4.2

SUMMARY OF PRODUCT CHARACTERISTICS

NAME OF THE MEDICINAL PRODUCT

EXTRANEAL (Icodextrin 7.5%)
Solution for peritoneal dialysis

QUALITATIVE AND QUANTITATIVE COMPOSITION

A sterile peritoneal dialysis fluid containing leadrin at a concentration of 7.5% wi/v in an
electrolyte solution.

Icodextrin 75 g/L
Sodium Chloride 5.4 g/L
Sodium Lactate 4.5 g/L

Calcium Chloride 0.257 gl/L
Magnesium Chloride  0.051 g/L

Theoretical osmolarity: 284 (milliosmoles perditr
Theoretical osmolality: 301 (milliosmoles per kg)

Electrolyte solution content per 1000mil:

Sodium 133 mmol/L
Calcium 1.75 mmol/L
Magnesium 0.25 mmol/L
Chloride 96 mmol/L
Lactate 40 mmol/L
pH=5t06

For a full list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Solution for peritoneal dialysis.
Extraneal is a sterile, clear, colourless solution.

CLINICAL PARTICULARS
Therapeutic Indications

Extraneal is recommended as a once daily repladefoea single glucose exchange as part
of a continuous ambulatory peritoneal dialysis (©ARor automated peritoneal dialysis
(APD) regimen for the treatment of chronic renalufa, particularly for patients who have
lost ultrafiltration on glucose solutions, becaitsean extend time on CAPD therapy in such
patients.

Posology and M ethod of Administration

Extraneal is recommended for use during the londestll period, i.e. in CAPD usually
overnight and in APD for the long daytime dwell.

Adults: by intraperitoneal administration limited & single exchange in each 24 hour-period,
as part of a CAPD or APD regimen.
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4.3

4.4

Elderly: As for Adults.
Children: not recommended for use in children (tbas 18 years).

The volume to be instilled should be given oveedqa of approximately 10 to 20 minutes at
a rate which the patient finds comfortable. Faulbgatients of normal body size the instilled
volume should not exceed 2.0 L.

For larger patients (more than 70-75 kg), a filllvoe of 2.5 L may be used.

If the instilled volume causes discomfort due tda@hinal tension the instilled volume should
be reduced. The recommended dwell time is betvéeand 12 hours in CAPD and 14-16
hours in APD. Drainage of the fluid is by gravidy a rate comfortable for the patient. The
drained fluid should be inspected for the presaidérin or cloudiness, which may indicate

the presence of infection or aseptic peritonitee(Section 4.4).

Contra-indications

Extraneal should not be used in patients with asknallergy to starch based polymers and in
patients with maltose or isomaltose intolerancpatients with glycogen storage disease.

Extraneal is also contra-indicated in patients aithistory of abdominal surgery in the month
preceding commencement of therapy or in patient abdominal fistulae, tumours, open
wounds, herniae or other conditions which comprentie integrity of the abdominal wall,

abdominal surface or intra-abdominal cavity.

Special Warnings and Precautionsfor Use

Extraneal is not recommended during pregnancyabatian (see section 4.6), in children or in
patients with acute renal failure.

In common with other peritoneal dialysis fluidspdiextrin should be used with caution, after
careful evaluation of its potential risks and bésefn patients with conditions which preclude
normal nutrition, with impaired respiratory funatior with potassium deficiency.

Patients should be carefully monitored to avoidraweunder hydratation. Enhanced ultra-
filtration, particularly in elderly patients, magdd to dehydration, resulting in hypotension
and possibly neurological symptoms.

An accurate fluid balance record should be keptthagatient’s body weight monitored.

Blood chemistry, haematology and plasma osmoladityuld be monitored at regular
intervals.

Protein, amino acids, water soluble vitamins anbeotmedicines may be lost during
peritoneal dialysis and may require replacement.

Patients with diabetes mellitus often need addiionsulin in order to maintain glycaemic
control during Peritoneal Dialysis (PD). Transfeom glucose based PD solution to
Extraneal may necessitate an adjustment of thd usudin dosage.

Insulin can be administered intraperitoneally. Blagucose measurement must be done with
a glucose specific method to prevent maltose iaterice. Glucose dehydrogenase
pyrroloquinolinequinone (GDH PQQ) or glucose-dyedoxeductase-based methods should
not be used. If GDH PQQ or glucose-dye-oxidoreasethased methods are used, using
Extraneal may cause a falsely high glucose readihg;h could result in the administration of
more insulin than needed. This can cause hypoghyeaewhich can result in loss of
consciousness, coma, neurological damage and dédtitionally, falsely elevated blood
glucose measurements due to maltose interferengamask true hypoglyacemia and allow it
to go untreated with similar consequences. lemmended that reference is made to the
relevant section of the glucose test kit produaflé to ascertain that interference while using
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4.5

4.6

4.7

Icodextrin-based dialysis therapy or maltose / wieds metabolised to maltose is not
described.

