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4.3 Drug interactions
Pharmacodvnamic interactions
Diurebics
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Pharmacokinetic interactions
Eflects of other medicinal products on canaglifiozin
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4.9 Overdose

Single doses up to 1,600 mg of canagliflozin in healthy subjects and canaglifiozin 300 mg twice daily for 12 wekes in patients wigh type 2 diabetes were generally well- tolerated
Therapy
In the event of an ﬂ\'l.'.'hh‘l.i{“. 118 reasonable to t'mphn the |,|~..1|;1! quppﬂl"[l\'t‘ MCASUres, ¢ g., rcmove unabsorbed matenal Ilnm
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during a 4-hour haemodialysis session. Canaglifiozin is no expected to be dialysable by peritoned] dialysis

S Pharmacological properties
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.1 Mechanism of action
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reduchion in systolic blood pressure, the increase in UGE results in a loss of calonies and the retore a reduction in body weight. as has been demonstrated in studies of patients with type 2 diabets
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challenge has been observed in clinical studies with canagliflozin

In [‘lhnw.(“ i studies, prr-mr.ll administration of ¢ 1:1:1p||ﬂn:|n M) My proy ided o greater reduction In p“,”.[‘mih,]l glucose excursion than observed with the 100 mg dose This effect at 1 W) meg dose of canaghfiozin n a4y, In parn, be due 1o local nhihtion of
mtestinal SGLTY LAN IMporiani Intestinal j.*hh Ose H.lnhpnrh'l ) related 1o transient hlj'h concentrations of « ']“-1;.“!}{_1”“ in the mntestimal 1””":11 prior Lo e inal ['.l'r-rT:r: | ab orphion (canaghflozi A low potency inhibitor of the SGLT ] trar pomier ) Studses have
shown no glucose malabsorption with canaglifiozin

l‘ﬂﬁ?lpilt1\1?111 increases the delivery of sodium 1o the distal tubule by blocking SGLT?2 il(‘[‘t'."ﬁlh'lll El”‘ ace and sodium :l'.]l":~.“rp1,”|'| (he f.-hy INCreasing tubuloglomerular feedback which (¢ aseociated with a reduction in ntraglormerular pressure and 2 der ———
hyperfiltration in preclinical models of diabetes and clinical studies

5.2 Pharmacodynamic properties
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RTG was seen with the 300 mg dmly dose to approximately 4 mmob/L to S mmol/L in patients with iy DC ) dinbetes in phase | studies. Sugege<tine a low risk for treatment induced h',{-f glycaemia | he reductions in BT led to increased | (sF n1 ;h:r_-r 15 with 1 ype 2

diabetes treated with either 100 mg or 300 mg of canaghflozin ranging from // g dayto 119 g/dav a ross the phase | studies; the UGE observed translates to a loss of 308 kcal/day to 476 kcal/day. The reductions in RT( and increases in 1 IGF were sustained over 3
26-week d-,mn;.: pr.‘n'ml n p.ﬂirnh with type 2 diabetes. Moderate increases (generally 100 mL to SO0 mL) in datly urine volume were eeen that attenuated over several days of dosing. Urinary uric acid excretion was tra !'-"“"J'ﬂjf IncCreased by carn aghflozin
['lﬂn.'ﬁ‘ﬂ'ﬂt‘d h\ | 9% 'L‘l.““[‘ﬁfl‘ti 0 h-l“-fhﬂt‘ on day | and ”'H.‘l'll :1!!-.'11|11HH_L‘. 10 f‘lﬂ..l‘l‘lt}"l,‘-. 2 and !"',_{",11 dav 1 1) Thigwas ac _Hr‘|!1'iﬂ'|[~.rf }j,\ll-'ﬂ sustamed reduction in serum urnc acl | con entration ol IDprox imately 20%

In a single-dose study 1in patients with type 2 diabetes. treatment with 300 mg before a mixed meal delaved intestinal glug ose absorption and reduced po tprandial glucose through both a renal and a non-renal mechanism

