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TRIOMEL 7 g/l nitrogen 1140 kcal/l

RemediYcare

,N/T2D1 N/NzN /x9N
7w XoN7 (17w 15TV 7Y rTInG mixna
TRIOMEL PERIPHERAL 4 g/L nitrogen 700 kcal/L with electrolytes
TRIOMEL 5 ¢/l nitrogen 990 kcal/l with electrolytes

TRIOMEL 7 g/l nitrogen 1140 kcal/l with electrolytes
TRIOMEL 9 g/L nitrogen 1,070 kcal/l
TRIOMEL 9 ¢/l nitrogen 1070 kcal/l with electrolytes

:0'"7'vyo DNNIN
Composition of the reconstituted emulsion after mixing the contents of the 3 compartments,

Per unit*:
TRIOMEL | TRIOMEL | TRIOMEL | TRIOMEL
Active substances NAE NSE N7E NOE
(per 1500 ml) | (per 2000 ml)|(per 1500 ml)|(per 1000 ml)

Refined olive oil + refined soya- 45.00 ¢ 80.00 g 60.00 g 40.00 ¢
bean oil*

Alanine 5509 9.52 g 9.61¢g 8.24 g
Arginine 3.72 ¢ 6.45 g 6.51 ¢ 5.58 g
Aspartic acid 1.10¢g 1.90¢g 1.92¢ 1.65¢
Glutamic acid 1.90¢g 3.299 3.32¢g 2.84¢g
Glycine 2.63¢ 456 ¢ 4.60 g 3.95¢
Histidine 2.26 ¢ 3.93¢g 3979 3409
Isoleucine 1.90¢g 3.29¢ 3.329g 2.84 g
Leucine 2.63 g 4.56 g 4.60 g 3.95¢g
Lysine 2.99¢ 5.18¢ 5.23 ¢ 448
(equivalent to lysine acetate) (4.219) (7.30 g) (7.319) (6.32 g)
Methionine 1909 3.29¢ 3.32¢ 2.84¢
Phenylalanine 2.63 g 4.56 g 4.60 g 3.95¢g
Proline 2.26 ¢ 3.93¢g 3979 3409
Serine 1509 2.609 2.62 ¢ 2.25¢
Threonine 1.90¢g 3.29¢ 3.32¢ 2.84 ¢
Tryptophan 0.649 1.10g¢g 1.10¢g 0.95¢g
Tyrosine 0.10g 0.179g 0.17g 0.15¢
\Valine 2439 4.21¢g 4.25¢ 3.64 9
Sodium acetate, trihydrate 1.73 ¢ 2.99¢g 2.24 ¢ 1.50¢g
Sodium glycerophosphate, hydrated 2.87 ¢ 7.34¢ 5519 3.67¢
Potassium chloride 1.79¢ 447 ¢ 3.35¢ 2.24 9
Magnesium chloride, hexahydrate 0.67 g 1.62¢ 1.22 g 0.81¢g
Calcium chloride, dihydrate 0.44 g 1.03¢g 0.77 g 0.52¢
Glucose anhydrous 11250 ¢ 230.00 ¢ 210.00 ¢ 110.00 g
(equivalent to glucose (123.759) (253.00 g) (231.00 g) (121.00 g)

monohyadrate)

a: Mixture of refined olive oil (approximately 80%) and refined soya-bean oil (approximately 20%)
corresponding to a ratio essential fatty acids / total fatty acids of 20%.
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TRIOMEL | TRIOMEL
. N7 N9
Active substances (per 1500 mi)|(per 1500 ml)
Refined olive oil + refined soya-bean 60.00 g 60.00 g
oil?
Alanine 9.61¢g 12.36 g
Arginine 6.51 ¢ 8.379
Aspartic acid 1.92¢g 2474
Glutamic acid 3.32¢g 4.27 ¢
Glycine 4.60 g 5929
Histidine 3.97¢g 5.09 g
Isoleucine 3.32¢g 4.27 ¢
Leucine 4.60 g 5929
Lysine 5239 6.72 g
(equivalent to lysine acetate) (7.319) (9.48 g9)
Methionine 3.32¢ 4.27 g
Phenylalanine 4.60 g 5929
Proline 3.97¢ 5.09¢9
Serine 2.62 g 3.379
Threonine 3.32¢ 4.27 g
Tryptophan 1.10 g 142 g
Tyrosine 0.179g 0.22 g
\Valine 4.25¢ 5479
Glucose anhydrous 210.00 g 165.00 ¢
(equivalent to glucose monohydrate) | (231.009) | (181.50 g)

a: Mixture of refined olive oil (approximately 80%) and refined soya-bean oil (approximately 20%)
corresponding to a ratio essential fatty acids / total fatty acids of 20%.

(h'won'% o'o0n 0'No1 D'p)*
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vopv) TRIOMEL PERIPHERAL 4 g/L nitrogen 700 kcal/L with electrolytes

[RIoN VORVI HHIARBOERFY IHYAYAR- R RAY-BOFY L|IDTY INIVAWN DITRA [NIoN
(DN INwynwn aInxa

(...)

4.3 Contraindications

The use of TRIOMEL PERIPHERAL 4 g/L nitrogen 700 kcal/L with electrolytes, emulsion

for infusion, is contraindicated in the following situations:

- In premature neonates, infants, and children less than 2 years of age,

- Hypersensitivity to egg, soya-bean, erpeanut proteins, or corn/corn products (see
section 4.4.), or to any of the active substance or excipients, listed in section 6.1.

(-..)

