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BICA VERA 1.5% GLUCOSE 1.75 MMOL/L CALCIUM

BICA VERA 2.3% GLUCOSE 1.75 MMOL/L CALCIUM

BICA VERA 4.25% GLUCOSE 1.75 MMOL/L CALCIUM
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1.5%nwmnpa| 1.5%nwunpra| 1.5%nan npra
fﬁl‘i'r‘:;ne 5.786 g 5.786 g 5.786 g
Calcium
chloride 0.2573 g 0.2573 g 0.2573 g
dihydrate
Sodium
hydrogen 2.940¢ 2.940¢ 2.940¢
carbonate
Magnesium
chloride 0.1017 g 0.1017 g 0.1017 g
hexahydrate
ﬁ'gr‘fgﬁ; rate 46.75 g 25 g 16.5 g
(Glucose) (42.59) (22.73 ) (15.09)
Ca** 1.75 mmol/l 1.75 mmol/l 1.75 mmol/l
Na* 134 mmol/l 134 mmol/l 134 mmol/l
Mg?* 0.5 mmol/l 0.5 mmol/l 0.5 mmol/l
Cl- 104.5 mmol/l 104.5 mmol/l 104.5 mmol/l
Hydrogen 34 mmol/l 34 mmol/l 34 mmol/l
carbonate
Glucose 235.9 mmol/l 126.1 mmol/l 83.25 mmol/l
Theoretical 511 mOsm/l | 401mOsm/l | 358 mOsm/l
osmolarity
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BICA VERA 1.5% GLUCOSE 1.75 MMOL/L CALCIUM

[..]
42

Posology and mMethod of aAdministration

PosologyDeosage

Bbica Vera 1.5% Gglucose, 1.75 mmol/l Calcium is exclusively indicated for the
intraperitoneal use.
The mode of therapy, frequency of administration, and dwell time required will be specified
by the attending physician.

Continuous ambulatory peritoneal dialysis (CAPD)

Adults:
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Unless otherwise advised, patients will receive an infusion of 2000 ml solution per exchange
four times a day. After a dwell time between 2 and 10 hours the solution will be drained.

Adjustment of dosage, volume and number of exchanges will be necessary for individual
patients.

If dilation pain occurs at the commencement of peritoneal dialysis treatment, the solution
volume per exchange should be temporarilyinitiaHy reduced to 500 - 1500 ml.

In large patients, and if residual renal function is lost, an increased volumedese of dialysis
solution will be necessary. In these patients, or patients who tolerate larger volumes, a dose of
2500 ml solution per exchange may be given.

Children:

In children the solution volume per exchange should be prescribed redueced-according to age
and body surface area (BSA).

For initial prescription, the volume per exchange should be 600-800 ml/m2 BSA with 4

(sometimes 3 or 5) exchanges per day. It can be increased up to 1000-1200 ml/m2 BSA

depending on tolerance, age and residual renal function.;size;-and-body-weight(36—40

rlkg-body-weight)-

——Automated peritoneal dialysis (APD)

If a machine (sleep safe cycler) is used for intermittent or continous cyclic peritoneal dialysis
larger volume bags (3000 or 5000 ml) providing more than one solution exchange are used.
The cycler performs the solution exchanges according to the medical prescription stored in

the sleep safe cycler.
Adults:

Typically patients spend 8-10 hours a night cycling. Dwell volumes range from 1500 to 3000

ml and the number of cycles usually varies from 3 to 10 per night. The amount of fluid used

is typically between 10 and 18 | but can range from 6 to 30 I. The cycler therapy at night is

usually combined with 1 or 2 exchanges during the daytime.

Children:

The volume per exchange should be 800-1000 ml/m? BSA with 5-10 exchanges overnight. It

can be increased up to 1400 ml/m? BSA depending on tolerance, age and residual renal

function.

There are no special dosage recommendations for elderly patients.

Depending on the required osmotic pressure, Bbica Vera 1.5% Gglucose, 1.75 mmol/I

Calcium can be used sequentially with other peritoneal dialysis solutions with higher glucose
content (i.e. with higher osmolarity).

Peritoneal dialysis solutions with a high glucose concentration (2.3% or 4.25%) are used

when the body weight is above the desired dry weight. The withdrawal of fluid from the body

increases in relation to the glucose concentration of the peritoneal dialysis solution. These

solutions should be used cautiously to protect-treat the peritoneal membrane and-with-care to

prevent dehydration and in order to keep the glucose burden as low as possible.

Bbica Vera 1.5% Geglucose, 1.75 mmol/l Calcium -contains 15 g glucose in 1000 ml solution.

According to the dosage instruction up to 30 g glucose are supplied to the body with each

bag.
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Peritoneal dialysis is a long-term therapy involving repeated administrations of single
solutions.

Method and duration of administration

Patients should proficient at performing peritoneal dialysis before performing it at home. The
training should be performed by qualified personnel. The attending physician must ensure
that the patient masters the handling techniques sufficiently before the patient performs
peritoneal dialysis at home. In case of any problems or uncertainty the attending physician
should be contacted.

Dialysis using the prescribed doses should be performed daily.
Peritoneal dialysis should be continued for as long as renal function substitution therapy is
required.

For the step-by-step instruction for use please be referred to paragraph 6.6.

Contlnuous ambulatorv perltoneal dialysis (CAPD)

The solutlon bag is first Warmed up to body temperature

The heating will be performed with a heating plate. The time for heating is about 120 minutes
for a 2000 ml bag at a temperature of 22-° -C. Details can be read in the instruction manual of
the heating plate. A microwave oven must not be used due to the risk of local overheating.

—Depending on physician's instructions, the dose should dweII in the perltoneal caV|ty for

210 10 hours (eqU|I|br|um tlme) and then be dralned D

Automated peritoneal dialysis (APD)

The connectors of the prescribed sleep safe solution bags are inserted in the free sleep safe
tray ports and then automatically connected to the sleep safe tubing set by the cycler. The
cycler checks the bar codes of the solution bags and gives an alarm when the bags do not
comply withte the prescription stored in the cycler. After this check the tubing set can be
connected to the patient’s catheter extension and the treatment be started. The sleep safe
solution is automatically warmed up to body temperature by the sleep safe cycler during the

inflow into the abdominal cavity. Dwell times and selection of glucose concentrations are

carried out according to the medical prescription stored in the cycler (for more details please

[..]

refer to the operating instructions of the sleep safe cycler).