S3 PharmacoKinetic propertics
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The mean absolute oral bioavailability of canaghflozin is approximately 65%. Co-administration of high-fat meal wath canaglifiozin had no effect on the pharmacokinetics of canagliflozin: therefore ( anagliflozin may be 1aken with or withont food However

based on lh(‘ pﬂlt'ﬂtlﬁl 10 reduce pmlpmndml |1|:H:m;1 _lf_'ll'lt‘t"lu‘ excursions due 1o 110],1‘_'..'{%1 imnmtestinal elucose Jhuupnnn it1s recommended that Canaclifio7zin he taken belore the first meal ol the da v

Distnbution

Ihe mean steady-state volume of distribution of canagliflozin following a single intravenous infusion in healthy subjects was 83 5 litres, sugpesting extensive tissue distribution. Canagliflozin is extensively bound to proteins in plasma (99%), mamnly to alburmn
Protein binding 1s independent of canagiifiozin plasma con trat Y — W | : natienfe with r o

Biotransformation
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(approximately 7%%) in humans

In m witro studies, canagliflozin neither inhibited cytochrome P450 CYP1A2. CYP2A6. CYP2C19 CYP)] )6, or CYP2E]L.

CYP2B6, CYP2CE, CYP2C9, nor induced CYPIA2, CYP2C19, CYP2B6. CYP3AA4 at higher than therapeutic concentrations No
climcally relevantefiect on CYP3A4 was observed in vivo

Following administration of a single oral [14C) canaglifiozin dose to healthy subjects, 41.5%, 7.0%, and 3.2% of the administered radioactive dose was recovered in faeces as canaglifiozin, a hydroxylated metabolite. and an O-glucuronide metabolite
respectively. Enterohepatic circulation of canaglifiozin was negligiblc
Approximately 33% of the administered radioactive dose was excreted in urine, mainly as O-g

lucuronide metabolites (30.5%). Less than 1% of the dose was excreted as unchanged canaglifiozin in urine, Renal clearance of canaglifiozin 100 mg and 300 mg doses
ranged from | 30 mL'minto 1.55 mL/min

Canaghfiozin is a low-clearance substance. with amean systemic clearance of approximately 192 mL/min in healthy subjects following intravenous administration.

Renal impairment

A single-dose, open-label study evaluated the pharmacokinetics of canagliflozin 200 mg in subjects with varying degrees of renal impairment (classified using CrCl based on the Cockroft-Gault cquation) compared to healthy subjects. The study included %

subjects with normal renal function (CrCl> 80 mL/min). § subjects with mild renal impairment (CrCl S0 mL/min to < 80 mL_ 'min), § subjects with moderate renal impairment (CrC130 mL/min to < 50 mL/min), and & subjects with severe renal impairment (CrCl <
30 mL’min) as'well as § subjects with ESKD on haemodialysis.

The Cmax of canaglifiozin was moderately increased by 13%, 29%, and 29% in subjects with mild, moderate, and severe renal failure, respectively, but not in subjects on hacmodialysis. Compared to healthy subjects, plasma AUC of canaglifiozin was increased

by appraximately 17%, 63%, and 50% in subjects with mild, moderate. and severe renal impairment, respectively, but was similar for ESKD subjects and healthy subjects
Canaglifiozin was negligibly removed by haemodialysis.

Hepatic impairment

'1 —-t oy g - - =T ’ 3 : . = i al i . - : b . ) . ] ) ¥ E . . . 1 " F . 1 = . o : f J § 4 - -| . wibas "‘ - 1 - ™
Relative & subjects with normal hepatic function. the geometnc mean rathos for Cmax and AUCo of canagliflozin were 107% and 110%. respectively, in subjects with Child-Pugh class A (mild nepatic impairment) and 96% and 111%, respectively, i subjects
1 = b . 1 '-ul - - 1. - = 1 a - . ; - - = i
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be clinically meaningful. There is no clinical expenence in patients with Child-Pugh class C (scvere) hepatic impairment.