4.4  Special warnings and precautions for use

(-..)

product contains soya-bean oil and egg phospholipidsatide. Soya-bean and egg proteins may
cause hypersensitivity reactions. Cross-allergic reactions between soya-bean and peanut
proteins have been observed.

TRIOMEL PERIPHERAL 4 g/L nitrogen 700 kcal/L with electrolytes, emulsion for infusion,
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contains glucose derived from corn which may cause hypersensitivity reactions in patients
with allergy to corn or corn products (see section 4.3).

(..)

Suspected precipitate formation in the blood stream has also been reported.

In addition to inspection of the solution, the infusion set and catheter should also periodically
be checked for precipitates.

If signs of respiratory distress occur, the infusion should be stopped and medical evaluation
initiated.

(...)

Hepatobiliary disorders

Hepatobiliary disorders including cholestasis, hepatic steatosis, fibrosis and cirrhosis,
possibly leading to hepatic failure, as well as cholecystitis and cholelithiasis are known to
develop in some patients on parenteral nutrition. The etiology of these disorders is thought to
be multifactorial and may differ between patients. Patients developing abnormal laboratory
parameters or other signs of hepatobiliary disorders should be assessed early by a clinician
knowledgeable in liver diseases in order to identify possible causative and contributory
factors, and possible therapeutic and prophylactic interventions.

(...)

Although there is a natural content of trace elements and vitamins in the product, the levels are
insufficient to meet body requirements. Trace elements and vitamins; ang-these-should be added
in sufficient quantities to meet individual patient requirements and to prevent deficiencies from
developing. See instructions for making additions to this product.

(...)

Interference with laboratory tests

The lipids contained in this emulsion may interfere with the results of certain laboratory tests
(see section 4.5).

Geriatric population
In general, dose selection for an elderly patient should be cautious, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other

drug therapy.

4.5 Interaction with other medicinal products and other forms of interaction

(..)

Some medicinal products, like insulin, may interfere with the body’s lipase system. This kind
of interaction seems, however, to be of limited clinical importance.

Heparin given in clinical doses causes a transient release of lipoprotein lipase into the
circulation. This may result initially in increased plasma lipolysis followed by a transient
decrease in triglyceride clearance.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no clinical data from the use of TRIOMEL PERIPHERAL 4 g/L nitrogen 700
kcal/L with electrolytes, emulsion for infusion, in pregnant-e+lactating women. No animal
reproductive studies have been performed with TRIOMEL PERIPHERAL (see section 5.3).
Taking into account the use and indications of TRIOMEL PERIPHERAL 4 g/L nitrogen 700
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kcal/L with electrolytes, emulsion for infusion, the product may be considered during
pregnancyand-breastfeeding, if necessary. TRIOMEL PERIPHERAL 4 g/L nitrogen 700

kcal/L with electrolytes, emulsion for infusion, should only be given to pregnant women after

careful consideration.

Breast-feeding

There is insufficient information on the excretion of TRIOMEL PERIPHERAL

components/metabolites in human milk. Parenteral nutrition may become necessary during

breast-feeding. TRIOMEL PERIPHERAL should only be given to breast-feeding women

after careful consideration.

Fertility
No adequate data are available.

4.7  Effects on ability to drive and use machines

Not relevant.

4.8 Undesirable effects

(.-)

The pooled data from clinical trials and the postmarketing experience indicate the following

adverse drug reactions (ADRS) related to TRIOMEL.:

System Organ Class MedDRA Preferred Term Frequency?
Immune System Disorders Hypersensitivity reactions Not known®

including hyperhidrosis,

pyrexia, chills, headache, skin

rash (erythematous, papular,

pustular, macular, generalised

rash), pruritus, hot flush,

dyspnoea
Cardiac disorders Tachycardia Common?
Metabolism and nutrition Decreased appetiteAnorexia Common?
disorders ] ] ;

Hypertriglyceridemia Common?
Gastrointestinal disorders Abdominal pain Common?

Diarrhea Common?

Nausea Common?

Vomiting Not known®
Vascular disorders Hypertension Common?
General disorders and Extravasation which may result | Not known®
administration site conditions at infusion site level in: pain,

irritation, swelling/oedema,

erythema/warmth, skin necrosis,

blisters/vesicles, inflammation,

induration, skin tightness

(..)
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The following class-like-adverse drug reactions (ADRS) have been described in other sources
in relation to similar parenteral nutrition products; the frequency of these events is not known.
¢ Blood and lymphatic system disorders: thrombocytopenia

o Hepatobiliary disorders: cholestasis, hepatomegaly, jaundice

o Immune system disorders: hypersensitivity

e Injury, poisoning and procedural complications: Parenteral nutrition associated liver disease
(see section 4.4, sub-section “Hepatobiliary disorders™)

(...)

4.9 Overdose

(...)

An excessively fast infusion or administration of an inappropriately large volume of the product
may cause nausea, vomiting, chills—,_headache, hot flush, hyperhidrosis and electrolyte
disturbances. In such situations the infusion must be stopped immediately.

(...)

6.2 Incompatibilities

(...)

Due to the risk of precipitation, TRIOMEL PERIPHERAL 4 g/L nitrogen 700 kcal/L with
electrolytes, emulsion for infusion, should not be administered through the same infusion line
or admixed together with ampicillin or fosphenytoin.

