Basaling {mean) 4.15 §.20 822
Changa fram baseline
{adjusted mean) 0.03 -0.64 -0.79
Diffarence from placebo -0.86¢ .82
{adjustad mean} {95% CI}! {-0.81,-0.51) | (-0.99,-0.67)
Parcent of patiants achiaving
HbAIC < 7% 9 19¢ 284
*| Fastlng Plasme Glucase (mg/dL)
Baseling 163 168 167
Change from hassline
{adjusted mean) 1 -18 24
Differenca from placeba -16¢ -25¢
{adjusted maan) (97.5% CI' {~28, -5) {-36,-14)
Body Walght
Baseline (maan) in kg 102.3 9.7 101.1
% changa from basalina
{edjusted mean) 0.0 -1.7 227
Difference from placeho -7 2
{adjustad maan] {(87.5% CI)! {-24,-1.0) |-34,-20)

* Intant-to-treat population uglng last ohsarvation in study prior to glycemic
rescua therapy

t Least sguaras mean adjustad for haseline value and stratification factors

¥ p=0.001

1 p20.01

16 HOW SUPPLIED/STORAGE AND HANDLING

INVOKAMET (canaglifozin and metformin hydrochleride) tablets are availabla n
1ha strengtha and packagex llstad below:

Canaglflozin 60 mg and matfermin hydroch[o‘ride 500 mg tablats are
immedista-ralease, capsule-shaped, white film-goatad tablets with "CM" on ana
side and “165" on the other alda.

= NDC 50458-540-60 Bottle of 80

Cansgliftazin 50 mg and metformin hydrachloride 1,000 mg tablats ara
Immediate-relaase, capsula-shaped, belge film-costed tablets with "CM” on ahe
slda and “5517 ah tha other aida, .

= NOC 50459-541-80  Bottle of 80

Cenagliflozin 150 mg and metfermin hydrachioride 500 mg tablets are
immadiate-relsasa, capsuls-shaped, yellow film-coated tablets with "CM” on ona
side and "215” on tha other side.

« NDC 50458-542-60  Bottle of 60

Canagliflozin 150 mg and matformin hydrochlurlda 1,000 my tablets are
immadiate-release, capsula-shapad, purple film-coated tablats with "GM"” an one
side and "6117"on the ather side,

+ NDC 60458-543-60  Bottle of 60

Storage and Handling _
Keep out of reach of children,

Store at 68-77°F (20-25°C); axcursions permitted batween 59°F and 86°F (15°C and
30°C} [see USP Gontrolled Agom Temperature). Store in tha original container.

17 PATIENT COUNSELING INFORMATION
Advisa the patient to read the FDA-Approvad Patient Labaling {Medication Guida).

= Lactle Acidosis; Euplaln the risks of lactic acldosis, ita symptoms, and conditions
that predispose to its development, as noted In Warnings and Pracautions (5.1).
Advise patlignts to discontinue INVOKAMET immediately and to promptly notify
thelr healthcara provider if unaexplained hyperventilation, myalgias, malaise,
unusual somnalence ar other nonspacific symptoms ocour. Once a patient is
stabifized on INVOKAMET, gastrointestinal symptoms, which arg common during
Initlatlon of metformin, Bre unlikely io recur, Later occurrence of gastrolntastinal
symptams could ba dua to lactic acldosis or othar sarious dlsease.

= [pglruct patients ta keep INVOKAMET in the original bottle to protact from
moistura, Do not put INVOKAMET in plll boxes or plll organizars.

» Counsel patients against excessive alcohol Intake whils raceiving INVOKAMET,

+ nform pailanta about Impartance of reqular teating of renal function and
hematalogical paramaters whils raceiving INVOKAMET.

* Advize patlents to seek madical advice pramptly durlng periods of strass such
as favar, trauma, infaction, or surgery, as madication requiraments may change.

