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1. Name of the medicinal product ‘a-obm\ Y ?I_,J‘-_S?JLU ]y)‘

I mpacoza plus - | AR B LET i ()h
I mpacoza plus oo\ ? £ ) Y‘J"‘eis W &
2. Qualitative and quantitative composition ' ’\'} o q'_;) ?

Lmpacoza plus 10 mg/S my film-coated tablets Las® ™

Fach film-coated tablet contams 10 mg Empaglifiozin and 5 mg Lmaghptin

b cozi plus 25 me/S mg film-coated tablets

Each tilm-coated L&Mcuﬁ'@}inﬁ 25 mg K

3 rnam.ceauim__ﬂs}mf/" =y, '\\
\

liflozin and 5 mg Lnaghpun

EDA

Empacoza plus 25mg/Smg white to off whl}c round biconvex film coated tablet with
white o off white core

\ —% i ,If 3 [
Empacoza plus "’“ﬁ&'{*ﬂg - white rour _bimu;vcx unscored film coated ablet

Film-coated wbler

%

T . N — 3
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4.1 Therapeutic indicationy
Empacoza plus, fixed dose combination of empagliflozin and linaglipun, is indicated in
adults aged 18 years and older with type 2 diabetes mellitus:

* 1 improve glycaemic control when metformim and/or sulphonylurea (SU) and one of
the monocomponents of Empacoza plus do not provide adequate glycaemic control

* when already being treated with the free combination of empagliflozin and lnagliptin
4.2 Posology and method of administration

Posology

I'he recommended starting dose 1s 1 lilm-coated tablet of Empacoza plus 10 mg/5 mg
(10 mg empaglhiflozm plus 5 mg Imaghpun) once daily

In patients who tolerate this starting dose and require additional glycemic control | the
dose can be increased 1o 1 film couted tablet of 25 mg empaghiflozin plus 5 mg
hinagliptin once daly
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When Empacoza /1 inagliptin is used in combination with a sulphonylurea or with
insulin, a lower dose of the sulphony lurea or nsulin may be considered o reduce the
risk of hypoglycaemia (see sections 4.4, 4.5 and 4 8),

Patients switching from empagliflozin (¢ither 10 mg or 25 mg duly dose) and
Linagliptin (5 mg daily dose) o empagliflozin /L inaghiptin should receive the same
daily dose of empagliflozin and hinagliptin in the fixed dose combination as in separate
tablets. The metformin dose should be continued

Special populations
Renal impairment

Due to the mechanism of sction., decreased renal function will result in reduced
glycaenme etficacy of empaghilozmn (see se S.1)

« In patients with an estimated glomeryhdr
m? or creatinine clearance (CrC'l) =60 mi-/

‘R) =60 mL/mn/1 73
_ ' 'm:usnl tis required.

* In patients with an ¢GFR <60 ml.::iniwll/?] m’ or CpCl < nu,ft_nm_ empagliflozin
/Lmagliptin should not be mitiated. 1
« In patients tolerating empagliflozin /L
60 mL/min/1.73 m* or CrC1 below 66 ml
should be adjusted 10 or maintained aNOqlg
daily ;
* When ¢GER s persisiently below 45 mlL/mm/T or CrC] persistently below 45
ml/min, reatment should be discontinued (see secuons 4.4, 4.8, 5.1, and 5.2)

* In patients with end-stage renal discase or in patients on dialysis, empaghitlozin
/Lnagliptn should not be used as empagliflozin 1s not expected 1o be effective mn these
patients (see sections 4.4 and 5.2)

Hepatic impairment

No dose adjustment is required in patients with mild © moderate hepatic impamment.
Empagliflozin exposure 1s increased n patients with severe hepatic impairment and
therapeutic experience in such patients is limited (see section 5.2). Therefore.
empaglitlozin /Linag hptin s not recommended for use i this population.

Elderly
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No dosage adjustment based on age s required However, renal function and risk of
volume depletion should be taken into account in elderly patients (see sections 4.4 and
4.8), Based on very himited expenence in patients 75 years and older, mitiation of
empaglillozin /L inagliptin therapy 1s not recommended in this population (see sections
4.4 and 5.2),

Paediatric population

Safety and efficacy of empaglillozin /L inagliptin in pacdiatric patients below 18 years
ol age have not been established. No data are available.

Method of admmistration

empaghiflozin /Linagliptin tablets are for oral use and can be taken with or without a
mical at any tme of the day at regular intervals, The tablets should be swallowed whole
with water, 11 dose is nussed, and 1t is 12 hours or more untl the next dose, the dose
should be taken as soon as the p.mul; wmuﬁ"qu dose should be taken at the
usual tme. 1Fa dose is missed, and it is-bess tharr 12, he until the next dose. the dose
should be skipped and the next dose ‘-].I»t Elj,:ltm‘auht: usual time. A double dose
should not be taken to L()Il‘.l.l)LfT“uﬂl: ;al a en du§«,
4.3 Contraindications :
Hypersensitivity to the active subc,'[unm toany other "hulnum Gilucose-Co-
Iransporter-2 (SGL T2 ) nhibitor, lP\l}v tﬂh::fﬂlp;p’?ﬁl Péptidase-4 (DPP-4)
inhibitor. or to any of the excipients Nsted in-section®. 1+ /

_— ; B, i S
4.4 Special warnings and |1rt'cﬂ\anJ_m“i’i§t‘ LS
Diabetic ketoacidosis: -.\:_:____:,_/
Diabetic ketoacidosis Rare cases ol diabetic ketoacidosis (DK A}, including life-
threatening and fatal cases. have been reported in patients treated with SGLT2
inhibitors, ncluding empagliflozin. In a number of cases. the presentation of the
condition was aty pical with only moderately increased blood glucose values. below [4
mmol/l. (250 mg/dL). 1t s not known if DKA s more likely o oceur with higher doses
ol empagliflozin. The risk of DRA must be considered in the event of non-specific
symptoms such as nausea, vomiting, anorexia, abdominal pain, excessive thirst.
ditficulty breathing. confusion. unusual fatigue or sleepiness. Patients should be
assessed for ketoacidosis immediately if these symptoms occur, regardless of blood
glucose level In patients where DK A 15 suspected or diagnosed. treatment with
empagliflozin should be discontinued immediately. Treatment should be interrupted in
patients who are hospitalised for major surgical procedures or acute serious medical
illnesses. Monutoring of ketones 1s recommended in these patients. Measurement of
blood ketone levels is preferred Lo urine. Treatment with empaghiflozin may be
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restarted when the ketone values are normal and the patient's condition has stabilised.
Before imtiating empagliflozim. factors in the patient history that may predispose o
ketoacidosis should be considered. Patients who may be at higher risk of DKA nclude
patients with a low beta-vell function reserve (e.g. type 2 diabetes patients with low (-
peptide or latent autoimmune diabetes i adults (LADA) or patients with a history ol
pancreatitis ), patients with conditions that lead to restricted food intake or severe
dehydration, patients for whom insulin doses are reduced and patients with increased
insulin requirements due o acute medical illness

surgery or alcohol abuse. SGLT2 inhibitors should be used with caution in these
patients. Restarting SGLT2 inhibitor treatment in patients with previous DRA while on
SGLT2 mhibitor treatment is not recommended, unless another clear precipitating
factor is identificd and resolved. Empacoza plus should not be used for treatment of
patents with type | diabetes. Data from a clinical trial program in patients with type |
diabetes showed increased DKA oceurrence with common frequency in patients
treated with empagliflozin 10 mg and 25 m;}_a.;_m dunct to msulin compared o
placebo i ’