4.4 Special wWarnings and Special-pPrecautions for udse

[..]

Encapsulating peritoneal sclerosis is considered to be a known, rare complication of peritoneal

dialysis therapy which can infrequently lead to fatal outcome.

[..]

4.6 Fertility, pPregnancy and |factation

Fertility

No data available.

Pregnancy
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——There are no clinical data available adeguate-data-from use of Bbica Vera solutions in
pregnant women. Aanimals studies are insufficient with respect to reproductive and
developmental toxicity (see section 5.3). erin-preghant-women-

Bica Vera solution should only be used during pregnancy when the benefit to the mother
clearly outweighs the potential risks to the fetus (see section 4.4).

Lactation

It is not known whether Bica Vera solution ingredients are excreted in human milk.

Bica Vera solution should only be used in lactating women, when the benefit to the mother
clearly outweighs the potential risks to the infant.

4.7 Effects on aAbility to dBrive and ulse mMachines

4.8

Bica Vera has no or negligible influence on When-used-as-prescribed-no-impairment-of-the
ability to drive and to use machines-is-known.

Undesirable eEffects

Bbica Vera 1.5% Gglucose, 1.75 mmol/l Calcium is an electrolyte solution which-the
composition-efwhich is similar to blood.

In addition the physiological buffer bicarbonate is used. tr-general-the-selution-is-telerated
verywelk

Possible adverse reactions may result from the peritoneal dialysis itself or may be induced by
the peritoneal dialysis solution.

The adverse drug reactions are ranked under the headings of reporting frequency, using the
following convention:

Very common >1/10

common >1/100 to <1/10

uncommon >1/1,000 to <1/100

rare >1/10,000 to <1/1,000

very rare <1/10,000

not known cannot be estimated from the available data

Potential adverse reactions of the peritoneal dialysis solution:

System Organ Class Preferred Term Freguency

Metabolism and nutrition Increased blood sugar levels common

disorders Hyperlipidaemia common
Increase in body weight due to the common

continuous uptake of glucose from the
peritoneal dialysis solution

Cardiac and vascular Hypotension uncommon

disorders Tachycardia uncommon
Hypertension uncommon

Respiratory, thoracic and Dyspnoea uncommon

mediastinal disorders

Renal and urinary Electrolyte disturbances, e.g very

disorders Hypokalaemia common
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Electrolyte disturbances, e.g uncommon
Hypercalcaemia
General disorders and Dizziness uncommon
administration site Oedema uncommon
conditions Disturbances in hydration uncommon

Potential adverse -side-reactionseffests of the treatment mode

-are
System Organ Class Preferred Term Frequency
Infections and Peritonitis very
infestations common

Skin exit site and infection-or-tunnel very
infections common
Respiratory, thoracic and Dyspnoea caused by the elevated not known
mediastinal disorders diaphragm
Gastrointestinal disorders Diarrhea uncommon
Conbstipation uncommon
Hernia very
common
Abdominal distension ditatatien and common
sensation of fullness
Encapsulating peritoneal sclerosis not known
Injury, poisoning and In- and outflow disturbances of the common
procedural complications dialysis solution
Shoulder pain common

-——Pperitonitis;

is indicated by cloudy effluent. Later abdominal pain, fever, and general malaise {general
feeling-unwell-may develop or, in very rare cases, generalised-blood-peisening-{sepsis}. The
patient should seek medical advicevisit-the-attending-physician immediately. The bag with

the cloudy effluent should be closed with a sterile cap and assessed for microbiological

contamination and white blood cell count.broughtalong-forfurtherevaluation.

Sskin exit site andinfection-er tunnel infections
-ef-the-catheterare indicated by redness, oedema, pain, exudations,-e+ crusts and pain at the
catheter exit site. In case of skin exit site and tunnel infections tFhe attending physician

should be consulted as soon as possible.

Dédisturbances in hydration-
is indicated by aA rapid decrease (dehydration) or increase (overhydration) in body weight.;
Severe dehydration might occur when using solutions of higher glucose concentration.
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Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important.
It allows continued monitoring of the benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the
National Regulation by using an online form

https://sideeffects.health.gov.il

[..]

5.1 Pharmacodynamic pProperties
Pharmacotherapeutic group: Peritoneal dialytics, hypertonic solutions

ATC-code: BO5D B

[...]
5.3 Preclinical sSafety dBata

Non-clinicalPreelinical data revealed no special hazard for humans based on conventional
studies of safety pharmacology, single dose toxicity and repeated dose toxicity.

The electrolytes and glucose included in Bica Vera are physiological components in human
plasma. According to the available data and the clinical experience with these substances no
toxic effects are expected to occur as long as the indications, contraindications and dosage
recommendations are adequately observed.

[.]

BICA VERA 2.3% GLUCOSE 1.75 MMOL/L CALCIUM

[...]
4.2 Posology and mMethod of aAdministration

PosologyDosage

Bbica Vera 2.3% Gglucose, 1.75 mmol/I Calcium -is exclusively indicated for the
intraperitoneal use.

The mode of therapy, frequency of administration, and dwell time required will be
specified by the attending physician.

Continuous ambulatory peritoneal dialysis (CAPD)

Adults:

Unless otherwise advised, patients will receive an infusion of 2000 ml solution per
exchange four times a day. After a dwell time between 2 and 10 hours the solution will
be drained.

Adjustment of dosage, volume and number of exchanges will be necessary for
individual patients.

If dilation pain occurs at the commencement of peritoneal dialysis treatment, the
solution volume per exchange should be temporarilyinitiathy reduced to 500 - 1500 ml.