* Instruct patients to take INVOKAMET only as preseribed twice dally with food. If
a dose ig missad, advise patients not Lo take two doses of INVOKAMET at the
sama time.

* Hypotengion: Inform patiants that symptomatic hypotension may oeeur with
INVOKAMET and advige them to contact thelr doctor if thay experience such
symptams . fsee Waraings and Precautions (5.2)) 'Inform patients that
dehxdmtiun may increase the rigk for hypotension and to hava adequata fluid
intaka.

« Katgacidosiy: Infarm patients that ketoacidosis is & sarious life-thrastening
condltlon. Cases of ketoacidosis have been reported during vse of canagliflozin.
Instruct pallents to check ketones (whan possible) if symptoms consistant with
katoacidosis oceur even if bload glucoss Is nat elevatad. If symptoms of
ketoa¢ldasis (including nauses, vamiling, abdominal paip, tlradness, and:
laborad braathing) occur, Instruet patients to discontinua INVOKAMET and seek
madlzal advice immadiately fses Warnings and Pracautions (5.3)1

+ Agute Kidnsy Iplury: Inform patlents that acuta kidnay Injury has heen raparted
durlng use of canagliflazin. Advlse patients to seek madical advice immadiataly
if they have raduced oral intake (guch az due to acute illness ar fasting), or
increased fluld losses {such as due to vomiting, diarrhaa, or excesslva haat
expasura), as it may ba approprlata to temporarily discontinua [NVOKAMET use

. inthose sattings [see Warnings and Pracautions {5.4)]

» Sarious Urinary Tract [ofections: Inform patients of tha potentlal for urinery tract
Infections, which may ha serious. Provide them with informatian on the

symptoms of urinary tract infactions. Advise tham to seak madical advica if
such symptoms occur fses Warnings and Precaullons {5.6)].

. G_anhnLM?Lcmin_Mmmmin_Ea_mam Inform famale patiants that vaginel yeast
infectian (e.q., vulvovaginitis) may aceur and provida them with Information on
the signs and symptoms of a vaginal yeast infaction, Advisa them of treatmant
optians and when ta seek medical advice [sss Warnings and Pracautions (5.8)].

] cofl ions : Infarm male patients that yeast infection of
penls {a.g., balanitls ar balanopusthms) may ateur, aspecially In uncircumelsad
maleg and patients with prior history. Provide them with information an the signs
and symptoms of balanitis and balanoposthitis {rash or redness of the glans or
foraskin af the penhis). Advise that of treatmant options and when to ssak
medical advice };ee Warnings and Prscautions (5.8)].

* Hyparsengjtivity Aesetions: Inform patients that serious hyparsensitivity
raactions, auch as urticarle, rash, anaphylaxis, and angloadema, hava been
reported wilh canagliflazin. Advise patients to report immediataly any signs or
symptoms suggesting allergic reactlon and to discontinua drug untll they have
consulted praseribing physiclans fsee Wamings and Pracsutions (5.9)]

« Bone Fracturg: Inform patients that bone fraclures have been raported in
patiants taking canagliflozin. Provide them with information on factors that may
cantributa to fracture rizk.

= Laby ts: Inform patients that they will test pusm\u for glucose in thair
uring whila on INVOKAMET fsea Drug Interactions (7.2}

= Preanancy: Advisa pregnant wamen, and females of reproductive potential of
the potantial rigk to a fatug with treatmant with INVOKAMET Jsea usa in Spegific
Populstions (B.1)]. Instruet females of reproduckiva potantial ta report
pragnancies to thair physicians as soon as possibla,

* Lactgtion; Advise women that breastfesding is not recommended during
treatmeant with INVOKAMET [ses Use In Specific Populations {8.2)].