Lise with medicinal product knuw

Empagliflozin and linagliptin as SII\E'L guhs ~§hl)f~ud al\uu.ltfqm.c ol hypoglycaemia
comparable 1o placebo when used alone or in combination with other antidiabetics not
known to cause hypoglycacmia (¢.o. metformm;: thlaﬂ:l:dlhndmnu) When used in
combination with antidiabetics known'to cause h.\-pnght.q{,mm {e.g. sulphonylurcas
and/or insulin), the incidence of hyrmgl\wunu.;nf blwﬂ/bdﬂw’ was increased (sce
section 4.8), \\ N, -,

There are no data about the h)puglud\ml.g, Fisk ool émpagliflozin /Linagliptin when
used with msulin and/or sulphonylurea. However- Caution is advised when
empagliflozin /Linagliptin is used in combination with antidiabetics, A dose reduction
ol the sulphonylurea or insulin may be considered (sce section 4.2 and 4.5),

Acute pancreatitis

Use of dipeptidy! peptidase-4 (DPP-4) inhibitors has been associated with a risk of
developing acute pancreatitis, Acute pancreatitis has been observed in patients taking
linaghiptin. In a cardiovascular and renal safety study (CARMELINA) with median
observation period o' 2.2 years, adjudicated acute pancreatitis was reported in 0.3% off
patients treated with linagliptin and in 0.1% of patients treated with placebo. Patients
should be formed of the characieristic sy mptoms of acute pancreatitis.
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If pancreatitis is suspected. empagliflozin /Linagliptin should be discontinued: if acute
pancreatitis is confirmed, empagliflozin /Linagliptin should not be restarted. Caution
should be exercised in patients with a history of pancreatitis.

Monitoring of renal function

Due to the mechanism of action, the glycacmic efficacy of empagliflozin is dependent
on renal function (see sections 4.2, 5.1 and 5.2). Therefore, assessment of renal
function is recommended:

« prior to empagliflozin /Linagliptin initiation and periodically during treatment, i.e. at
least yearly,

« prior to initiation of any concomitant medicinal product that may have a negative
impact on renal function.

Use in patients with renal impairment

In patients with an ¢GFR below 60 mL/min/1.73 m? or CrCl <60 mL/min, avoidance,
dose adjustment or discontinuation of empagliflozin /Linagliptin may be necessary (for
details sce section 4.2). empagliflozin /Linagliptin should be discontinued when eGFR
is persistently below 45 mL/min/1.73 m? or CrCLis persistenly below 45 mL/min. In
patients with end-stage renal discase or in-patients onrdialysis, empagliflozin
/Linagliptin should not be used, as empaghnwm is nol apcpected to be effective in
these patients (see section 5.2). A N

Use in patients at risk for volume depletion )

Based on the mode of action of SGLT2 inhibitors, osmotic diuresis accompanying
therapeutic glucosuria may lead to a modest dccrcase in blood pressure (see section
5.1). Therefore, caution should be exercised mpanents for whom an empagliflozin-
induced drop in blood pressure could pase a ml\, suchas patients with known
cardiovascular discase, patients on anh-hypencnswe therapy (e.g. thiazide and loop
diuretics, see also section 4.5) with a history of hypotension or patients aged 75 years
and older.

In case of conditions that may lead to fluid loss (e.g. gastrointestinal illness), careful
monitoring of volume status (e¢.g. physical examination, blood pressure measurements,
laboratory tests including haematocrit) and electrolytes is recommended for patients
receiving empagliflozin. Temporary interruption of treatment with empagliflozin
/Linagliptin should be considered until the fluid loss is corrected.

Urinary tract infections
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In empagliflozin /Linagliptin clinical trials, the incidence of urinary tract infections was
overall similar between the patients treated with empagliflozin /Linagliptin and the patients
treated with empagliflozin or linagliptin. The frequencies were comparable to the incidence of
urinary tract infections in empagliflozin clinical trials (see section 4.8). In a pool of” placebo-
controlled double-blind trials of 18 to 24 weeks duration, the overall frequency of urinary
tract infection reported as adverse event was similar in patients treated with empagliflozin 25
mg and placebo and higher in patients treated with empagliflozin 10 mg (see section 4.8).
Post-marketing cases of complicated urinary tract infections including pyelonephritis and
urosepsis have been reported in patients treated with empagliflozin, Pyelonephritis and
urosepsis were not reported from the clinical trials in patients treated with empagliflozin
/Linagliptin. However, temporary interruption of empagliflozin /Linagliptin should be
considered in patlmls with comphcalcd urinary tract infections.

Post-marketing cases of necrotising fasciitis of the- pcrhacum (also known as Fournier's
gangrene), have been reported in female mdmaTg paliqrus taking SGLT2 inhibitors. This isa
rare but serious and potentially life-threatening éve nt that r requires urgent surgical
intervention and antibiotic treatment. Patients should be advised to seek medical attention if
they experience a combination of symptoms of pain, tcfdm'less. erythema, or swv.lllug in the
genital or perineal area, with fever or malaise. Be aw:yc that either uro-gemtal infection or
perineal abscess may precede negrotising fasciitis. [f Fournier's gangrene is suspected,
Glyxambi should be discontinued' prompt treatment (including antibiotics and surgical
debridement) should be instituted. . .~ < .

An increase in cases of lower limb amputation (primarily of the toe) has been observed in
ongoing long-term clinical studies with another SGLT2 inhibitor. It is unknown whether this
constitutes a class effect. Like for all diabetic patients it is important to counsel patients on
routine preventative foot-care.

Genital Mycotic Infections
Empacoza plus increases the risk of genital mycotic infections. Patients who have a

history of genital mycotic infections or who are uncircumcised are more likely to
develop genital mycotic infections. Monitor and treat appropriately.

Hepatic injury

Cases of hepatic injury have been reported with empagliflozin in clinical trials. A causal
relationship between empagliflozin and hepatic injury has not been established.

Cardiac failure

Experience with empagliflozin in New York Heart Association (NYHA) class I-11 is limited,
and there is no experience in clinical studies with empagliflozin in NYHA
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class HEAV Inthe EMPA-REG OUTCOME study, 101 %6 of the patients were
reported with cardiac failure at baseline. The reduction of cardiovascular death i these
paticnts was consistent with the overall study population.

Urine luboratory assessiments

Due 1o the mechamsm ol action of empagliflozin, patients taking empaglhiflozin
MLmagliptin will test positive for glucose in their urine.