In large patients, and if residual renal function is lost, an increased volumedese of
dialysis solution will be necessary. In these patients, or patients who tolerate larger
volumes, a dose of 2500 ml solution per exchange may be given.
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Children:

In children the solution volume per exchange should be-reduced prescribed according
to age;-sizeand-bedy-weight-(30—40-mitkg-bedy-weight and body surface area (BSA).

For initial prescription, the volume per exchange should be 600-800 ml/m? BSA
with 4 (sometimes 3 or 5) exchanges per day. It can be increased up to 1000-1200
ml/m? BSA depending on tolerance, age and residual renal function.

Automated peritoneal dialysis (APD)

If a machine (sleep safe cycler) is used for intermittent or continous cyclic peritoneal
dialysis larger volume bags (3000-mt or 5000 ml) providing more than one solution
exchange are used. The cycler performs the solution exchanges according to the
medical prescription stored in the sleep safe cycler.

Adults:

Typically patients spend 8-10 hours a night cycling. Dwell volumes range from 1500 to
3000 ml and the number of cycles usually varies from 3 to 10 per night. The amount of
fluid used is typically between 10 and 18 | but can range from 6 to 30 I. The cycler
therapy at night is usually combined with 1 or 2 exchanges during the daytime.

Children:

The volume per exchange should be 800-1000 ml/m? BSA with 5-10 exchanges
overnight. It can be increased up to 1400 ml/m? BSA depending on tolerance, age and
residual renal function.

There are no special dosage recommendations for elderly patients.

Depending on the required osmotic pressure, Bbica Vera 2.3% Gglucose, 1.75 mmol/I
Calcium can be used sequentially with other peritoneal dialysis solutions with lower or

higher glucose content (i.e. with lower or higher osmolarity).

Peritoneal dialysis solutions with a high glucose concentration (2.3% or 4.25%) are
used when the body weight is above the desired dry weight. The withdrawal of fluid
from the body increases in relation to the glucose concentration of the peritoneal
dialysis solution. These solutions should be used cautiously to protecttreat the
peritoneal membrane andwith-care to prevent dehydration and in order to keep the
glucose burden as low as possible.

Bbica Vera 2.3% Gglucose, 1.75 mmol/l Calcium contains 22.73 g glucose in 1000 ml

solution. According to the dosage instruction up to 45.5 g glucose are supplied to the
body with each bag.

Peritoneal dialysis is a long-term therapy involving repeated administrations of single
solutions.

Method and duration of administration

Patients should proficient at performing peritoneal dialysis before performing it at
home. The training should be performed by qualified personnel. The attending
physician must ensure that the patient masters the handling techniques sufficiently
before the patient performs peritoneal dialysis at home. In case of any problems or
uncertainty the attending physician should be contacted.

Dialysis using the prescribed doses should be performed daily.
Peritoneal dialysis should be continued for as long as renal function substitution therapy
IS required.

For the step-by-step instruction for use please be referred to paragraph 6.6.
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Contlnuous ambulatorv perltoneal dialysis (CAPD)

The solutron bag is frrst warmed up to body temperature

The heating will be performed with a heating plate. The time for heating is about 120
minutes for a 2000 ml bag at a temperature of 22 © C. Details can be read in the
instruction manual of the heating plate. A microwave oven must not be used due to the
risk of local overheating.

Depending on physician's instructions, the dose should dwell |n the perltoneal cavrty for
2to 10 hours (equrlrbrrum trme) and then be drained. B iec

Automated peritoneal dialysis (APD)

The connectors of the prescribed sleep safe solution bags are inserted in the free sleep
safe tray ports and then automatically connected to the sleep safe tubing set by the
cycler. The cycler checks the bar codes of the solution bags and gives an alarm when
the bags do not comply withte the prescription stored in the cycler. After this check the
tubing set can be connected to the patient’s catheter extension and the treatment be
started. The sleep safe solution is automatically warmed up to body temperature by the
sleep safe cycler during the inflow into the abdominal cavity. Dwell times and selection
of glucose concentrations are carried out according to the medical prescription stored in
the cycler (for more details please refer to the operating instructions of the sleep safe
cycler).

4.4 Special wMarnings and Speeial-pPrecautions for udse

[..]

Encapsulating peritoneal sclerosis is considered to be a known, rare complication of peritoneal

dialysis therapy which can infrequently lead to fatal outcome.

[.]

4.6 Fertility, pPregnancy and |actation

Fertility
No data available.

Pregnancy
There are no clinicaladeguate data available from use of Bbica Vera solutions in pregnant

women. Aanimal studies are insufficient with respect to reproductive and developmental
toxicity (see section 5.3). Bica Vera solution should only be used during pregnancy when the

benefit to the mother clearly outweighs the potential risks to the fetus (see section 4.4).

Lactation
It is not known whether Bica Vera solution ingredients are excreted in human milk.

Bica Vera solution should only be used in lactating women, when the benefit to the mother

clearly outweighs the potential risks to the infant.

4.7 Effects on aAbility to dBrive and udse mMachines
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Bica Vera has no or negligible influence on When-used-as-preseribed-no-tmpairment-of-the
ability to drive and to use machines-is-known.

4.8 Undesirable eEffects

Bbica_Vera 4.25% Gglucose, 1.75 mmol/l Calcium is an electrolyte solution whichthe
composition-efwhich is similar to blood.

In addition the physiological buffer bicarbonate is used.-ta-general-thesolution-is-tolerated-very
s

Possible adverse reactions may result from the peritoneal dialysis itself or may be induced by
the peritoneal dialysis solution.

