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Onglyza 5 mg film-coated tablets
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Onglyza 2.5 mg film-coated tablets: Each tablet contains 2.5 mg saxagliptin (as hydrochloride).
Onglyza 5 mg film-coated tablets: Each tablet contains 5 mg saxagliptin (as hydrochloride)
Excipient(s) with known effect: Each tablet contains 99 mg lactose (as monohydrate) .
Onglyza contains less than 1 mmol sodium (23 mg) per dose, i.e. is essentially ‘sodium-free.’
SN

Monotherapy:

Onglyza is indicated as an adjunct to diet and exercise to improve glycemic control in patients with type 2
diabetes mellitus.

Onglyza should not be used in patients with ESRD

Combination therapy:
Add-on combination:
Onglyza is indicated in patients with type 2 diabetes mellitus to improve glycemic control in combination
with metformin, a thiazolidinedione (TZD), or a sulfonylurea (SU), when the single agent alone, with diet

and exercise, does not provide adequate glycemic control.

Initial combination:
Onglyza is indicated for use as initial combination therapy with metformin, as an adjunct to diet and
exercise, to improve glycemic control in patients with type 2 diabetes mellitus when dual saxagliptin and

metformin therapy is appropriate.

Onglyza should not be used in patients with type 1 diabetes or for the treatment of diabetic ketoacidosis.
In combination with insulin (with or without metformin), when this regimen alone, with diet and exercise,

does not provide adequate glycaemic control.
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4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1 or history of a
serious hypersensitivity reaction, including anaphylactic reaction, anaphylactic shock, and angioedema
or-exfoliative-skin-conditions, to any dipeptidyl peptidase 4 DPP4 inhibitor (see sections 4.4 and 4.8).

o - 9 fooding.




4.4 Special warnings and precautions for use

Use with medicinal products known to cause hypoglycaemia

Sulphonylureas and insulin are known to cause hypoglycaemia. Therefore, a lower dose of
sulphonylurea or insulin may be required to reduce the risk of hypoglycaemia when used in combination
with Onglyza.

Hypersensitivity reactions Onglyza must sheuld not be used in patients who have had any serious
hypersensitivity reaction to a dipeptidyl peptidase 4 (DPP4) inhibitor- (see section 4.3)-

During postmarketing experience, including spontaneous reports and clinical trials, the following adverse
reactions have been reported with the use of saxagliptin: serious hypersensitivity reactions, including
anaphylactlc reactlon anaphylact|c shock _and; angloedema an&e*fehaﬂ#e%n@en@ﬂer&@nse#ef

If a serious hypersensitivity reaction to saxagliptin is suspected, discentinue—Onglyza_should be
discontinued, assess for other potential causes for the event, and institute alternative treatment for
diabetes (see sections-4-3-and-4.8).

Skin disorders

Ulcerative and necrotic skin lesions have been reported in extremities of monkeys in non-clinical
toxicology studies (see section 5.3). Altheugh-skin lesions were not observed at an increased incidence
in clinical trials,-there-is-limited-experience-in-patients-with-diabetic-skin-complications. Postmarketing
reports of rash have been described in the DPP4 inhibitor class. Rash is also noted as an adverse
reactionevent{AE)-for Onglyza (see section 4.8). Therefore, in keeping with routine care of the diabetic
patient, monitoring for skin disorders, such as blistering, ulceration or rash, is recommended.

Bullous pemphigoid

Postmarketing cases of bullous pemphigoid requiring hospitalisation have been reported with
DPP4 inhibitor use, including saxagliptin. In reported cases, patients typically responded to
topical or systemic immunosuppressive treatment and discontinuation of the DPP4 inhibitor. If a
patient develops blisters or erosions while receiving saxagliptin and bullous pemphigoid is
suspected, this medicinal product should be discontinued and referral to a dermatologist should
be considered for diagnosis and appropriate treatment (see section 4.8).




Cardiac failure

Experience in NYHA class III-1V is still limited. In the SAVOR trial a_smalls increase in the rate of for
hospitalization for heart failure was observed in the saxagliptin treated patients compared to placebo,
although a causal relationship has not been established_(see section 5.1). Additional analysis did not
indicate a differential effect among NYHA classes. Caution is warranted if Onglyza is used in patients
who have known risk factors for hospitalization for heart failure, such as a history of heart failure or
moderate to severe renal impairment. Patients should be advised of the characteristic symptoms of
heart failure, and to immediately report such symptoms.

Arthralgia
Joint pain, which may be severe, has been reported in postmarketing reports for DPP4 inhibitors

(see section 4.8). Patients experienced relief of symptoms after discontinuation of the
medication and some experienced recurrence of symptoms with reintroduction of the same or
another DPP4 inhibitor. Onset of symptoms following initiation of drug therapy may be rapid or
may occur after longer periods of treatment. If a patient presents with severe joint pain,
continuation of drug therapy should be individually assessed.