Interfe
Momitoring glycacmic control with 1.5-AG assay 15 not recommended as
measurements ol 1,5-AG are unrelable 1 assessing glycaenue control i patients
taking SGIU T2 mhibitors. Use of alternative methods o monitor glycacmic control is
advised

Llevated haematoerit

Haematocrit increase was observed with cmpuglillw m Ireatment (see sechon 4.8)

Elderly ,/

A higher nisk of volume depletion adverse reag -:d m patients aged 75
years and older, treated with mlpaglllkmm_,es -. t!d\l (see section 4.8)
Iherefore, special attention should be' given o !hclr w:lum; mmlnc in case of co-
admimstered medicinal products which may lead o volume d&.plulmn (e g diuretics,
ACE mhibitors). Therapeuatic upun.m.c 5"|Imlh-l’ with empagliflozn /L inaghiptin in
patents = 75 years of age, and, no c\ : L\ available in paticngs aged 85 years and
older. Initmtion of therapy with umpa I EL tinn this population is not
recommended (see section 4.2) v

Hullous pemphigoid

Hullous pemphigoid has been observed in patients taking linagliptin. In the
CARMELINA study, bullous pemphigoid was reported in 0.2% ol patients on
treatment with imagliptin and i no patient on placebo. 11 bullous pemphigoid is
suspected, empaghiflozin /L maghptin should be discontinued.

4.5 Interaction with other medicinal products and other forms of interaction

No drug mteraction studies have been performed with empaglitflozin /L magliptin and
other medicimal products, however. such studies have been conducted with the
idividual active substances. Based on results of pharmacokinetic swdies, no dose
adjustment of empagliflozin /Linaghptin s recommended when co-admimstered with
commonly prescribed medicmal products, except those mentioned below

Pharmacodynamic interactions
Page 7 of 35

Insulin and sulphonylureas

Insulin and sulphonylurcas may inerease the risk of hypoglycacmia. Therefore, a lower
dose of msulin or sulphonylurcas may be required (o reduce the risk of hypoglycaemia
when used i combination with empaglifiozin /Linagliptin (see sections 4.2, 4.4 and
4.8)

Duretics
Empaglifiozin may add to the diuretic eftect of thiazide and loop diuretics and may
ncrease the nsk of dehydration and hypotension (see section 4.4)

Pharmacokinetic inlcractions

Effects of vther medicinal producis on empagliflozin

Empagliflozin 1s mainly excreted unchanged. A minor fraction is metabolised via
uridine 5*-diphosphoglucuronosy lirnsferases (UGT); thergfore, a climcally relevant
eflect of UGT inhibitors on empagliffozin 1s not expecied (see séttign 5.2). The effect
of UG induction on empagliflozin has not been stdicd. L‘u_z[dnriqmrmlmn with
known inducers of UGT enzymes should be wuudc;} S o%] ﬂ-h: n'l*}duwased
efficacy of empagliflozin 1f an inducer of these UGT émzymds mustbe co-
admunistered, monitormg of glycacmic control Wy assess response o ('il\r xambi is
appropriate.

Co-administration of empagliflozin with probenecid. aninhibitor of, /JJ(:-[ enzymes and
OAT3, resulted ina 26 % mcrease in peak enp Itﬂq/m phlalnuyﬂnu:n ations (Cu)
and a 53 % increase n area under the concentratio unlc'vm'v( IQU{ I'hese changes

s

were not considered to be chinically meaning ful. s L

An mteraction study with gemiibrozil, an i viro mhibitor oF OAT3 and
OATPIBI/IB3 transporters, showed that empagliflozin Cyaincreased by 15 % and
ALIC mereased by 59 % followmng co-administration, These changes were not
considered to be chnically meaningful,

Inhibition of OATPIB /1833 transporters by co-admimistration with rifampicin resulied
ina 75 % increase i Cowand @ 35 % merease in AUC of empagliflozin These
changes were not considered o be climeally meaning ful

Interaction studies suggest that the pharmacok inetics of empagliflozin were not
influenced by co-admimistration with metformin, ghimepiride, proghtazone, sitaghptin,
linagliptin. warfarin, verapamil, ramipril. simvastatin, Wrasemide and
hydrochlorothiazide.
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Effects of empagliflozin on other medicual products

Interaction studies conducted in healthy volunteers suggest that empaglitlozin had no
chimieally relevant effect on the pharmacokmetics of metformn, glimepiride,
pioghitazone. sitaglipting linaghiptin, simyastanmn, warlarm, ramipril, digoxin, diuretics
and oral contraceptives

Effects of other medicinal products on linagliptin

Co-admimstration of rifampiem deercased hnaghptin exposure by 40 %o, suggesting
that the efficacy of linagliptin may be reduced when admimistered in combination with
astrong P-glycoprotem (P-gp) or eytochrome P450 (CY P isozvme CYP3IA4 inducer,
particularly il these are administed long-term (see section 5 2). Co-admimistration with
other potent mducers of P-gp and CYP3A4 such as carbamazepine, phenobarbital and
phenvitom, has not been studied

 —

Co-admmistration of a single 5 mb.{fmlg.hm nH-un..tb i and multuple 200 mg oral
doses of nwnavir, a potent inhibitor u[‘l’-gfyu:pn%uu{t YP3IAL, increased the
ALIC and O of linagliptin .inprml}n.ilqb fwoldld dud threefold, respectively. The
unbound concentrations, which are gsually less than | % at the therapeutic dose of
Tnagliptin, were inereased 4 10 5- fdld after co- ‘Idllllnlsll‘dllun with ritonavir
Simulations of steady-state plasma\concentrations ol Imdt.llrnln with and without
ritonavir indicated that the II'1Lh.d‘vL i exposuie will h}. nol associated with an
mecreased accumulation. These U'ld.[_lL nlmagl lp’_m‘pharpiuml\nwllu were not
considered o be clinically relevait “Wherctore-clinicallyAclevant interactions would
not be expected with other P-gly -.npmlgn%t—‘c P3Adaihibitors.

Interaction studies conducted n healthy vulunlu.r.s suggest that the pharmacokinetics
of linag iptm were not mfluenced by co-administration with metformin and
alibenclamide

Efects of limaglptin on other medicimal products

[ inagliptin is a weak competitive and a weak 0 moderate mechanism-based inhibitor
of CY P asozyme CYP3A4. but does not mhibit other CY P isozymes. [Uis not an
inducer of CY P isozymes. Linaghptin is a P-glycoprotem substrate. and inhibits P-
glycoprotemn mediated transport of digoxin with low potency.

Linaghiptin had no climcally relevant effect on the pharmacokinetics of metfornun,
glibenclamide. simvastatin, proghtiazone, warfarin, digoxin. empaghflozin or oral
contraceptives providing i vivo evidence ofa low propensity [or causing drug
nteractions with substrates of CYP3A4 CYP209, CYP2CE, P-gp and orgame cationic
lransporter (t T
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4.6 Fertility, pregnancy and lactation

The effects of empagliflozin /1 magliptin on pregnancy. breast-feeding and fertility are
not known: el related (o the individual active substances are described below.
Pregnancy

There are no data from the use of empagliflozin and linaghptin in pregnant women,
Breast-leeding

No data in humans are available on excretion of empagliflozin and linaghiptin into
milk . A risk o newborns or mfants cannot be excluded empagliflozin /L maghipun
should not be used durmg breast-leeding,

Fertility

No studies on the effect on human fertility have been conducted with empagliflozm
/1 inagliptin or with the individual active substances.Non-climcal sudies with

empaghiflozin and hnaghiptin as single ug,:.}tr(du not: mg.ﬁrwgnm or indirect harmftul
cliects with respect Lo tertihity / e b