The adverse drug reactions are ranked under the headings of reporting frequency, using the
following convention:

very common >1/10

common >1/100 to <1/10

uncommon >1/1,000 to <1/100

rare >1/10,000 to <1/1,000

very rare <1/10,000

not known cannot be estimated from the available data

Potential adverse reactions of the peritoneal dialysis solution:-are

System Organ Class Preferred Term Frequency
Metabolism and nutrition Increased blood sugar levels common
disorders Hyperlipidaemia common
Increase in body weight due to the common
continuous uptake of glucose from the
peritoneal dialysis solution
Cardiac and vascular Hypotension uncommon
disorders Tachycardia uncommon
Hypertension uncommon
Respiratory, thoracic and Dyspnoea uncommon
mediastinal disorders
Renal and urinary disorders Electrolyte disturbances, e.g very common
Hypokalaemia
Electrolyte disturbances, e.g uncommon
Hypercalcaemia
General disorders and Dizziness uncommon
administration site Oedema uncommon
conditions Disturbances in hydration uncommon
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Potential adverse reactions side-effects-of the treatment mode-are

System Organ Class Preferred Term Frequency
Infections and infestations Peritonitis VEery common
Skin exit site and infection-or-tunnel VEery common
infections
Respiratory, thoracic and Dyspnoea caused by the elevated not known
mediastinal disorders diaphragm
Gastrointestinal disorders Diarrhoea uncommon
Conbstipation uncommon
Hernia Very common
Abdominal distension dilatatien and common
sensation of fullness
Encapsulating peritoneal sclerosis not known
Injury, poisoning and In- and outflow disturbances of the common
procedural complications dialysis solution
Shoulder pain common
-—Pperitonitis—

is indicated by cloudy effluent. Later abdominal pain, fever, and malaise{general malaisefeeting

wpwel) may develop or, in very rare cases, generalised-blood-poisening-{sepsis). The patient

should seek medical advicevisit-the-attendingphysician immediately. The bag with the cloudy
effluent should be closed with a sterile cap and assessed for microbiological contamination and

white blood cell count.
breught-aleng-forfurther-evaluation-

—Sskin exit site_and-irfection-or tunnel infections
of the-catheter-are indicated by redness, o

edema,pain; exudations, excrusts and pain at- the catheter exit site. In case of skin exit site
and tunnel infections- tFhe attending physician should be consulted as soon as possible.

Ddisturbances in hydration-

is indicated by aA rapid decrease (dehydration) or increase (overhydration) in body

weight.; Severe dehydration might occur when using solutions of higher glucose
concentration.t

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important.
It allows continued monitoring of the benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the
National Requlation by using an online form

https //S|deeffects health gov.il

5.1 Pharmacodynamic pRroperties
Pharmacotherapeutic group: Peritoneal dialytics, hypertonic solutions

ATC-code: B0O5D B
Head office 4 HaSheizaf St., 4366411 Raanana, Israel Tel: 09-7777444 50 %W ,4366411 711v7 ,4 91w 'n0 720377 27Wwn



https://sideeffects.health.gov.il/

=
wr FRESENIUS

v

MEDICAL CARE P.B.

ISRAEL

[..]

5.3 Preclinical sSafety dBata

Non-clinical Preclinical-data revealed no special hazard for humans based on
conventional studies of safety pharmacology, single dose toxicity and repeated dose
toxicity.

The electrolytes and glucose included in Bica Vera are physiological components in
human plasma. According to the available data and the clinical experience with these
substances no_toxic effects are expected to occur as long as the indications,
contraindications and dosage recommendations are adequately observed.

BICA VERA 4.25% GLUCOSE 1.75 MMOL/L CALCIUM

[...]
4.2 Posology and mMethod of aAdministration

DosagePosology

Bbica Vera 4.25% Gglucose, 1.75 mmol/l Calcium is exclusively indicated for the
intraperitoneal use.

The mode of therapy, frequency of administration, and dwell time required will be
specified by the attending physician.

Continuous ambulatory peritoneal dialysis (CAPD)

Adults:

Unless otherwise advised, patients will receive an infusion of 2000 ml solution per exchange
four times a day. After a dwell time between 2 and 10 hours the solution will be drained.

Adjustment of dosage, volume and number of exchanges -will be necessary for individual

patients.

If dilation pain occurs at the commencement of peritoneal dialysis_treatment, the solution
volume per exchange should be temporarilyinitiay reduced to 500 - 1500 ml.

In large patients, and if residual renal function is lost, an increased volumedese of dialysis
solution will be necessary. In these patients, or patients who tolerate larger volumes, a dose of
2500 ml solution per exchange may be given.

Children:

In children the solution volume per exchange should be reduced prescribed according to age;
and body surface area (BSA).

For initial prescription, the volume per exchange should be 600-800 ml/m? BSA with 4
(sometimes 3 or 5) exchanges per day. It can be increased up to 1000-1200 ml/m? BSA
depending on tolerance, age and residual renal function.

Automated peritoneal dialysis (APD)

If a machine (sleep safe cycler) is used for intermittent or continuous cyclic peritoneal dialysis
larger volume bags (3000 or 5000 ml) providing more than one solution exchange are used.
The cycler performs the solution exchanges according to the medical prescription stored in the
sleep safe cycler.

Adults:
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Typically patients spend 8-10 hours a night cycling. Dwell volumes range from 1500 to 3000
ml and the number of cycles usually varies from 3 to 10 per night. The amount of fluid used is
typically between 10 and 18 | but can range from 6 to 30 |. The cycler therapy at night is
usually combined with 1 or 2 exchanges during the daytime.

Children:

The volume per exchange should be 800-1000 ml/m? BSA with 5-10 exchanges overnight. It
can be increased up to 1400 ml/m? BSA depending on tolerance, age and residual renal
function.

There are no special dosage recommendations for elderly patients.

Depending on the required osmotic pressure, Bbica Vera 4.25% Gglucose, 1.75 mmol/I
Calcium can be used sequentially with other peritoneal dialysis solutions with lower glucose
content (i.e. with lower osmolarity).

Peritoneal dialysis solutions with a high glucose concentration (2.3% or 4.25%) are used when
the body weight is above the desired dry weight. The withdrawal of fluid from the body
increases in relation to the glucose concentration of the peritoneal dialysis solution. These
solutions should be used cautiously to protect treat the peritoneal membrane andwith-care to
prevent dehydration and in order to keep the glucose burden as low as possible.

Bbica Vera 4.25% Gglucose, 1.75 mmol/l Calcium contains 42.5 g glucose in 1000 ml
solution. According to the dosage instruction up to 85 g glucose are supplied to the body with

each bag.

