ALTIREM IV
SCHEDULING STATUSS6]

1AI.TIHEIIOIS I“E uptmdufo lution for infusion/i

mg I solution for i injection
ALTIREM IV 2 mg powder for solution for mfwman::Tn
ALTIREM IV 5 mg powder for solution for infusion/injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
The reconstituted solutions of ALTIREM IV contain 1 mg per
mL of remifentanil as remifentanil hydrochloride.
ALTIREM IV 1 mg: Each single dose vial contains remifentanil
Vhrgwhlomo equivalent to 1 mg remifentanil,

IREM IV 2 mg: Each single dose vial contains remifentanil
r;gmmm equivalent to 2 mg remifentanil.

IREM IV 5 mg: Each single dose vial contains remifentanil
hy\twllonde equivalent to 5 mg remifentanil.

Preservative free.

Fagl?lremllsto(exdpmnu see section 6.1.

3. PHARMACEUTICAL FORM

Powder for solution for infusion or In]om
ALTIREM IV is a sterile, endmm rvative

white to off , Iyophilised powder, Nohereeowmu
before intravenous (IV) administration.
Altlef"reeommhon , solutions of ALTIREM IV are clear and
colourless.

4, CLINICAL PARTICULARS
ications

41 Thorwmlc indi

ALTIREM IV is indicated as a narcotic analgesic or adjuvant
for use during induction and/or maintenance of inhalational
anaesthesia during surgical procedures, including cardiac

surgery.
AIJIR?M IV is indicated for the provision of analgesia and as
mmdmsedatm(uplnnhmusedmm) in mechanically
ventilated intensive care patients. Safety and efficacy beyond
72 hours have not been dumonstrmd

4.2 Posology and method of administration

ALTIREM IV should be administered
speaﬁulytn:edml'muud oo

expected MM 1m¢s.ildwdh
whm-mm.wguuw "

mmm-uummmnmy
and assisted ventilation.

Mumbx{

ANAESTHESIA

The administration of ALTIREM IV must be individualised
based on the patient's response.

Adults
The following table summarises the starting infusion rates
and dosages range:

Dosage guidelines for adults
vt | ALTREW Y g hg/min)
infusion of
Indication | o REM IV [ Staring
k) | rate | Ranoe
With induction 1
of anaesthesia | (given over 05-10 -
inventitated | not less !
{ 30 seconds)
Maintenance of anaesthesia in ventilated patients
Preip
0,5 MAC
(minimum 05-10 025 005-05
alveolar
| concentration))
Pmpoful
05-10 0,25 005-05
_W"'\

At the doses recommended, ALTIREM IV significantly reduced
the amount of hypnotic medicine required to maintain
anaesthesia. Therefore, isoflurane should be administered as
recommended above to avoid excessive depth of anaesthesia
(see section 4.5).

Induction of anaesthesia
umwmmmmmmammedmm,
such as isoflurane, for the induction of anaesthesia.
ALTIREM IV should be administered at an infusion rate of 0,5 -
1,0 povko/min with or without an initial bolus infusion of

1 over not less than 30 seconds. If endotracheal

intubiation is to occur more than 8 - 10 minutes after the
start of the ALTIREM IV infusion, then a bolus infusion is not
necessary.

Maintenance of anaesthesia

After endotracheal intubation, the infusion rate of ALTIREM IV
should be decreased, according to the anaesthetic

technique, as indicated in the above table. Due to the fast
onset and short duration of action of ALTIREM IV, the rate of
administration during anaesthesia can be titrated upward

in 25 - 100 % increments or downward in 25 - 50 %
decrements, every 2 - 5 minutes to obtain the desired level of
p-opioid receptor response. In response o Ii?ht anaesthesia,
supplemental bolus infusions may be admln stered every

2 - 5 minutes. The use of ALTIREM IV to treat pain Mmg
post-0, period is not recommended in patients
are breathing spontaneously.

Guidelines for discontinuation

Due to the very rapid offset of action of remifentanil as in
ALTIREM IV, residual ornoad activity will be reduced within

5 - 10 minutes after discontinuation. For those patients
undergoing surgical procedures where post-operative pain

Is anticipated, analgesics should be administered prior to,

or immediatety following discontinuation of ALTIREM IV,
Sufficient time must be allowed to reach the maximum effect
olmelongeracﬁnganalgeuc The choice of anaigesic should
be for the pahmt’s surgical procedure and the
level of post-operative care

Concomitant medication
ALTIREM IV decreases the amounts or doses of inhaled
anaesthetics, hypnotics tndbmzodmpmnmlmdfor
anaesthesia (see section 4.5).
Paediatric - 12 years of a

all’ﬂ'"k’: yea ge)

ALTIREM IV is not recommended for the induction of
anaesthesia, as insufficient data are available.

Maintenance of anaesthesia
Dosing guidelines for maintenance of anaesthesia in
paediatric patients (1 - 12 years of age) (see Table 1 below).

Table 1: meumhmmm
anaesthesia in 1-12 of
Bolus Continuous infusion of
Concomitant Infusion of ALTIREM IV (uo/kg/min) |
anaesthelic | ALTREMIV | Starting | VPICAl
(wg/kg) rate rates
Halothane
(starting dose 1 025 005-13
0.3 MAC)
Sevoflurane
(starting dose 1 025 005-09
0.3 MAC)
d:se 1 025 0,06 - 0,09
%;

iven by bolus infusion, ALTIREM IV should be
admln over not less than 30 seconds. Surgery should
not commence until at least 5 minutes after the start of
ALTIREM IV infusion, if a simultaneous bolus dose has not
been given. Paediatric patients should be monitored, and the
dose fitrated to the depth of analgesia appropriate for
surgical procedure.

Concomitant medication

At the doses recommended above, remifentanil significantly
reduces the amount of hypnotic medicine required to
maintain anaesthesia. Therefore, isoflurane, halothane

and sevoflurane should be administered as recommended
above to avoid excessive depth of anaesthesia. No data are
avallable for dosage recommendations for simultaneous use
of other hypnotics with remifentand.

Guidelines for discontinuation

Following discontinuation of the infusion, the offset of
analgesic effect of ALTIREM IV is rapid and similar to that
seen in adult patients. Appropriate post-operative msruc
requirements should be anticipated and implemented (see
Adults - Guidelines for discontinuation).

less than 1 yeal
profile of remifentanil in neonates/
infants less than 1 year) is comparable to that seen
In adults after correction of body weight differences.

Limited clinical experience in patients undergoing
neurosurgery has shown that no special dosage
recommendations of ALTIREM IV are required.

ASA (American society of anesthesiologists) lIl/IV
patients

General anaesthesia
As the haomodynamnc effects of potent o‘mds can be
expected to be more pronounced in

caution should be exercised in the admlnl:trahon of
ALTIREM IV in this population. Initial dosage reduction and
subsequent titration to effect s therefore recommended.

Cardiac anaesthesia
No initial dose reduction is required (see Cardiac Anaesthesia:
Dosing guidelines).

use in the intensive care unit (ICU)
No data are available on the long-term (longer than 72 hours)
use of ALTIREM IV in ICU patients.

Method of administration
After reconstitution, solutions of ALTIREM IV are clear and
colourfess.

Continuous infusion of ALTREM IV must be administered by
a calibrated infusion device info a fast-flowing IV line or via a
dedicated N line. This infusion line should be connected at,

or close to, the venous cannula and primed, to minimise the

g:mldadm

should be taken to avoid obstruction or disconnection of

infusion lines and to clear the lines to remove residual

ALTIREM V after use (see 44).

Mwwhbrmmmuow/ad must not be
administered by epidural or intrathecal injection (see section 4.3).

Refer to section 6.6 for reconstitution instruction and further
handiing.

4.3 Contraindications

As is in the for ALTIREM IV is
o Ve |

* hypersensitivity to remifentanil, other fe analogues or
10 any of the ingredients of ALTIREM IV in section 6.1
hfv nancy and lactation has not been established
not be used with nitrous oxide and
ﬂ&m alone, at altitudes above sea level
EM IV should not be used unless artificial ventilation
s planned.

44 wanings and precautions for

ALTI lenotr:gnmmendedlormeasmmnm\e

in general anaesthesi:

mmwmub-uuhuwm

Wﬁwnwﬂlullmmol e erons
lhemouriﬁm ent of the

mmdm otpmm including

respiratory and cardiac such as the

establishment and maintenance of a patent airway

and assisted ventilation,

The use of ALTIREM IV in mechanically ventitated intensive

care patients is not recommended for 2 duration of treatment
greater than 3 days.

Patients with a known hypersensitivity o opioids of a
different class may exhibit a hypersensitivity reaction
following administration of remifentanil as in ALTIREM V.
Caution should be exercised before using ALTIREM IV in
these patients.

