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Nalbuphine hydrochloride 20 mg:1ml

Solution for Intramuscular o Intravenous Injection
of the medicinal product:
Nalufin®
walitative and Quantitative Composition

Each 1 ml ampoule contains 20 mg nalbuphine hydrochloride

Pharmaceutical Form
Solulon for M 1V

4 Clinical Particars |
1 Areasof appiic
oo teament of moderate 1o svere pain, e after operations, during childbirth and gynecology, in the
event of a heart altack.
- To reverse opioid-induced respiratory depression after anesthesia, e, afle fentanyl combination anesthesia
42 Dosage and method of app!

Dosage:
Treatment of painful conditions, lifling of opioid-induced respiratory depression
Adult

The recommended dose is 10-20 mg (015 to 030 mg nalbuphine hydrochloride / kg body weight) 1V, M. if
necessary, this single dose can be repeated every 3-6 hours.
‘The maximum single dose is 20 mg (0.30 mg nalbuphine hydrochloride / kg body weight); the maximum daily dose
is 160 mg (2.4 g nalbuphine hydrochloride / kg body weight)
Children and adolescents
‘The recommended dose is 0.1-025 mg nalbuphine hydrochloride/kg body weight 1V, IM. if necessary, this single
dose can be repeated every -6 hours. Intramuscular adminisiration can be painful and should be avoided in
children and adolescents. The maximum single dose is 025
maximum daily dose is 20 mg nalbuphine hydrochloride kg body weight.
Combination anesthesia

dult:

According to clinical requirements,
induction and 0.3-0.6 mg nalbuphine hydrachloride/kg body weight for maintenance.
Children:

driving vehicles and operating machines.
48 Side effects

The most common side effects that patients experience are sedation, dizziness, sweating dry mouth, drowsiness,
headache, nausea and vomiting. Within each frequency group, the side effects are listed in order of decreasing

severity

Very common (+1/10)

Very rare (<1/10000]
Not known: frequency cannot be estimated from the available data.
Immune system disorders

[Frequency T Symploms ]

Rarcly [ specally inthe skin_|
Psychiatric nesses

ey T Symprons ]

[ Dysphoria |

Hallucinations
Confusion
Personality disorder

[Often
[Hallucinations very rarely.

Nervous system disorders.

mploms
edation

[Frequenc
[Very common

Rarcly STht dizziness i the head
Nervousness

Tremor

Withdrawal symptoms

Paraesthesia

e Tuphoria

Tye diseases:
[

oo fcase discase

Symploms ]
Wolery eyes |

Blurred vision

According to clinical requirements, 01 to 1 mg nalbuy
indaction and 01-0' mé nalbuphine hydrochlondi kg body weight for manienance
Hlderly
Due o the creased lomadaby and deceasd sytomic dearancs, s recommended to sat with the ot
dose of nalbuphine hydror
Patients with iver / kid nc)’ mage
Thereare no dat on he sae use of nalbuphine hyrochloride nthese patint popuatio
Therefore, the preparation should be used with caution in these patients. Nalbuphine hydrochloride should be used
it cauto i s patets with e dtag o seer idney g
Patients with impaired respiratory functior
Rolbuphine hydrocharide should be admristered wit cation and ony
breathing disorders.
Duration of applicat
Nelouphine e oo s ot staie for long-term therapy
Type of application:
for intravenous, intramuscular use.
45 Contraindications
Hypersensitivty to the active substance or lo any of the excipients.
pecial warnings and precautions for use
“This medicinal product contains less than 1 mmol sodium (23 mg) per unit dose,ie. it is essentially “Sodium free
Addiction and withdrawal symptoms:
Abrup discoinuaton of nalbuphine hydrochlride aftr improper use over 3 ong period of ime can Uigge a
withdrawal syndrome. If this occur, morphine by intravenous route cab be used as an anlidote
Rbuse of Nalbuphine can lsad o peychalogieal and physcl dependence
Particular altention must be paid to the trealment of patients with a history of opioid abuse.
Due to the partial antagonism at the p-receptor, the euphoric potential from Nalbuphine hydrochloride is
significantly fower than that of typical opioids, which have an agonistic effect on the p-receptor. Experience so far
suggests that the addictive polenial of nalbuphine hydrochloride is significantly lower than that of other opioids.
Due to its partal antagonistic effect, Nalufin® can cause acute withdrawal syndrome in opioid addicts and should
therefore not be used as a subslitute for Heroin, methadone, or olher opioids. This precaution also applies to
patients who have been treated for a long time with opioids, which develop their analgesic effect via the p-receptor.
In people with chronic pain who have been using p-agonistic opioids for long periods of time, such as morphine o
fentanyl, the use of nalbuphine hydrochloride can trigger a withdrawal syndrome
in injury and increased intra-cranial pressure:

Itis possible that highly effective analgesics can increase intra-cranial pressure and subsequently trigger respiratory.
depression. In the case of a traumatic brain injury o alrcady existing increased intra-cranial pressure, this effect can
be intensified. In addiion, the effects of potent analgesics can mask the disease progression in patients with head
injuries. Thercfore, Nalufin® should only be used wih grea caution under these circumstances
Impaired liver and | or kidney function
Nalbuphine hydrochloride is metabolized in the fiver and excreted renally-caution should be exercised when using

*in paients with impaired liver function and / or severe renal impairment. Patients with mild to moderale

Nalufin' in

enal impairment may experience abnormal reactions a the recommended dose. Nalufin® should be used with

caution in these patients.