« |nform (emales that treatment with INVOKAMET may result in avulation In same
remanapausal anavulatory woman which may lead to unintendad pregnancy
? see Use In Spacific Populations {8.3)],

« Inform patients that the most ¢ommon advarsa reactions sssoclated with
canagliflazIn ara genita mycatic inlection, urlnary tract Infaction, and incressed
vrination, Mast common advarse resctions associatad with metfarmin are
diarrhea, nauvsea, vomiting, fiatulence, asthenis, Indlgastion, abdominal
discomfort, and headacha,

Manufactured for:
Janssen Pharmaceuticals, Ine,
Tituzvllle, NJ 08580

Finlshed product manufacturad by:
Janssan Ortho, LLC
Buraho, PR 40773

Licensad from Mitsublshi Tanabe Pharma Corporation

o
- Jans.sen)'

® 2014 Janssen Pharmacauticals, Inc.
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Madication Guide
INVOKAMET® {in volt’ a mat)
{canagliflozin and metformin hydrechloride)
Tahlets

What is the most important informatlon | should know about INUDKAMET? ‘
INVOKAMET can cause setlous side effects, including:

«  Lactic Acidosis. Mstformin, one of the medicines in INVOKAMET, can cause a rare hut sarious condition called lactic acidosis
{a build-up of lactic acid in the hiood) that can cause death, Lactic acidosis is a madical amargancy and must be treated in the

hospital,

Gall your doctor right away if you have any of the following symptoms, which could be signs of lactic acidosis:

o youfeel cold in your hands or fest o you have a slow or irregular heartbeat

o vyou fesl very weal or tired o you have unusual {not normal) muscle pain

o yau hava trouble breathing o you have unusual sleepiness or sleap longer than usual
o you have stomach paing, nausea, or vomiting o youfeel dizzy or lightheaded

Most people who have had lactic acidosis had other conditions that, in combination with matformin use, led to the lactic acidosis. Tell
your doctor if you have any of the following, because you have a higher chance for getting lactic acidosis with INVOKAMET if you:
¢ have sevare kidney problems or your kidneys are affected by certain x-ray tests that use injectable dye.
¢ ‘have liver prohlems ‘
o drink alcohol vary often, or drink a lot of alechol in shart-term “hinge” drinking.
Q

get dehydrated llose a large amaunt of hody fiuids). This can happen if you are sick with a fever, vomiting, or diarrhea.
Dehydratian can also happen when you sweat a lot with activity or exercise and do not drink enough fluids,

o hava surgary.

o hava a heart attack, severe mfectmn ar strake,
The best way to keap from having a problem with lactic acidosis fram metformin is to tell yaur doctor if you have any of the problems
in tha list above. Your doctor will dacide to stop your INVOKAMET for a whila if you hava any of thesa things.
INVOKAMET can have other setlous side effects. Ses “What ara the possible slde effects of INVOKAMET?"

What is INVOKAMET?

* INVOKAMET contains 2 prescription medicines called canagllﬂnzm {INVOKANA) and metformin hydrochloride (GLUCOPHAGE).
INVOKAMET can be used along with dist and exarcise to improve blood sugar {glucose) control in adults with typa 2 diabetes
when treatment with both canagliflozin and metformin is appropriate.

s INVOKAMET is not for people with diabetic ketoacidosis (increased ketones in blaod ar urine),
» Itis not known if INVOKAMET is safe and effective in childran under 18 yaars of age,

Who should not take INVOKAMET?
Do not take INVOKAMET It vou:
» have moderate to severe kidney prohlems or are on dialysis.
« have a condition called metaholic acidosis or diabatic katoacidosis (incroased ketones in the bload or urina),
» are allergic to canagliflozin, metformin, or any of the ingrediants in INVOKAMET. Sea the end of this Medication Guide for a list of
ingredients in INVOKAMET. Symptams of allergic reaction ta INVOKAMET may in¢lude:
o rash
o raised red patches on your skin thives)
o swelling of the face, lips, mouth, tongue, and throat that may cause difficulty in breathing or swallowing

