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Multibic Potassium — Free

Multibic 2 mmol/I Potassium
Multibic 3 mmol/l Potassium
Multibic 4 mmol/l Potassium
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ISRAEL P.B. LTD.

a7 777N 01T
n"ya .'2.'9 7N

,N/T2D1 N/Npn N/XON

5 127K 715V1 X91D 119V 10TV HY W TInD 111812

29 nin
MULTIBIC MULTIBIC | MULTIBIC | MULTIBIC
potassium- 2 mmol/Il 3 mmol/Il 4 mmol/I
free potassium potassium potassium
Potassium chloride - 0.1491 g 0.2237 g 0.2982 g
Sodium chloride 6.136 g 6.136 g 6.136 g 6.136 g
Sodium hydrogen 29409 29409 29409 29409
carbonate
Calcium chloride 0.2205¢g 0.2205¢g 0.2205¢ 0.2205¢g
dihydrate
Magnesium 0.1017¢g 0.1017 g 0.1017 g 0.1017 g
chloride
hexahydrate
Glucose monohydrate | 1.100 g 1.100¢g 1.100¢g 1.100¢g
(Glucose)
(1.000 g) (1.000 g) (1.000 g) (1.000 g)
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1. NAME OF THE MEDICINAL PRODUCT

MULTIBIC potassium-free Selution-forHaemofiltration

MULTIBIC 2 mmol/l potassium Selution-fer-Haemeofiltration
MULTIBIC 3 mmol/l potassium Selutionfor-Haemefitration
MULTIBIC 4 mmol/l potassium Selution-fer-Haemeofiltration

Note: this document presents the SmPCs for all four MULTIBICHultiBic strengths
(potassium-free/2/3/4 mmol/l potassium) in one document, clearly indicating with
grey-shaded titles the strength to which alternative text elements refer.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

MULTIBIC potassium-free/2/3/4 mmol/l potassium is provided in a two-
compartment bag with 47514750 ml of an alkaline hydrogen carbonate solution
in one compartment and 8254250 ml of an acidic electrolyte, glucose solution in

the other compartment.

BEFORE MIXING:
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each-1000 ml solution contains: |

Acidic electrolyte, glucose solution (small compartment)

MULTIBIC [MULTIBIC [ MULTIBIC [ MULTIBIC
potassium- | 2 mmol/I 3 mmol/l 4 mmol/l  |Jnit
free potassium | potassium | potassium
Potassium chloride of 2.9821 44730 5.964 g
Calcium chloride 44100 44100 44100 44100 g
dihydrate
Magnesium chloride 2.033] 2.033] 2.033] 2.033] g
hexahydrate
Glucose 22000 [2022.000 [2022.00F [220.0004 g
(Glucose] (20.00®) [(20.008) [(20.008) [(20.008)

s O Wm0l | | 60MAMON | SOMMMON | ol
Ca?" 30 jmmolll | 3oimmoll | 3ofmmoll | ol
Mg?* 10 mmoll | | Loimmoll | 10fmmoll | ol
o
Glucose 111 111 111 mmol

Alkaline hydrogen carbonate solution (large compartment)

MULTIBIC | MULTIBIC | MULTIBIC | MULTIBIC
potassium- 2 mmol/I 3 mmol/l 4 mmol/l Unit
free potassium potassium potassium
Sodium chloride  16.453 6.453 6.453 6.453 g
Sodium hydrogen [3.104 3.104 3.104 3.104 g
carbonate
Na* 147.37 iGN 14737 14737 14737 I
cr 110.42 gl 110-42 11042 11042 ol
HCOs" 376.95 {6l 37695 37695 37695 I
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AFTER MIXING:

1000 ml of the ready-to-use solution-MEHHBIC-petassitm-free/2/3/4-mmel- contain:
MULTIBIC | MULTIBIC | MULTIBIC | MULTIBIC
potassium- 2 mmol/I 3 mmol/l 4 mmol/l

free potassium potassium potassium
Potassium chloride o 0.1491g 0.22378 0.2982 §
Sodium chloride 6.136] 6.136{ 6.136{ 6.136{ g
Sodium hydrogen | 2.940 2.940 2.940 2.940 g
carbonate
Calcium chloride | 0.2205 0.2205 0 0.2205 0 0.220504 g
dihydrate
Magnesium 0.1017 0 0.10170 0.10170 0.1017 0 g
chloride
hexahydrate