Peritoneal dialysis is a long-term therapy involving repeated administrations of single
solutions.

Method and duration of administration

Patients should proficient at performing peritoneal dialysis before performing it at home. The
training should be performed by qualified personnel. The attending physician must ensure that
the patient masters the handling techniques sufficiently before the patient performs peritoneal
dialysis at home. In case of any problems or uncertainty the attending physician should be
contacted.

Dialysis using the prescribed doses should be performed daily.
Peritoneal dialysis should be continued for as long as renal function substitution
therapy is required.

For the step-by-step instruction for use please be referred to paragraph 6.6.

Contlnuous ambulatorv perltoneal dlalv5|s (CAPD)

The solutlon bag is first Warmed up to body temperature

The heating will be performed with a heating plate. The time for heating is about 120 minutes
for a 2000 ml bag at a temperature of 22° C. Details can be read in the instruction manual of
the heatlng plate A microwave oven must not be used due to the rlsk of local overheatlng

Depending on physician’s instructions, the dose should dwell in the perltoneal cav1ty for 2 to
10 hours (equilibrium time), and then be drained. B
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Automated peritoneal dialysis (APD)

The connectors of the prescribed sleep safe solution bags are inserted in the free sleep safe
tray ports and then automatically connected to the sleep safe tubing set by the cycler. The
cycler checks the bar codes of the solution bags and gives an alarm when the bags do not
comply with the prescription stored in the cycler. After this check the tubing set can be
connected to the patient’s catheter extension and the treatment be started. The sleep safe
solution is automatically warmed up to body temperature by the sleep safe cycler during the
inflow into the abdominal cavity. Dwell times and selection of glucose concentrations are
carried out according to the medical prescription stored in the cycler (for more details please
refer to the operating instructions of the sleep safe cycler).

]

4.4 Special wMarnings and Speeial-pPrecautions for udse

]

Encapsulating peritoneal sclerosis is considered to be a known, rare complication of peritoneal
dialysis therapy which can infrequently lead to fatal outcome.

[.]

4.6 Fertility, pPregnancy and lkactation

Fertility
No data available.

Pregnancy

There are no clinicaladeguate data available from use of Bbica Vera solutions in pregnant
women. Aanimal studies are insufficient with respect to reproductive and developmental
toxicity (see section 5.3). Bica Vera solution should only be used during pregnancy when the
benefit to the mother clearly outweighs the potential risks to the fetus (see section 4.4).

Lactation

It is not known whether Bica Vera solution ingredients are excreted in human milk.

Bica Vera solution should only be used in lactating women, when the benefit to the mother
clearly outweighs the potential risks to the infant.

_orHiR-preghant-women:

4.7 Effects on aAbility to dBrive and ubdse mMachines

Bica Vera has no or negligible influence on When-used-as—prescribed-hro—tmpatrment-of-the
ability to drive and to use machines-is-known.

4.8 Undesirable eEffects

Bbica_Vera 4.25% Gglucose, 1.75 mmol/l Calcium is an electrolyte solution whichthe
composition-efwhich is similar to blood.

In addition the physiological buffer bicarbonate is used.-tr-general-the solution-is-telerated-very
well.

Possible adverse reactions may result from the peritoneal dialysis itself or may be induced by
the peritoneal dialysis solution.

The adverse drug reactions are ranked under the headings of reporting frequency, using the
following convention:

| very common | >1/10
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common >1/100 to <1/10
uncommon >1/1,000 to <1/100
rare >1/10,000 to <1/1,000
Very rare <1/10,000
not known cannot be estimated from the available data

Potential adverse reactions of the peritoneal dialysis solution:-are

System Organ Class Preferred Term Freqguency
Metabolism and nutrition Increased blood sugar levels common
disorders Hyperlipidaemia common
Increase in body weight due to the common
continuous uptake of glucose from the
peritoneal dialysis solution
Cardiac and vascular Hypotension uncommon
disorders Tachycardia uncommon
Hypertension uncommon
Respiratory, thoracic and Dyspnoea uncommon

mediastinal disorders

Renal and urinary disorders

Electrolyte disturbances, e.g
Hypokalaemia

very common

Electrolyte disturbances, e.g uncommon
Hypercalcaemia
General disorders and Dizziness uncommon
administration site QOedema uncommon
conditions Disturbances in hydration uncommon

Potential adverse reactions side-effects-of the treatment mode-are

System Organ Class Preferred Term Frequency

Infections and infestations Peritonitis VEery common
Skin exit site and infection-er-tunnel very common
infections

Respiratory, thoracic and Dyspnoea caused by the elevated not known

mediastinal disorders diaphragm

Gastrointestinal disorders Diarrhoea uncommon
Conbstipation uncommon
Hernia very common
Abdominal distension dilatatien and common
sensation of fullness
Encapsulating peritoneal sclerosis not known
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Injury, poisoning and In- and outflow disturbances of the common
procedural complications dialysis solution
Shoulder pain common
—Pgperitonitis;

is indicated by cloudy effluent. Later abdominal pain, fever, and malaise{general malaisefeeting

wawel) may develop or, in very rare cases, generalised-bloed-poisening-{sepsis). The patient

should seek medical advicevisit-the-attendingphysician immediately. The bag with the cloudy
effluent should be closed with a sterile cap and assessed for microbiological contamination and

white blood cell count.

broughialeng-forfurtherovalvation-
—Sskin exit site_and-inrfection-or tunnel infections
of the-catheter-are indicated by redness, o

edema,pain; exudations, excrusts and pain at- the catheter exit site. In case of skin exit site
and tunnel infections- tFhe attending physician should be consulted as soon as possible.

Ddisturbances in hydration:

is indicated by aA rapid decrease (dehydration) or increase (overhydration) in body
weight.; Severe dehydration might occur when using solutions of higher glucose
concentration.t

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important.
It allows continued monitoring of the benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the
National Requlation by using an online form

https //5|deeffects health qov il

5.1 Pharmacodynamic pRroperties
Pharmacotherapeutic group: Peritoneal dialytics, hypertonic solutions

. Solution £ : | dialysi
ATC-code: B05D B

[..]