Immunocompromised patients Immunocompromised patients, such as patients who have undergone
organ transplantation or patients diagnosed with human immunodeficiency syndrome, have not been
studied in the Onglyza clinical program. Therefore, the efficacy and safety profile of saxagliptin in these
patients has not been established.

Use with potent CYP 3A4 inducers Using CYP3A4 inducers like carbamazepine, dexamethasone,
phenobarbital, phenytoin, and rifampicin may reduce the glycaemic lowering effect of Onglyza (see
section 4.5).

Lactose

The tablets contain lactose monohydrate. Patients with rare hereditary problems of galactose
intolerance, the Lapp-total lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Clinical data described below suggest that the risk for clinically meaningful interactions with co-
administered medicinal products is low.

The metabolism of saxagliptin is primarily mediated by cytochrome P450 3A4/5 (CYP3A4/5).

admlnlstratlon 2@9—2@49—296451—9%%9@#%@%&1%%@—2@9—9%%%@%
conducted-in-healthy-subjectsneither the pharmacekineties-of saxagliptin and CYP3A4/5 inducers,

other than rifampicin (such as carbamazepine, dexamethasone, phenobarbital and phenytoin) have not
been studied and may result in decreased plasma concentration of saxagliptin and increased

concentratlon of its ma]or metabollten&majepmetabelﬁeﬁva&meamngiuuyanered—bwneﬁem#

CYP3A4/5 |nducer

Concomitant administration of saxagliptin with the moderate inhibitor of CYP3A4/5 diltiazem, increased
the Cmax and AUC of saxagliptin by 63% and 2.1-fold, respectively, and the corresponding values for
the active metabolite were decreased by 44% and 34%, respectively.

Concomitant administration of saxagliptin with the potent inhibitor of CYP3A4/5 ketoconazole,




increased the Cmax and AUC of saxagliptin by 62% and 2.5-fold, respectively, and the corresponding
values for the active metabolite were decreased by 95% and 88%, respectively.

Concomitant administration of saxagliptin with the potent CYP3A4/5 inducer rifampicin, reduced Cmax
and AUC of saxagliptin by 53% and 76%, respectively. The exposure of the active metabolite and the
plasma DPP4 activity inhibition over a dose interval were not influenced by rifampicin (see section 4.4).

In in vitro studies, saxagliptin and its major metabolite neither inhibited CYP1A2, 2A6. 2B6. 2C8,
2C9 2C19 2D6. 2E1, or 3A4 nor induced CYP1A2 2B6, 2C9, or 3A4 In studies conducted inThe-co-

healthy subjects, neither the pharmacokinetics of saxagliptin nor its major metabolite, were
meaningfully altered by metformin, glibenclamide, pioglitazone, digoxin, simvastatin, omeprazole
antacids or famotidine. In addition, saxagliptin did not meaningfully alter the pharmacokinetics of
metformin, glibenclamide, pioglitazone, digoxin, simvastatin, the active components of a combined
oral contraceptive (ethinyl estradiol and norgestimate). diltiazem or ketoconazole.

The effects of smoking, diet, herbal products, and alcohol use on the pharmacokinetics of saxagliptin
have not been specifically studied.

4.7 Effects on ability to drive and use machines

Onglyza may have a negligible influence on the ability to drive and use machines.

driving or using machines, it should be taken |nto account that dlzzmess has been reported in studles
with saxagliptin. In

addition, patients should be alerted to the risk of hypoglycaemia when Onglyza is used in combination
with other antidiabetic medicinal products known to cause hypoglycaemia (e.g. insulin, sulphonylureas).

4.8 Undesirable effects

Table 1 Frequency of adverse reactions by system organ class from clinical trials and
postmarketing experience

System organ Frequency of adverse reactions by treatment regimen
class Adverse
Reaction

Saxagliptin Saxagliptin Saxagliptin with  Saxagliptin with
monotherapy  with a sulphonylurea a
metformin’ (glibenclamide) thiazolidinedione

Infections and
infestations

Upper respiratory Common Common Common Common
infection
Urinary tract Common Common Common Common
infection
Gastroenteritis Common Common Common Common

Sinusitis Common Common Common Common




Nasopharyngitis

Common?

