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INO ACID INJECTION FOR HEPATIC ENCEPHALOPATHY A
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CRIPTION

Composition -
This product contains the following ingredients.
Ingredient 500 mL
L-Threonine 225¢
L-Serine 250g
L-Proline 4.00¢
L-Cysteine hydrochloride 020¢g
hydrate
(L-Cysteine equivalent) (0.14 g)
Glycine 450¢g
L-Alanine 375¢
L-Valine ‘ 420¢
L-Methionine, 050¢
L-Isoleucine 450¢g
~ L-Leucine 530¢
L—Phen_\‘lralanine 050¢
L-Tryptophan 035¢
! -Lysine hyvdrochlonde 380¢
(L-Lysine equivalent) (3.042)
L-Histidine hydrochloride 1.60 g
(L-Histidine equivalent) (1.18 g)
L-Arginine hydrochlonde 365¢g
(L-Arginine equivalent) (5.02 ¢
Total free amino acids 3993 2
Branched-chain amino acids 35.5w/wS%
Fischer's rauo* 37.05
EN ratio 1.09
Total mitrogen 611¢
Na’ Approx. 7mkEq
cr Approx. 47 mEq

*Molar ratio of
(valine-leucine—isoleucine ) (tyrosine—phenylalanine)

o

Product Description .
AMINOLEBAN Injection is a clear and colorless solution
for injection.

pH: Approx. 5.9 tmean value obtained immediately after
manufacture) and 5.3-6.5 (specification valuc)

Osmotic pressure ratio (relative to physiological saline):
Approx. 3

INDICA THONS—

Trgatment of E@j&gp ephalopathy in patients with chronic

DOSAGE AND ADMINISTRATION

The usual adult dose of AMINOLEBAN Injection is 500-1000
mL per dose. infused via a peripheral vein. The usual
peripheral infusion rate is 500 mL over 180-300 min in adults.
For total parenteral nutrition, 500—1000 mL of
AMINOLEBAN Injection should be combined with glucose or
other solutions and administered over 24 hours via a central
vein. The dosage may be adjusted according to the patient’s
age. symptoms, and body weight.

< Drug-Drug Interactions >
AMINOLEBAN Injection contains about 14 mEg/L of
sodium and 94 mEq/L chloride. Concomitant use with
an electrolyte solution or administration of a large dose
requires careful monitoring of electrolyte balance.

PRECAUTIONS(Use only as directed by a physician.)
1. Careful Administration (AMINOLEBAN Injection should
be administered with care in the following patients.)
(1) Patients with severe acidosis
[The patient’s clinical condition may be worsened ]
(2) Patients with congestive cardiac failure
[An increase in the circulating blood volume mav worsen
the patient’s clinical condition.]

2. Adverse Reactions
Reported incidence rates are based on data from 3.324
patients with chronic liver disease. and a total of 35 patients
(1.1%) experienced 32 adverse reactions
[Note]: The indication for use in patients with acute liver
disease was deleted due to the findings obtained by the
drug efficacy reevaluation. Of the 330 patients with this
condition evaluated. there was one reported case of fever
(0.3%).

(1) Clinically significant adverse reactions

1) Hypoglycemia (frequency unknown}
Hypoglycemia may occur. = If the patient develops
hypoglyeemia. glucose should be administered
promptly by intravenous infusion. In addition.
appropriate nutrition management is recommended in
such patients.

2) Hyperammonemia (frequency unknown)
Hyperammonemia has been repor;cd.” If the palien{
develops persistent hyperammonemia during the

“y




BAN Injection,
n of nitrogen sources
BAN Injection and institute

actions are observed, discontinue the
ion. and institute appropriate treatment

4

Frequency

B o | 00% <o

ensitivity l [Rash, etc ]

Nausea,

vomiting, etc.

Cardiovascular [Chest discomfort,
palpitation, etc ]

Metabolic

—

in blood ammonia
Large dose and [Acidosis]
rapid

Transient increase !

T

administration

Others [Chills, fever) Vascular

pain,

headache
[ J: common adverse reactions in amino acid injections (Drug

3. Usein the Elderly
Since elderly patients often han e reduced physiological
function. it is advisable 10 (ake such measures as reducing
the dose by decreasing the infusion rate.