16
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What should | tell my daetor bafors taking INVOKAMET?
Before you take INVOKAMET, tell your dactar if you;

have moderate to severe kidney problems.

havs liver problems.

have a history of urinary tract infections or problems W|th urination.

are on a low sodium {salt) diet. Your doctor may change your diet or your dosa of INVOKAMET.

have ever had an allergic reaction to INVOKAMET.

are going to get an injection of dye or contrast agents for an x-ray procedure, INVOKAMET may need to he stopped for a short
time. Talk to your doctar ahout when you should stop INVOKAMET and when you should start INVOKAMET again. See "What is
the most important information [ should know ahaut INVOKAMET?"

have heart problems, including congestiva heart failure.

are gaing to hava surgery. '

are eating less dua to illness, surgery, or a change in your diat.

" have or have had problems with your pancreas, including pancreatitis or surgery on your pancreas,

drink alcohol very often, or drink a lot of alcohol in the shart-term {“binge” drinking).

havae other medical conditions.

are pregnant or plan to hacome pregnant, INVDI(AMET may harm your unborn haby. If you become pregnant while taking
INVOKAMET, tell your doctor as soon as possible. Tall with your dactor ahout the best way to ¢antral your blaod sugar while you
are pragnant,

are a pramanopausal woman (before the “change of life"), who does not have periods regularly or at all. INVOKAMET may
increase your chance of hacaming pregnant, Talk to your doctor about hirth controf choices while taking INVOKAMET, if you are
not planning to become pregnant. Tall your doctor right away if you becoma pregnant whils taking INVOKAMET.

are hraastfeeding or plan to breastfead. INVOKAMET may pass into your breast milk and may harm your baby. Talk with your
doctor about the hest way to feed your bahy if you are taking INVOKAMET. Do not breastfeed while taking INVOKAMET.

Tall your doctor ahout all the medicines you take, including prescription and over-the-counter medlcmss vitamins, and herbal
supplemants.

INVOKAMET may affect tha way other medicines work and other medicines may affect how INVOKAMET waorks. Especially tell your
dactor If you take:

diuratics (water pills) + rifampin {used to treat or prevent tubsrculosis)
phenytoin ar phenobarbital (used to control seizures) « ritonavir {Norvir®, Kalatra®}* (used to treat HIV infection)
digoxin (Lanoxin®)* (used to traat heart problems) : ’

Ask your doctor or pharmacist for a list of these medicines if you are not sure if your madicine is listed above.
Know the medicines you take, Keep a list of them and show it 1o your doctor and pharmacist when you get a new medicine.

How shauld [ take INVOKAMET?

Take INVOKAMET by mouth 2times each day with meals exactly as your doctor talls you ta takae it. Taking INVGKAMET with meals
may lower your chance of having an upset stomach.

Your doctor will tell you how much INVOKAMET to take and when to take it. Your doctor may change your dose if needed.

Your doctor may tell you to take INVOKAMET along with other diabetes madicines. Low blood sugar ¢can happen more oftan when
INVOKAMET is taken with certain other diabetes medicines, See "What are the possible side effects of INVOKAMET?"

If you miss a dosa, take it as soon as you remamber. If it is almost time for your next dosa, skip the missed dose and take the
medigine at the next regularly scheduled time. Do not take 2 dases of INVOKAMET at the sama tima. Talk to your doctor if you -
have questions about a missed dose,

It you take too much INVOKAMET, call your doctor or go to the nearest hospital emergency roam right away,

When your body is under some types of stress, such as fever, trauma (such as a car accident), infection, or surgery, the amount of
diabetes medicine you need may change. Tell your doctor right away if you have any of these conditions and follow your doctor's
instructions.

Stay on your prescribed diet and exercise program while taking INVOKAMET.

Chack your bload sugar as your doctor tells you ta.

INVOKAMET will cause your urine to test positive for glucose.