4.7 Effects on ability to drive and use m:u:hlll:: L)
empagliflozin /1. 1||.ig|:|)£|n has nunor mfluence on the ahlllt\ tsl dnh: and use
machines, Patients should be advised (o take precautions o avpid hypoglycacmia while
driving and using machines. in particular when empaghflozin /1. |n:ﬁ__llp!ln 15 used m
combination with other antidiabetic medicmal pmduc.h knu\d’n‘u‘l J.du:.c hypoglycaemia
(e g msulim and analogues. sulplmn\lmn.ap} Al

L -
4.8 Undesirable effects N o Vi et
Summary ol the safety profile S
I'he most frequent adverse reaction wis urinary tract infection (7.5 % with 10 mg
empagliflozin / 5 mg linaghptin and 8.5% with 25 mg empagliflozin /5 mg linagliptin
with (see Description of selected adverse reactions). The most serious adverse
reactions were ketoacidosis (< 0.1%), pancreatitis (0.2%), hypersensitivity (0.6%), and
hypoglycacmia (2.4%) (see section 4.4).

Owverall. the safety profile of empagliflozin /Linagliptin was in line with the safety
profiles of the mdividual active substances (empagliflozin and linaglipting. No
additional adverse reactnons were identificd with empagliflozin / linagliptin.

The adverse reactions shown i the table below (see Table 1) are listed by system
argan class and are based on the safety profiles of empagliflozin and linaghptin
monotherapy . The information about adverse reactions not reported in Empagliflozin /
linagliptin elimcal trials s based on the experience from empagliflozin and linagliptin
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Adverse reactions marked with an asterisk (*) are further discussed in section
“Deseription ol selected adverse reactions” below,

Tabulated hst of adverse reactions

Frequency categories are defined as very common (= 1/10). common (= /100 10 <
1A10), uncommon (= 1/ 1L000 w = 1100} rare (= 110,000 o < 1/1,000), very rare (<
17100007 and not known (cannot be estimated from the available data).

I'able | Adverse reactions

System organ class
Intections and infestations

Immune system disorders

Metabolism and nutrition
disorders

Respiratory, thoracic and
imediastnal disorders
WGastramtestimal disorders

Skin and subcutancous tissue
‘disorders

Vascular disorders
Renal and urinary disorders

AInvestigations

Frequency

Common

Common

Common

Adverse reaction
Urinary tract infection'” (including
pyelonephritis and urosepsis)!

Vaginal monihiasis, vulvovagimiis,

S -"hiilw other genital infections'”

R

Not known

Uncommon

Lncommon \
Common % N

.

Common
Rare

Commuon

Lincommon
Rare

Common
LCommon
Not known

Lincommon

Common
LIncommon

Commaon
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Nu_mu:mg lusul 15 of the perimeum
(Fournier s gim_: ne)’
I{\mrmml' ity

A:lgmudu £ 511'llcana’-4

(when used with

or insuling’

ca;cm"
~ sulphony!

Diabetic ketoacidosis™*
Cough’

Pancreatitis®

Mouth uleeration’
Pruritus’'

Rash'?

Bullous pemphigoid™
Volume depletion’”
Anereased urination'”
Dysuria’

1 nereased amy lase”
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Lipase lm,rum.d
Haematocrit increased'”
Serum lipids mereased'®

‘Common
Lncommuon
Lncommaon
Lincommaon

filtration rate decreased"”

Muscleskelateal disorders | joint pain

(Arthralgia )

! derived from empagliflozin experiences
“derived from linagliptin experiences
P derived from hinagliptin postmarketing experience
*denved from empagliflozin postmarketing experience
* Mean changes from baseline in haematoeritawere 3 3% and 4 2% for Empagliflozin
Minagliptin 10 mg/5 mg . respectively. Lillll|‘ltl]‘l$d-lim"/ﬁ for placebo, In a clinical trial

with empagliflozin, hacmatocrit v.ﬂuwff 1urﬂcd4qwatgs ‘hf.nhm. values alier a follow-
up period of 30 days alter treatment slpp DA ‘\ Ny

" Mean percent increases from hdbth]L Jur lur l I]\pdbll}]ﬂ[}[l Minagliptin 10 mg/5 mg
versus placebo, respectively. were tptal cholesterol 3.2% and 4.6% versus 0.5%, HDL-
cholesterol 8.5% and 6.2% versus 014%; | I)I -Lh()!t.,hlt.l‘ﬁl 5 8% and 11.0% versus
3.3%: triglycerides -0.5% and 3.3%4 versus 6d Ti/u i 75

“In the CARMELINA study (see Mk,p}f\i. s pe
0.2% patients treated with linagliptin and- i no patie its

higoid was reported in
cated with placebo.

" see section 4.4

Description of selected adverse reactions
Hypoglveaemia

In pooled clinical trials of for Empagliflozin /linagliptin plus in patients with type 2
diabetes and inadequate glycaemic control on background metformin, the frequency of
the reported hypoglycaemic events was 2.4 %, The incidence of confirmed
hypoglycacmic events was low (< 1.5 %), T hcn. was no notable difference of the
incidence in patients treated with different dose strengths of empagliflozin /L inagliptin
compared to the treatment with empagliflozin or linagliptin.
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One patient administered for Empagliffozm Mdinaghiptin experienced a contirmed
(investigator-de fined ). major hypoglyeacnie event (defined as an event requiring
assistance) in the active- or placebo-controlled trials (overall frequency (11 %)

Based on the experience with empagliflozin and linaglipting an mcrease ol the nsk of
hypoglycacmia is expected with the concomitant treatment of insulin and /or
sulphonylurea (see section 4 4 and mformation below)

Hypoglveacmia with empagliffozin

I'he trequency of hy poglycaemia depended on the background therapy n the
respective studies and was similar for empagliflozin and placebo as monotherapy. as
add-on to mettormin, and s add-on o proglitazone +/- metformm. T he frequency of
paticnts with h_\«'puglycqum'iél'wasiugﬁ;w in patients treated with empagliflozin
compared to placebo when givenas add-pn'to metformin plus sulphonylurea
(empaglhiflozin 10 mg; Ih,'i"‘lh,' gmppdg,fiﬂ\u‘ztn 25 mg: 11.5 %, placebo: 8.4 %), add-on
to basal insulin +/- metformimand +/-sulphonylurea (empaghiflozin 10 mg: 19.5 %,
empagliflozin 25 mg: 28 4 % placebo: 20.6 % dunng mitial 18 weeks treatment when
insulin could not be adjusted: empaghiflozin 10 mg and 25 mg' 36,1 %, placebo 353 %
over the 78 week trial) and add-on-to MDJ insulin with or without metformin
(empagliflozin 10 mg; 39,8 v, wlpuglyo'zin 25 mg- 41.3 %, placebo; 37.2 % during
imitial 18 weeks treatment when insuhit could not be adjusted: empagliflozin 10 mg:
3Ll %, cmpugliﬂnzin‘aﬁ@_ﬁ"{j }-,‘;i-,_p‘_li'.;r-tfl)u: 58 % over the 52-week trial).