Glucose anhyerous | 1.000100F | 1.660100F |1.16000§ 1.066100 0 g

monohydrate

(Glucose)

Na* mmol
K:+ mmeol
Ca? mmol
Mg?* mmel
CI mmol
HCOs - mmol
Glucose mmol

For thea full list of excipients, see section 6.1. |

3. PHARMACEUTICAL FORM

Solution for haemodialysis/haemofiltration

The FEAAVAIO-USE solution is clear and colourless.
[.]

pH ~ 742
4. CLINICAL PARTICULARS
4.1  Therapeutic tndicatienindication

MULTIBIC potassium-free/2/3/4 mmol/l potassium is indicated for intravenous use as
substitution solution in haemofiltration and haemodiafiltration, and as dialysis solution in
haemodialysis and haemodiafiltration.
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For use in patients

- with acute kidney injury requiring continuous renal replacement therapy:
continuous haemodialysis, haemofiltration; or haemodiafiltration treatments.

- with chronic kidney disease in whom a transient treatment is indicated, e.g. during
the stay on an intensive care unit.

- when continuous renal replacement therapy is indicated as part of the treatment of
an intoxication with water soluble, filterable/dialyzable toxins.

MULTIBIC potassium-free/2/3/4 mmol/l potassium is indicated in adults.

" L £l . . I iltration.
4.2 Posology and Method-iilethod of Administration@dministration
Continuous Haemefiltration-in-patients-with-acute-renal replacement therapyfaure

including the prescription of this medicinal product substiution-selutions-should be
performed under the direction of a physician with experience in theseis treatments.

Posology
In acute kldney |n|urv, a continuous treatment W|th a dose of 2000 renal

N aldaTaMaValVa al Fal a AA

a—tetal—ﬁttratren—mt&ef—%@—te%@&ml/h MULTIBIC potassium-
free/2/3/4 mmol/l potassium -is appropriate in adults with a body weight of
70 kg to remove metabolic waste products depending on the metabolic status
of the patient. The dose should be adapted to the body size of the patient.

In patients with chronic kidney disease, unless clinically indicated otherwise, the dose of
MULTIBIC potassium-free/2/3/4 mmol/l potassium should be at least one third of the
body weight per session with three sessions applied per week. Increasing the volume
applied per week or distributing this weekly volume to more than 3 treatments per week
can be required.

The dose and the duration of haemodialysis, haemofiltration or haemodiafiltration
necessary in treatment of acute states of intoxication depends on the toxin and its
concentration and the severity of clinical symptoms and has to be clinically decided on
the individual patient’s condition.

A maximum dose of 75 litre per day is recommended.
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Paediatric population
The safety and efficacy of MULTIBIC potassium-free/2/3/4 mmol/l potassium in
children have not yet been established (see sections 4.4 and 5.1).

Method of administration
For intravenous use and haemodialysis.
1tn|a;s_||nu|nII_|It_|at||en |ate_ of75-1-per-day-s |ee|e||_||nene|ele|_ .

ehildren—For instructions on use of the product, see section 6.6.

4.3 Contraindications

Solution - dependent-contraindications:

MULTIBIC potassium-free/2/3 mmol/l potassium:
- Hypersensitivity to the active substances or to any of the excipients listed in section 6.1

—Ehsnenlaen o
- Hypokalaemia
»- Metabolic alkalosis

MULTIBIC 4 mmol/l potassium:
- Hypersensitivity to the active substances or to any of the excipients listed in section 6.1 |
o~ Hyperkalaemia
»- Metabolic alkalosis

Haemofiltration-dependenteContraindications fOFUSE of due-to-the technical procedure
itself:
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Renal-falure “I'El' melleasedl_llypel ||eat|abeI|5|F|_|I|n e_ase.s whete-uracrie
o- Inadequate blood flow from vascular access.
o- If there is a high risk of haemorrhage on account of systemic -anticoagulation.

4.4  Special WWarnings and BRrecautions for lise

Fhe-haemefiltration-selution-should be warmed prior to S irfusion-with appropriate
equipment to approximately body temperature and must not be USed infused-under any
circumstances below room temperature.

The warming of- i€ FEAEVIO-USE-this solution to approximately body temperature must.
be carefully controlled verifying that the -solution is clear and without
particles.