A decrease in the serum sodium and chloride leasl lbeen observed in some patients.
Though these decreases have been regarded aslfimon-significant, it is recommended
that serum electrolyte levels are monitored redylar

A decrease in serum amylase levels has also bameasas a common finding in PD patients
on long term treatment. The decrease has not legpemted to be accompanied with any side
effects. However, it is not known whether subnormalylase level may mask the rise in
serum amylase, commonly seen during acute paniseain increase in serum alkaline
phosphatase of approximately 20 IU/L was seen dulmical trials. There were individual
cases where increased alkaline phosphatase wasatsdovith elevated SGOT levels.

Treatment should be initiated under the supervisiaam physician.

Peritoneal reactions, including abdominal pain,udio effluents with or without bacteria
(aseptic peritonitis) have been associated withrafetal (see section 4.8.2). In case of
peritoneal reactions, the patient should keep t¢bdextrin drained fluid bag along with its
batch number, and contact the medical team fowyaisabf the drained fluid bag.

The drained fluid should be inspected for the preseof fibrin or cloudiness, which may
indicate the presence of infection or aseptic pattiis. Patients should be asked to inform
their physician if this occurs and appropriate widological samples should be drawn. The
initiation of antibiotic treatment should be a d& decision based on whether or not
infection is suspected. If other possible reasonglbudy fluid have been excluded, Extraneal
should be stopped and the result of this actiotuated. If Extraneal is stopped and the fluid
becomes clear afterwards, Extraneal should not diatroduced unless under close
supervision. If by re-challenging with Extranedietcloudy fluid recurs then this patient
should not be prescribed Extraneal again. Alteveafieritoneal dialysis therapy should be
initiated and the patient should be kept undereckagpervision.

I nteractionswith other Medicinal Products and other formsof I nteraction

None known - however, the blood concentrationsiaydable drugs may be reduced by
dialysis. Corrective therapy should be institufatecessary. In patients using cardiac
glycosides, plasma levels of potassium and caleciwst be carefully checked. In the event of
abnormal levels, appropriate actions should bentake

Glucose dehydrogenase pyrrologuinolinequinone (GIQH) or glucose-dye-oxidoreductase-
based methods to measure glucose should not beviledusing Extraneal (see section 4.4).

Pregnancy and L actation

Animal studies on the effects of icodextrin areuifisient with respect to effects on
embryonal/foetal development and lactation.

There are no adequate data from the use of Exirampeegnant women.

Extraneal should not be used during pregnancy ottewlreast feeding unless clearly
necessary.

Women of childbearing potential should be treateith viExtraneal only when adequate
contraceptive precautions have been taken.

Effects on Ability to Drive and Use Machines
None known.
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4.8

Undesirable Effects

4.8.1 Undesirable effects which occurred in pasidréated with Extraneal from the clinical
trials are listed below. The adverse drug reactisted in this section are given following the
recommended frequency convention: very commah0%; common:=1% and <10%;
uncommonz=0.1% and <1%; very rare: <0.01%

MedRA Standard System Undesirable effects Frequency
Organ Class (SOC) Preferred term/High Level Term (PT)
Metabolism and nutrition Dehydration Common
disorders Hypochloraemia Common
Hyponatraemia Common
Hypovolaemia Common
Nervous system disorders Dizziness Common
Headache Common
Vascular disorders Hypertension Common
Hypotension Common
Gastrointestinal disorders Abdominal pain Common
Skin and subcutaneous disordersPruritus Common
Rash Common
Skin exfoliation Common
General disorders and Asthenia Common
administration site conditions Oedema Common
Investigations Alanine aminotransferase increased Uncommon
Aspertate aminotransferase increased| Uncommon
Blood alkaline phosphate increased Common
Blood amylase decreased Common

4.8.2 Some undesirable effects, probably relatdtktaneal, are indicated below.

Extraneal associatedkin reactions, including rash and pruritus, areegally mild or
moderate in severityOccasionally, these rashes have been associatieexfoliation In the
event of this occurring and depending on the sgydfixtraneal should be withdrawn at least
temporarily.

Enhanced ultrafiltration, particularly in the ellygpatients, may lead to dehydration, resulting
in hypotension, dizziness and possibly neurologgatptoms (see section 4.4).

Hypoglycemic episodes in diabetic patients (set®ed.4).
Increase in serum alkaline phosphatases (see sdctin

Peritoneal reactions, including abdominal pain,udip effluents with or without bacteria,
aseptic peritonitis (see section 4.4).

4.8.3 Other undesirable effects of peritoneal dialyelated to the procedure.

The following undesirable effects are often repbgpontaneously and in the literature.
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4.9

51

5.2

53

- Those which are related to the procedure, inchetéonitis (septic or aseptic) with or
without abdominal pain, cloudy effluent and sames fever; bleeding, catheter blockage,
infection around the catheter (signs of inflamnmaticedness and secretion), hypervolaemia,
hypovolaemia, hypertension, hypotension, dehydmatedema, constipation, hernia of the
abdominal cavity, ileus, loss of appetite, dysp@peausea and vomiting, dizziness, fatigue,
headache, shoulder pain, pruritus and abnormatdadny tests results.