(...)
6.6  Special precautions for disposal and other handling.
(...)
Per 1000 mL
Included level Maximal further addition | Maximal total level
Sodium 21 mmol 129 mmol 150 mmol
Potassium 16 mmol 64-134 mmol 80-150 mmol {exceptt
- AN
for patients that-are + \
Magnesium 2.2 mmol 3.4 mmol 5.6 mmol
Calcium 2.0 mmol 3.0 (1.5%) mmol 5.0 (3.5%) mmol
Inorganic Phosphate 0 mmol 8.0 mmol 8.0 mmol
Organic Phosphate 8.5 mmol ° 15.0 mmol 23.5 mmol

()

'WONN W X917 |17V T3 DT'RInn DRRTY |'71nY

nIT¥A nion vo7v) TRIOMEL 5 g/l nitrogen 990 kcal/l with electrolytes
INIYNAYN AINXA [NI0N VORVI HAR-YOFY RWA-INAHFT BY-BOFY L[IDTY INIVAWN

:gmnnn
(...)

4.3 Contraindications

The use of TRIOMEL 5 g/l nitrogen 990 kcal/l with electrolytes, emulsion for infusion is

contraindicated in the following situations:

- In premature neonates, infants, and children less than 2 years of age,

- Hypersensitivity to egg, soya-bean, expeanut proteins, or corn/corn products (see
section 4.4.), or to any of the active substance or excipients, listed in section 6.1.

(-..)

4.4  Special warnings and precautions for use

(-..)

product contains soya-bean oil and egg phospholipidsatide. Soya-bean and egg proteins may
cause hypersensitivity reactions. Cross-allergic reactions between soya-bean and peanut
proteins have been observed.
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TRIOMEL 5 g/l nitrogen 990 kcal/l with electrolytes, emulsion for infusion contains glucose
derived from corn which may cause hypersensitivity reactions in patients with allergy to corn
or corn products (see section 4.3).

(..

Suspected precipitate formation in the blood stream has also been reported.

In addition to inspection of the solution, the infusion set and catheter should also periodically
be checked for precipitates.

If signs of respiratory distress occur, the infusion should be stopped and medical evaluation
initiated.

(...)

Hepatobiliary disorders

Hepatobiliary disorders including cholestasis, hepatic steatosis, fibrosis and cirrhosis,
possibly leading to hepatic failure, as well as cholecystitis and cholelithiasis are known to
develop in some patients on parenteral nutrition. The etiology of these disorders is thought to
be multifactorial and may differ between patients. Patients developing abnormal laboratory
parameters or other signs of hepatobiliary disorders should be assessed early by a clinician
knowledgeable in liver diseases in order to identify possible causative and contributory
factors, and possible therapeutic and prophylactic interventions.

Although there is a natural content of trace elements and vitamins in the product, the levels are
insufficient to meet body requirements. Trace elements and vitamins; ane-these-should be added

in sufficient quantities to meet individual patient requirements and to prevent deficiencies from
developing. See instructions for making additions to this product.

(..)

Interference with laboratory tests
The lipids contained in this emulsion may interfere with the results of certain laboratory tests
(see section 4.5).

(...

Geriatric population

In general, dose selection for an elderly patient should be cautious, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other

drug therapy.

4.5 Interaction with other medicinal products and other forms of interaction

(..)

Some medicinal products, like insulin, may interfere with the body’s lipase system. This kind
of interaction seems, however, to be of limited clinical importance.

Heparin given in clinical doses causes a transient release of lipoprotein lipase into the
circulation. This may result initially in increased plasma lipolysis followed by a transient
decrease in triglyceride clearance.
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4.6 Fertility, pregnancy and lactation

Pregnancy

There are no clinical data from the use of TRIOMEL 5 ¢/l nitrogen 990 kcal/l with
electrolytes, emulsion for infusion, in pregnant erlactating women. No animal reproductive
studies have been performed with TRIOMEL (see section 5.3). Taking into account the use
and indications of TRIOMEL 5 ¢/l nitrogen 990 kcal/l with electrolytes, emulsion for
infusion, the product may be considered during pregnancy and-breastfeeding; if necessary.
TRIOMEL should only be given to pregnant women after careful consideration.

Breast-feeding
There is insufficient information on the excretion of TRIOMEL components/metabolites in

human milk. Parenteral nutrition may become necessary during breast-feeding. TRIOMEL
should only be given to breast-feeding women after careful consideration.

Fertility
No adequate data are available.

4.7  Effects on ability to drive and use machines

Not relevant.

4.8 Undesirable effects

(..)

The pooled data from clinical trials and the postmarketing experience indicate the following
adverse drug reactions (ADRS) related to TRIOMEL.:

System Organ Class MedDRA Preferred Term Frequency?

Immune System Disorders Hypersensitivity reactions Not known®
including hyperhidrosis,
pyrexia, chills, headache, skin
rash (erythematous, papular,
pustular, macular, generalised
rash), pruritus, hot flush,

dyspnoea
Cardiac disorders Tachycardia Common?
Metabolism and nutrition Decreased appetiteAnorexia Common?
disorders Hypertriglyceridemia Common?
Gastrointestinal disorders Abdominal pain Common?
Diarrhea Common?
Nausea Common?
Vomiting Not known®
Vascular disorders Hypertension Common?
General disorders and Extravasation which may result | Not known®

administration site conditions at infusion site level in: pain,
irritation, swelling/oedema,
erythema/warmth, skin necrosis,
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blisters/vesicles, inflammation,
induration, skin tightness

(..
The following class-like-adverse drug reactions (ADRS) have been described in other sources
in relation to similar parenteral nutrition products; the frequency of these events is not known.
¢ Blood and lymphatic system disorders: thrombocytopenia
o Hepatobiliary disorders: cholestasis, hepatomegaly, jaundice
o Immune system disorders: hypersensitivity
e Injury, poisoning and procedural complications: Parenteral nutrition associated liver disease
(see section 4.4, sub-section “Hepatobiliary disorders™)
(...)