Interference with daily activities may continue for up to 24
hours and no legal/contractual decisions should be entered
into for 24 hours after receiving anaesthetic/consclous

WMW use should aiso be avoided for the same

Rapid offset of action/transition to alternative
Due to the very rapid mmmmunzm N no
residual uplmd u:lmtymll resent within 5 - 10 minutes
after discontinuation of ALT V. For those patients
undemolna surulcul procedures where post-operative pain
is anticipated, ics should be administered mof toor
immediately foll dlsmnunuaﬂon of ALTIREM IV.
The possibilty of tolerance, hyperalgesia and associated
haemodynamic changes should be considered when used in
the intensive care unit. Prior to discontinuation of ALTREM
IV, pamn‘u must be given altenative analgesic and sedative

osfu;ﬁ‘:lam time mun;ealgalg‘cmmm ;:lch thO: m:lxmum effect
longer mi? e choice of analgesic(s),

the dose and the time of administration should be planned

in advance and individually tailored to be appropriate for the

patient’s surgical procedure and the level of post-operative

care anticipated.

When other opioid aaann are administered as part of the

rugumunlurtumon altemative analgesia, the benefit of

pmMno lequate post-opemﬁvennalgwamalmysbe
balanced against the potential risk of respiratory depression

with these agents.

Risk from concomitant use of sedative medicines such

as benzodiazepines

or related medicines:
mmtamwdmnifmhnllaslnALmEMNand
sedative medicines such as benzodiazepines or related
medicines may result in sedation, respiratory depression,
coma and death. Because of these risks, concomitant
prescribing with these sedative medicines should be
reserved for patients for whom alternative treatment options
are not possible. If a decision is made to prescribe
ALTIREM IV concomitantly with sedative medicines, the
lowest effective dose should be used, and the duration of
treatment should be as short as possible.

The patients should be followed closely for signs and symptoms
of respiratory depression and sedation. In this respect, it is
strongly recommended to inform patients and their caregivers
1o be aware of these symptoms (see section 4.5).
Discontinuation of treatment
m%nmfdmummmmmmnmm v
i

patients is
not recommended brmmmnmmunemmmuays

Inadvertent administration

A sufficient amount of remifentanil as in ALTIREM IV may be
present in the dead space of the IV line and/or cannula fo
cause respiratory depression, apnoea and/or muscle rigidity
if the line is fiushed with IV fiuids or other mudiclnes.

may be avoided by admlnmg ALTIREM IV into a fast-
fiowing IV line or via a IV line, which s adequately
cleared of residual medicine, or which is removed upon
discontinuation of ALTIREM IV.

Muscle rigidity: prevention and mana;
At the doses of remifentanil as in ALT IV recommended,
muscle rigidity may occur. The incidence is related to the
dose and rate of administration. Therefore, bolus infusions
should be administered over not less than 30 seconds.
Muscle rigidity induced by remifentanil as in ALTIREM IV
nmt be trmed inthe cunhxt of the patient’s clinical
measures including

ventilatory suppol wve musde ngndrty oceur
during the hﬁﬂl “?w the

administration of a muromuscular blwkmg medicine and/or
addmnnnl hypn medicines.

1" seen dunny tho un of remifentanil as in
ALTIREM

treated by mﬁpmg or
decroaslng the rm of admlnlmum of ALTIREM
Resolution of muscle mw after discontinuing the infusion
of ALTIREM IV occurs within minutes. Alternatively, an opioid
antagonist may be administered, however this may reverse
or attenuate the analgesic effect of remifentanil.

llcmhh'y depression: management
Analgesia is accompanied by marked respiratory depression.
Therefore, ALTIREM IV should only be used in areas where
facilities for monitoring and dealing with respiratory
depression are available. The wpearanoe of respiratory
depression should be nﬁ& , including
decmslng the rate of i by or a discontinuation
of the infusion. Remifentanil has not been shown to cause
recurres even after prolonged
administration. However, as many factors may affect post-
operative recovery it is important that full consciousness and
adequate spontaneous ventitation are achieved before the

is discharged from the recovery area. Patients with
impaired lung function and with severe hepatic i |na1#a
are more sensitive to the respiratory depressant

Cardiovascular effects

Hypotension and bradycardia, which can give rise to asystole
and cardiac arrest :eemun45amncnnnﬂm§y
be managed by reducing the rate of infusion of ALTIREM IV
or the dose of concurrent anaesthetics or by using IV fiuids,
vasopressor or anticholinergic medicines as appropriate.
Debilitated, hypovolaemic and elderly patients are more
sensitive to the cardiovascular effects of remifentanil, s in

However, there are insufficient clinical data to make dosage ~ ALTIREM V.
recommendations for this age group. Serotonin syndrome
CARDIAC ANAESTHESIA Cases of serotonin syndrome, a potentially life-threatening
Adults (see Table 2 below) condition, have been reported during concomitant use of
remifentanil with X rgic
Table 2: Cardiac anaesthesia medicines include selective serotonin inhibitors
Adults: lines for cardiac anaesthesia gsm ; serotonin and noradrenaling reuptake inhibitors
Continuous infusion of NRls), tricyclic antidepressants triptans, 5-HT3
_ Bolus | AITIREM IV ( n) antagonists, medicines that affect the serotonergic
Indication | iMfusion of Typical | Meurotransimitter system, and medicines that impair
ALTIREM IV |  Starting infusion metabolism of serotonin (including MAO inhibitors, both those
(hg/kg) rate rates intended to treat psychiatric disorders and also others, such
as linezolid and intravenous methylene blue). This may occur
Intubation "r:ten - 1 . within the recommended dosage range.
Maintenance of anaesthesia Serotonin syndrome symptoms may include mental status
changes (e.g. agitation, hallucinations, coma), autonomic
Isofiurane instabilty (e.g. achycarda, ab bood pmsum
(starting dose | 0,5-1 1 0,003 -4 hypenhcrmn) neuromuscular aberration: u‘o ﬂ
0.4 MAC) dination, rigidity), and/or gastroin symploms
Propofol (e.g. nausea, vomiti d . The onset of synmom
(starting dose 05-1 1 001-43 generally occurs viithin several hours {0 a few days of
50 po/kg/min) concomitant use but may occur later than that. If serotonin
Continuation of mm is mﬂ, rapid discontinuation of remifentanil
post-operative | Mot ] 0-1 be con
analgesia, prior | recommended Dependency
to extubation As with mher oploids, Tr'e:'rtemanll asin ALnREkM“N ag:ia'g‘l
dependency. is an increased risl jon
Induction pertod of amassthests . n paenswiha persona or famiy isry ofsstnce
After administration of a medicine to achieve loss abuse or mental health disorders.
of consciousness, ALTIREM IV should be administered at an

initial infusion rate of 1 pg/kg/min. The use of bolus infusions
of ALTIREM IV during induction in cardiac surgical patients is
not recommended. Endotracheal intubation should not occur
until at least 5 minutes after the start of the infusion.

Maintenance period of anaesthesia
After endotracheal intubation the infusion rate of ALTIREM IV
should be titrated according to patient need. Supplememl

g:nenu, such as those with poor ventricular function, :houd

administered a maximum bolus dose of 0,5 pg/kg. These
dosing recommendations also apply during hypothermic
cardiopulmonary bypass (see section 5.2 - Cardiac
anaesthesia).

Concomitant medication

At the doses recommended above, ALTIREM IV significantly
reduces the amount of hypnotic medicine requlred to
maintain anaesthesia. Therefore, isofiurane, halothane

and sevoflurane should be administered as recommended
above to avoid excessive depth of anaesthesia. No data are
available for dosage recommendations for simultaneous use
of other hypnotics with ALTIREM IV.

Continuation of fo
post-operative analgesia prior

[tis recommended that the infusion of ALTIREM IV should be

maintained at the final intra-operative rate during transfer

of patients to the post-operative care area. Upon arrival into

this area, the infusion should be maintained initially at a rate

gg mymnﬁlawlnunulmpamlmaﬂywbemnedm
vel .

for
Prior to discontinuation of ALTIREM IV, patients must be
alternative analgesic and sedaﬂve medicine ata suffh:lent
time in advance. 'I'hemou:un Uouo( medicine(s)
be appropriate for the of post-of care. It
Is recommencded that ALTIREM IV infusion is discontinued
by reducing the infusion rate in three to four steps of
50 % at 10 minute intervals. During weaning from the
ventilator, the ALTIREM IV infusion should not be increased,
and only down titration should occur, supplemented as
required with alternative anaigesics. It is recommended
that haemodynamic changes such as hypertension and
tachycardia should be treated with alternative medicines,
as appropriate.

Paediatric patients
There are insufficient data to make a dosage
recommendation for use during cardiac surgery.

USE IN INTENSIVE CARE

ALTIREM NV can be used for the provision of analgesia for up to

72 hours and as an aid to short-term sedation in mechanically

ventitated intensive care patients.

Itm:mr?merdod ma(ts ALHREM)N(!):]I:SII&M at ;n(;mudm )
1 ug/kg/min - 0,15 pg/kg/min (9 po/kg/).

The Infusion mm% In Increments of

0,025 pg/kg/min (1,5 pg/kg/h) to achieve the desired level of

analg period of at least 5 minutes should be allowed

between . The level of analgesia should be

carefully monitored, reqularly reassessed and the ALTIREM V

Illusim rate adhmed accordingly. If an infusion rate of

mn(12uM|:rsamdammedesimdmd
Is not it is recommended that dosing

wlth an appropriate sedative medicine is initiated (see

below). The dose of sedative medicine should be titrated to

obtain the desired level of sedation.