Using during childbirth

Nalbuphine hydrochloride crosses the placental barrier and can cause symptoms such as bradycardia, respiratory.

depression a birth, apnca, cyanosis and hypolension in the fetus or newborn. In some cases, administering naloxone

hydrochioride to the mother during labor has reversed these side effects. Neonates should be monitored for

respiratory depression, apnea, bradycardia, and cardiac arrhythmias when using Nalbuphine.

Nalufin® may only be administered under general anesthesia during labor and defivery if the potential benefit

outweighs the risk that may occur o the child

Further precautionary measurcs

10 mg nalbuphine hydrochioride cause respiratory depression, comparable 1o respiratory depression caused by 10

mg morphine. In contrast to morphine, the respiratory depression caused by nalbuphine hydrochioride has a ceiling

effect. With a cumulative dose of around 30 mg nalbuphine hydrochloride, a ‘ciling’ in respiratory depression

occurs. An analgesic ceiing occurs when a dose of around 50 mg nalbuphine hydrochloride is administered over a

short period of time. Painful patients who receive a high dose of opioids within a short period of time should be

given an opioid without an analgesic ceiling effect. Respiratory depression caused by nalbuphine hydrochioride can,

if necessary, be treated with naloxone hydrochloride. In-patients with pre-exiting breathing disorders (.

drug-induced breathing disorders, uremia, bronchial asthma, severe infections, cyanosis or ainway blockages),

Nalufin' should only be administered wih grea caution and only in small doses

‘The use of nalbuphine hydrochloride to relieve respiratory depression may reduce analgesia.

“This product contains sodium melabisulphile, a sulfite that may cause allergic-type reactions including anaphylactic

symptoms and life-threatening or less severe asthmatic episodes in certain susceptible people. Sulfte sensitily is

seen more frequently in asthmalic than in nonasthmatic people:

45 Interactions with other medicinal products and other forms of interaction Contraindicated drug

combinations

Nalbuphine hydrochlorde reduces the analgesic effect of pure yi-agonists such as morphine, pethidine,

ethadone an e to compelite recepior blockade

and st v b v o combialon wih thse e w;,rndmnh

Not recommended drug c

T combined use of nelbuphine hycrochlorid wilh ofher drugs wih a depresant effc on the cental nersous

system such as morphine derivalives (analgesics and antitussives), sedating antidepressants, sedating H1

arEhistamings, barbasics, bensediazeping, amiclybes oler lham bensodiazeqines, nesrelapics, coniding and

related substances can increase the risk of respiratory depression.

Because of its opiate antagonistic partal effect, nalbuphine can cause an acute withdrawal syndrome in drug addicts.

“This is especially true for people who are treated with pure opates (e.g. pain patients on morphine as well as heroin

addicts. Simultaneous administration of phenothiazines or penicilins can increase the tendency to sedation and

vomiting, When used together with centrally depressant pharmaceuicals and alcohol, & mutual enhancement of the

effectis possible. There are no data on possible pharmacokinelic interactions between nalbuphine hycrochloride and

other drugs. Caution is advised when using Nalufin at the same time as medicinal products which have a strong

g elfect or which

46 Fertility, pregnancy and lactation

No data are available on the effects of nalbuphine hydrochloride on fertilty. There is insufficient data on the use of

ralbuphine hydrochlorie drig pregnancy and chidi

Ani ienis have: shown nalbuphine hydrochloride to be toxic to_ reproduction. The polential risks of

m\hup\wv vdrochionde hen used i humans ar unknonn Naloinahould ol be used during preghancy i the
ected benefit fo the mother outweighs the possible risks lo the fetus. Nalbuphine hydrochioride crosses the

Plcontal barcr. The chron use of Nojufin® cspecaly lowards the end of preatancy and regardicss of he dose

used, can cause withdrawal symptoms in the newborn. Neonates should be monitored for respiratory depression,

apnea, bradycardia, and cardiac arrhythmiias when Nalbuphine is used. Nalufin® may only be used under general

anesthesia during labor and delivery when clearly indicated and the potential benefit outweighs the risk that may

occur (o the child

Nalbuphine hydrochloride is excreted in breast milk in such low concentrations tha breastfeeding does not have any

adverse effects on the infan

4.7 ffects on abiliy to drive and use machines

Nalbuphine can impair your abilty to react and drive, especially with alcohol. Therefore, caution is required when