Major hvpoglveaeniia with empaghflozin (events requiving assistance)

I'he frequency of patients with major hypoglycaemic events was low (< | %) and
similar for empagliflozm and placebo as monotherapy. as add-on o metlormin +/-
sulfonylurea, and as add-on 0 proglitizo ne +/- metformin.

The frequency of patients with major hypoglycaemic events was increased in patients
treated with empagliflozin compared to placebo when given as add-on 1o basal imsulin
/- metformin and +/- sulphonylurea (empagliflozin 10 mg: 0 %, empagliflozin 25 mg:
1.3 %, placebo: 0 % during initial 18 weeks treatment when insulin could not be
adjusted; empagliflozin [0 mg: 0 %, empagliflozim 25 mg: 1.3 %, placebo 0 % over the
T8-week trial). and add-on to MDI insulin with or without metformin (enmpagliflozin
10 mg: 1.6 %, empagliflozin 25 mg: 0.5 %, placebo: 1.6 % during imtial 18 weeks
treatment when insulin could not be adjusted and over the 52-week trial),

Hypoglveae mia with linagliptin
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The most frequently reported adverse event in clinical trials with linagliptin was
hypoglyeaemia observed under the triple combination, linaghiptin plus metformin plus
sulphonylurea (22 9 % vs 14.8 % in placebo).

Hypoglycaemuas in the placebo-controlled studies (10.9 % N=471) were mild (80 %o.
N=384). moderate (16.6 % N=78) or severe (1.9 Y. N=9) i mtensity.

Ulrinary tract mfection

In clinical trials with for Empagliflozin /Ainagliptin. there was no notable difference of
the frequency ol urinary tract infections in patients treated with for Empagliflozin
Minaghiptin 10 mg/5 mg: 7.5 %) compared (o the patients treated with empagliflozm
and linaghptin. The frequencies have been comparable to those reported from the
empagliflozn chnical trials (see also section 4. 4).

In empaghflozm wrials. the overall frequercy olurin 6’1:@.‘! nfection was similar in
patients treated with empagliffozin 25 mg and-placebo (7,0'% and 7.2 %). and higher
in patients treated with empagliflozin 10 mg (8 § %ap Similar to placebo. urinary tract
infection was reported more frequently for enipagliflozin in patients with a history of
chronic or recurrent urinary tract infections. The intensity of urinary tract infections
was similar w placebo for mild, moderate and severe inlunléil_\_f reports. Urinary tract
infection was reported more frequently in female-patients treated with empagliflozin
compared 1 placebo, but not mak".‘.pa‘uinls_. = s f

Vagmal moniliasis, vilvovaginiiis ?;}_}&}mjx‘aﬁd nﬂMH infection

R
In clinical wrials with empagliflozin plu;hnagﬁamqﬂgﬁnilal infections in patients
treated with empagliflozin / linaglipting25 mg empagliflozin / 5 mg linagliptin: 3.0% :
10 mg empagliflozin / 5 mg linaghptin :2.5% ) were reported more frequently than
for linaghiptin but less freqeuntly than for empagliflozin. Overall. the frequencies lor
for Empagliflozin Amagliptin have been comparable 1o those reported from the
empaglitlozin clinical trials

In empagliflozin trials, vaginal moniliasis, vulvovaginitis, balanitis and other genital
infections were reported more frequently for empagliflozin 10 mg (4.0 %) and
empagliflozin 25 mg (3.9 %) compared to placebo (1.0 %), These mfections were
reported more frequently for empagliflozin compared to placebo in female patients,
and the difference in frequency was less pronounced in male patients, The genital ract
infections were mild and moderate inintensily, none was severe in intensity

."HL'P'(.‘HSQL! urinaltion

In clinical trials with empaglitlozin Minagliptin . increased urination in patients treated
with for Empagliflozin plus hinagliptin (25 mg empagliflozin / 5 mg linagliptin = 2.6 %
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10 mg Empaglittozin /5 mg linagliptin © 1.4 %6) was reported more frequently than for
linagliptin and with similar frequency than for empagliflozin. Overall, the frequencies
for empagliflozin /L nagliptin have been comparable o those reported from the
cmpaghtlozin clincal trials.

In clinical trials with empagliflozin, increased urination (including the predefined
terms pollakra, polyuria, nocturia) was observed at higher frequencies in patients
treated with empagliflozin (empagliflozin 10 mg: 3.5 %, empagliflozin 25 mg: 3.3 %)
compared to placebo (1.4 %) Increased urination was mostly mild or moderate in
intensity. The frequency of reported nocturia was comparable between placebo and
cmpagliflozin (< 1 %)

Volume depletion . —

In climcal trials, there was no nurdhlc—(ﬂJLruu;; i l.lu:'ﬁmquum of volume depletion
in patients treated with for Empaghiflozin- fllmgll[!tm tlor Empaglilozm Minaglipun 10
mg/5 mg: (0.8 %) compared to the p.illLﬁt; treated with empagliflozin and Inagliptin
The frequencies have been comparable to those ||.puncd from the empagliflozin
clhimeal trials. :

In clinical trials with empaglitlozin, the overall I'n.qu;dncv of volume depletion
(including the predefined terms hluni:l{)rumru (:tgﬁﬁsldhy’y ) decreased, blood pressure
systolie decreased, dehydration, hypummtm h)[xl\-'dléwhlhl orthostatic hypotension,
and syncope) was similar in patien(s L[_Lall:d with empagliflozin (empaglitlozin 10 mg:
0.6 %, empagliflozin 25 mg: 0.4 %) and PIACERa (0.3 %). The frequency of volume
depletion events was increased i patients 75 years and older treated with
cmpagliflozm 10 mg (2.3 %) or empagliflozin 25 mg (4.3 %) compared to placebo (2.1

%)

Blood creatmme increased Glomerular filtration rate decreased

In clinical trials with for Empagliflozin /linagliptin, the frequency of patients with
increased blood creatimne (for Empagliflozin linaglipun 10 mg/S mg: 0%) and
decreased glomerular filtration rate (for Empaghiffozin dinagliptin 10 mg/S mg: 0.6%)
has been comparable to those reported from the empagliflozin clinical trials.

In clinical trials with empagliflozin, the overall frequency of patients with increased
blood creatinine and decreased glomerular filtration rate were similar between
empagliflozin and placebo (blood creatinine increased: empagliflozin 10 mg 0.6%,
empagliflozin 25 mg 0 1%, placebo 0.5%: glomerular filtration rate decreased:
empagliflozin 10 mg 0.1%, empagliflozin 25 mg 0%, placebo 0.3%),

FElderly
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In clinical trials. mineteen patients 75 vears or older were treated with empagliflozin
/L inagliptin. No patient was older than 85 years. The salety profile of empagliflozin
/Lmnagliptin did not differ in the elderly, Based on empagliflozin experiences, elderly
paticnts may be at increased risk of volume depletion (see sections 4.2, 4.4 and 5.2)

Reporting suspected adverse reactions after authorization ol the medicinal product is
important. [tallows continued monitoring of the benelit/nisk balance of the medicial
product. Healtheare professionals are asked 1o report any suspected adverse reactions
to Talk to your doctor or you can report direetly via The Egyptian Pharmacovigilance
Center:

Address: 21 Abd El Aziz Al Soud Street, El-Manial. Cairo, Egypt, And PO Box:
11451 E—t

lelephone: (12) 02 25354100, Extension 1303

Fax: +202 - 23610497 ait =4 \ :
Lmail: PV.reportiaedaegypt. g-tiv eg b .
Online reporting: hllp:'ﬂw_ww epyLEov.eg 5 J.'
Or Zeta pharma PV Email: phq‘zumpharn}a’wm
4.9 Overdose - = N .‘”—-. w * ‘ /
S Sy

Symptoms "

In controlled chmeal studies single doses of up to 800 mg empaglillozin (equivalent to
32 times the highest recommended daily dose) in healthy volunteers and multiple daily
doses of up to 100 mg empagliflozin (equivalent to 4 times the highest recommended
daily dose) in patients with type 2 diabetes did not show any toxicity. Empagliflozin
increased urine glucose excretion leading o an increase in urine volume. The observed
increase inurine volume was not dose-dependent. There is no experience with doses
above 800 mg in humans

During controlled clinical trials in healthy subjects, single doses of up to 600 mg
linagliptin (equivalent to 120 times the recommended dose) were generally well
tolerated. There 15 no expericnce with doses above 600 mg in humans,

Treatment
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Inthe event ol an overdose, 1t 1s reasonable o employ the usual supportive measures,
e remove unabsorbed matenal from the gastromtestinal tract. employ clinical
momtonng and istitute clincal measures as required.

The removal of empaghitlozin by haemodialysis has not been studied. Linagliptin is not
expected (o be elimmated (o a therapeotically sigmficant degree by hacmodialysis or
pertoneal dialysis

5. Pharmacological properties

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Drugs used in diabetes, combinations of oral blood

glucose lowering drugs

Mechamsm ol actwn —— ~
empaghilozin /1L inaghptin Lllluhlﬂcs wor :mllhux’lgl\\.m.mu. medicmal products with
complementary mechanisms/Of aClion 1o i ve glyeaemic control in patients with
type 2 diabetes: empagliflgizin. aénFuru—klmmcw -transporter (SGLT2) inhibitor, and
linaghptin, DPP-4 mhibiwer /

Lmpagliflozin ! - ]
Ermpaghflozin s a reversible, hi hly potent (1C suy'l 1 "}nmull and sclective
competitive mhibitor of SGLT2 lpagirﬂnr{t}d(m nit inhibit other glucose
transporters important for glikose tr wopenpheral nssucs and 15 5.000 times
more selective for SGILT2 \-;Tsihbw;r transporter responsible for glucose
absorption i the gut

SGET2 s highly expressed in the Kidney, whereas expression in other tissues s absent
ar very low, It as responsible, as the predominant transporter, {or the reabsorption off
glucose from the glomerular Alrate back into the circulation. In patients with type 2
diabetes and hy perglycaenna o higher amount of glucose 1s filiered and reabsorbed
Fmpagliflozin improves glyeacmic control in patients with type 2 diabetes mellitus by
reducing renal glucose re-absorption. The amount ol glucose removed by the kidney
through this glucuretic mechanism is dependent upon the blood glucose concentration
and GER. Inhabition of SGLT2 i patients with type 2 diabetes melhius and
hyperglycacnia leads 10 excess glucose excretion in the urine. In addition, initiation of
empagliflozin increases excretion of sodum resulting m osmotic diuresis and reduced
intravascular volume

In patients with type 2 dabeles, urinary glucose excretion increased immediately
tollowing the first dose of empaghflozin and was continuous over the 24-hour dosing
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interval, Increased urinary plucose excretion was muntamed at the end ol the 4-week
treatment period, averaging approximately 78 g/day . Increased urinary glucose
excretion resulted i an immediate reduction i plasma glucose levels i patients with
type 2 diabetes.

Empagliflozin improves both fasting and post prandial plasma glucose levels. The
mechanism of action of empagliflozin is independent of beta cell function and msulin
pathway and this contributes 1o a low nisk of hypoglycacmia. Improvement of
surrogate markers of beta cell function including Homeostasis Model Assessment 3
(HOMA 1) was noted. In addinon, uninary glucose excrenon iriggers calone loss,
associated with body fat loss and body weight reduction. The glucosuria observed with
empagliflozin s accompanied by diuresis which may contribute to sustained and
moderate reduction of blood pressure. The glucosuria, natruresis and osmotic diuresis
observed with empagliflozin may contribute to the improvement in cardiovascular
oulcomes.,

Linagliptin 4 b :
L inaghiptin 1s an mhibitor of the enzyme [l’l' 'n)\\:‘nc which 1s involved in the

inactivation of the incretin horménes ¢l P Tand Gip (g}qwg:m-lll\c peptide—1,
glucose-dependent insulinotropic polypeptide). These hormones are rapidly degraded
by the enzyme DPP-4. Both incretin hormones are involved in the physiological
regulation of glucose homeostasis. Ineretins are secreted ata Iow basal level
throughout the day and levels rise, tmnlét{atl.ly—alhr n dl Inndu: GlLP-1 and GIP
merease msulin biosynthesis and u.\rbqu L;Lu :ta cells n the presence of
normal and ¢levated blood glucose Ievels. ‘Furthermio P-1 also reduces glucagon
secretion from pancreatic alpha cells, resulting-me ‘dl l.lIL'II'.l in hepatic glucose output.
lmagliptin binds very effectively 1o DPP-4 ina reversible manner and thus leads w a
sustained increase and a prolongation ol active meretim levels. Linagliptin glucose-
dependently increases insulin secretion and lowers glucagon seeretion thus resulting in
an overall improvement m the glucose homeostasis. Linaghptin binds selectively o
DPP-4 and exhibits a = 10,000-fold selectivity versus DPP-8 or DIPP-9 activity m vitro,

5.2 Pharmacokinetic properties

The rate and extent of absorption of empagliflozin und linaghiptin in empagliflozin
/Linagliptin are equivalent to the bivavaillabihity of empagliflozin and linaghptin when
administered as mdividual tablets, The pharmacokmetics of empagliflozin and
linagliptin as single agents have been extensively characterized in healthy subjects and
patients with type 2 diabetes. Pharmacokmetics were generally similar in healthy
subjects and in patients with type 2 diabetes.
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tor Empagliflozin magliptin showed a similar food effect as the ndividual active
substances. Tor Empaglitlozm Ainagliptin can therefore be aken with or withoui food.