]Furlhsr mumg the Amnlﬂal\; nfusnn)rm lrll)e —

mremen's Wm in (1,5 po/kg/h) may

additional anaigesia is required

Table 3 summarises the m'ﬁng infusion rates and typical

. uaf° for pmvuslun of analgesia and sedation in

indivi

Table 3: Dosing guidelines for use of ALTIREM IV within
the intensive care setting

Continuous infusion in

Starting rate Range

0.1(6)-0.15(9) | 0,006 (0.36) - 0,74 (44.4)
Bolus doses of ALTIREM IV are not recommended in the
intensive care seti %l
The use of ALTIREM IV will reduce the dosage requirements of
any concomitant sedative medicine by approximately 50 %.
Typical starting doses for sedative medicine, if required are
gwven in Table 4 below.

Tﬁhkw:rln.:udm
Sedative medicine Bolus Infusion
(mg/kg) (mg/kg/h)
Propofol Upto 0.5 0.5
Midazolam Upt0 0,03 003
To allow separate titration of the medicines,
mseﬂaﬂveh;b";nedlclnesshouldnmbe Iministered as an
imixture.

Additional analgesia for ventilated patients undergoing

stimulating

An increase in the existing ALTIREM IV infusion rate may be

required to wde a;iglﬁolt:‘l amlq:/:n'c covnzltur ventilated

patients u omg imulating and/or painful procedures
ieal suctioning, wound dressi

such as endotrach ressing and
physiotherapy. It is recommended that an ALTIREM IV infusion
rate of at least 0,1 yg/kg/min (6 Ma/n) should be maintained
for at least 5 minutes prior to the stlmuanng
procedure, Further dose adjustmems m be made eve

2 - 5 minutes in increments of 25 % - 50 % Inanddpaﬂonof
or in response to, additional requirement for

infusion rate of 0,25 pg/kg/min (15 uulwn) m rnum

075 Wnin (45 pg/kg/h), has been administered for
provision of additional anaesthesia during stimulating
procedures.

mmommmmnhmm

Dusmunw?nwmmmmmmm N, no

residual opim adivlty will be pment within 5 - 10 minutes
jon regardless of the duration of infusion.

Pnor dsemﬁmﬁunoumﬂ‘c’m IV, patients must be

given altemative analgesic and sedative medicines at

a sufficient time in advance, to allow the therapeutic

effects of these medicines to become established. It is

therefore recommended that the choice of maiuno(s) the

dose and the time of administration, are planned prior to

discontinuation of ALTIREM IV.

Guidelines for extubation and discontinuation of

In order to ensure a smooth from an ALTIREM N-based
regimen, it is recommended that the infusion rate of ALTIREM IV
IshhtodlnmoesmMWmm(sW)wapmdw
to 1 hour prior to extubation. Foll extubation, the infusion
mmmmmwzsxmmatwwmm
intervals untl the infusion is discontinued. During weaning from
the ventilator, the ALTIREM IV infusion should not be increased, and
mm’ 30n should occur, supplemented as required with

analgesics.
Upon discontinuation of ALTIREM IV, the IV cannula should
be cleared or removed fo prevent subsequent i

Paediatric population
There is limited data available on use in neonates/infants
under 1 year of age.

4.5 Interaction with other medicines and other forms
of interaction

CNS depressant medicine

Remifentanil as in ALTIREM IV is not metabolised by plasma
cholinesterase and therefore interactions with medicines
metabolised by the enzyme are not anticipated. Remifentanil
decreases the doses of inhaled and IV anaesthetics and
benzodiazepines required for anaesthesia.

If doses of concomitantly administered central nervous
system (CNS) depressant medicines such as alcohol,

anaesthetics, ics, hypnotics, or antipsychotics are not
reduced, paﬂenu may experience an increased incidence of
adverse effects associated with these medicines,

Other opioids
The concomitant use of with sedative medicines such
as benzodiazepines or related mwlclnu increases the risk

of sedation, respiratory depression, coma and death
of additive cusdqumeﬂmnemwuumuma
concomitant use should be limited (see section 4.4).

Cardiac depressant medicine, (e.g. beta-blockers and
calcium

channel blocking agents)
The cardiovascular effect of remifentanil as in ALTIREM IV
(hypotension and bradycardia) may be exacerbated

in patients receiving concomitant cardiac depressant
medicines, such as beta blockers and calcium channel
blocking medicines.

Serotonergic medicine
Co-administration of remifentanil such as ALTIREM IV with
medicine that affect the serotonergic neurotransmitter
mstamhsrealtad in serotonin syndrome, a potentially
threatening condition. Serotonergic medicines include
selective serotonin reuptake inhibitors (SSRis), serotonin
and noradrenaline muptm mhlbnnn NRIs), mcil:
amidepfman (TCAs), tri onlm
medicine that effect the n moltmmtar
(e.0. mirtazapine, trazodone, tramadol) and momanine
oxidase (MAO) inhibitors.

Caution should be exerclwd with concomitant use of MAOIs.
Ireversible MAOIs should be discontinued at least 2 weeks
prior to rammnuni use.

Alcohol
After receiving ALTIREM IV, it is advisable that alcoholic drink
is avoided.

46 Fwﬁliy, pregnancy and lactation

m{ 01 remifentanil s in ALTIREM IV in pregnancy and
n has not been established and is therefore not
recommended (see section 4.3).

Labour and delivery

The safety profile of remifentanil as in ALTIREM IV during
labour or delivery has not been demonstrated. There are
insufficient data to recommend remifentanil as in ALTIREM IV

r use

during labour and caesarean section. Remifentanil, as in
ALTIREM IV, uwusthe plaoemal barrier and fel
analogues can cause respiratory depression in the child.

Breastfeeding

Itis not known whether remifentanil, as in ALTIREM IV,
is excreted in human milk. However, because

analogues are excreted in human milk and remifentanil-
related material was found in rat milk after dosing

wiith remifentanil, nursing mothers should be advised

1o discontinue bmmae&\g for 24 hours following
administration of ALTIREM IV.

Fertility
There is no data on fertility with ALTIREM IV.

4.7 Effects on ability to drive and use machines
Remifentanil such as ALTIREM IV has major influence on
the ability to drive and use machines. The physician has to
decide when these activities may be resumed.

If an early discharge is envisaged following treatment with
remifentanil as in 'I'IRBAIVpaheanouldbudvsed
not RH:‘w'evorumrmemachlnen/asmﬂlfemamlasln

can impair cognitive function. It is advisable that the patient
is when returning home and that aicoholic
drink is avoided.

4.8 Undesirable effects
a, Summary of the profile
The most common rable effects associated with

remifentanil, as contained in ALTIREM IV, are direct

extensions of y-opioid agonist acology. These adverse
events rmln“wl&ln minutes Wmm or decreasing
the rate of ALTIREM IV administration.
b. Tabulated list of adverse reactions
g:nl)mn [Frequency [Side effects
Immune system |Less Allergic reactions Including
disorders frequent  |anaphylaxis have been
reported In patients
recelving ALTREM IV In
conjunction with one o
more anaesthetic agents
Frequency | Anaphylactic shock
|unknown
Psychiatric Frequency |Medicine dependence
disorders NI
[Nervous system |Frequent | Skeletal muscle rigidity
disorders Less Sedation (during recovery
frequent frunoenuﬁanmmwa)

administration. When other opioid medicines are administered
M!nnoﬂhv regimen for transition to alternative analgesia, the
carefully monitored. The benefit of providing
adequate mlgwa must always be balanced against the
pmuml risk of respiratory depression with these medicines.

Paediatric intensive care patients
There are no data available on use in paediatric patients.
Rmalylnpahﬂhm patients

No adjustments {0 the doses recommended above are
necessary in renally impaired patients, including those
undergomgranurepuce therapy.

The initial starting dose of ALTIREM IV should be half

the recommended adult dose and then titrated to

individual patient need, as an increased sensitivity to the

pharmacological effects of remifentanil has been seen in this

patient population. This dose adjustment applies to use in all
ases of anaesthesia including induction, maintenance and

mmediate post-operative analgesia.

Cardiac anaesthesia
No initial dose reduction is required (see above Cardiac
Anaesthesia: Dosing guidelines).

Intensive care
No ir;iﬁal dose reduction is required (see Use in intensive
care).

For obese patients (greater than 30 % over their ideal body
weight) the dosage of ALTIREM IV should be reduced and
based upon ideal body weight, as the clearance and volume
of distribution of remifentanil are better correlated with ideal
body weight than actual body weight in this population.

Renal impairment
Nndmgeadlumemhmrylnmﬂemmlmmm
renal function, including intensive care patienis.

Ilmﬂc impairment

adjustment is necessary. However, panunu with
severe hepatic impairment may be more sensitive to the
respiratory depressant effects of remifentanil. These m)mm
should be monitored and the dose of ALTI
titrated to individual patient need.

|Post-operative shivering
Post-operative aches

Medicine tolerance

Vieight gain, elevations in
serum transaminases (ALT

sferase (GGT)
levels, elevations in non-
fasting serum trigiyceride
levels, elevations in total
cholesterol

*Post-marketing experience.