5'ms nlbuptine ydeoclonde kg body weght he flmens Tsamom ‘
Bradycardia
Pulmonary edema
Vascular disease
2 mg nalbuphine hydrochorideg body weght s recommended for ol — :
ery rare ‘ Typotension ‘
et
body weight is for Respiratory, thoraci disorders
[Frequency T Symptoms ]
Very rare [ Difficulty in breathing |
s
[Frequency [ Sympfoms ]
‘Ouvn ‘ Nausea ‘
Voming
S =
uency T Symptoms ]
»n. rarc [“Uriicaria |
sl doses i ptents wih cxisting . T

Symploms ]
Respiralory depression in the newborn
Circulatory depression in newborns

Sencrol frorders and Site conditions

T Symptoms ]
o Toin al the Tecton S1e |
Fsh

Ao o NARTRT Cat e To wARRavalsymploms T palers on opod erapy and pesons who are
opioid a

The reporting of suspected adverse reactions

The reporting of suspected adverse reactions afler authorization of the drug s important

It allows continuous monitoring of the benefilisk ratio of the drug, Healthcare professionals are encouraged to
Report any suspected adverse reactions via: Egyptian Pharmaceutical Vigilance Center  e-mail
Piolowupocdacgyptgoves

Symptoms of overdoss
The admiisration ofhigh doses of nalbuphine ydrochioride can ead o drowsines,sedation, malise, espratory
depression and even unconsciousness.
o\udm sy

anidote, naloone  ydrochoride only temporarly reverses espiralory depression caused by
mﬂbnphmc Iv»dwdv\orvdc Mulple dose o constant nfsion of naloxone hydrochloride may be requred ©
prevent respiony depresson from recureing Siandard measutes 6 conro and mintan vial uncions n e
ireatment of ovedoses (oeyaen, mechanca Vel el respiration), and supporlive measures) are indicated;
the ettt which nalbuphin hydrochlride can be washed ou by s o hemopersion s kiown
5. Pharmacological Properties
51 Yham\a(odvuamn( pmperlne&

roup: Opioids, nalbuphine.
Ralphine hrochlond o an oick]thatacs s pril anagoris o the mu rceptorsand asan agoniston he
Kappa receptors. Nalbuphine hydrochloride is a potent analgesic whose analgesic potency on a weight basis is
comparable o that of morphine.
A special property of the active ingredients is the antagonism of opioid-induced respiratory depression after
anesthesia due to the parlial antagonism of the mu receptor.
Bperece o far suggess hathe s polntalof albuphine yhocorde s ow

Pharmacokinetic proper
Absorption
In adults, the effects of nalbuphine hydrochloride appear 2 to 3 minutes afterintravenous administration and no later
than 15 minutes after intramuscular administration. The duration of action is 3 to 6 hours. The half-fife is 2.95+0.795

hours.
Distribution

2 protein indig of b 500
Biotransformatior
Nalbuphine h)dmrh\mldv is metabolized in the liver. Seven metabolites are known to date. The most important
metabolite is N-(hydroxykelocyclobutyl) - methylnornalbuphine, the other metabolites are its isomers and
correspond 1o hydroxylated nalbuphine. None of the metabolites seem to have any effect of their own.
There is no information available about the enzymes involved in this metabolism.
Elimination

p ted in the urine
Children and adolescents
In children over 15 years of age and adolescents,the effects of nalbuphine hydrochloride appear 2 to 3 minutes afler
intravenous administration and 20 to 50 minutes after intramuscular administration.

The half-ffe of nalbuphine hydrochloride is reduced in children and adolescents compared to adults, the duration of
actions is 3 0 4 hours

Patients with hepatic and / or renal impairment: No pharmacokinetic studies have been performed in patients with
hepatic and / or renal impairmen!

& Pharmaceutical Prtcuors

€1 What Nalufin® contain

1 Solton contining 20 g Nalbuphine hydrochloride

62 List o excipients

Trisodium Citrate dihydrate, Ciric acid Anhydrous, Sodium Metabisulphite, water for Injection

65 Incompatibilties

A diton i aoof 110 ith 050 sine soluton or Aqua ad jetion s possie. nthe absence of compatilly
studies, 1 must not be mixed with pro

65 Special precautions for storage
Store al temperalure not exceeding 50°C

6.6 Nature and content of the container:

Carton Box Containing 5 amber glass (Type !} ampoules, each of 1 ml solution and inner leaflet

‘ Keep all medicaments out of reach of children

( ) Product of:

AMOUN PHARMACEUTICAL CoO.
El-Obour City, Al Qalyubia, Egypt. SAL