4. Pediatric Use

The safety in children has not been established (no clinical
experience)

sverdesage

Hyperammonemia has been reported when an amino acid
solution. including AMINOLEBAN Injection. w as
administered in combination with oral intake of nitrogen
{total r;itrogen: 160 2).% (See “Clinically significant
adverse reactions” above.)

6. Precautions Concerning Use
t1) Before adminisiration
1) To prevent associated infection. carn out all
procedures under aseptic conditions.
23 Use the solution afier warming to near bods
temperature during cold environmental conditions.
3} Use the solution immediately after opening the
container.  After use. discard alj unused solutj
! During administration
) Administer slow hviaavers

1384

rnART\iACOKIT\'ETlCS
{Reference data in rats):
<

"“C-labeled amino acids formulated in AMINOLEBAN
Injection were readily distributed to almost the entire body
after intravenous infusion inrats. In 6 hours, 50 to 70% of the
administered amino acids was taken up into protein fractions.
The ratio of branched-chain amino acids to the total amino
acids in the protein fractions was highest in the brain. Upto 72
hr. 41.7% of the administered dose was excreted in the expired
air, 5.9% in the urine, and 2.6% in the feces.¥

CLINICAL STUDIES, .

AMINOLEBAN Injection Xas administered 1 patients with
hepatic encephalopathy associated with chronic liver disease,
and the clinical effect of AMINOLEBAN Injection was

evaluated.® ® A prompt improvement in the coma scale (an

index of disturbance of consciousness) and a prompt decrease

in blood ammonta-concentrations were observed. In addition.
patients showed improvement in neuropsy

chological function
as assessed by

writing, drawing, flapping tremor. number
connection test, and orientation and calcul
by EEG tracings.

The efficacy of AMINOLEBAN Injection in hepatic
encephalopathy in clinical studies was summarized below:* "4

ation tests as well as

Efficacy in hepatic encephalopathy

Effectiveness

rate’
73.3% (198/270)
62.2% (56/90)

: Encephalopa[h_\’due to liver cirrhosis

Encephalopath) due 1o hepatocellular carcinoma
Encephalop

,:;

athy due 10 other causes

70.9% (259/368)

* Significant improvement or complete resolution of
disturbance of consciousness or improvement in coma scale
by one or more grades (Davidson's classification)

i

PHARMACOLOGY

(1) AMINOLEBAN Injection normalized the Fischer's ratio
in the plasma and brain. improved monoamine
metabolism in the brain. and corrected a sleep-

wakefulness pattern in portacaval-shunted rats (chronic

hepatic insufficiency model) '
(2) When infused 10 portacaval-shunted rags loaded with
ammonia. AMINOI EBAN Injection norm

ahized the
Fischer's ratio in the pl

asma and brain. decreased blood
ammonia levels. and improved FEG

metabolism in the brajp '°

and monoamine
1

PRECAUTIONS FOR HANDLING

1) A packet of oxvgen absorbent is enclosed in the outer
bag which surrounds the plabottle version of
INOLEBAN Injection .Do not open the outer bag
time of use. Do not use if droplets are present in the

- b’\ou(e bag. or if any of the contents of the inner bag has
WS

4 into the outer bag. Do not use if the liquid content

h\"’)‘ n)'-’ + is dis¢ploured. Crystallization may occur as a result of

28 to the outer bag. do not use jif crystals are

- However . ervstals which may result as a resuly
B2 may dissolve easjly upon warming. in this
se the product can be ysed




er stopper vertically
le for admixture. If the
ally .it may pass through the
cause leakage of the contents.
result of cooling.The crystals can
ng the product to 50-60 °C,Use the
allowing the product to cool to near

liquid should not be used under any
&

DICATYONS (AMINOLEBAN Injection
cated in the following patients.)

ts with severe renal disorder

amount of water tends to be excessive and the
tient's clinical condition may be worsened. Urez and
other amino acid metabolites may be retained. which may
worsen the patient’s clinical condition.]

- (2) Patients with abnormal amino acid metabolism

{Since the infused amino acids are not adequately
metabolized. the patient’s clinical condition may be
worsened.] '

PACKAGING & STORAGE

Polyethylene bottle of 300 mi covered with 2 bags inner & outer.
Stare below 25°C .

Do not use after the expiration date indicated on the container.

Manufactured by Egyvpt Otsuka Pharmaceutica! Co.S.A E.
10 th of Ramadan Citv. AR E.
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