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Atacand
PLUS

candesartan cilexetil-
hydrochlorothiazide

Ref 1. Van Liefde et al. Sartan AT1 receptor ions: In idence for i and inverse agonism. Molecular and Cellular Endocrinology 2009; 302: 237-243
Abbreviated Pres Inlorm
tablet contains 77 16mg/12. 12.5mg hydro-
mlamtmazme Excpient with knovn eﬂe(l Each tablet contains 68 g lactose monohydrale (}ne  Atacand Plus 32 mg/12.5 mg tablet contains 32 mg candesartan cilexetil and 12.5 mg hydrochiorothiazide. Excipient with knnwneﬁe(t Each tablet contains 148.5 ma lactose monohydrte. One
Atacand Plus 32 mg/25 mg tablet contains 32 mg cand lexetiland 25 Excipient with known effect: Each tablet contains 136 mg lact Form.Tablet. forthe treatment of primary
hypertension, i patients whose blood pressure is not adequately controlled d ilor Posology and method of administration Oral use Atacand Plus should be taken once daily and may beuken with or without food. The bioavailabilty of
oilC onot

Severe renal impairment (cratinine dearance <30 m/min/1.73 m2 BSA). Severe hepatic impairment andor cholestasls Relramzry ia and a. Gout. Speci ings and pre(almons for use Dual bockade ofthe eni-angiotensinaldosterone system (RAAS)Thereis
eidence that the concomitant use of ACE-nhiitors, angioensin ecepto lockers oralskiren increases the ik of hypotension, i on(i failure). inpaterts
treated with angiotensin I Hepatic mpairment be used with hepatic function or . Aortic and mitral
wiith other ial i tof pai i relevant aortcor mitral i ve hypertrophic cardi i ism Pati pri ism generally will not respond

hib he Theref any pati juretic therapy, periodic appropri-
ate intervals. Thiazide diuretics may decrease the urinary calcium excmmn and may cause recurrent and shghl\y increased serum calcium iazide dose-dep y increases urinary potassium excretion which may result in hypokalaemia. Treatment with a thiazide
diureticmay impair
Whe ptor i inis i i ici 1gs (.e. selective CO) 2inhibitor icylic .«mq lective NSAIDS), attenuation of the anti i may i agents (e.g. atropine,

iperi i hi i dcmedici cyclophos-

phamide, and potentiate their fects. Postural hyputensmn may bemmeaggravzled by simultaneous intake nfalmhal barbiturates or anaesthetics. Hydm(hlnmth\azldemay increase the risk of acute renal insuffciency especially vith high doses offodinated
contrast media. il i i i it jertigo, Glycosuria,
traemia and hypokalaemia), Weakness, Overdose With regards to the overdose of cand ilexetil i likely to mainly hypotension and dizziness. List of excipients Carmellose calcium, Hydroxypropyicellulose, Iron oxide red E 172 (only 16 mg/12.5 mg and 32 mg/25 mg
tablets) Iron oxide yellow E 172 (only 16 mg/12.5 mg, 32 mg/12.5 mg and 32 mg/25 mg) La i i h Macrogol Date of revision of text November 2016 Doc ID-000978076 Version 7.0

AstraZeneca
AstraZeneca Near East (NE)
Sweifieh, BLDG 19 Abdelraheem Al-Haj Mohammad street  For more information, please refer to prescribing information

P.OBox 17788 Zip Code 11195 Amman-Jordan For adverse events reporting please send directly to:
Tel:+96265627580 patientsafety ne@astrazeneca.com
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Jardiance‘“"

(empagliflozin)

Abbreviated Prescribing Information:

JARDIANCE® 10MG & 25MG FILM COATED TABLET Indications: Jardiance is indicated for the treatment of adults
with insufficiently controlled type 2 diabetes mellitus as an adjunct to diet and exercise - as monotherapy when
metformin is considered inappropriate due to intolerance - in addition to other medicinal products for the

treatment of diabetes. For study results with respect to combinations, effects on glycaemic control and
cardiovascular events, and the populations studied. Dosage and Administration: Monotherapy and add-on
combination: 10 mg empaglifiozin once daily for monotherapy and add-on combination therapy with other
glucose-lowering medicinal products. In patients tolerating empaglifiozin 10 mg once daily and need tighter
glycemic control, the dose can be increased to 25 mg once daily. The maximum daily dose is 25 mg. Patients
with renal impairment: No dose adjustment is required for patients with an eGFR 260 ml/min/1.73 m2. or CrCl
=60 ml/min. Empagliflozin should not be initiated in patients with an eGFR <60 ml/min/1.73 m2 or CrCl < 60
mi/min. In patients tolerating empagliflozin whose eGFR falls persistently below 60 ml/min/1.73 m2 or bel ow Cr
Cl of 60ml/min the dose of empaglifiozin should be adjusted or maintained at 10 mg once daily. Empagliflozin
should be persistently below 45 ml/mindiscontinued when eGFR is persistently below 45 ml/min/1.73 m2 or CrCl
persistently below 45 mi/min. Empaglifiozin should not be used in patients with end stage renal disease or in
patients on dialysis Patients with hepatic impairment: No dose adjustment is required for patients with hepatic
impairment and it is not recommended for use in severe hepatic impairment. Elderly patients: No dose adjustment
is recommended in patients 75 years and older, an increased risk for volume depletion should be taken into
account . In patients aged 85 years and older not recommended. Pediatric population: The safety and efficacy
of empaglifiozin in children and adolescents has not yet been established. Contraindications: Hypersensitivity to
the active substance or to any of the excipients. Warnings and precautions: Should not be used in patients with
type 1 diabetes or for the treatment of diabetic ketoacidosis. Diabetic ketoacidosis Rare cases of diabetic
ketoacidosis (DKA), including life threatening cases, have been reported in clinical trials and post-marketing in
patients treated with SGLT2 inhibitors, including empaglifiozin Patients with renal impairment should not be
initiated in patients with an eGFR below 60 ml/min/1.73 m2 or CrCl <60 mi/min. In patients tolerating empaglifloz-
in whose eGFR is persistently below 60 mil/min/1.73 m2 or CrCl <60 mi/min, the dose of empagliflozin should be
adjusted to or maintained at 10 mg once daily. Empaglifiozin should be discontinued when eGFR is persistently
below 45 ml/min/1.73 m2 or CrCl persistently below 45 ml/min. Empaglifiozin should not be used in patients
with ESRD or in patients on dialysis as it is not expected to be effective in these patients. Monitoring of renal
function Prior to empaglifiozin initiation and at least yearly after. Prior to initiation of any concomitant medicinal
product that may have a negative impact on renal function. Hepatic injury causal relationship between
empaglifiozin and hepatic injury has not been established. Elevated Haematocrit Haematocrit increase was
observed with empaglifiozin treatment Elderly patients aged 75 years and older may be at an increased risk of
volume depletion. Therapeutic experience in patients aged 85 years and older is not recommended. Use in
patients at risk for volume depletion caution should be exercised in patients for whom an empagliflozin-induced
drop in blood pressure could pose a risk, such as patients with known cardiovascular disease, patients on
anti-hypertensive therapy with a history of hypotension or patients aged 75 years and older.In case of it

In the treatment of type 2 diabetes"*t ‘

CV DEATH HAS A NEW OPPONENT

RRRIN
CV DEATH* -

ON TOP OF
. STANDARD
~  OF CARE"

‘ HR=0.62 p
\(95% Cl: 0.49, 0.77)
. P<0.001

|

ENDED
LABEL

for the treatment of
patients with insufficiently
controlled type 2 diabetes.
JARDIANCE has shown effect

on glycaemic control and CV events.