During application of (e feady=t0-0Se SOlUtiONmwtiBic-in- CRRT, white calcium
carbonate precipitation has been observed in the tubing lines in rare cases, partlcularly
close to the pump unit and the heating unit warming
Precipitations particularly can occur if the temperature of the
solution at the inlet of the pump unit is already higher than
Therefore, the [EAEYAI0-USElmuHtiBic-solution in the tubing lines mustshould be closely
visually inspected every 30 min during in
order to ensure, that the solution in the tubing system is clear and free from precipitate.
Precipitations may occur also with substantial delay after start of treatment.

If precipitate is observed, -solution and fAECRRT tubing lines
must be replaced immediately and the

patient carefully monitored.

The serum potassium concentration must be checked regularly before and during
continuous renal replacement therapyhaemefiltration. The potassium status of the patient
and its trend during_the treatment-haemefitration must be considered:-

In case of hypokalaemia supplementation of potassium and / or changing to a solution for

haemodialysis/haemofiltration with higher potassium concentration may be required.

H-In case of hyperkalaemia-tends-te-develop; an increase in the applied dose and / or
change to a solution for haemodialysis/haemofiltration with a lower potassium
concentration fitrationrate-may be indicated as well as usual measures of intensive care
medicine.

The serum sodium concentration must be checked reqularly before and during use of
this solution for haemodialysis/haemofiltration to control risks related to
hypo/hypernatraemia. The solution for haemodialysis/haemofiltration may be diluted
with an adequate amount of water for injections or concentrated sodium chloride
solution may be added if required. The speed of desired normalisation must then be
carefully planned to avoid adverse reactions due to rapid changes in serum sodium
concentration.
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In addition, the following parameters must mustsheuid be monitored before and during
continuous renal replacement therapyhaemefitration:

Serum sedium,-serurm-calcium, serum magnesiumj serum phosphate, serum glucose, acid-
base status, levels of urea and creatinine, body weight and fluid balance (for the early
recognition of hyper- and dehydration).

Clinically important substances may be removed with the haemodialysis, haemofiltration
and haemodiafiltration treatment and are not supplemented with this medicinal product.
This removal of important nutrients must be compensated by adequate nutrition,
nutritional supplements, or an adapted parenteral nutrition.

Paediatric population
There is no clinical experience on the use of this product in children. This medicinal
product is not recommended for use in children until further data become available (see

sectlons 4. 2 and 5 1) Pner—teﬁseihe—seluﬂemewmaspb&earef&u%wwpeetedras

45  Interaction with §@Other fiMedicinal PRroducts and @Other fForms of
Interaction

No interaction studies have been performed.

The correct

and strict monitoring of clinical chemistry parameters and vital

signs will avoid interactions with other

The following interactions are conceivable:

Toxic effects of digitalis may be masked by hyperkalaemia, hypermagnesaemia and
hypocalcaemia. The correction of these electrolytes by continuous renal replacement
therapy may precipitate signs and symptoms of digitalis toxicity, e.g. cardiac

arrhythmia.

»_@®Electrolyte substitutions, parenteral nutrition and other infusions usually given in
intensive care medicine interact with the serum composition and the fluid status of
the patient. This must be considered during application of continuous renal

replacement therapy.whenpreseribing-haemofHiration-treatment:

o- _ Continuous renal replacement therapy Haemofiltration-treatment-may reduce the
blood concentration of drugs, especially of drugs with a low protein binding
capacity, with a small distribution volume, with a molecular weight below the cut-
off of the haemofilter and of w to the haemofilter.
An appropriate revision of the dose of such drugs-may be

required.
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4.6  Fertility, Pregnancy and Lactation

Pregnancy
There are no or limited amount of data from the use of MULTIBIC potassium-

free/2/3/4 mmol/l potassium in pregnant women. Animal studies are insufficient with
respect to reproductive toxicity (see section 5.3).

MULTIBIC potassium-free/2/3/4 mmol/l potassium should not be used during pregnancy
unless the clinical condition of the woman requires continuous renal replacement therapy.

Breastfeeding
There is insufficient information on the excretion of MULTIBIC potassium-

free/2/3/4 mmol/l potassium active substances/metabolites in human milk.
Breastfeeding is not recommended during treatment with MULTIBIC potassium-
free/2/3/4 mmol/l potassium.