Lmpaglitlozin
Absorpion

After oral admimstration, empagliflozin was rapidly absorbed with peak plasma
concentrations oceurring at a median to, of 15 hours post dose. Therealter, plasma
concentrations dechined ina biphasic manner with a rapid distribution phase and 4
relatvely slow wrminal phase. 1he steady state mean plasma area under the
concentration-time curve (AUC) and Cux were 1870 nmol h and 259 nmol/L. with
empagliflozin 10 mg and 4,740 nmolh and 687 nmol/L with empagliflozin 25 mg once
danly . Systemic exposure ol empagliffozin increased in a dose proportional manner
The smg le dose and steady statg phﬁlm.]mmm parameters ol empagliflozm were
similar suggesting linear plmmmwkmuud with'| fespect 1o time

Admmnstration off uu]mbhl]n/m J5n t?{r I'II.IAI\L of a lngh-fat and high caloric meal
resulted i shightly lower |.\|1-,=|~.urc SAUIC decreased by approximately 16 % and

o by approximately 37 % compared to fasted mlﬂd!llull The observed effect of food
anempagliflozin pharmacokinetics was not considered chnically relevant and
empaghitlozm may be ddmuusm:.,d withor wnhu’m hmd

Distribution \ N Nt /’I ;

— -

The apparent sieady-staie \»nhmk.ul dmlrlbul‘l’uu&\ds estimated 1o be 738 1 based on
the population pharmacok inetic .ﬂ'rawmng administration of an oral ["'C)-
cmpagliflozin solution to healthy volunteers, the red blood cell partiioning was
approx imately 37 6 and plasma protein binding was 86 %

Hiotransformation

Na major metabolites of empagliflozin were detected i human plasma and the most
abundant metabolites were three glucuronide conjugates (2-. 3-. and 6-O-glucuronide)
Systemic exposure of cach metabolite was less than 10 % ol wital drug-related
matertal. Iz vetro studies suggest that the primary route of metabolism ol empagliflozin
in humans is glucuromdation by the uridineg S=diphospho-glucuronosyltrans ferases
VG287, UGTIAZ, LIGTTAS and LIGTTAD

Eliminetion

ased on the population pharmacokmetic analysis, the apparent terminal ehimination
halt life of empaghiflozin was estimated 10 be 12,4 hours and apparent oral clearance
was 106 L/hour  1'he nter subject and residual vanabilities for empagliflozin oral
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clearance were 391 % and 35 8 %, respectively. With once daily dosing, steady state
plasma concentrations of unpugllﬂsmn were reached by the fifth dose. Consistent with
the half'life, up w 22 % accumulation, with respect o plasma ALC, was observed at
steady state

Following administration of an oral |C[-empagliflozin solution to healthy volunteers,
approximately 96 %o of the drug-related radivactivity was eliminated in facces (41 %)
or urine (54 %) The majority of drug-related radioactivity recovered mn facces was
unchanged parent drug and approximately hall ol drug related radivactivity excreted in
urine was unchanged parent drug.

Linagliptin

Absorption

Adter oral admimstration of o 5 mg dose o healthy volunteers or patients, linagliptin
was rapidly absorbed. with peak plasma concentrations (median 1w, ) occurring 1.5

hours post-dose. — ——
- "‘\‘

Adier onee daily dosing of 5 mg Im.ri.llpli‘ﬁ M*\I&l}, plasma concentrations are
reached by the third dose. Plasma’ AUC nf,lmaﬁl Ip;,lhmbfrusctl approximately 33 %
following 5 mg doses at steady-state uum;m‘ﬂ o the first dose. The mtra-subject and
inter-subject coellicients of variation for hinaghptin: J‘\II(‘ were small (12,6 % and 28.5
W, respectively ). Due 1o the concentration dependent hmﬂlm__ of linaglhiptin to DPP-4,
the pharmacok metics of linagliptin based on total expos re is not linear; indeed total
plasma AUC of lmag liptin inereased ﬂ'L_ﬁ less than dosg“pro yrtional manner while
unbound AUC increases in a roughlyd dode-prop NL('I[uRﬁlll manner,

I'he absolute bioavailability of Imat.,!\pluﬂwppmn ly 30 % Co-admimstration of
a high-tat meal with linagliptin prnlungu.n}'?ﬁ € 1o reach Cy by 2 hours and
lowered Cyus by 15 % but no influence on AUC o2 was observed. No clinically
relevant effect 0f Cuy and Ty, changes 1s expected. theretore linagliptin may be
admmistered with or without food

T'he steady state plasma AUC ¢, and C s, concentrations of lnagliptn were 153
nmol*hr/land 12,9 nmol/L for lmagliptin 5 mg once daily for 7 days

Distribution

As a result of tissue binding. the mean apparent volume of distribution at steady-state
fullowing a single 5 mg intravenous dose of limagliptin to healthy subjects 1s
approximately | 110 litres, indicating that linagliptin extensively distributes o the
tissues. Plasma protem binding of Tinagliptin is concentration-dependent. decreasing
from about Y9 %o at | nmol/l to 75-89 % at =30 nmol/l., reflecting saturation of
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binding 10 DPP-4 with increasing concentration of Tinaghipting At high concentrations. Linaglypiin

where DPP-4 is fully saturated. 70-80 % of linaghptin was bound to other plasma
proteins than DPP-4. hence 30-20 % were unbound m plasma.

Buwtransformation

Following a |"C] linaghptin oral 10 mg dose. approximately 5 % ol the radioactivity
was excreted inurine. Metabolism plays a subordimate role in the elimination o’
linaghptin. One main metabolite with a relative exposure of 13.3 % of linaghiptin al
steady-state was detected which was found to be pharmacologically mactive and thus
1o not contribute to the plasma DPP=4 inhibitory activity of linagliptin.

Elimination

Plasma concentrations of linaglipin deching inva t ‘Tplqasiu. manner with a long terminal
half=life (lerminal hall=life for lm.lghpun more Ul‘ln\lﬂo hours) that 1s mostly related 10
the saturable. tight binding of linaghiptin G 1PP-Tand does not contribute to the
accumulation of the medicinal product. The Lﬂu,mt hul!illic for accumulation ol
linagliptin, as determined from aral admmnistration oft mulnph. doses 0f 5 mg
linaglipun, s approximately 12 hours™ |

Following administration of an nrﬂ] [ | lma;:hpu;/mm,—tu healthy subjects.
approximately 85 %o of the udmmlslmd radi yachvity was eliminated in lacces (80 %
or urine (3 %) within 4 days of’ dqsm&, Ru al \.In.arawi at steady-state was

approxmmately 70 mb/min. et

Renal impairment
Lmpagliflozin

In patients with mild, moderate or severe renal impairment (¢GER <30 10 <90
mb/min/ 1,73 m’) and patents with kidney lailure or end stage renal disease (ESRD),
AUC of empagliflozin increased by approximately 18 %, 20 %, 66 %o, and 48 %,
respectively compared 10 subjects with normal renal function: Peak plasma levels of
empagliflozin were similar in subjects with moderate renal impairment and kidney
fatlure/ESR 1D compared to patients with normal renal function. Peak plasma levels of
empagliflozin were roughly 20 % higher in subjects with nuld and severe renal
impairment as compared to subjects with normal renal function. The population
pharmacokinetic analysis showed that the apparent oral clearance of empagliflozin
decreased with a decrease i eGER leading to an increase in drug exposure (see seetion
4.2)
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A multiple-dose, open-label study was conducted o evaluate the pharmacokmetics of
linagliptin (5 mg dose) in patients with varying degrees of chronic renal insufficiency
compared 1o subjects with normal renal function. The study included patients with
renal insufticiency classified on the basis of creatinine clearance as mild (50 o <80
ml./min), moderate (30 o <50 mL/min). and severe (<30 ml./min). as well as patients
with ESRD on haemodialysis. In addition patients with T2DM and severe renal
impairment (<30 mlL/min) were compared to 12DM patients with normal renal
function.