patients treated with empagliflozin 10 mg. complicated urinary tract infections (e.g. pyelonephritis or urosepsis)
occurred at a similar frequency in patients treated with empagliflozin compared to placebo. However, temporary
interruption of empaglifiozin should be considered in patients with complicated urinary tract infections. Cardiac
failure Experience in New York Heart Association (NYHA) class I-Il is limited, and there is no experience in clinical
studies with empagliflozin in NYHA class IlI-IV. Urine laboratory assessments Due to its mechanism of action,
patients taking Jardiance will test positive for glucose in their urine. Lactose Patients with rare hereditary
problems of galactose intolerance, the Lapp lactase deficiency, or glucose-galactose malabsorption should not
take this medicinal product. Drug interaction: Diuretics Empagliflozin may add to the diuretic effect of thiazide
and loop diuretics and may increase the risk of dehydration and hypotension Insulin and insulin secretagogues
a lower dose of insulin or an insulin secretagogue may be required to reduce the risk of hypoglycemia when
used in combination with empaglifiozin. Pregnancy and lactation: do not use during pregnancy and lactation.
Undesirable effects: Very common (21/10) Hypoglycemia (when used with sulphonylurea or insulin). Common (=
1/100 to <1/10), Vaginal moniliasis, vulvovaginitis, balanitis and other genital infection .Urinary tract infection.
Pruritus (generalized) ,Increased urination. Uncommon (21/1000 to <1/100) Volume depletion, Dysuria, Haematocrit
increase was observed with empagliflozin treatment. For further information please refer to full prescribing
information

* JARDIANCE demonstrated RRR in CV death in adult patients with insufficiently controlled type 2 diabetes
(baseline HbAlc 7-10%) and established CV disease (coronary artery disease, peripheral artery disease,

or a history of MI or stroke).

1 JARDIANCE is indicated for the treatment of adults with insufficiently controlled type 2 diabetes mellitus as
an adjunct to diet and exercise

+ As monotherapy when metformin is considered inappropriate due to intolerance

* In addition to other medicinal products for the treatment of diabetes

For study results with respect to combinations, effects on glycaemic control and cardiovascular events,

and the populations studied, see sections 4.4, 4.5, and 5.1 of the Summary of Product Characteristics.’

# Primary outcome was reduction in CV events defined as composite endpoint of CV death, non-fatal MI, or
non-fatal stroke. JARDIANCE reduced the risk of CV events by 14% (HR=0.86; 95.02% Cl: 0.74, 0.99; P=0.04).
CV death was significantly reduced by 38% with no significant difference in non-fatal MI or non-fatal stroke.
See section 5.1 in the Summary of Product Characteristics for additional information.1-4

§ Standard of care included CV medications and glucose-lowering agents given at the discretion of physicians.2,3
Cl=confidence interval; HR=hazard ratio; MI=myocardial infarction; RRR=relative risk reduction.

References: 1. JARDIANCE [summary of product characteristics]. Jan 2017. 2. Zinman B, Wanner C, Lachin JM,
et al; EMPA-REG OUTCOME Investigators. Empagliflozin, cardiovascular outcomes, and mortality in type 2
diabetes. N Enql J Med. 2015;373(22):2117-2128. 3. Zinman B, Wanner C, Lachin JM, et al; EMPA-REG OUTCOME

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 hematocrit) and electrolytes is recommend-
ed for patients receiving empaglifiozin. Temporary interruption of treatment with empaglifiozin should be
considered until the fluid loss is corrected. Urinary tract infections the overall frequency of urinary tract infection
reported as adverse event was similar in patients treated with empaglifiozin 25 mg and placebo and higher in

cardiovascular outcomes, and mortality in type 2 diabetes; supplementary appendix.
2015:13- 78. http//ne}m org/doi/suppl/10.1056/NEJMoal504720/suppl_file/nejmoal504720_appendix.pdf. Accessed
january 26, 2017. 4. Zinman B, Inzucchi SE, Lachin JM, et al. Rationale, design, and baseline characteristics of
a randomized, placebo-controlled cardiovascular outcome trial of empaglifiozin (EMPA-REG OUTCOME™).
Cardiovasc Diabetol. 2014;13(102). doi10.1186/1475-2840-13-102.

LEV/JAR-181147

Jordan Office address Address: Boehringer Ingelheim:
Div. of the ARAB DRUG STORE (ADS)-Khalil Salem St.- Tela' EI Ali Amman - Jordan
Tel : 00962 6 5502990 Fax: 00962 6 5865516

Boehringer
I"ll Ingelheim
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