4.9 Overdose
(..
An excessively fast infusion or administration of an inappropriately large volume of the product
may cause nausea, vomiting, chills—,_headache, hot flush, hyperhidrosis and electrolyte
disturbances. In such situations the infusion must be stopped immediately.
(..
6.2 Incompatibilities
(...
Due to the risk of precipitation, TRIOMEL 5 g/l nitrogen 990 kcal/l with electrolytes,
emulsion for infusion should not be administered through the same infusion line or admixed
together with ampicillin or fosphenytoin.

(...)

6.6  Special precautions for disposal and other handling.

(...)

Per 1,000 ml
Included level Maximal further addition | Maximal total level
Sodium 35 mmol 115 mmol 150 mmol
Potassium 30 mmol 506-120 mmol 806-150 mmol
{exeeptiorpatientsthal-

Magnesium 4.0 mmol 1.6 mmol 5.6 mmol
Calcium 3.5 mmol 1.5 (0.0%) mmol 5.0 (3.59mmol
Inorganic Phosphate 0 mmol 3.0 mmol 3.0 mmol
Organic Phosphate 15 mmol ° 10 mmol 25 mmol °

(...)

'wOnn v x9N Jiya 1Taka nrnian paRTy |9a%

nITN2 nion vojzv) TRIOMEL 7 g/l nitrogen 1140 kcal/l with electrolytes

INIYyNYn ainXa jnion VoLV HIRBEFY RIVAYAR- IR RY-BOFH L|IDTV INIYNWN

(...)

4.3 Contraindications

((Dmnn

The use of TRIOMEL 7 g/l nitrogen 1140 kcal/l with electrolytes, emulsion for infusion is

contraindicated in the following situations:

- In premature neonates, infants, and children less than 2 years of age,
- Hypersensitivity to egg, soya-bean, erpeanut proteins, or corn/corn products (see
section 4.4.), -or to any of the active substances or excipients, listed in section 6.1.

(..
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4.4  Special warnings and precautions for use

(-.)

product contains soya-bean oil and egg phospholipidsatide. Soya-bean and egg proteins may
cause hypersensitivity reactions. Cross-allergic reactions between soya-bean and peanut
proteins have been observed.

TRIOMEL 7 g/l nitrogen 1140 kcal/l with electrolytes, emulsion for infusion contains glucose
derived from corn which may cause hypersensitivity reactions in patients with allergy to corn
or corn products (see section 4.3).

(..)

Suspected precipitate formation in the blood stream has also been reported.

In addition to inspection of the solution, the infusion set and catheter should also periodically
be checked for precipitates.

If signs of respiratory distress occur, the infusion should be stopped and medical evaluation
initiated.

(...)

Hepatobiliary disorders

Hepatobiliary disorders including cholestasis, hepatic steatosis, fibrosis and cirrhosis,
possibly leading to hepatic failure, as well as cholecystitis and cholelithiasis are known to
develop in some patients on parenteral nutrition. The etiology of these disorders is thought to
be multifactorial and may differ between patients. Patients developing abnormal laboratory
parameters or other signs of hepatobiliary disorders should be assessed early by a clinician
knowledgeable in liver diseases in order to identify possible causative and contributory
factors, and possible therapeutic and prophylactic interventions.

Although there is a natural content of trace elements and vitamins in the product, the levels are
insufficient to meet body requirements. Trace elements and vitamins; ang-these-should be added

in sufficient quantities to meet individual patient requirements and to prevent deficiencies from
developing. See instructions for making additions to this product.

(..)

Interference with laboratory tests
The lipids contained in this emulsion may interfere with the results of certain laboratory tests
(see section 4.5).

(...)

Geriatric population

In general, dose selection for an elderly patient should be cautious, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other

drug therapy.

4.5 Interaction with other medicinal products and other forms of interaction

(..)

Some medicinal products, like insulin, may interfere with the body’s lipase system. This kind
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of interaction seems, however, to be of limited clinical importance.

Heparin given in clinical doses causes a transient release of lipoprotein lipase into the
circulation. This may result initially in increased plasma lipolysis followed by a transient
decrease in triglyceride clearance.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no clinical data from the use of TRIOMEL 7 g/I nitrogen 1140 kcal/l with
electrolytes, emulsion for infusion in pregnant erlaetating-women. No animal reproductive
studies have been performed with TRIOMEL (see section 5.3). Taking into account the use
and indications of TRIOMEL 7 g/l nitrogen 1140 kcal/l with electrolytes, emulsion for
infusion, the product may be considered during pregnancy-and-breastfeeding, if necessary.
TRIOMELY ¢/l nitrogen 1140 kcal/l with electrolytes, emulsion for infusion, should only be
given to pregnant women after careful consideration.

Breast-feeding

There is insufficient information on the excretion of TRIOMEL components/metabolites in
human milk. Parenteral nutrition may become necessary during breast-feeding. TRIOMEL
should only be given to breast-feeding women after careful consideration.

Fertility

No adequate data are available.

4.7  Effects on ability to drive and use machines

Not relevant.