Your doctor may do cartain hlnod tests before you start INVOKAMET and during treatment as needed, Your doctor may change
your dose of INVOKAMET based on the results of your blood tests. :
Your doctor will check your diabetes with regular blood tests, including your blood sugar levels and your hemaglobin A1C,
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What should | avoid while taking INVOKAMET?
« Avoid drinking alcohal very aften, or drinking a lot of alcohal in a shart parlod of tima (“hinge"” drinking), it can increase your
chances of getting serious side effects. )

What are the possilile side eflacls of INVOKAMET?
INVOKAMET may cause sarious side effects including:

+ See "What is the most important information | should know about INVOKAMET?”
+ dehydration. INVOKAMET can cause some paople ta hecome dehydrated {the loss of too much body water). Dehydration may
causa you to feel dizzy, faint, lightheaded, or weak, especially whan you stand up {orthostatic hypotansion),
You may ba at higher risk of dehydration if you:
o have low blood pressura
o take medicines to lower your blood pressure, including diuretics {water pill)
o are on a low sodium {salt) diet
o have kidney problems
o are 66 years of age or older
Talk to your doctor about what you can do to prevent dehydration including how much fluid you shauld drink on a daily basis.

« ketoacidesis {Increased ketones in your blood or wrine). Ketoacidosis has happanad in paopla who have type 1 diabetea or
type 2 diabetes, during treatment with canaglifiozin, one of the medicines in INVOKAMET. Ketoacidosis is a serious condition,
which may need to be treated in a haspital. Ketoacidosis may lead to death. Ketoacidosis can happen with INVOKAMET, even If
your hlood sugar is less than 250 mg/dL. Stop taking INVOKAMET and call your doctor rlght away if you get any of the following

symptoms:
6  nausea o tiredness
o vomiting o trouble breathing

o stomach area (abdominal) pain

If you get any of these symptoms during treatment with INVOKAMET, if possihle, check for ketones in your urine, even if your blaod

sugar is less than 250 mg/dL.

= kidney problems. Sudden kidney injury has happened to people taking INVOKAMET. Talk to your doctor right away if you:

o reduce the amount of food or liquid you drink for axampla, if you are sick or cannot eat or ' '
o you start to lose liquids from your hady for example, from vomiting, diarrhea or baeing in the sun too long.

» 3 high amount of potagsium in your blaod.

+ serious urinary tract infections. Serious urinary tract infections that may (ead ta hospitalization have happened in people who
ara taking canagliflozin, one of tha madicines in INVOKAMET. Tell your doctor If you havae any signs or symptoms of a urinary tract
infaction such as a burning feeling when passing urine, a naed to urinate often, the need ta urinate right away, pain in the lower
part of your stomach {pelvis), or blood in the urine. Sometimes people may also have a fever, back pain, nausea, or vomiting.

= low hlood sugar (hypoglycemia). If you take INVOKAMET with another medicine that can cause low bload sugar, such as a
sulfonylurea or insulin, your risk of getting low blood sugar is higher, The dose of your sulfonylurea medicine or insulin may nead
to be lowered while you take INVOKAMET. Signs and symptams of low blood sugar may include:

o headache o drowsiness o weaknass o confusion o dizziness :
o irritability o hunger o fastheartheat o sweating o shaking or fealing jittery

» vaginal yeast infection. Women who take INVOKAMET may get vaginal yeast infections. Symptoms of a vaginal yeast infaction
include:

Al

o vaginal odor
o white or yellowish vaginal discharge {discharge may be lumpy or look like cottage chease)
o vaginalitching '

+ yeast infection of the penis (balanitis or halanopasthitia). Men who take INVOKAMET may get a yeast infaction of the skin
around the penis. Certain men who are not circumcised may have swelling of the penis that makes it difficult to pull back the skin
around the tip of the penis. Other symptoms of yeast infaction of the penis include:

o redness, tching, or swalling of tha penis o rash of tha penis
o foul smelling digcharge from the penis o pain in the skin around the penis
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What are the possible side effects of INVOKAMET? (continuad)