¢. Description of selected adverse reactions
Symptoms following withdrawral of remifentanil including
ardia, hyperiension and agitation hm been npomu
infrequ: wnn abrupt cessation, after prolonged
acdmini of more than 3 days (see ncﬁon“)
Reporting of adverse reactions
Reporting suspected adverse reactions after authorisation
of the medicine is imy It allows continued monitoring
of the by etlitlnak lance of t:he m;dlclna. Healﬂmraem
professionals are w rse
drug reactions to viameMedSaletyAPP(Medsafety
QSAS% and eﬁmtng platform (who-ume.org) found on
e
An email can bemu[mcﬂymunwmmny
pharmacovigilance@pharmadynamics.co.za, to ensure safety
of the product.

remifentand, as in ALTIREM IV, would be
ifested by an extension of the pha:mcologlw actions
of remifentanil i.e. respiratory depressi ia,
hypotension and skeletal muscle riuldny Due to the very
short duration of action of remifentanil, as in ALTIREM IV, the
potential for deleterious effects due to ovemme are limited
10 the immediate time period following administration.
Response to discontinuation s rapid with return to baseline
within ten minutes.

Management of overdose

In the event of suspected overdosage, the following actions
are to be taken:

. dlsgonﬁnz; a:an‘\]lnxaﬁon of ALTIREM IV

* maintain jents’ airvay

* initiate assisted or eomole! ventitation wlm oxygen

* maintain adequate cardiovascular function.

If depressed respiration is associated with musde idity,

a neurumuscular blocking medicine may be required to
facilitate assisted or controlled ruplmion Intravenous fluids
and vasopressor medicines for the treatment of jon
and other supportive measures may be empl

Intravenous administration of an opioid amzonmu such

as naloxone may be given to manage severe respiratory

depression and muscle rigidity. The duration of respiratory
following overdose with remifentanil as in

ALTIREM thllkelytoexmdmedumunndmimdm

opioid antagonist.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Opioid anaesthetics
ATC code: NOTAH06

Pharmacological classification: A 2.9 Other analgesics

Mechanism of action

Remifentanil is a selective p-opioid agonist with a rapid onset
and very short duration of action. The - oplondacltvnyof
remifentanil is partially antagonised by narcotic antagonists
such as naloxone.

Other pharmacological effects

Assays of histamine in patients and healthy volunteers have
shown no elevation in histamine levels after administration of
remifentanil in bolus doses up to 30 pg/kg.

Paediatric

(aged less than 1 year)

In a randomised (ratio of 2.1, remuf!nml halothane), open
label, perallel group, multicentre study 60 young infants and
neonates < w&'ﬁlw (mean 5,5 weeks) with an ASA
the efficacy and slfstyomnﬂumnll(u“nua
04 'min initial continuous infusion plus supplemental
doses or infusion rates changes as needed) was compared
with halothane (given at 0.4 % with suppl
as needed). Maintenance of anaesthesia was achieved by
trnadditmnal mnmuonueo%nmmmmzo)

plus 40 % times were superior in the
remifentanil relative to the halothane groups (not significant).
Use for total mmamus anaesthesia (TIVA) - children aged
6 months to 16 years TIVA with remifentand in paediatric
surgery was compared fo inhalation anaesthes:a in three
Imm ';hsled en-label studies. The results are summarised
in the table 3

Surgical
intervention

Lower

Age | Study condition
(), () | (maintenance)

0,5-16 |TIVA: propofol
abdominal/  [(120) |5 - 10 my/kg/h) +
rological

u remifentanil
surgery 0,125 pka/min) |
15,0 (5,6)

o < 0,0)

Extubation
(min) (mean
118(42)

[ENT-surgery 11(3,7)

94(29)
[not significant

General or ENT [Comparable
surgery |extubation
times (based
lon limited

|data)

In the study in lower abdominal/urological s:wz
comparing remifentanil/propofol with remifentan
sevofiurane, hypotension occurred signi more often
under remifentanil/sevofiurane, and bradycardia occurred
more often under mmmtaanpropofol In the

study in ENT surgery oomwn remifentanil/propfol with

urane/nitrous oxide, a higher heart rate was
seen in subjects raeuvmq duﬂurane/nitmus oxide compared
with remifentani and with basefine values.

5.2 Pharmacokinetic properties

Since remifentanil is administered intravenously, its
hioavallahlllfy i 100 %.

Following administration of the recommended doses of
remifentanil, the effective biological half-life is 3 - 10
minutes. The average clearance of remifentanil in young
healthy adults is 40 mL/min‘kg. Blood concentrations of
remifentanil are proportional to the dose administered
throughout the recommended dose range. For every
0,1 pg/kg/min increase infusion rate, the blood concentration
of remifentanil will rise 2,5 ng/mL.

Distributi
Ramﬂemznll Is approximately 70 % bound to plasma

na human clinical trial, the average matemal remifentanil
concentrations were approximately twice those seen in the
foetus. In some cases, however, foetal concentrations were
simitar to those in the mother. The umbilical arteriovenous
ratio of remifentanil concentrations was ag)mxlmmly 30%
suggesting metabolism of remifentanil in

Remifentanil related material is transferred to the milk of
lactating rats.

Bi formati
Remifentanil is an esterase metabokised opioid that is

susceptible to metabolism by non-s| blood and tissue
esterases. Studies in man indicate that all pharmacological
activity is associated with the ind. The

activiy of this metabolits is therefore not of any clnical

consequence. _
The metabolism of remifentanil resuits in the formation of an
essentially inactive carboxylic acid metabolite (1/4600 th as

nt as remifentanil).

e half-life of the metabolite in healthy adults is 2 hours.
Approximately 95 % of remifentanil is recovered in the urine
as the carboxylic acid metabol
Remifentanil is not a substrate for plasma cholinesterase.
Elimination
Approximately 95 % of remifentanil in the form of the
carboxylic acid metabolite is recovered in the urine in
patients with normal renal function. The central volume of
distribution is 100 mL/kg, and the steady-state volume of
distribution is 350 mL/kg. In children 1 - 12 years,
remifentanil clearance and volume of distribution deam
with increasing age; the values of these parameters in
mu are approximately twice those of healthy young

Placental and milk transfer

Remifentanil crosses the placenta and appears in breast milk.
In studies, the mean ratio of matemal arterial to umbilical
venous concentration indicated that the neonate was

a‘gommm% % concentration of remifentanil

10 that in the mother. mm umbilical arteriovenous ratio

of remifentanil concentrations was approximately 30 %

suggesting metabolism of rnmifarnanll in the neonate.

Cardiac anaesthesia

The clearance of remifentanil is reduced by up to 20 %
hypothermic (28 °C) card:

during iopulmonary A
decrease in body tam lowers elimination clearance
by 3 % per degree

Pharmacokinetics in spodal patient gro
Renal impairment -

R it e
in the intensive care are n
patients with varying degrees of renal impairment even after
administration for up to 3 days.
The clearance of the carboxylic acid metabolite is reduced
in patients with renal impairment, the concentration of the
ic acid metabolite is expected to reach appraximately
100-fold the level of remifentanil at steady state. Clinical
data demonstrates that accumulation of the metabolite does
not result in clinically relevant p-opioid receptor effects even
after administration of remifentanil infusions for up to 3 days
in these patients.
There is no evidence that remifentanil is extracted during
renal replacement therapy. The carboxylic acid mmma s
during haemodialysis by at least 30 %.
In patients with anuria the half-life of the carboxylic acid
metabolite is increased to 30 hours.

Hepatic impairment

The pharmacokinetics of remifentanil are not changed in

patients with severe hepatic impairment awaiting liver

transplant, or during the anhepatic phase of liver transplant

surgery.

Patients with severe hepatic impairment

sensitive to the depressant e ﬂe:(s of mmllemanll
ients should be closely monitored, and the dose of

These
remifentanil should be titrated to the individual patient need.

state volume of distribution
remlfemaml are increased in younger children and decline
10 young healthy adult values by lgeﬂ The haif-ife
of r:;;\smglﬂmtznmial s mmumymwﬁfum in mum
r chan,
In%ﬂmmhnnmdmnif«nnllmwldbenpdmds.;fm?lar
10 that seen in you acokineti
carboxylic acid rne&gboi hpaerlair.ri‘c“mﬂenm-ﬂyem
ofagomﬂmlmhmonmnadummrmwﬁanor
differences in body weight.

Paediatric population
In pudllm: patients 5 days to 17 years of age, the average
ice and steady of

Elderly

The clearance of remifentanil is slightly reduced
{approximately 25 %) in eiderly patients (> 65 years)
compared to zoung patients. pharmawdynamm activity
of remifentanil increases with i ch’\y

Elderly patients have a remifentanil EC* for the formation of
delta waves on the electroencephalogram (EEG) that is 50 %
lower than for young patients; therefore, the initial dose of
remifentanil should be reduced by 50 % in elderly patients
and then carefully titrated to rneet the individual patient need.