Fertility

No data available.

47  Effects on BAbility to @Brive and HYse fiMachines
Not relevant.
48  Undesirable EEffects

Adverse reactions:

hypertension; may result from the

nausea, vomiting
hypertension, hypotension

treatment mode itself or may be induced by fhi§

muscle cramps

good. However,
$REThE following potential-side-effects-of the treatment-can be

anticipated treatment :

Hyper- or hypohydration, electrolyte disturbances
(e.g., hypokalaemia), hypophosphataemia, hyperglycaemia, and metabolic alkalosis.

The exact frequency of such events is not known (cannot be estimated from the available

data).
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4.9  Overdose
After use of recommended doses no reports of emergency situations have arisen;
moreover, the administration of selution-can be discontinued at
any time. If fluid balance is not accurately calculated and monitored, hyperhydration or
dehydration may occur, with the resultant associated circulatory reactions. These may be
manifest through changes in blood pressure, central venous pressure, heart rate, and
pulmonary arterial pressure. In cases of hyperhydration congestive cardiac failure and/or
pulmonary congestion may be induced.

In cases of hyperhydration, net fluid removal tHrafHtratien-should be increased on-and
the device used for continuous renal replacement therapyrate-and-volume-ofsubstitution
selution-nfused-reduced. In cases of marked dehydration, net fluid removal by the
device used for continuous renal replacement therapy ;-uhtrafiltration-should be
decreased or discontinued;; aIternatlver, f|UId resusmtatlon can be applled to restore the
hydration statusand-the-v

If too large volume is applied, this Overtreatment-may result in disturbances of
electrolyte concentrations and the acid-base-balance, e. g. an overdose of bicarbonate
may occur if an

inappropriate large volume of thesubstitutien solution for haemodialysis/haemofiltration
is infused/administered. This

could possibly lead to metabolic alkalosis, decrease of ionized calcium, or tetany.

5. PHARMACOLOGICAL PROPERTIES
5.1  Pharmacodynamic Rroperties

Pharmacotherapeutic group:

ATC code: BO5Z B

—=haene e

Mechanism of action

Basic principles of haemodialysis, Haemefiltratiorhaemofiltration and
haemodiafiltration:

During-eentinuous haemofiltration water and solutes such as uremic toxins, electrolytes,
and bicarbonate are removed from the blood by ultrafiltration. The ultrafiltrate is
replaced by a-substitution-selution{a solution for haemofiltration}, with a balanced
electrolyte and buffer composition.

I I iltrati
selution-During haemodialysis, water and solutes such as uremic toxins, electrolytes,
bicarbonate and other small molecules are exchanged between the patient’s blood and
the solution for haemodialysis by diffusion. The direction and the magnitude of the
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diffusion process depend on the relevant concentration gradients between the blood and
the solution for haemodialysis.

In haemodiafiltration, the underlying principles of haemofiltration and haemodialysis are
combined.

This medicinal product is a bicarbonate-buffered-substitution solution for intravenous
administration or for use as haemodialysis solution for the balancing of water and
electrolyte removal during continuous renal replacement therapies which are applied,

e.g. in the treatment of acute kidney injuryrenal-fature-of any-origin-by-continteus

The electrolytes Na*, K*, Mg?*, Ca*, CI, and bicarbonate are essential for the
maintenance and correction of fluids and electrolyte homeostasis (blood volume,
osmotic equilibrium, acid-base balance).

5.2 Pharmacokinetic pRroperties

must only be
administered intravenously or used as haemodialysis solution.

The distribution of electrolytes and bicarbonate is regulated in accordance with
requirements and the metabolic status and residual renal function. The active
substances of fiiSiedicinalprotUCE e SHbSHEUtOMSOIttion are not metabolized
metaboliSed except for glucose. The elimination of water and electrolytes depends on
cellular requirements, the metabolic status, the residual renal function, and on other
routes of fluid losses (e.g., gut, lung, and skin).