5.3 Preclinical sSafety Bdata

Prechinical-Non-clinical data revealed no special hazard for humans based on conventional
studies of safety pharmacology, single dose toxicity and repeated dose toxicity.

The electrolytes and glucose included in Bica Vera are physiological components in_ human

plasma. According to the available data and the clinical experience with these substances no

toxic effects are expected to occur as long as the indications, contraindications and dosage

recommendations are adequately observed.

[...]

Head office 4 HaSheizaf St., 4366411 Raanana, Israel Tel: 09-7777444 50 %W ,4366411 711v7 ,4 91w 'n0 720377 27Wwn



https://sideeffects.health.gov.il/

=" FRESENIUS
v MEDICAL CARE P.B.

ISRAEL

BY-BOFY L|IDTY INIYNAYN DITNA [NIoN VORV) PAXY? 17VA TA7A D 'NIan DTV |7a%
VOFL INIYAWN BSua-—Rw=nw QY] 710' [N10N VORV PINN VOFL INIVAYN AR+
(DNND INIYNYN 2NN (NIon VORFLI DIFA 1YY

[..]

’?wgrmw nwin nn? .1

7V D'7910N0 TWUNX_NI910 NN NI'2D NP'90 'RN D'71100 071N 719'07 NITVIM AL NP2 NIOMN
JUPOX DTN T

NIMIVID'N NIO'MN NI'7RIIVMD NIT'ZR'T N'V'I9IN NXIAR
AN} IS HBNYaYN

n9NNa win'wn 1974

P EVITTES S WTTFSE SYTTEC RTETIE V- Wy

DX AFYONONN] WNNWUNYT 'K

.N9NNN N7'2N TWX 0'9011N D'A'DINNNA TAX 797 IX D'7'w9N DMnin’? (AYX) Wi AnN -
TINA DIINI DT [ATWUNRD IoHRR-RA230-30Nn)- -

BTIND NN AT [T'O-AS-FHHRAN NN -

(272 117172 4.25% ni el 1ipi7a 2.3% N ' diay) F )ina 1w qian "1 v noan -
J0-(T272 112172 4.25% i npal 11172 2.3% N0 nz'a 11ay) 1ina 0T YN7-RRs )7 W' -

17 W' DX N'POX ATIR'T 719'02 7'nnaY? 'R

12D VAN TR DY @
393-NINI AXNKT7 AAAY-BIN ,H933-ANY'YON -
fo33-nNmn nilpa- -
FORAIP-FU-NIANT DITHPYTADINIY DA -
(Pox)a DIXIIVMO] NP TR -
D'N'7NN DI'RY ,0'WN9N D'YXD -
'MOYI0 IX 'MYyYsN ,NIA0 yja -
Zyna IN VAR DI -
NI'MpP7T 8v'YN nlbnnﬂ—n/—'vme—"\alﬂ—ax o
D"yn Nn'onn__ e
NI NPT TINEARDY) FLORN NIINNA-R20-PR-BN. e
D'PT'N 'T' 7V NNDAIN 0T ARRANWIN e
DT BNV 7UHAR-FHYA_ TNI'NA NINRA NN @
[}
[}

N'ZO¥ NT'7X'TA 719'07 D'AN DI'RY DT [NY ININNA DXRYIND N'7VI0N
.01127N 7'2n0 It W NNINI ND'X7 NNWOK 'K DX TIN'M ,7PWN] 2T 20NN NAITN--NN

Head office 4 HaSheizaf St., 4366411 Raanana, Israel Tel: 09-7777444 50 %W ,4366411 711v7 ,4 91w 'n0 720377 27Wwn




R
ww FRESENIUS

v MEDICAL CARE P.B.

ISRAEL

N9INNA WIN'Y7 NIYAN NITNIM NINNTN

DX T'A RONND DX YT W' DIENR' WIN'WN 197-ROPR- AR A-RORR- URRWURT N
2y (0'N'7N1) 0'0'7NVREX 7V NINN JTAIK 17 YEHSIHA-RARDT—e

DY IR/ NI ARSI -BX

IN 71N NYINN ,0IN L[V 'AXD ,NT'7R' TN 7712 NINDY 197 1T NINYIN 79¥ W Np'1T )7 W' e
.07 N7V TINA DT 07N
TRIINND NT'2R'TN 7710 IR N'7'onn NP DX 17¢ X917 DRIN KIX

'VN7R0 'POX '1AWY7 1N'0 NI'NY7 710! 0T NINFN IN VAN 7Y NINDINA ,DMINN [V 'ARD 17 W' e
Don ni'n7 717w n'pox nr'7N'Ta 719'0n 7w qi1aro L (encapsulating peritoneal sclerosis)
.0'"'n

NMITN '90IN IX DNINI NUNX'T .0'NA D'0'0N DY'ALVY DIIAYN TIA'N? DNA7 D712 N'POX NT'IN'T
lonn v nfaxn vian? nan 7y 0¥ nin

22901 N1

QAN 7pwn NI'D TIRON ,0TN 'RN N1'D0 L(0'N7NR) D'uM7NLURIRD [TRA DX ZITA 17V X9INN
Q7Y MAITNN ax¥nnl

NIMONN "2 REBARNINYZRIVIN
AR2RA NIDNN 771D ;RA90R-A9RAR-RA0E-R,NINNK NIDNN ,NMINNX? ANNEY IX ,NPI7 DNX DX

F90BA-NONT_-AHT7- ARSI HOWUA-ARY-AFRA-BNRID0 ,NITN '90INI DWIN K77
SRS e R s e R s b s pe s una D e 7107 11