Talk to your doctor about what to do if you get symptoms of a yeast infection of the vagina or penis. Your doctor may suggest you use

an aver-the-counter antifungal medicine. Talk 1o your doctor right away if you use an over-tha-counter antifungal medication and

yaur symptoms do not go away. ‘ ‘

» sarious allergic reaction. If you have any sympioms of a serious allergic reaction, stop taking INVOKAMET and call your doctor
fight away or go to the nearest hospital emergency room. See "Who should nat take INVOKAMET?". Your doctor may give you a
medicine for your allergic reaction and prescribe a different madicine for your diabetas.

*» broken hones (fractures). Bone fractures have baen seen in patients taking canagliflozin, Talk to your doctor about factors that
may increasa your risk of hone fractura.

+ |ow vitamin By, {vitamin By, deficiency). Using metformin for long periods of time may causa & dacrease in the amount of vitamin
B1z in your blaad, espacially if you heve had low vitamin By blood levels befora, Your dactor may do hlood tests to check your
vitamin By2 lavels, ‘

QOther common sida effects of INVOKAMET include: :

*+ nausea and vomiting « diarrhea = waakness * gas + upset stomach * indigestion

* headache * changes in urination, including urgent need to urinate more often, in larger amounts, or at night

Tell your doctor if you have any side effect that bothars you or that does not go away. These are not alf the possible side effacts of

INVOKAMET. For more information, ask your doctor or pharmacist.

Call your doctor for medical advice ahaut side effects. You may report side effacts to FDA at 1-800-FDA-1008,

You may also report side effects to Janssen Pharmacauticals, Inc. at 1-800-626-7736.

How should 1 stare INVOKAMET?
« Store INVOKAMET at room temperature batwaen 68°F to 77°F (20°C to 25°C).
= Store in the original container to protact from maisture, Do not put INVOKAMET in pill boxes or pill arganizers.

Keep INVOKAMET and all medicines out of the reach of children.

General informatlon about the safe and effective use of INVOKAMET,

Medicines are sometimes prescribed for purposes other than those listed in the Medication Guide. Do not uge INVOKAMET for &
condition for which it was not prescribed. Do not give INVOKAMET to other people, even if they have the same symptoms you have,
It may harm them,

This Medication Guide summarizes the most important information about INVOKAMET. If you would like more information, talk with
your doctor, You can ask your pharmacist or doctor for information about INVOKAMET that is written far healthcare professianals,

For more information ahout INVOKAMET, call 1-800-526-7736 ar visit our website at www.invokamet.com,

What are the ingredients of INVOKAMET?

Active ingredients: canagliflozin and metformin hydrachloride

Inactive ingredients: The tablet core contains croscarmallose sadium, hypromellose, magnesium stearate, and microcrystaliine
cellulose, The magnaesium stearate is vegetable-sourced. In addition, the tablet coating contains Macrogol/PEG, polyvinyl alcohol
{partially hydrolyzed), talc, titanium dioxide, iron oxide yellow (50 mg/1,000 mg and 150 mg/500 mg tablets only), iron oxide red
{50 mg/1,000 mg, 150 mg/500 mg and 150 mg/1,000 mg tablets only), and iron oxide black {150 mg/1,000 mg tablets only).

* The brands listed are trademarks of their respective ownars and are not trademarks of Janssen Pharmaceuticals, Inc.

Manufactured for: Janssen Pharmaceuticals, Inc., Titusville, NJ 08560. Manufactured by: Janssen Ortho, LLC, Gurabo, PR 00778.
Licensad from Mitsubishi Tanabe Pharma Corporation. ® 2014 Janssan Pharmaceuticals, Inc.

This Medicatlon Gulde has haen approved by the U.S. Food and Orug Administration. . Rovised 07/2016
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