Immune system
disorders

Hypersensitivity Uncommon

reactionst

Uncommon

Uncommon

Uncommon

Anaphylactic Rare
reactions including

anaphylactic

shock*

Rare

Rare

Rare

Metabolism and
nutrition disorders

Hypoglycaemia

Very common3

Dyslipidemia

Uncommon

Hypertri-
Glyceridemia

Uncommon

Nervous system
disorders

Dizziness Common

Headache Common

Common

Common

Common

Gastrointestinal
disorders

Abdominal paint Common

Common

Common

Common

Diarrhoea® Common

Common

Common

Common

Dyspepsia

Common

Gastritis

Common

Nauseat Common

Common

Common

Common

Vomiting Common

Common

Common

Common

Pancreatitist Uncommon

Constipationt Not Known

Uncommon

Not Known

Uncommon

Not Known

Uncommon

Not Known

Skin and
subcutaneous
tissue disorders

Rash’ Common

Common

Common

Dermatitist Uncommon

Uncommon

Uncommon

Uncommon

Pruritust Uncommon

Uncommon

Uncommon

Uncommon

Urticariat Uncommon

Uncommon

Uncommon

Uncommon

Angioedema’® Rare

Rare

Rare

Rare

Bullous Not known

Not known

Not known

pemhigoidf

Not known

Musculo-skeletal
and connective
tissue disorders

Arthralgia

Uncommon

Myalgia5

Common

Reproductive
system and breast
disorders

Erectile dysfunction

Uncommon

General disorders
and administration
site conditions

Fatigue Common

Uncommon

Oedema peripheral

Common




5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Clinical safety-and-efficacy and safety

In randomised, controlled, double-blind clinical trials (including developmental and
postmarketing experience), over 17.000 patients with type 2 diabetes have been treated
with saxagliptin.

Glycaemiccontrol

A total of 4,148 patients with type 2 diabetes, including 3,021 patients treated with, saxagliptin were
randomised in 6 double-blind, controlled clinical safety and efficacy studies conducted to evaluate the
effects of saxagliptin on glycaemic control—tn-these-studies634-patients-were-65-years-and-elder—while
59-patients-were 75-years-and-older. Treatment with saxagliptin 5 mg once daily produced clinically

relevant and statistically significant improvements in haemoglobin A1c (HbA1c), fasting plasma glucose
(FPG) and postprandial glucose (PPG) compared to placebo in monotherapy, in combination with
metformin (initial or add-on therapy), in combination with a sulphonylurea, and in combination with a
thiazolidinedione (see Table 2). There was also no apparent change in body weight associated with
saxagliptin. Reductions in HbA1c were seen across subgroups including gender, age, race, and baseline
body mass index (BMI) and higher baseline HbA1c was associated with a greater adjusted mean change
from baseline with saxagliptin.

Saxagliptin in combination with metformin as initial therapy




Copdievoceuloraafels

In-the-Saxagliptin Assessment of Vascular Outcomes Recorded in Patients with Diabetes
Mellltus Thrombolysus in Myocardlal Infarctlon (SAVOR) Iﬂat—ﬂqeeﬁeeLeLGNGQAZA study

outcome trial in
16,492 adult-patients with type2-diabetes-who-had-eithe-rHbA 1¢c >6.5% and <12% (12959 with established

CVD-erCV disease, 3533 W|th multlple rlsk
factors , d

estabhshed@&@%muttrplee%nslefaeter& nly) who were eﬂreued
Qatientswereurandemt%assignedrrandomised to saxagliptin (n=8280) or placebo (n=8212) ersaxaglptin{-mg

i j 8280) ization-added to the
saxagttptm—sa*aqttptmr eglonal standards of care for HbAlc and ptaeebegreupwfas—stratmed—bycv risk

and—ptaeebegreups The study populatlon wasﬁl/mmaleﬂaﬁdss%iematewrth%neaﬂﬂageat

randomization-of included those >-65 years—Of-the-16,492 patientsrandomized, n=8561 (52%)-patients-were
65

years-) and ever-and-2330-(14%)-were->T75 years and-ever- >(n=2330), with normal or mild renal
impairment (n=13.916) as well as moderate (n=2240) or severe (n=336) renal impairment.

The primary safety (noninferiority) and efficacy (superiority) endpoint was a composite endpoint consisting
of the time-tofirst

occurrence of any of the following major adverse CV events (MACE): CV death, nonfatal

myocardial infarction, or nonfatal ischemic stroke.

The-after a mean follow up of 2 years, the trial met its primary safety ebjective-ef this-trial-was-to-establish-that

Aposite-endpoint of-CV/
deat#nen#atatMLw#ataL%eherm&s&ekeebseﬂmdw#demonstratmg saxagliptin to-thatobserved-does
not increase the cardiovascular risk in-the

plaeebegreupwj'&ganent

mth—saxaghptm—eempared—wrth tvpe 2 d1abetes compared to placebo when added to current background
therapy, roculiod s
no ifi benefit was observed for MACE endpemt or




Table 3: Primary and Secondary Clinical Endpoints by Treatment Group in the SAVOR Study *

TRADFEAMARK Placebo
(N=8280) (N=8212)
events 100 patient-vrs events 100 patient-vrs Ratio
Endpoint n(%) n(%) 50,
Primary composite 613 376 609 5.0 1.00
endpoint: MACE 74 74 089 110+
Secondarv composite 1059 672 1034 £.60 102
endpoini: MACE plus 12.8 126 094 11
All-cause mortality 420 250 378 226 111
(5.1 (46) 096 127

P-value = 0.99 for superiority (based on HR =1.0) compared to placebo.