These differences are not considered to
Elderly (> 65 years old)

Age had no clinically meaningful effect on the pharmacokinetics of canaglifiozin based on a population pharmacokinetic analysis.

Paediatnc population

A paediatric phase | study examined the pharmacokinetics and pharmacodynamics of canagl
consistent with those found in adult subjects.

Pharmacogenetics

Both UGT1A9 and UGT2B4 are subject to genetic polymorphism. In a pooled analysis of clinical data. increases in canaglifiozin AUC of 26% were observed in UGT1A9*1/*3 carriers and 18% in UGT2B4*2/*2 carriers. These increases in canagifiozin
€Xposure are not expected to be clinically relevant. The effect of being homozygote (UGT1A9*3/*3, frequency < 0.1%) is probably more marked, but has not been investigated.

Gender, race/ethnicity, or body mass index had no chinically meaningful effect on the pharmacokinetics of canagliflozin based on a population pharmacokinetic analysis.

iflozin 1n children and adolescents > 10 to < 18 years of age with type 2 diabetes mellitus. The observed pharmacokmetic and pharmacodynamic responses were

6 Nonclinical properties

6.1 Animal toxicology or pharmacology

Non-clinical data reveal no special hazard for humans based on conventional studies of safety pharmacology, repeated dose toxicity, and genotoxicity.

Canaglifiozin showed no effects on fertility and early embryonic development in the rat at exposures up to 19 times the human exposure at the maximum recommended human dose (MRHD).

In an embryo-foetal development study in rats, ossification delays of metatarsal bones were observed at systemic exposures 73 times and 19 times hi
attnbuted to effects of canaglifiozin on calcium homeostasis observed in adult rats Ossification delays were also observed for the combination of ¢
umes and 12 times higher than clinical exposures at 100 mg and 300 mg doses.

In a pre- and postnatal development study, canaglifiozin administered to female rats from gestation day 6 to lactation day 20 resulted in decreased bod
human exposure to canaglifiozin at the MHRD). Maternal toxicity was limited to decreased body weight gain.

gher than the clinical exposures at the 100 mg and 300 mg doses. It is unknown whether ossification delays can be
anaghifiozin and metformin, which were more prominent than for metformin alone at canaglifiozin exposures 43

y weights in male and female offspring at maternally toxic doses > 30 mg/kg/day ( exposures > 5.9 times the

Astudy in juvenile rats administered canaglifiozin from day 1 through day 90 postnatal did not show increased sensitivity compared to effects observed in adults rats. However, dilatation of the renal pelvis was noticed with a No Observed Effect Level (NOEL ) at
exposures 2 4 times and 0.6 times the clinical exposures at 100 mg and 300 mg doses, respectively, and did not fully reverse within the approximately |-month recovery period. Persistent renal findings i juvenile rats can most likely be attributed to reduced ability
of the developing rat kidney to handle canaglifiozin-increased urine volumes, as functional maturation of the rat kidney continues through 6 weeks of age
Canaglifiozin did not increase the incidence of tumours in male and female mice in a 2-year study at doses of 10, 30, and 100 mg/kg. The nighest dose of 100 mg/kg provided up to 14 umes the clinical dose of 300 mg based on AUC exposure. Canaglhifiozzn
increased the mcidence of testicular Leydig cell tumours in male rats at all doses tested (10, 30, and 100 mg/kg); the lowest dose of 10 mg/kg is approximately 1.5 times the clinical dose of 300 mg based on AUC exposure. The higher doses of canaglifiozin (100
mg/kg) in male and female rats increased the incidence of pheochromocytomas and renal tubular tumours. Based on AUC exposure, the NOEL of 30 mg/kg/day for pheochromocytomas and renal tubulaf tumours is approximately 4.5 times the exposure a1 the
daily clmical dose of 300 mg. Based on preclinical and clinical mechanistic studies, Leydig cell tumours, renal tubule tumours, and pheochromocytomas are considered to be rat-specific. Canaglifiozin-induced renal tubule tumours and pheochromocylomas mn
rats appear to be caused by carbohydrate malabsorption as a consequence of intestinal SGLT | inhibitory activity of canaglifiozin in the gut of rats; mechanistic clinical studies have not demonstrated carbohydrate malabsorption in humans at canaglifiozin doses of