4.8 Undesirable effects

(...)
The pooled data from clinical trials and the postmarketing experience indicate the following
adverse drug reactions (ADRS) related to TRIOMEL.:

System Organ Class MedDRA Preferred Term Frequency?
Immune System Disorders Hypersensitivity reactions Not known®
including hyperhidrosis,
pyrexia, chills, headache, skin
rash (erythematous, papular,
pustular, macular, generalised
rash), pruritus, hot flush,
dyspnoea
Cardiac disorders Tachycardia Common?
Metabolism and nutrition Decreased appetiteAnorexia Common?
disorders Hypertriglyceridemia Common?
Gastrointestinal disorders Abdominal pain Common?
Diarrhea Common?
Nausea Common?
Vomiting Not known®
Vascular disorders Hypertension Common?
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General disorders and Extravasation which may result
administration site conditions at infusion site level in: pain,
irritation, swelling/oedema,
erythema/warmth, skin necrosis,
blisters/vesicles, inflammation,
induration, skin tightness

Not known®

(..)

The following class-like-adverse drug reactions (ADRS) have been described in other sources
in relation to similar parenteral nutrition products; the frequency of these events is not known.
¢ Blood and lymphatic system disorders: thrombocytopenia

o Hepatobiliary disorders: cholestasis, hepatomegaly, jaundice

e Immune system disorders: hypersensitivity

e Injury, poisoning and procedural complications: Parenteral nutrition associated liver disease

(see section 4.4, sub-section “Hepatobiliary disorders™)

(...)
4.9 Overdose
(...)

An excessively fast infusion or administration of an inappropriately large volume of the product
may cause nausea, vomiting, chills—,_headache, hot flush, hyperhidrosis and electrolyte

disturbances. In such situations the infusion must be stopped immediately.

(..)

6.2 Incompatibilities

(..)

Due to the risk of precipitation, TRIOMEL 7 g/l nitrogen 1140 kcal/l with electrolytes,

emulsion for infusion, should not be administered through the same infusion line or admixed

together with ampicillin or fosphenytoin.

(..)

6.6  Special precautions for disposal and other handling.

(...)
Per 1000 ml
Included level Maximal further addition Maximal total level
Sodium 35 mmol 115 mmol 150 mmol
Potassium 30 mmol 1250 mmol 80-150 mmol {exceptt
- 1
for patients thatare ! |
Magnesium 4.0 mmol 1.6 mmol 5.6 mmol
Calcium 3.5 mmol 1.5 (0.0% mmol 5.0 (3.5)mmol
Inorganic Phosphate 0 mmol 3.0 mmol 3.0 mmol
Organic Phosphate 15 mmol ° 10 mmol 25 mmol P
(...)

'wOnn v x9N Jiya 1Taka nrnian paRTy |9a%

'wOnn 7w x9NnY 172 1273 ntninan DRTY 707

nITN2 nion vojrv) TRIOMEL 9 g/l nitrogen 1070 kcal/l with electrolytes

INIYNYnN ainXa |Nion VoLV HIRBEFY RAVAYAR- IR RY-BOFH L|IDTV INIVNWN

(...)

4.3 Contraindications

:(hnnn
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The use of TRIOMEL 9 g/l nitrogen 1070 kcal/l with electrolytes, emulsion for infusion, is
contraindicated in the following situations:

- In premature neonates, infants, and children less than 2 years of age,

- Hypersensitivity to egg, soya-bean, erpeanut proteins, or corn/corn products (see
section 4.4.), -or to any of the active substances or excipients, listed in section 6.1.

(...)

4.4  Special warnings and precautions for use

(-.)

product contains soya-bean oil and egg phospholipidsatide. Soya-bean and egg proteins may
cause hypersensitivity reactions. Cross-allergic reactions between soya-bean and peanut
proteins have been observed.

TRIOMEL 9 g/l nitrogen 1070 kcal/l with electrolytes, emulsion for infusion, contains
glucose derived from corn which may cause hypersensitivity reactions in patients with allergy
to corn or corn products (see section 4.3).

(..

Suspected precipitate formation in the blood stream has also been reported.

In addition to inspection of the solution, the infusion set and catheter should also periodically
be checked for precipitates.

If signs of respiratory distress occur, the infusion should be stopped and medical evaluation
initiated.

(...)

Hepatobiliary disorders

Hepatobiliary disorders including cholestasis, hepatic steatosis, fibrosis and cirrhosis,
possibly leading to hepatic failure, as well as cholecystitis and cholelithiasis are known to
develop in some patients on parenteral nutrition. The etiology of these disorders is thought to
be multifactorial and may differ between patients. Patients developing abnormal laboratory
parameters or other signs of hepatobiliary disorders should be assessed early by a clinician
knowledgeable in liver diseases in order to identify possible causative and contributory
factors, and possible therapeutic and prophylactic interventions.

Although there is a natural content of trace elements and vitamins in the product, the levels are
insufficient to meet body requirements. Trace elements and vitamins; ane-these-should be added

in sufficient quantities to meet individual patient requirements and to prevent deficiencies from
developing. See instructions for making additions to this product.

(..)

Interference with laboratory tests
The lipids contained in this emulsion may interfere with the results of certain laboratory tests
(see section 4.5).

(..)

Geriatric population
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In general, dose selection for an elderly patient should be cautious, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other

drug therapy.

4.5 Interaction with other medicinal products and other forms of interaction

(..)

Some medicinal products, like insulin, may interfere with the body’s lipase system. This kind
of interaction seems, however, to be of limited clinical importance.

Heparin given in clinical doses causes a transient release of lipoprotein lipase into the
circulation. This may result initially in increased plasma lipolysis followed by a transient
decrease in triglyceride clearance.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no clinical data from the use of TRIOMEL 9 g/I nitrogen 1070 kcal/l with
electrolytes, emulsion for infusion, in pregnant-erlactating women. No animal reproductive
studies have been performed with TRIOMEL (see section 5.3). Taking into account the use
and indications of TRIOMEL 9 g/l nitrogen 1070 kcal/l with electrolytes, emulsion for
infusion, the product may be considered during pregnancy-and-breastfeeding, if necessary.
TRIOMEL 9 g/l nitrogen 1070 kcal/l with electrolytes, emulsion for infusion, should only be
given to pregnant women after careful consideration.