= ||

Significance not tested




—— Saxagliptin (S) 613/8280 Svs P! HR {95% C) = 100 (0.89, 1.12), p—value: 0.086
0| — — Placebo (P) 6088212
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=
1 4
g
2 -
0 -
0 180 360 540 720 200 1080
N at nisk Days from Randomization
s 8280 8071 7836 7313 4920 847 0
P 8212 7983 7761 7257 4855 851 o

* Intent-to-treat population

Saxagliptin Placebo
(N=8280) (N=8212)
Subjects with Event rate Subjects Hazard
events per 100 with events Event rate per Ratio
Endpoint n (%) patient-yrs n (%) 100 patient-yrs (95% CI)'
Primary composite 613 3.76 609 3.77 1.00
endpoint: MACE (7.4) (7.4) (0.89, 1.12)8:#
Secondary composite 1059 6.72 1034 6.60 1.02
endpoint: MACE plus (12.8) (12.6) (0.94,.1.11)1
All-cause mortality 420 2.50 378 2.26 1.11
(5.1) (4.6) (0.96.1.27)1

Intent-to-treat population

Hazard ratio adjusted for baseline renal function category and baseline CVD risk category.
p-value <0.001 for noninferiority (based on HR <1.3) compared to placebo.

p-value = 0.99 for superiority (based on HR <1.0) compared to placebo.

| | = | %

£ Events accumulated consistently over time, and the event rates for ONGLYZA and placebo
did not diverge notably over time.
Al Significance not tested.

One component of the secondary composite endpoint, hospitalization for heart failure, occurred
at a greater rate in the saxagliptin group (3.5%) compared with the placebo group (2.8%), with
nominal statistical significance (ie;withoutadjustmentforiesting-of multiple-endpeints)favouring
placebo [HR = 1.27; (95% CI 1.07, 1.51); P = 0.007]. Clinically relevant factors predictive of
increased relative risk with saxagliptin treatment could not be definitively identified. Subjects at
higher risk for hospitalization for heart failure, irrespective of treatment assignment, could be
identified by known risk factors for heart failure such as baseline history of heart failure or
impaired renal function. However, subjects on saxagliptin with a history of heart failure or
impaired renal function at baseline were not at an increased risk relative to placebo for the
primary or secondary composite endpoints or all-cause mortality.

No-increasedriskfor-the-primary-Another secondary endpoint was-observed-between-saxagliptin-and-placebo




Ievelswere49wep5 1% in the saxagllptln group eempa;edJe&and 4. 6% in the placebo group ai#eam#ﬁ%
versus

7-9% difference-of-0.35%f(see Table 4). CV deaths were balanced across the treatment groups. There
was a numerical imbalance in non-CV death, with more events on saxagliptin (1.8%) than placebo

(1 4%)[HR—127 (F95%CI —9%8——9%4%—89@8{—\468{—2—(—7—640%%—7—9#100 1.62); P=0.051].

%-in-the A1C was lower

Wlth

saxagliptin-group compared to the placebo-group-were 38% versus 27% at Year1-and-38% in an exploratory
analysis. Paediatric population

versus-29%-at-Year2-

Compared-The European Medicines Agency has deferred the obligation to placebe-saxagliptinresulted
submit the results of studies with Onglyza

in less-need-forthe-initiation-ef-new-one or increases more subsets of the paediatric population in
the treatment of type 2 diabetes mellitus (see section 4.2 for information on paediatric use)

Elderly eurrent-oral-diabetes-medications-orinsulin—Theimprovements-population
In the SAVOR study subgroups over 65 and over 75 years of age. efficacy and safety were

consistent with the overall study population.

GENERATION was a 52-week glycaemic control study in A1G-and-720 elderly patients, the mean age
was

72.6 years; 433 subjects (60.1%) were < 75 years of age, and 287 subjects (39.9%) were > 75 years
of age. Primary endpoint was the proportion of patients reaching HbA 1c < 7% without confirmed or
severe hypoglycaemia. There appeared to be no difference in percentage responders: 37.9%
(saxagliptin) and 38.2% (glimepiride) achieved the primary endpoint. A lower proportion of patients
in the saxagliptin group (44.7%) compared to the glimepiride group (54.7%) achieved an HbAlc
target of 7.0%. A lower proportion of patients in the saxagliptin group (1.1%) compared to the
glimepiride group (15.3%) experienced a confirmed or severe hypoglycaemic event.
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