5.3 Preclinical safety data
Intrathecal administration of the glycine formulation without
remifentanil to dogs caused agitation, pain and hind limb
wwnglr;n tg {?n lycine ient. Gmm Mm
g excipi is a com
med excipient in intravenous products and this finding has
no relevance for intravenous administration of remifentanil.

Remifentanil, Ika other opioid agonists, produced
increases in action potential duration in dog isolated
Purkinje fibres. For remifentanil, the were seen at
concentrations of 1 yM or higher (which are higher than
plasma concentrations seen in clinical practice). There were
no effects at a concentration of 0,1 uM.

The major metabolite remifentanil acid had no effect on APD
up to the maximum tested concentration of 10 uM.

Reproductive toxicity studies

Remifentanil has been shown to reduce fertiity in male rats
when administered daily by intravenous injection for at least
TOdaysmdaeoiOSqu erappmlmalclyzsﬂllma
the maximum recommended hu

Theuwilyoﬂemde was not affected at doses up to
mmwmmmmmmwummb
effects have been observed with
mmmnnammmmsmmlnmmoam
in rabbits, Administration of remifentand to rats thi
late gestation and tactation at doses up to 5 mg/kg
dgniﬁwﬁaﬂoclmﬂuwwﬁdwdonmufhumpmwﬁvo
performance of the F1 (first filial) generation.

Gum)dd?

Remifentanil was devoid of genotoxic activity in bacteria and

in rat liver or mouse bone marrow cells in vivo. However, a
positive response was seen in vitro in different mammalian

cell systems in the presence of a metabolic activation

system. This activity was seen only at concentrations more

m ﬂllree'ordemo( magnitude higher than therapeutic

levels.

6. PHARMACEUTICAL

6.1 List of excipients

Giycine X

Hydrochloric acid (for pH adjustment)

6.2 Incompatibilities

ALTIREM IV should only be reconstituted and diluted with
those infusion solutions recommended (see section 6.6).
ALTIREM IV shouid not be reconstituted, diluted or mixed
with lactated Ringer's injection or lactated Ringer’s and 5 %

dextrose injection, although it has shown to be compatible
m :‘;u IV fluids when administered into a running IV

ALTIRBi IV should not be mixed with propofol in the same
infusion bag prior to administration.

Administration of ALTIREM IV into the same intravenous line
with blood/serum/plasma is not recommended. Non-specific
esterases in blood products may lead to the hydrolysis of
remifentanil to its inactive metabolite.

ALTIREM IV should not be mixed with other therapeutic
medicine prior to administration.

ALTIRENIVng 24 months
ALTIREM IV 5 mg: 36 months

After reconstitution:

Chemical and physical in-use stability has been
demonstrated for 24 hours at 25 °C. From a microbiological
point of view, the product should be used immediately. If not
used immediately, in-use storage times and conditions prior
fo use are the responsibility of the user and would normally
not be longer than 24 hours at 2 - 8 °C, unless

dllugoi%'t:s taken place in controlled and validated aseptic
con .

6.4 Special precautions for storage

Store at or below 25 °C.

mnotfrme.mpﬂwvidhmaummﬁlmquimd
use.

For storage conditions of the reconstituted/diluted medicinal

product, see section 6.3.

ALTIREM IV does not contain an antimicrobial preservative
and thus care must be taken to assure the sterility of
eparedsoluhws.rewmmedpmductmﬂ used
promptly, and any unused material discarded.

6.5 Nature and contents of container
ALTREMNImqsavawamadearwmunaaglm
(Type 1), 3 mL vial, closed with a grey bromobutyl stopper
sealed with an aluminiu mcwhamallqhtwepladicflp-
off cover. Pack size of 5 and 10 vials, packed in carton boxes.

ALTIREM IV 2 mg havallablslnadw uolomea glass
frypel] 5 ml. vial, closed with a grey stopper
wnh an aluminium cap mvlnq 2 blue plasg

p-off
Packslzeo(Sand 10 vials, packed in carton boxes.

ALTIREM V5 navallablenadearmglm
(Typer)10mL , closed with a grey bromobutyl stopper
o and sealed with an aluminium cap having a dark blue plastic
[

ip-off cover.
Pack size of 5 and 10 vials, packed in carton boxes.
Not all pack sizes may be marketed.

6.6 Special for disposal and other handling

Mnnmwmmwmmrammmm

adding, as appropriate 1,2, or 5 mL of diluent (refer below
mMeIlstoiNﬂulds)mglvearewnﬂnMd ution with
a concentration of 1 mg/mL remifentanil, The reconstituted

parﬁcdate
material, discolouration or damage of container. Discard any
solution where such defects are observed. Reconstituted
mﬂ is g single use only. Any unused material should

The reconstituted solution is stable for 24 hours at room
m(25‘C)andfumnrdiuhonb20 250 pg/mL

250 the recommended dilution for adults and
qumL for paediatric patients auod year and over)
the following IV fluids below:
. slerllhed mm?ecﬂom
* 5% dextrose

.
. 0 45 % sodsum chiloride i n.
After dilution, visually the product to ensure it is clear,
colourless, practically free from particulate matter and the
container is undam: Ma‘?ed Discard any solution where such
defects are obse

7. HOLDER OF eamncm OF REGISTRATION
Pharma Dynamics (:ty
1# Hoor Gmgevme louse, Steenberg Office Park

trose injection
. 5 % dextrose and 0,9 % sodium chloride injection
% sodium chioride injection

Cape Town, South
Tel: +27 21 707 7000
or 0860-PHARMA (742

8. REGISTRATION NUMBERS

ALTIREM IV 1 mg: A52/2.9/0454
ALTIREM IV 2 mg: A52/2.9/0455
ALTIREM IV 5 mg: A52/2.9/0456

9. DATE OF FIRST AUTHORISATION
22 February 2022

10. DATE OF REVISION OF THE TEXT
12 May 2025
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PATIENT INFORMATION LEAFLET
SCHEDULING STATUS [S6]

ALTIREM IV 1 mg powder for solution for infusion/injection
ALTIREM IV 2 mg powder for solution for infusion/injection
ALTIREM IV 5 mg powder for solution for infusion/injection
Remifentanil
Sugar free. Preservative free.

Read all of this leaflet carefully before you are given ALTIREM IV

* Keep this leafiet. You may need to read it again.

« |f you have further questions, please ask your doctor, pharmacist, nurse or other
healthcare provider.

What is in this leaflet

1. What ALTIREM IV is and what it is used for

2. What you need to know before you are administered ALTIREM IV
3. How ALTIREM IV is administered

4. Possible side effects

5. How to store ALTIREM IV

6. Contents of the pack and other information

1. What ALTIREM IV is and what it is used for

ALTIREM IV contains the active substance remifentanil which belongs to a group of
medicines called opioids. Remifentanil starts to work quickly, and its effect lasts for
a very short time.

Remifentanil is a strong paln relieving medicine used together with numbing

medicines (anaesthetics)

* to help putyoumsleep before an operation

* to keep you asleep and stop you feeling pain during an operation

* to make you feel sleepy and stop you feeling pain while you receive freatment in an
intensive care unit (ICU)

2. What you need to know before you are administered ALTIREM IV

ALTIREM IV should not be administered to you:

« if you are hypersensitive (allergic) to remifentanil or any of the other ingredients of
this medicine (listed in section 6) or medicines in the same class (opioids)

« if you are hypersensitive (allergic) to any other pain-relieving medicines which
are similar to fentanyl and which are related to the class of medicines known as
opioids, or to any of the ingredients of ALTIREM IV (see section 6). Opioids are used
to treat acute pain. Symptoms of an allergic reaction may be mild or severe. They
usually include some or all of the following: wheezing, swelling of the lips/mouth,
difficulty in breathing, hay fever, lump rash (“hives”) or fainting

* as injection into the spinal canal

* together with nitrous oxide and oxygen alone at altitudes above sea level

 without artificial ventilation

« if you are pregnant or breastfeeding your baby.

Warnings and precautions

Tell your doctor or heaithcare provider before you are given ALTIREM IV if:

. zg:e are allergic (hypersensitive) to any other opioid medicines, such as morphine or
ine

* you are taking sedative medicines such as benzodiazepines, commonly used to
treat anxiety, panic disorders, insomnia, epilepsy and alcohol dependence (see
Other medicines and ALTIREM IV)

* you suffer from serotonin syndrome. if your doctor recognizes that you may
develop serotonin syndrome (a potentially life threatening syndrome), the doctor
will decide if the administration of ALTIREM IV has to be stopped. Signs of serotonin
syndrome include high body temperature, high blood pressure, fast hearibeat,
excess sweating, shivering, widening of your pupils, increased refiexes, muscle
twitching, tremor, muscle rigidity, lack of coordination, gut-related cramps, feeling
sick or coma

* you are undergoing surgery, your doctor will administer an alternative pain or
sleeping medicine to manage any pain.