Breast-feeding
There is insufficient information on the excretion of TRIOMEL components/metabolites in

human milk. Parenteral nutrition may become necessary during breast-feeding. TRIOMEL
should only be given to breast-feeding women after careful consideration.

Fertility
No adequate data are available.

4.7  Effects on ability to drive and use machines

Not relevant.

4.8 Undesirable effects

(...)

The pooled data from clinical trials and the postmarketing experience indicate the following
adverse drug reactions (ADRs) related to TRIOMEL:

System Organ Class MedDRA Preferred Term Frequency?

Immune System Disorders Hypersensitivity reactions Not known®
including hyperhidrosis,
pyrexia, chills, headache, skin
rash (erythematous, papular,
pustular, macular, generalised
rash), pruritus, hot flush,

dyspnoea
Cardiac disorders Tachycardia Common?
Decreased appetiteAnorexia Common?
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Metabolism and nutrition Hypertriglyceridemia Common?
disorders
Gastrointestinal disorders Abdominal pain Common?
Diarrhea Common?
Nausea Common?
Vomiting Not known®
Vascular disorders Hypertension Common?
General disorders and Extravasation which may result | Not known®
administration site conditions at infusion site level in: pain,
irritation, swelling/oedema,
erythema/warmth, skin necrosis,
blisters/vesicles, inflammation,
induration, skin tightness

(...) |

The following class-like-adverse drug reactions (ADRS) have been described in other sources

in relation to similar parenteral nutrition products; the frequency of these events is not known.

¢ Blood and lymphatic system disorders: thrombocytopenia

o Hepatobiliary disorders: cholestasis, hepatomegaly, jaundice

o Immune system disorders: hypersensitivity

e Injury, poisoning and procedural complications: Parenteral nutrition associated liver disease

(see section 4.4, sub-section “Hepatobiliary disorders™)

(...)

4.9 Overdose

(...)

An excessively fast infusion or administration of an inappropriately large volume of the product

may cause nausea, vomiting, chills—,_headache, hot flush, hyperhidrosis and electrolyte |
disturbances. In such situations the infusion must be stopped immediately.

(...)
6.2
(...)
Due to the risk of precipitation, TRIOMEL 9 ¢/l nitrogen 1070 kcal/l with electrolytes,
emulsion for infusion, should not be administered through the same infusion line or admixed
together with ampicillin or fosphenytoin.

Incompatibilities

(...)
6.6  Special precautions for disposal and other handling.
(...)
Per 1000 ml
Included level Maximal further addition Maximal total level
Sodium 35 mmol 115 mmol 150 mmol
Potassium 30 mmol 1250 mmol 80-150 mmol {exceptt
: - I AN
.l.n.ten.s.we_g.a;e_u.n.l.t‘ 1 1N
Magnesium 4.0 mmol 1.6 mmol 5.6 mmol
Calcium 3.5 mmol 1.5 (0.0%) mmol 5.0 (3.59mmol
Inorganic Phosphate 0 mmol 3.0 mmol 3.0 mmol
Organic Phosphate 15 mmol ° 10 mmol 25 mmol °
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(..)
'wONN W X917 |17V TA'7a 0T'RInn DRARTY |'71aY
BOFY L|DTY INIVNYN DITNA jnion vopv) TRIOMEL 7 g/l nitrogen 1140 kcal/l

:(DNNND IMIYAYN 2INX2 [NIoN VORLI HRN-BOFY HIHYAWA T BY

4.3 Contraindications

The use of TRIOMEL 7 g/l nitrogen 1140 kcal/l, emulsion for infusion is contraindicated in
the following situations:

- In premature neonates, infants, and children less than 2 years of age,

- Hypersensitivity to egg, soya-bean, erpeanut proteins, or corn/corn products (see
section 4.4.), -or to any of the active substances or excipients, listed in section 6.1.

(...)

4.4  Special warnings and precautions for use

(...)

product contains soya-bean oil and egg phospholipidsatide. Soya-bean and egg proteins may
cause hypersensitivity reactions. Cross-allergic reactions between soya-bean and peanut
proteins have been observed.

TRIOMEL 7 g/l nitrogen 1140 kcal/l, emulsion for infusion contains glucose derived from
corn which may cause hypersensitivity reactions in patients with allergy to corn or corn
products (see section 4.3).

Pulmonary vascular precipitates causing pulmonary vascular embolism and respiratory
distress have been reported in patients receiving parenteral nutrition. In some cases, fatal
outcomes have occurred. Excessive addition of calcium and phosphate increases the risk of
formation of calcium phosphate precipitates (see section 6.2).

(...)

Hepatobiliary disorders

Hepatobiliary disorders including cholestasis, hepatic steatosis, fibrosis and cirrhosis,
possibly leading to hepatic failure, as well as cholecystitis and cholelithiasis are known to
develop in some patients on parenteral nutrition. The etiology of these disorders is thought to
be multifactorial and may differ between patients. Patients developing abnormal laboratory
parameters or other signs of hepatobiliary disorders should be assessed early by a clinician
knowledgeable in liver diseases in order to identify possible causative and contributory
factors, and possible therapeutic and prophylactic interventions.