5.3  Preclinical §Safety @bata
There are no preclinical data of relevance to the prescriber.

6. PHARMACEUTICAL PARTICULARS
6.1  List of BExcipients

Sin-small compartment-A:
Water for injections
Hydrochloric acid 25%

Lintarge compartment-B:
Water for injections
Carbon dioxide
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6.2  Incompatibilities

Tinthe-absence-of-compatibility-studies;-this medicinal product must not be mixed with
other medlcmal products #awad&ﬂen%e%he%ubstﬁutmn%elu%mr&dene—ﬂ—sh&ﬂd—be

6.3  Shelf Life

Storage conditions after mixing of the two compartments (ready-to-use solution):
Shelflife

-
9: Ell'eﬁ I'.'ﬁ'eq'ﬁe"'al ple_duet I? aleleaged for s:ale 12-months
Chemical and phy3|cal.|n -use stability of the ready-to-use solution has been demonstrated
for 48 hours at 25808C. IiSHGHFECOMMENdCAN0 SIS HHENEAAVAIGIOher-in-use SOIIEIOR
storage-times-and-conditions-prior-te-use{longer than 48 heurs including-the duration-of

the treatment O 8t & temperature- higher than 880°C prior to the inlet of the pump unit)
I Bt of o .

From a microbiological point of view, once connected to the haemodialysis,
haemofiltration_or haemodiafiltration circuit, and as hydrogen carbonate is present, the

product shall be used immediately.-Otherin-use-sterage-times-and-conditions-are-the
responsibitity-of the-user.

6.4  Special PPrecautions for §Storage

Do not store below +4°C.

6.5  Nature and EContents of §Container

Double chamber bag: With 4750/l

4754 (alkaline hydrogen carbonate solution) + 280l 0-25-+-(acidic electrolyte, glucose
solution) = 5000 M 5.0+ (ready-to-use solution).

The fQilfitm used for the bag is made of pelyethylene-polyethylenefterephthalate, which
+&eeatedwﬁ#8|0xmga549&mer polyamide] and-a pelypropylene-synthetic

polyoleflne—syn&heue
clostonropondlorpoaclopos Llond

F
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2 bags of 5000 ml
{earton)

6.6  Special precautions for disposal and other handling

The haemeofiltration-solution sheuld-for haemodialysis/haemofiltration should be
administered in HEEE the-foHowing-steps:

1. Removal of the PrOtectiVe foil overwrapping-and careful inspection of the
haemofiltration bag

The ProtectiVefoil overwrap-should only be removed immediately before administration.
Plastic containers may occasionally be damaged during transport from the manufacturer
to the-diahysis clinic or within the clinic itself. This can lead to contamination and
microbiological or fungal growth in the-haermefiltration solution§. cCareful
visual inspection of the B containerbeforeconnection-and-of the solutiong before
use-is therefore-necessary. Particular attention should be paid to even the
slightest damage to the closure, the welded seam and the corners of the Bl containerin
view of a possible contamination.

4.2.Mixing of the two compartments

The two-compartment-bag - the bicarbonate and the electrolytes including glucose
compartments - are mixed immediately before use to obtain a

selution ready-for-use solution..-Fhe-mixed-selution-is-clearand-colourless:
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A) B) )

Unfold the small Roll up the solution bag ...until the peel seam
compartment. starting from the corner between both compartmentq
opposite the small has opened along its entire
compartment ... length and the solutions from
both compartments are
mixed. |

After mixing both compartments, it must be checked, that the peel seam is completely
open, that the [MiXed solution is clear and colourless and that the &gl container is not
leaking.

3. Application of the Fready-to-use solution

The ready-to-use solution mustsheuld be used immediately, but within a maximum of 48
hours after mixing.

Any addition-to the solution mustsheutd only be done
after the solution has been thoroughly mixed. {see-alse-6:2)
After such an wsolutlon should again be

thoroughly mixed prior to
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If not otherwise prescribed, the ready-to-use-substitutien solution should be warmed
immediately before- lS8 infusien-to 36.5 °C — 38.0 °C. The exact temperature must be
selected depending on clinical requirements and the technical equipment used.

7. +~MANUFACTURER

Fresenius Medical Care Deutschland GmbH

61346 Bad Homburg v.d.H

Germany

&9. REGISTRATION HOLDER:

Fresenius Medical Care Israel P.B.NEPHROMED -LTD.
dasiaSheizafiSt486640MaRaanana - Garlebach-StreetTel-Aviv, Israel

Revised in January 2021 according to MOHS QUIdElines The-format of thisleaflet
has | tofined by ! i has |
checked and approved- December 2011
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