Take special care with ALTIREM IV and tell your doctor if:

* you have a personal or family history of substance abuse or mental health
disorders (there is an increased risk of addiction)

* you are over 65 years of age, as you may experience the effects of ALTIREM IV for a
longer time period

* you are dehydrated, have lost a lot of blood or have been feeling weak or unwell
as you are more likely to experience effects on your heart (low blood pressure or a
slower than normal heart rate)

* you have liver problems as ALTIREM IV may affect your ability to breathe

* you are overweight as your doctor might reduce the dosage of ALTIREM IV

* you have a neuromuscular disorder that causes weakness in the muscles your
body uses for movement as you may experience more pronounced muscle tension,
or stiffness that may affect your breathing

* you have a severe condition that affects parts of your body or even your whole
body such as poorly controlled diabetes, poorly controlled high blood pressure, lung
disorders, heart problems

* you have a severe condition that is life-threatening such as poorly controlled
disorders or at end stage, heart conditions or kidney failure.

You should not make any legal decisions or sign any contracts for 24 hours after
receiving ALTIREM [V, as this medicine may interfere with your daily activities.

If you areunsureIlanyofmeaboveapplytoyou,talktoywrdoctor pharmacist or
nurse before you are given ALTIREM V.

Children
ALTIREM IV should not be given to infants under 1 year of age as it is unlikely to be
safe and there is limited information on the use of ALTIREM IV in this age group.

Other medicines and ALTIREM IV
Always tell your healthcare provider if you are taking any other medicine.
(This includes complementary or traditional medicines.)

Tell your doctor if you are taking any of the following medicines:

 sedatives or medicines called benzodiazepines (used to treat anxiety, panic attacks,
insomnia, seizures and alcohol dependence) as these medicines increase the risk
of drowsiness, difficulties in breathing (respiratory depression), coma and may be
life-threatening. Because of this, concomitant use should only be considered when
other treatment options are not possible. , if your doctor does prescribe
ALTIREM IV together with sedative medicines the dose and duration of concomitant
treatment should be limited by your doctor

medicines for your heart or blood pressure, such as beta blockers (these include
atenolol, metoprolol, carvedilol, propranolol and bisoprolol) or calcium channel
blockers (these include amlodipine, diltiazem and nifedipine) as you may
E:t;;enenoe effects on your heart (low blood pressure or 2 slower than normal heart

)
medicines for the treatment of depression such as selective serotonin reuptake
inhibitors (SSRls), serotonin noradrenaline reuptake inhibitors (SNRIs) and
monoamine oxidase inhibitors (MAOIs). It is not recommended to use these
medicines at the same time as this medicine as they may increase the risk of
serotonin syndrome, a potentially life-threatening condition.

ALTIREM IV with alcohol

You should avoid alcohol for up to 24 hours after being given ALTIREM IV as you may

gxpleﬂf?éeﬁénc)rmed side effects (sleepiness, difficulty breathing, coma and slow
rain n).

Pregnancy, breastfeeding and fertility

If you are pregnant or breastteedhg. think you may be pregnant or are planning to
have a baby, please consult your doctor, pharmacist o other healthcare provider for
advice before being given ALTIREM IV.

You should not be administered ALTIREM IV if you are pregnant or breastfeeding (see
What you need to know before you are given ALTIREM IV).

Driving and using machines
ALTIREM IV has major influence on the ability to drive and use machines.
If you are only staying in hospital for the day, your doctor will tell you how long to wait
before leaving the hospital or driving a car. It can be dangerous to drive too soon after
having an operation. ALTIREM IV can affect your ability to drive as it may make you
sleepy or dizzy. Do not drive after taking ALTIREM IV until you know how it affects you.
It is not always possible fo predict to what extent ALTIREM IV may interfere with the
daily activities of a patient. Patients should ensure that they do not engage in the
:hbovo activities until they are aware of the measure to which ALTIREM IV affects

em.

3. How ALTIREM IV is administered

You will not be expected to administer ALTIREM IV to yourself. It will be administered

}oyou by a person who is qualified to do so. Your doctor will decide the correct dose
for you.

ALTIREM IV can be given:

* as a single injection into your vein
* as a continuous infusion into your vein. This is where ALTIREM IV is slowly given to
you over a longer period of time.

The way you are given ALTIREM IV and the dose you receive will depend on:
* your weight

« the operation you have

* how much pain you will be in

* how sleepy the medical staff want you to be in the intensive care unit.
The dose varies from one patient to another.

If you are administered more ALTIREM IV than you should
Since a heaithcare professional will administer ALTIREM IV, he/she will control the
dosage. However, in the event of overdosage your doctor will manage the overdosage.

The effects of ALTIREM IV are carefully monitored throughout your operation and in
intensive care, and appropriate action will be taken promptly if you receive too much.

After your operation
Tell your doctor or nurse if you are in pain. If you are in pain after your procedure, they
will be able to give you other painkillers.

PASIENTINLIGTINGSBLAD
SKEDULERINGSTATUSS6]

ALTIREM IV 1 mg poeier vir oplossing vir infusie/inspuiting
ALTIREM IV 2 mg poeier vir oplossing vir infusie/inspuiting
ALTIREM IV 5 mg poeier vir oploﬂl:‘g vir infusie/inspuiting

n
Suikervry. Vry van preserveermiddels.
Lees hmm- inligtingsblad deeglik deur, voordat ALTIREM IV aan u

toegedien

* Hou hierdie inligtingsblad. Dit mag nodig wees vir u om dit weer te lees.

* Indien u verdere vrae het, vra asseblief u dokter, apteker, verpleegkundige, of ander
gesondheidsorgverskaffer.

Inhoud van hierdie inligtingsblad

1. Wat ALTIREM IV is en waarvoor dit gebruik word

2. Wat u nodig het om te weet, voordat ALTIREM IV aan u toegedien word
3. Hoe ALTIREM IV toegedien word

6. Verpakkingsinhoud en ander inligting

1. Wat ALTIREM IV is en waarvoor dit gebruik word

ALTIREM IV bevat die aktiewe bestanddeel remifentaniel, wat aan 'n groep medisyne
wat opioiede genoem word, behoort. Remifentaniel se uitwerking is vinnig en die
effek het 'n baie kort tydsduur.

Remifentaniel is 'n sterk pynverligtende medlsyns wat saam met

verdowingsmedisyne (anestetika), gebruik word:

* om u te help slaap voor 'n operasie

* om u aan die staap te hou en te verhoed dat u pyn tydens die operasie, ervaar

* om u slaperig te maak en te verhoed dat u pyn ervaar, terwyl u behandeling in 'n
intensiewe sorgeenheid, ontvang.

2. Wat u nodig het om te weet, voordat ALTIREM IV aan u toegedien word

ALTIREM IV moet nie aan u toegedien word:

* indien u hipersensitief (allergies) is vir remifentaniel of vir enige van die ander
:)estanddele van ALTIREM IV nie (sien afdeling 6), of vir medisyne van dieselfde klas
0

pioiede) nie

« indien u hipersensitief (allergies) is vir enige ander pynverligtende medisyne
soortgelyk aan fentaniel en verwant aan die klas medisyne wat opioiede genoem
word, of vir enige van die bestanddele van ALTIREM IV nie (sien afdeling 6).
Opioiede word gebruik om akute pyn te behandel. Simptome van ’n allergiese
reaksie kan lig of emstig wees. Dit sluit gewoonlik sommige of almal van die
volgende in: hyging, swelling van die lippe/mond, moeilike asemhaling, hooikoors,
knoppies vitslag (“knoppe™) of floute

* as inspuiting in die spinale kanaal nie

* saam met stikstofoksied en suurstof alleen op hoogtes bo seeviak nie

« sonder kunsmatige asemhaling nie

* indien u swanger is, of u baba borsvoed nie.

Waarskuwings en voorsorgmaatreéls

muud?okm of gesondheidsorgverskaffer, voordat ALTIREM IV aan u toegedien
ndien:

. :oddlgrues (hipersensitief) is vir enige ander opioied medisyne, soos morfien of
eien

* u enige kalmeermiddels soos bensodiasepiene (oor die algemeen gebruik om
angstigheid, paniekversteurings, slaaploosheid, epilepsie en alkoholathanklikheid te
behande), gebruik (sien Ander medisyne en ALTIREM IV)

* u aan serotonien-sindroom ly. Indien u dokter kennis neem dat u serotonien-
sindroom mag ontwikkel (‘n potensieel lewensgevaariike sindroom, sal die
dokter besluit of die die toediening van ALTIREM IV gestaak moet word. Tekens
van serotonien-sindroom sluit hoe liggaamstemperatuur, hoé bloeddruk, vinnige
hartklop, uitermatige gesweet, bewing, verwyding van u pupille, toename in
reflekse, spiertrekkings, tremor, spierstyfheid, koordinasieveriies, derm-verwante
krampe, gevoel van ongesteldheid, of koma, in

* u‘n operasie ondergaan, sal u dokter ‘n altematiewe pyn- of slaapmedikasie
toedien, om enige pyn te beheer.

Neem spesiale sorg met ALTIREM IV en vertel u dokier indien:

* u’n persoonlike-, of familiegeskiedenis van dwelmmisbruik, of geestesversteurings
het (daar is 'n toenemende risiko vir verslawing)

* uouer as 65 jaar is, aangesien u die effek van ALTIREM IV oor 'n langer tydsd:

4. Possible side effects

ALTIREM IV can have side effects.