up to 2-times the maximum recommended clinical dose. The Leydig cell tumours are associated with an increase in luteinizing hormone (LH), which is a known mechanism of Leydig cell tumour formation in rats. In a 12-week clinical study, unstimulated [ H did
notincrease m male patients treated with canaglifiozin.

7 Description |
Canaglifiozin is a C-glycosyl compound that is used (in its hemihydrate form) for treatment of type II diabetes via inhibition of sodium-glucose transport protein subtype 2. It has a role as a hypoglycemic agent and a sodium-glucose transport protem subtype 2

mhibitor. It 1s a C-glycosyl compound, a member of thiophenes and an organofiuorine compound. The chemical name for Canaglifiozin is (2S,3 R.4R. SS.ﬁR)-2—[3-[[5—(4‘ﬂu:}mphf:ny]]minphen-}'.-yl]methyl]-ﬁ—memy!phm}'l]-é—( hydroxymethyl)oxane-3 4 5-
mol. Its empincal formula is C24H25FQSS

T'he molecular weight of Canagliflozin is 444.5 g/mol.
The structural formula is;

8 Pharmaceutical particulars
§.1 Incompatibilities
Notapplicable.

8.2 Shelf- Life
24 months

8.2 Packaging information
Alu-PVC/PVDC blster pack

8.4 Storage and handling instructions
Store at & temperature not exceeding 30°C, Protect from light & moisture.

9 PATIENT COUNSELING INFORMATION
1) What is the use of Canaglifiozio Tablets?

Canaglifiozan Tablet is a type of medicine known as a sodium-glucose cotransporter-2 (SGLT2) inhibitor used for the treatment oftypc -2 diabetes. It lowers blood sugar levels by blocking the action of SGLT-2 in the kidoey and removing excess sugar from your
il through unoslon

1) Can you stop treatment when you feel OK:
No, 40 pot stop the treatment course even if you feel better. Continue taking this medicine and complete the prescrbed course for the best effects.

3) Warnings and precautions:

Canaglifiozin Tablet should not be used in paticnis with type | disbetes or diabetic ketoacidosis Before you stant taking Canaglifiozin Tablet | 1el] your doctor if you have senous heant disease or if you have had a stroke, low blood pressare (hypotession), snd
severe liver or kidoey discase. Canaglifiozin Tablet, when used with insulin, may lower the blood sugar level, leading Lo hypoglycemia, which can be fatal. Your doctor may adjust the dose by lowering the dose of msulin or Canaghfiozin Tablet m this case 1f you

expenience rapid weaght loss, fecling sick or being sick, stomach pain, excessiye thirst, fast and deep breathing, confusion, unusual sleepiness or tiredness, a sweet smell W your breath, a sweet of metallic taste 1 your mowth, or & different odowr © your wrme of
sweat, Lalk (o a doctor or go Lo the nearest hospital immediately

-

4) How should | take Canaglifiozio Tublets?
Swallow the wblet whole with some water

5) i you have taken too many tablets?
Contact your doctor immediately or go Lo the nearest hospital Casualty departmen laking any remaining medication and this patient iformaon leaflet with you

6) If you forget to take Canaglifiozio Tablets?
If you muss s dose of Canaglhifiozin Tablets, take it a5 s00n as possible. However, if it 18 almost tme for your next dose, skip the missed dose ang go back to your regular schedule. Do not double the dose

10 Detail of product permission or license number
MiglacNo GR2572011]
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