Although there is a natural content of trace elements and vitamins in the product, the levels are
insufficient to meet body requirements;. Trace elements and vitamins and-these-should be added

in sufficient quantities to meet individual patient requirements and to prevent deficiencies from
developing. See instructions for making additions to this product.

(..

Interference with laboratory tests
The lipids contained in this emulsion may interfere with the results of certain laboratory tests
(see section 4.5).

(..)
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Geriatric population
In general, dose selection for an elderly patient should be cautious, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other

drug therapy.

4.5 Interaction with other medicinal products and other forms of interaction

(..)

Some medicinal products, like insulin, may interfere with the body’s lipase system. This kind
of interaction seems, however, to be of limited clinical importance.

Heparin given in clinical doses causes a transient release of lipoprotein lipase into the
circulation. This may result initially in increased plasma lipolysis followed by a transient
decrease in triglyceride clearance.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no clinical data from the use of TRIOMEL 7 g/I nitrogen 1140 kcal/l, emulsion for
infusion in pregnant-ertactating women. No animal reproductive studies have been performed
with TRIOMEL (see section 5.3). Taking into account the use and indications of TRIOMEL 7
g/l nitrogen 1140 kcal/l, emulsion for infusion, the product may be considered during pregnancy
and-breastfeeding, if necessary. TRIOMEL 7 g/l nitrogen 1140 kcal/l, emulsion for infusion
should only be given to pregnant women after careful consideration.

Breast-feeding

There is insufficient information on the excretion of TRIOMEL components/metabolites in
human milk. Parenteral nutrition may become necessary during breast-feeding. TRIOMEL
should only be given to breast-feeding women after careful consideration.

Fertility
No adequate data are available.

4.7  Effects on ability to drive and use machines

Not relevant.

4.8 Undesirable effects

¢.)

The pooled data from clinical trials and the postmarketing experience indicate the following
adverse drug reactions (ADRs) related to TRIOMEL:

System Organ Class MedDRA Preferred Term Frequency?

Immune System Disorders Hypersensitivity reactions Not known®
including hyperhidrosis,
pyrexia, chills, headache, skin
rash (erythematous, papular,
pustular, macular, generalised
rash), pruritus, hot flush,

dyspnoea
Cardiac disorders Tachycardia Common?
Decreased appetiteAnorexia Common?

%"y RP PR
08 - 8510329 :opp 08 -8510396 :Hv 7760919 TTwKR 2 .7.n 8 23R 'M0




RemediYcare

Metabolism and nutrition Hypertriglyceridemia Common?
disorders
Gastrointestinal disorders Abdominal pain Common?
Diarrhea Common?
Nausea Common?
Vomiting Not known®
Vascular disorders Hypertension Common?
General disorders and Extravasation which may result | Not known®
administration site conditions at infusion site level in: pain,
irritation, swelling/oedema,
erythema/warmth, skin necrosis,
blisters/vesicles, inflammation,
induration, skin tightness

(...) |
The following class-like-adverse drug reactions (ADRS) have been described in other sources

in relation to similar parenteral nutrition products; the frequency of these events is not known.

¢ Blood and lymphatic system disorders: thrombocytopenia

o Hepatobiliary disorders: cholestasis, hepatomegaly, jaundice

o Immune system disorders: hypersensitivity

e Injury, poisoning and procedural complications: Parenteral nutrition associated liver disease
(see section 4.4, sub-section “Hepatobiliary disorders™)

(...)

4.9 Overdose

(...

An excessively fast infusion or administration of an inappropriately large volume of the product
may cause nausea, vomiting, chills—,_headache, hot flush, hyperhidrosis and electrolyte |
disturbances. In such situations the infusion must be stopped immediately.

(..

6.2 Incompatibilities

(...

Due to the risk of precipitation, TRIOMEL 7 g/l nitrogen 1140 kcal/l, emulsion for infusion
should not be administered through the same infusion line or admixed together with
ampicillin or fosphenytoin.

(...)
6.6  Special precautions for disposal and other handling.
(...)
Per 1,000 ml
Included level Maximal further addition Maximal total level
Sodium 0 mmol 150 mmol 150 mmol
Potassium 0 mmol 80-150 mmol 80-150 mmol {exceptt
: - I AN
.l.n.ten.s.we_g.a;e_u.n.l.t‘ 1 1N
Magnesium 0 mmol 5.6 mmol 5.6 mmol
Calcium 0 mmol 5.0 (3.5%) mmol 5.0 (3.5%) mmol
Inorganic Phosphate 0 mmol 8.0 mmol 8.0 mmol
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| Organic Phosphate | 3 mmol ® | 22 mmol | 25 mmol °

(...)
'wONN W X917 |17V TA'73 0T'RInn DRIRTY |'71aY
BOFY L|IDTY INIYNYN DITNA jnion vopv) TRIOMEL 9 g/L nitrogen 1,070 kcal/l
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4.3 Contraindications

The use of TRIOMEL 9 g/L nitrogen 1,070 kcal/L, emulsion for infusion is contraindicated in
the following situations:

- In premature neonates, infants, and children less than 2 years of age,

- Hypersensitivity to egg, soya-bean, erpeanut proteins, or corn/corn products (see
section 4.4.), -or to any of the active substances or excipients, listed in section 6.1.

(...)

4.4  Special warnings and precautions for use

(...)

product contains soya-bean oil and egg phospholipidsatide. Soya-bean and egg proteins may
cause hypersensitivity reactions. Cross-allergic reactions between soya-bean and peanut
proteins have been observed.