Not all side effects reported for ALTIREM IV are included in this leaflet. Should your
general health worsen, or if you experience any untoward effects while you are given
ALTIREM [V, please consult your healthcare provider for advice.

if any of the following happens, ALTIREM IV will be stopped immediately:

* swelling of the hands, feet, ankles, face, lips, mouth or throat, which may cause
difficulty in swallowing or breathing

 rash or itching

« fainting.

These are all very serious side effects. If you have them, you may have had a serious

allergic reaction to ALTIREM IV. You may need urgent medical attention.

Tell your doctor immediately if you notice any of the following:
* muscle stiffness
* slower than normal heartheat, or other heart problems
* breathing stops (apnoea)
* shallow bmammg, problems breathing (hypoxia)
* physical need for ALTIREM IV (medicine dependency) or the need for increasing
doses over time to get the same effect (medicine tolerance)
* seizures (fits), serotonin syndrome.
These are all serious side effects. You may need urgent medical attention.

Tell your doctor if you notice any of the following:
side effects:

Frequent

* high blood pressure

* low blhood pressure (feeling dizzy or lightheaded)
 co

 nausea, vomiting

* jtching

* vieight gain, abnormal liver test resuits.

Less frequent side effects:

 headache

* constipation

« liver problems, abnormal blood test results including increased cholesterol levels
* upper abdominal pain

* abdominal pain that radiates to your back

« tenderness when touching the abdomen

o fever

* rapid pulse

* nausea and vomiting.

plcr:d side effects that you may experience when you wake up after having ALTIREM IV
include:

Frequent side effects:

o shivering

* increases in blood pressure.

Less frequent side effects:

« feeling very calm or drowsy (sedation)
* continuous or prolonged pain
 restiessness (agitation).

m%owmgsidoamnawmmmmﬂmmcymrm to occur is

not known:

* atype of imegular heartbeat (atrioventricular block)

* medicine dependency (physical need for ALTIREM IV) or medicine folerance (the
need for increasing doses over time to get the same effect)

* convulsions (fits).

if you notice any other side effects not mentioned in this leafiet, please inform your
doctor, nurse, pharmacist or other healthcare provider.

Reporting of side effects

if you get side effects, talk to your doctor, pharmacist or nurse. You can also report
any side effects to SAHPRA via the Med Safety APP (MedsafotyXSAHPRA) and
eReporting platform (who-umc.org) found on the SAHPRA website. By reporting side
effects, you can help provide more information on the safety of ALTIREM IV. You can
also send an email directly to the company, pharmacovigilance@pharmadynamics.
¢0.2a, to ensure safety of the product.

5. How to store ALTIREM IV

Store all medicines out of reach of children.

Store at or below 25 °C.

Do not freeze. Keep the vial in the outer carton until required for use.
mmm solution: Store at 25 °C and use within 24 hours. Discard any unused

When ALTIREM IV is made up it should be used straight away.

Do not use ALTIREM IV unless it is clear, colourless and ptactmlly free from
particulate matter.

Do not use after the expiry date stated on the carton.

Return all unused medicine fo your pharmacist. Do not dispose of unused medicine
in drains or sewerage systems (e.g. toilets). Your doctor or nurse will throw away any
medicine that is no longer required.

6. Contents of the pack md other information

What ALTIREM IV contains:

The active substance is remifentanil.

The reconstituted solutions of ALTIREM IV contain 1 mg per mL of remifentanil as

remifentanil hydrochloride.

ALTIREM IV 1 mg: Each single dose vial contains remifentanil hydrochloride equivalent

to 1 mg remifentanil.

QEIREM V2 mg Each single dose vial contains remifentanil hydrochloride equivalent
mg remifentanil.

ALTIREM IV 5 mg: Each single dose vial contains remifentanil hydrochloride equivalent

to 5 mg remifentanil.

Sugar free. Preservative free.

The other ingredients are:
Glycine and hydrochloric and (for pH adjustment).

Reconstitution:

ALTIREM IV should be prepared for intravenous use by adding, as appropriate 1, 2, or
5 mL of diluent (refer below to the list of IV fluids) to give a reconstituted solution wm
a concentration of 1 mg/mL remifentanil. The reconstituted solution is clear, colourless,
and practically free from particulate material. After reconstitution, visually inspect

the product (where the container permits) for particulate material, discolouration or
damage of container. Discard any solution where such defects are observed.
Reconstituted product is for single use only. Any unused material should be discarded.

The reconstituted solution is stable for 24 hours at room temperature (25 °C) and

further dilution to 20 - 250 pg/mL (50 pg/mL is the recommended dilution for adults

and 20 - 25 #glmL for iatric patients aged 1 year and over) with one of the

following IV fluids below:

 sterilised water for injections

* 5 % dextrose injection

. s%dextmseandos%sodummlmdemjecbon

* 0,9 % sodium chloride injectio

* 0,45 % sodium chloride myectlon

After dilution, visually inspect the product to ensure it is clear, colourless, practically
m particulate matter and the container is undamaged. Discard any solution

where such defects are observed.

ALTIREM IV should not be reconstituted, diluted or mixed with lactated Ringer's
injection or lactated Ringer’s and 5 % dextrose injection.

ALTIREM IV should not be mixed with propofol in the same infusion bag prior to
administration.

ALTIREM IV should not be administered into the same intravenous line with blood/
serum/plasma.

ALTIREM IV should not be mixed with other medicines before administration.

What ALTIREM IV looks like and contents of the pack

ALTIREM IV is a sterile, endotoxin free, preservative free, white to off-white,
Iyophilised powder.

The powder will be mixed with an appropriate fluid before being injected. When mixed
to form a solution, ALTIREM IV is clear and colourless.

ALTIREM IV 1 mg is available in a clear, colouriess glass (Type I), 3 mL vial, closed
with a grey bromobutyl stopper and sealed with an aluminium cap having a light blue
plastic flip-off cover.

Pack size of 5 and 10 vials, packed in carton boxes.

ALTIREM IV 2 mg is available in a clear, colourless glass (Type I), 5 mL vial, closed
with a grey bromobuty! stopper and sealed with an aluminium cap having a blue

P e
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ALTIREM IV 5 mg is available in a clear, colourless glass (Type ), 10 mL vial, closed
with a grey bromobuty! stopper and sealed with an aluminium cap having a dark biue
plastic flip-off cover.

Pack size of 5 and 10 vials, packed in carton boxes.

Not all pack sizes are necessarily marketed.
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4. Moontlike newe-effekte

ALTIREM IV kan newe-effekte hé.

Nie alle newe-effekie wat vir ALTIREM IV aangemeld is, word in hierdie hllg(lngsblad
genoem nie. Sou u algemene gesondheid versleg, of indien u enige

effekte ervaar, terwyl ALTIREM IV aan u toegedien word, raadpleeg asseblief u
gesondheidsorgverskaffer vir advies.

w enige van die volgende gebeur, sal ALTIREM IV foediening onmiddellik gestaak

« swelling van die hande, voete, enkels, gesig, lippe, mond, of keel, wat sluk of
asemhaling mag bemoeilik

* uitslag of gejeuk

o floute

Hierdie is alles ernstige newe-effekie. Indien u dit ervaar, kon u 'n emstige allergiese
reaksie vir ALTIREM IV gehad het, u mag dringende mediese aandag benodig.

Vertel u dokter onmiddellik, indien u enige van die volgende opmerk:

* spierstyfheid

« hartklop wat stadiger as normaal voorkom, of ander hartprobleme

« asemhaling hou op (apnee)

* vlak of problematiese asemhaling (hipoksie)

« fisiese drang vir ALTIREM IV (medisyne afhanklikheid) of die behoefte
vir ’n verhoging in dosis oor tyd, om dieselfde effek te verkry
(medisyneverdraagsaamheid)

* aanvalle (stuipe), serotonien-sindroom.

Hierdie is alles ernstige newe-effekie. U mag dringende mediese aandag benodig.

Vertel u dokter indien u enige van die volgende opmerk:
nows -effekte:

Algemene
* hoé bloeddrul
. mlwddmk (voel duiselig of lighoofdig)

* naarheid, braking
* gejeuk
* gewigstoename, abnormale lewertoetsresultate.

Minder algemene newe-effekte:
.

hoofpyn

* hardlywigheid

* |ewerprobleme, abnormale bloedtoetsresultate, insluitend verhoogde
cholesterolviakke

* hoonste abdominale pyn

* abdominale pyn wat na die rug uitstraal

* gevoeligheid, wanneer u die buik aanraak

* vinnige polssiag
* naarheid en braking.

Ander newe-effekte wat u mag ervaar wanneer u wakker word, nadat u ALTIREM IV
ontvang het, sluit die volgende in:
Algemene newe- 3

* hewing
« verhoging in bloeddruk.

Minder algemene newe-effekte:

« voel baie kalm, of lomerig (sedasie)
* aanhoudende, of voortdurende pyn
* rusteloosheid (agitasie).