NN NIY7 10X )7¢ XONNY DN ,NIDNN 7w NI7'YO 7V y'own? 0?17 N'pox Nr'7x'TY [11'on
v Tnia L inhw n
AFINTFA-RORRT RHRUR- BRI ANT- PR AN FHOAR- 3 O R3
T e e
J'ORIVIA'T JI2D ,27 N?'90 'K7 NIDNN__ e
D'YNNAND VIZI 1IN DNTNALNATA A7UNRD THINNORN-RRTORE-IRYW DX 21T 17¢ X9Nn
HOPRT-BIATAMUNBIHA-N-BD N 'RNINN
.D "o IX [T'0 NI7'nN 17X [12D |T'0N NN 7V NIV'SYNN NIDNN__ e
.D"NYN |12 NYN NYION DX NIN'2ANN NISNN__ e
NN DX TITN7 W' L "7102'K IX DT 02100 NN DX NITIIN QWX D90 )T NI708M0 NIDNND._ e
YIQP [9IX2 AT 210N

NN [N

N'7'01 1197 17w X912 'XVII'D NN NA1DNNA IX [N DXY DN'Y NAYIN DRI IX [N DX DX
.IT_ D9INN

,OR'IN IR (MDA DX DX D720 N9IZNA IX NINN_ 0'Y12 NI DR WIn'yn NITIK DRI 2'90n 'K
.['0I7N7 'N12N NTY 1120 )7W X91NN DX 71 NI NZ'Ad Wnnwn'? 'y

NNIDNA VIN'YI DA'NM
.NIIDNY WNNWNTZIAINAZ N712'D 7 NNAT QYOYN W IR DYDY 'K NI DRy

?09MNna wnnwn 18D .3

im%m wnnw‘ﬁ !

Head office 4 HaSheizaf St., 4366411 Raanana, Israel Tel: 09-7777444 50 x> ,4366411 n11v1 ,4 7orwn o a0 21wn




== FRESENIUS
¥ MEDICAL CARE P.B.

ISRAEL

AA73-RONN NIKIING 1970KNNA T'AN NONNA-HMA

[DIXI [17'NY7 Y2112 NIV NI'X DR NPNN IR X9NN DY 71727 )"7V-HHA7-BRAR-BHTA- YN RR-HOWOH

.N9NN2 719'un

JPOXN 77N DAY INTEYATIN NO'MNN N9 NXIL,WIN'YWN NIN'TNI YN L[DIX DX VAP' 17 KON

.N9IN NX N'NON"Y7 'YV X9 ,|VAN TR NIN'MA DY'SIin DX

.T272 X9 T 2V ap' 719100 [DINI [1'N

INID 72Upnn [1mn

(CAPD) nownnn n1iI071anX N'79X NNt

Q20 7pwnY? DXNNA DI'A 0'AYD YaIX no'nn 7'n 2500-2000 Xin 7200 13'nn iDMAln e
IM720 TIZ9NI
NTRIM no'nnn nivw 10-2 7w n'nwn nt 1nX?

QI 7 0190 NVWI 72 ,NI7'207 DXNNA NYWITIN DT'7R' TN NO'AN N9 NX YAP' KON D' T7' e
0290 NLVY (0'7'7n Jwnna 1" n/7"n 1000 Tv) 2"'n/7"n 800-600 Xin Y7ainn M7nnnn [12'an
.DI'2 D'YD YIIX ,91an 7w

(APD) n'uoniviXx N"IV71IANX N'ZOX ATIN'T

nu7va NI'pwin N97nn .(sleep*safe) 9''o-9'70 NIl NP2 NOIWNA WIN'Y QYY1 ) )IXT

.0'7"70 1IX7 2770 9''0-9'70 T 7V N'VNIVIN

X7 niv7nn 10-3 oy n97nn7 ("1 3000 nintopn) 7"'n 2000 nivn? 7a17n :pMAlAN e
.D'"'NY IX NNX N97nn 0i'n Ywnnal ,nivw 10 1y 8 27"on '7v |ntn qwni n'2'7n

Qa0 7w 0190 nvw (Y"'n/7"n 1400 1Y) 1"'n/7"n 1000-800 ni'n'7 )X N97nnY? N9 D' T e
.0'7"70 X7 ni97nn 10-5 ny

JX'MIND 2Inn 7y 12y 'R
.T272 poxn 77N Nl NP WNnwn'? v

AR DN

AR S yIRws AR A0 AR

PORHNT717Y AFANOMRARY-NTHH DA TONA-AN YN 0NN DX 71 MNP WNNYN
.NNIAD NN N'PUNG PN

.01I9ND O'RNN "IV NO'MNN [ 227 W' Win'wi 197 .0'KN Y N'72va N'PYA N1'nT D Nz

[...]

.DNNNRY Do'nn 79 1"7wn? Wi Ta7a NN Y9 N'pv 792 wnnwin'? v

DNXY XTI .N'"2A 'KAXY [DIXA DI NP WNNWN? [N ,0N'RNN N1TH INKY

Y2 0'"1"A'D O'NIN 7Y NIYIE DO TNN 17002 nTR'7Y 070NN D anX agy

vIN'yh- nvann niTnim nNNTX" 2 9o nX1 .NNDY7 17NN ATYRTD T DR PIT TN
"nonna

ANI' NIA2 [11' NIYVA 1701 DX

QNI NYNNYN DX .0'9TIVN DX 7717 N1 ,OXN 770 1IN7 DN no'nn ' Ni'? NIWOK OX
.0'0"7NLVPXR IN/I D271 7Y (IT'X 10IN7 DNA7 717V "2TAW 1PN 17w X917 119 XIX  NI'PY 'TN
IT N9NNA WNNWN? NNOY DX

yian? nan v nivw 24 7y a1 719 737 012y DvNav 7R TN No'nn 7w noa? ynan? nioa7 v
.NIV] )I'X DX )7¥ X9NN DY ZITA7 J'7 .0"'N D120 Nirn'z nizivn nnwnt j1>'o

.XOND T 7V Yminw '9 719'0a T'annY vt
D"opWYN Y2510 .N9NN H701 FRNNNY YD 722 nannl NINN ¥pima hwina nisnn 721017 'R

Head office 4 HaSheizaf St., 4366411 Raanana, Israel Tel: 09-7777444 50 %W ,4366411 711v7 ,4 91w 'n0 720377 27Wwn




== FRESENIUS
¥ MEDICAL CARE P.B.