TRIOMEL 9 g/L nitrogen 1,070 kcal/L, emulsion for infusion contains glucose derived from
corn which may cause hypersensitivity reactions in patients with allergy to corn or corn
products (see section 4.3).

Pulmonary vascular precipitates causing pulmonary vascular embolism and respiratory
distress have been reported in patients receiving parenteral nutrition. In some cases, fatal
outcomes have occurred. Excessive addition of calcium and phosphate increases the risk of
formation of calcium phosphate precipitates (see section 6.2).

(...)

Hepatobiliary disorders

Hepatobiliary disorders including cholestasis, hepatic steatosis, fibrosis and cirrhosis,
possibly leading to hepatic failure, as well as cholecystitis and cholelithiasis are known to
develop in some patients on parenteral nutrition. The etiology of these disorders is thought to
be multifactorial and may differ between patients. Patients developing abnormal laboratory
parameters or other signs of hepatobiliary disorders should be assessed early by a clinician
knowledgeable in liver diseases in order to identify possible causative and contributory
factors, and possible therapeutic and prophylactic interventions.

Although there is a natural content of trace elements and vitamins in the product, the levels are
insufficient to meet body requirements;. Trace elements and vitamins and-these-should be added

in sufficient quantities to meet individual patient requirements and to prevent deficiencies from
developing. See instructions for making additions to this product.

(..)

Interference with laboratory tests
The lipids contained in this emulsion may interfere with the results of certain laboratory tests
(see section 4.5).
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Geriatric population
In general, dose selection for an elderly patient should be cautious, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other

drug therapy.

4.5 Interaction with other medicinal products and other forms of interaction

(..)

Some medicinal products, like insulin, may interfere with the body’s lipase system. This kind
of interaction seems, however, to be of limited clinical importance.

Heparin given in clinical doses causes a transient release of lipoprotein lipase into the
circulation. This may result initially in increased plasma lipolysis followed by a transient
decrease in triglyceride clearance.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no clinical data from the use of -TRIOMEL 9 g/L nitrogen 1,070 kcal/L, emulsion
for infusion, in pregnant-ertactating women. . No animal reproductive studies have been
performed with TRIOMEL 9 g/L nitrogen 1,070 kcal/L, emulsion for infusion (see section
5.3). Taking into account the use and indications of TRIOMEL 9 g/L nitrogen 1,070 kcal/L,
emulsion for infusion, the product may be considered during pregnancy-and-breastfeeding, if
necessary. TRIOMEL 9 g/L nitrogen 1,070 kcal/L, emulsion for infusion, should only be
given to pregnant women after careful consideration.

Breast-feeding
There is insufficient information on the excretion of TRIOMEL components/metabolites in

human milk. Parenteral nutrition may become necessary during breast-feeding. TRIOMEL 9
g/L nitrogen 1,070 kcal/L, emulsion for infusion, should only be given to breast-feeding
women after careful consideration.

Fertility
No adequate data are available.

4.7  Effects on ability to drive and use machines

Not relevant.

4.8 Undesirable effects

(...
The pooled data from clinical trials and the postmarketing experience indicate the following
adverse drug reactions (ADRSs) related to TRIOMEL.:

System Organ Class MedDRA Preferred Term Frequency?

Immune System Disorders Hypersensitivity reactions Not known®
including hyperhidrosis,
pyrexia, chills, headache, skin
rash (erythematous, papular,
pustular, macular, generalised
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rash), pruritus, hot flush,

dyspnoea
Cardiac disorders Tachycardia Common?
Metabolism and nutrition Decreased appetiteAnorexia Common?
disorders Hypertriglyceridemia Common?
Gastrointestinal disorders Abdominal pain Common?

Diarrhea Common?

Nausea Common?

Vomiting Not known®
Vascular disorders Hypertension Common?
General disorders and Extravasation which may result | Not known®
administration site conditions at infusion site level in: pain,

irritation, swelling/oedema,

erythema/warmth, skin necrosis,

blisters/vesicles, inflammation,

induration, skin tightness

(...)

The following class-like-adverse drug reactions (ADRs) have been described in other sources
in relation to similar parenteral nutrition products; the frequency of these events is not known.
¢ Blood and lymphatic system disorders: thrombocytopenia

o Hepatobiliary disorders: cholestasis, hepatomegaly, jaundice

o Immune system disorders: hypersensitivity

e Injury, poisoning and procedural complications: Parenteral nutrition associated liver disease
(see section 4.4, sub-section “Hepatobiliary disorders™)

(...)

4.9 Overdose

(..

An excessively fast infusion or administration of an inappropriately large volume of the product
may cause nausea, vomiting, chills—,_headache, hot flush, hyperhidrosis and electrolyte
disturbances. In such situations the infusion must be stopped immediately.

(..

6.2 Incompatibilities

(...

Due to the risk of precipitation, TRIOMEL 9 g/l nitrogen 1070kcal/l, emulsion for infusion
should not be administered through the same infusion line or admixed together with
ampicillin or fosphenytoin.

(...)
6.6  Special precautions for disposal and other handling.
(..
Per 1,000 mL
Included level Maximal further addition Maximal total level
Sodium 0 mmol 150 mmol 150 mmol
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Potassium 0 mmol 80-150 mmol 80-150 mmol-{exeept
for patients tat-are ')'
Magnesium 0 mmol 5.6 mmol 5.6 mmol
Calcium 0 mmol 5.0 (3.5%) mmol 5.0 (3.5%) mmol
Inorganic Phosphate 0 mmol 8.0 mmol 8.0 mmol
Organic Phosphate 3 mmol P 22 mmol 25 mmol P
(...)
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