Under steady -state conditions, Imagliptin exposure in patients with mild renal
impairment was comparable o healthy subjects. In moderate renal impairment, a
moderate mcrease inexposure of about 1. 7-fold was observed compared with control.
Lxposure in 12DM patients with severe RI was mereased by about 1.4-fold compared
10 T2DM patients with normal renal function. Steady-stite predictions for AUC of
linagliptin in patients with ESRD mdlmtud,mnfpamhiu Q]‘J[:hill't. to that of patients
with moderate or severe renal impairment, Ertd,;_]dlphn Nld&!lhlll] 15 not expected 1o be
climinated w a therapeutically sigmificant degree by haenipdialysis or peritoneal

dialysis (see section 4.2). | \
I epatic impairment ! S };"' ,'I
i i N, = ¥ ;
Empaghilozin Npr s // :

In patients with mild, moderate and wwre hgp 'i.x_l\ul’f ney (Child-Pugh
classification), mean AUC and € 0f meaglhﬂ"iMrc‘m.d (AUC by 23 %, 47 %,
75 % and C by 4 %, 23 % 48 %) compared to subjects with normal hepatic function

(see section 4.2)

Linagliptn

In non-diabetic patients with mild. moderate and severe hepatic insufliciency
{according w the Child-Pugh classification). mean AUC and Cuoay of Tinagliptin were
similar to healthy subjects follow ing administration of multiple 5 mg doses of’
linagliptin.

Body mass index

No dosage adjustment is necessary lor empagliflozin /Linagliptin based on body mass
index. Body mass index had no clinically relevant effeet on the pharmacokinetics ol
empaglitlozin or linagliptin based on population pharmacokinetic analysis.

Gender
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Ciender had no chimeally relevant effect on the pharmacok inetics of empaghiflozin or
linagliptin based on population phanmacok inetic analysis
Race
No climeally relevant difference m pharmacokinetics of empagliflozin and linagliptin
were seen i population pharmacokinetic analysis and dedicated phase | studies.
Elderl
Age did not have a chimeally meaning ful impact on the pharmacokinetics of
cmpaghitlozin or hinagliptin based on population pharmacokimetic analysis. Elderly
subjects (65 w0 80 years) had comparable plasma concentrations of linagliptin
compared 10 younger subjects.
Pacdiatrg paticnts PR,

Empagliflozin :
A pacdiatric Phase | study cummul m‘ﬁ,ﬁ hk\rhclm and pharmacody namics of’
cmpagliflozin (5 mg, 10 mg and 23 mg)m n and adolescents =10 10 <18 vears

ol ape with type 2 diabetes mellitus The observed pharmacok inetic and
pharmacodynamic responses were consistent with those found in adult subjects.

\

Linagliptn [ e /

A pacdiatrie Phase 2 study uuﬁ h.,‘d\l’ln_pl_l_gnyﬁﬁl tics and pharmacodynamies ol
1 mg and 5 mg hinaghptn n c.luld'n.luud adulm.ol 10 o <18 years of age with
type 2 disbetes mellitus, The observed ctic and pharmacody namic
responses were consistent with those found i adult subjects. Linaghptin 5 mg showed
supertonty over | mg with regard o trough DPP-4 mhibition (72% vs 32%, p=0.0050)
and a numencally larger reducton with regard to adjusted mean change from baseline
i HbA L (<0 63% vs <0.48%, s ). Due (o the imited nature of the data set the results
should be interpreted cautiously

Dug interactions

No drug interaction studies have been performed with empagliflozin /L inagliptin and
other medicmal products; however, such studies have been conducted with the
mdividual active substances

In viro assessment of empaghflozin

Based on m virro studies, empagliflozin does not inhibit, inactivate, or induce CY P450
isoforms: Empaglilozin does notmhibie UGTIA L UGTTAS, UGTIAS, UGTIAY, or
UGT2B7. Drug-drug mteractions involving the major CY P50 and UGT isolorms with
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empagliflozin and concomitantly admimistered substrates of these enzymes are
theretore considered unlikely.

I viero data suggest that the primary route of metabolism of empagliflozin in humans
1s plucuronidation by undine 5'-diphosphoglucuronosyliransterases UGTIAS,
UGTIAS, UGTIAY, and UGT2B7

Empagliflozin is a substrate of the human uptake transporters OAT3, OATPIBI, and
OATPIB3. but not Organic Amon Transporter 1 (OAT]) and Orgame Cation
I'ransporter 2 (OC12). Empaghiflozin s a substrate of P-glycoprotein (P-gp) and breast
cancer resistance protein (BCRP).

Lmpagliflozin does not inhibit P-gp at therapentic doses. Based on m virro studies,
cmpagliflozin is considered unlikely wenuse megactons with medicinal products that
are P-gp substrates. Co-administration ol digrmihN substrate, with empaghiflozin
resulted ina 6 %o increase in ALUIC and H47% 0 mit\m max OF digoxin. These changes
were not considered to be chimically mq,ml@ \ v

Empagliflozin does not inhibit human uptake transporters such as OAT3, OATPIBL
and OATPLB3 m virro at chinically relevant plasma concentrations and, as such, drug-
drug mteractions with suh-alrutu u; these uptake prunus are considered unlikely.

L

In vitra assessment of fina ,g.‘.'pqn N

Linagliptin was a substrale ﬁrr()‘)'\ﬂ'l‘& ()L |2 mﬂ OCTNI- and OCTN2,
suggesting a possible OATPS-medi ke, OCT2-mediated renal uptake
and OATY-, OCTNI - and OC TN2-mediated renal secretion and reabsorption of
linagliptin iz vive. OATP2, OATPS, OCTNIL OCT] and OATP2 activities were
shghtly 1o weakly inhibited by Imagliptn.

6. Pharmaceutical particulars

6.1 List of excipients
l-mpacoza plus 10 mg/5 mg film-coated tablets

Tablet core

Manmitol 300DC

Starch 1500

Crospovidone xI

Magnesium stearate

Colloidal silicone dioxide (Acrosil 200 )
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Povidone K30

rlp& Hlﬂh,\fr 10 film coated tablets + inner

Film coaling

Hydroxy propyl methy 1 cellulose L3 6.6 Special precautions for dl\p{i\ﬂl and ulhrr lmlldllng
Tale purified No spectal requirements for dlspmul |

Tiamum doxide (CINo. 77891) Manufacturer :Atco pharmatur pharmau:umgl industries

license holder : pharmagluh‘. NG

Polyethylene glycol 6000 -
sarrem i N
I mpacoza plus 25 mg/S mg lilm-coated tablets e e P
. N“""‘"‘“—'"(.
Tabletcore 7\ oo T
Mannitol D¢ i e T Y

Pregelatinized ‘:l.m.Frt\f'anhLI ﬁlﬂl)
Crospovidone .xl '

Magnesium atwmtu

Collowdal sllﬂ.{u}.gm\}ek (Atl'uﬁll ’UU )
Povidone l\'iﬁ., o i
Film coating :
Hypromellose 1115

Tale

Titanium dioxide (ClNo. T7891)
Polyethy lene glycol 6000

[ thanol 96% (evaporate)
Purified water

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

2 vears.

6.4 Special precautions for storage
Store at lemperature not exceeding 30 C i dry place

6.5 Nature and contents of container
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