- Those which are generally related to peritondalysis solutions, are seen less
frequently than those related to the procedureiacidde cloudy effluent/aseptic peritonitis,
electrolyte disturbances (e.g. hypokalaemia, hyjsaemia and hypercalcaemia), fainting,
muscle cramping, respiratory symptoms associatddskiortness of breath and weakness.

Overdose

No data are available on the effects of overdosadewever, continuous administration of
more than one bag of Extraneal in 24 hours woutieimse plasma levels of carbohydrate
metabolites and maltose. The effects of such arease are unknown but an increase in
plasma osmolality may occur. Treatment could be agad by Icodextrin-free peritoneal
dialysis or haemodialysis.

PHARMACOLOGICAL PROPERTIES
Code ATC: BO5DA
Phar macodynamic Properties

Icodextrin is a starch-derived glucose polymer wWwhiacts as an osmotic agent when
administered intraperitoneally for continuous amabarty peritoneal dialysis. A 7.5% solution
is approximately iso-osmolar to serum but prodwstestained ultrafiltration over a period up
to 12 hours in CAPD. There is a reduction in deltwad compared to hyperosmolar glucose
solutions.

The volume of ultrafiltrate produced is comparatoléhat with 3.86% glucose when used in
CAPD. Blood glucose and insulin levels remain (ettéed.

Ultrafiltration is maintained during episodes ofipmnitis.

The recommended posology is limited to a singléharge in each 24 hour-period, as part of
a CAPD or APD regimen.

Phar macokinetic Properties

Carbohydrate polymer levels in blood reach stesaly safter about 7-10 days when used on a
daily basis for overnight dialysis. The polymehigirolysed by amylase to smaller fragments
which are cleared by peritoneal dialysis. Steddjesplasma levels of 1.8 mg/ml have been
measured for oligomers of glucose units greaten hgG9) and there is a rise in serum

maltose (G2) to 1.1 mg/ml but there is no significehange in serum osmolality. When used

for the long day time dwell in APD maltose levefslod mg/ml have been measured but with

no significant change in serum osmolality.

The long term effects of raised plasma levels oftasa and glucose polymer are unknown,
but there is no reason to suppose these to be tlarmf

Preclinical Safety Data
Acute toxicity

Acute i.v. and i.p. studies in mice and rats haeeanstrated no effects at doses up to
2000mg/kg.
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6.3

6.4

6.5

Subchronic toxicity

Twice daily i.p. administration of 20% Icodextrimlgtion for 28 days to rats and dogs
revealed no target organ or tissue toxicity. Thaameffect was upon the dynamics of fluid
balance.

Mutagenic and tumorigenic potential

In vitro and in vivo studies on mutagenicity gavegative results. Carcinogenicity studies
with the product are not feasible but carcinogesfiects are unlikely given the chemical
nature of the molecule, its lack of pharmacologietéct, lack of target organ toxicity and
negative results in mutagenicity studies.

Reproductive toxicity

A reproduction toxicity study in rats demonstrated effect on fertility or embryofetal
development.

PHARMACEUTICAL PARTICULARS
List of Excipients

Water for Injections
Sodium Hydroxide or
Hydrochloric acid g.s. to required pH.

Incompatibilities
None known.

Drug compatibility must be checked before admixtuneaddition, the pH and salts of the
solution must be taken into account.

Shelf Life

2 years.

The product, once removed from its overpouch shbaldsed immediately.
Special Precautionsfor Storage

Do not store above 30°C. Do not use unless thatisnl is clear and the container
undamaged.

Nature and Contents of Container
Flexible PVC container holding 1.5, 2.0 or 2.5¢#r

15L 6 units per box Single bag Sy Il (luer cortoe)
15L 6 units per box Single bag Sy Il (spike ©eator)
15L 6 units per box Twin bag Sy Il (luer conrueyt
15L 6 units per box Twin bag Sy Il (spike contur)
20L 5 units per box Single bag Sy Il (luer cortoe)
20L 5 units per box Single bag Sy Il (spike ©eator)
20L 5 units per box Twin bag Sy Il (luer conrueyt
20L 5 units per box Twin bag Sy Il (spike cootu)
25L 4 units per box Single bag Sy Il (luer cactoe)
25L 4 units per box Single bag Sy Il (spike ceator)
25L 4 units per box Twin bag Sy Il (luer conreyt
25L 4 units per box Twin bag Sy Ill (spike cootu)

Not all pack sizes may be marketed.
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6.6

10.

Instruction for Use/Handling
Do not administer unless the solution is clear tluiedcontainer undamaged.
Aseptic technique should be observed throughouptbeedure.

To reduce discomfort on administration, the solutisay be warmed in the oversealed bag to
a temperature of 37°C prior to use.

This should be done using dry heat, ideally usinvgaaming plate specially designed for the
purpose. The bag should not be immersed in watavarm it to avoid contamination of
connectors.

A range of antibiotics including vancomycin, ceptlaz ampicillin/flucloxacillin,
ceftazidime, gentamycin, amphotericin and insuarenshown no evidence of incompatibility
with Extraneal.

The product should be used immediately after ang dddition.
Discard any unused remaining solution.

For single use only.
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