ISRAEL

.0NY AfIPT 12’0 DX
JINKD IX NPNN 7Y XONN DX 7RY .N9INNA wIN'Y'7 Yaina NiDoi NIZRY 17 v OX

ax17 niyoin .4

NIYOWARIN'? 9MNDNA7 717V AN DR VIN'YD $253-,N9NNA 702 oWy -i7yningons
NNX_ XN 720N X71 PN XI7D DIWOIN NN'WA XIEN7 70am 78 .0'ynnvnnn @p7na 'R
HAS.[NN

RHYF'D I9INA N'POX ATIXR'TA 719'0N DXXIND VY'9IA7_ NIV _NINAD _'RI7D_NIYOIN

DURFN-RINANY

(079101 10 1N 1 -n it 7y y'own? Ni7i7y) TIXA NINDY IRIZ DIWOIN

,0IN [V 'AND ,TZIANN DT'7X'TN 7711 '7W NIN'DY IN'0 DY PO¥A] NP7 TR JU-1aND e
DX N7'oN0 N'PYN NN )7W X9N'7 NXIN XKIX .0T N72Vn TIXNA D' T DNPR IX 710 Dvinn
T7INN ATRTN 7T

T HY UDIT7 DINM UNEN Y IDNIXKT IR TONEN 3D0-RNNY MMKV-RAN W NphT- e
.0'NNP IX NIYISN ,AXD NIN'O) ,NI'MINTX

Juan PITA YA e

1770 X170 NIYOINN NNKA ['NAN NNX DX T'N )7W X917 N19

[0 719'00 W nivon X7 Niysin

}(n"791un 100 Y1imn 1-10 v yrown? nii7y) ninHw XI? NIYOIN

ITIZI IR TR T 2T NN Ny e

NBLWYA RRIOR-RONRAN- AU BUWF JURAZA-RAMO-[UIN 7V NIKA IX DN'NN NYIND e
Yy

QnNOA D'AND) e

:(n"7910un 1,000 1inn 1-10 7y y'own? niity) NINDW 'K K17 NIYOIN

MUY e

NnN'Xy e

(DN DIMNINN NINYDYA DIX )WNY N1 X7) QVIT DR NINDWY IRIT7 NIYDIN

.NOVYI0N N7V APV NN'WL "W e

nI'n? 0wy 0'MYOX 01'non (encapsulating peritoneal sclerosis) 'viN7po 'pox 'y e
BUD NIXZD IX VAN NINO9INN L]V 'AND

RACPARFRHYENIL NP D'YNNWA WK Y'9INY7 NI717Y NIXAN 'XI'70 NIYOIN

}(0"7910n 10 1M 1 -n e v yown'? i) TINA NINDY RIT NIYOIN

7UN2 0NN e

}(n"791un 100 J1imn 1-10 7y yrown? Ni?17y) ninY X1 NIYOIN

DTA VIO 7Y NINNA NINN_ e

DTA D'MIYV 7Y NINRA NN e

2Pwna Nty e

}(0"7910n 1,000 11N 1-10 7y y'own? nivi7y) NINYDWY ['RY K17 DIYODIN

TR DDA [T'ON NDMIX DX [T'0A qQTIY e

Z7WUNI NN DT T W NINT? NN WK 91 0771 W T Nidina nimn
N1 0T yn?

[ ]

[ ]

2NN P9IT e

27wna n'on Dty T Y NNt N WX, 0T Yy T ninna nima. e
[ ]
[ ]
[}

NIXMAI NINZIA D'N
NN DT YNnY?

nn'vl 'yp

3

2R BN A1V WNUX K7W NI IWWOINN 7210 DNXK AWKRD IX 2NN CRI7D DIYSINNA NNX DX

F)-XONN DY YV'NN? )7V sa R iuy

Head office 4 HaSheizaf St., 4366411 Raanana, Israel Tel: 09-7777444 50 %W ,4366411 711v7 ,4 91w 'n0 720377 27Wwn




R4
w FRESENIUS

v MEDICAL CARE P.B.

ISRAEL

X117 NIy9In 2 Nt
ARV 'R DIWOIN 7V nirT" wEn 'V NX'N7 NIvYNXa NIKNAN w7 'RI7 Dwsim 7w ninTh i

219'0
(7NN 09107 NN (www.health.gov.il) niXxMan Twn MNX 7w N'an 912 X¥Nw "Moinn
2V N

NMWE7 N0 MY IR LI NIYOIN
https://sideeffects.health.gov.il

[.]

?091Nn NX JonX'7 'R .5

Q1YN INK? NN 797 nivw 24 9w NHoa X L'y n1dinn 00N 7' WNNYn7 v!
.DNIAD N'PYAY IR 717X NI'K DNO'MNNY ['NANA DNX DX IT D9NNA WNNW'7 'K

[.]

NIX? www.health.gov.il nIxMaN Twn "NRAY NIDINNN NaRN7 N7W1 DIX7I X9N7 |17un
qQ'TYUN "N 2L IRIW R 7T 01T DIYNIN 7Ya7 N9 T 7 09T 1727 [N NKYT INK7UN
. 09-7777444 o e 4366411 nnvn 4

baRR]
111l 'an
RAARDITAN

Head office 4 HaSheizaf St., 4366411 Raanana, Israel Tel: 09-7777444 50 %W ,4366411 711v7 ,4 91w 'n0 720377 27Wwn



https://eur04.safelinks.protection.outlook.com/?url=https%3A%2F%2Fsideeffects.health.gov.il%2F&data=01%7C01%7Cbioplan2%40lapidot.com%7C545165a1eace4e2bb12f08d70aa6b9bc%7C9e60300a72024f6b9a8a719550771bcf%7C0&sdata=V5qGLozuYAEAOf%2BZ2sDykClNQyx0w0TwzVJsourdTP0%3D&reserved=0
http://www.health.gov.il/

== FRESENIUS
v MEDICAL CARE P.B.

ISRAEL

Head office 4 HaSheizaf St., 4366411 Raanana, Israel Tel: 09-7777444 50 98w ,4366411 71v1 ,4 971wn 'nn 327307 27wn