Dlvmlwldenewu-oﬂekmlswwmld maar die frekwensie van voorkoms is

o’n ﬂpe omelmaﬂoe hartklop (atrioventrikulére blok)
« medisyne afhanklikheid (fisiese drang vir ALTIREM IV) of medisyne
verdraagsaamheid (die behoefte vir toenemende doserings oor tyd, om dieselfde

effek te verkry)
* konvulsies (stuipe), serotonien-sindroom.

Indien u enige ander newe-effekte opmerk, wat nie in hierdie inligtingsblad
genoem word nie, lig asseblief u dokter, verpleegkundige, apteker, of ander
ossondheldwgverskalfer in.

Aanmelding van newe-effekie

Indien u newe-effekte ervaar, praat met u dokter, alneker of verpleeakmdge U kan
ooknewe-affeldabySAHPRAviadleMedSaMym ng (Medsafety X SAHPRA)
tform (who-umc.org), wat op SAHPRA se wehmlm gevind

mag ervaar

* u gedehidreer is, baie bloed verloor het, of swak of ongesteld voel, aangesien daar
"n groter moontiikheid is dat u 'n effek op u hart mag ervaar (lae bloeddruk, of 'n
harttempo wat stadiger as normaal voorkom)

* u lewerprobleme het, aangesien ALTIREM IV u vermoé om asem te haal, mag

* u oorgewig is, aangesien u dokier die ALTIREM IV dosis mag veriaag
* uaan 'n neuromuskulére versteuring, wat spiere in u liggaam verswak wat
verantwoordelik is vir beweging, ly. U mag meer prominente spierspanning, of
xtyﬂwld ervaar, wat u asemhaling mag aantas
. u aan 'n erge mnd Iy wat gedeelws v;alll( u Ilogaam of selfs u hele lluqaam

aantas, 008
Ionqvmteuings of hartprobleme
* uaan 'n erge, lewensbedreigende toestand, soos swak beheerde versteurings, of
eind-stadium toestande, harttoestande, of nierversaking, ly.

U moet geen wetlike besluite, of enige kontrakte teken, vir 24 uur nadat ALTIREM IV
aan u toegedien is nie, aangesien hierdie medisyne met u daaglikse aktiwiteite mag
inmeng.

Indien u onseker is of enige van die bogenoemde op u van toepassing is, praat met u
dokter, apteker, of verpleegkundige, voordat ALTIREM IV aan u toegedien word.

Kinders

ALTIREM IV moet nie aan babas jonger as 1 jaar oud toegedien word nie, aangesien
dit waarskynlik nie veilig mag wees nie en daar beperkte Inllgtlng aangaande die
gebruik van ALTIREM IV in hierdie ouderdomsgroep, beskikbaar

Ander medisyne en ALTIREM IV
Vertel altyd u gesondheidsorgverskaffer, indien u enige ander medisyne neem (Dit
sluit aanvullende, of tradisionele medisyne in).

Vertel u dokter, indien u enige van die volgende medisyne neem:

* kalmeermiddels, of medisyne wat bensodiasepiene genoem word (gebruik om
angstigheid, paniekaanvalle, slaaploosheid, aanvalle en alkoholathanklikheid,

te behandel), aangesien hierdie medisyne, die risiko vir lomerigheid, moeilike
asemhaling (respiratoriese onderdrukking) en koma, mag verhoog en
lewensgevaarlik mag wees. Gelyktydige gebruik, moet weens hierdie aspek slegs
oorweeg word, indien ander behandelingsopsies nie moontlik is nie. Indien u dokter
egter ALTIREM IV saam met 'n kalmeermidde! voorskryf, moet die dosis en duur
van die behandeling, deur u dokter beperk word

medisyne vir u hart, of bloeddruk, soos beta blokkers (hierdie sluit atenolol,
metoprolol, karvedilol, propranolol en bisoprolol in), of kalsiumkanaalblokkers
(hierdie sluit amlodipien, diltiasem en nifedipien in), aangesien u effekte op u hart
mag ervaar (lae bloeddruk, of 'n hartklop wat stadiger as normaal voorkom)
medisyne vir die behandeling van depressie, soos selektiewe serotonien
heropname inhibitors (SSHIs), serotonien noradrenalien heropname inhibitors
(SNHIs) en mono-amienoksidase inhibitors (MAOIs). Daar word aanbeveel dat
hierdie medisyne nie op dieselfde tydstip as dié medisyne geneem word nie,
aangesien dit die risiko vir serotonien-sindroom, 'n potensieel lewensgevaarlike
toestand, mag verhoog.

ALTIREM IV saam met alkohol

U moet alkohol vermy vir 24 uur nadat ALTIREM IV aan u toegedien is, aangesien u’'n
verhoging in newe-effekte mag ervaar (lomerigheid, moeilike asemhaling, koma en
stadige breinfunksie).

Swangerskap, borsvoeding en fertiliteit

Indien u swanger is of borsvoed, vermoed dat u swanger is, of 'n baba beplan,
raadpleeg asseblief u dokter, apteker, of ander gesondheidsorgverskaffer vir advies,
voordat ALTIREM IV aan u toegedien word.

ALTIREM IV moet nie aan u toegedien word, indien u swanger is, of borsvoed nie (sien
Wat u nodig het om te weet voordat ALTIREM IV aan u toegedien word).

Bestuur en die hantering van masjiene
ALTIREM IV het ‘n groot invioed op die vermoé om te bestuur en masjiene te hanteer.
Indien u slegs vir die dag in die hospitaal vertoef, sal u dokter u vertel vir hoe lank om
te wag, voordat u die hospitaal mag veriaat, of 'n motor bestuur. Dit mag gevaarlik
wees om te gou nadat u 'n operasie ondergaan het, te bestuur. ALTIREM IV mag u
vermoe om te bestuur aantas, aangesien dit u staperig, of duiselig mag laat voel. Moet
nie bestuur, nadat ALTIREM IV aan u toegedien is, totdat u weet hoe dit u aantas nie.
Dit is nie altyd moontlik om te voorspel tot watter mate ALTIREM IV met die daaglikse
aktiwiteite van ‘n pasiént sal inmeng nie. Pasiénte moet seker maak dat hulle nie by
meh\oemde amznmne betrokke raak, totdat hulle bewus is tot watter mate ALTIREM
ulle aantas nie.

3. Hoe ALTIREM IV toegedien word

Daar sal nie van u verwag word om ALTIREM IV aan uself toe te dien nie. Dit sal
deur 'n gekwalifiseerde persoon aan u toegedien word. U dokter sal op die gepaste
dosering vir u besluit.

ALTIREM IV kan toegedien word:

* as 'n enkel inspuiting in u aar

* as 'n deurlopende infusie in u aar. Dit is wanneer ALTIREM IV stadig en oor 'n
langer tydsduur aan u toegedien word.

Die manier waarop ALTIREM IV aan u toegedien word en die dosis wat u ontvang, sal

afhang van:

* ugewig

« (die operasie wat u beplan

« hoeveel pyn u sal ervaar

* hoe verdoof die mediese personeel van u verwag om te wees in die intensiewe
sorgeenheid.

Die dosis verskil van een pasiént na die ander.

Indien u meer ALTIREM IV ontvang as wat u behoort
Aangesien 'n gesondheidsorgverskaffer ALTIREM IV aan u sal toedien, sal hy/sy
g:‘gl:'ednq beheer. In die geval van 'n cordosering, sal die dokter die oordosering

Die uitwerking van ALTIREM IV word deurgaans tydens u operasie, asook tydens
intensiewe sorg, noukeurig gemonitor. Gepaste optrede sal onmiddellik geneem word,
indien u te veel ontvang.

Na u operasie
Vertel u dokter of verpleegkundige indien u in pyn verkeer. Indien u pyn ervaar na u
prosedure, sal hulle in staat wees om ander pynstillers vir u te gee.

kan word. Deur die aanmelding van newe-effekie, kan u help om meer inligting
aangaande die velligheid van ALTIREM IV in te win. U kan ook 'n epos direk aan die
maatskappy stuur, pharmacovigilance@pharmadynamics.co.za, om die veiligheid
van die produk te verseker.

5. Hoe om ALTIREM IV te bewaar

Bewaar alle medisyne buite die bereik van kinders.

Bewaar teen of benede 25 °C.

Moet nie vries nie. Hou die flessie in die buitenste kartonhouer, totdat dit benodig

word vir gebruik.

Hersaamgestelde oplossing: Bewaar teen 25 °C en gebruik binne 24 uur. Gooi enige

ongebruikie oplossing weg.

ALTIREM IV gemengde oplossing, moet dadelik gebruik word.

m gl: ;IiI.TI'I;EM IV gebruik, tensy dit 'n helder, kieurlose oplossing, vry van vreemde
e , is nie.

Moet nie gebruik na die vervaldatum wat op die kartonhouer aangedui word nie.

Neem alle ongebruikte medisyne na u apteker terug. Moet nie ongebruikte medisyne

in dreine, of rioolstelsels (bv. toiletie), weggooi nie. U dokter of verpleegkundige, sal

enige medisyne, wat nie langer benodig word nie, weggooi.

6. Verpakkingsinhoud en ander inligting
Wat ALTIREM IV bevat:

Die aktiewe bestanddeel is remifentaniel.

Die hersaamgestelde oplossings van ALTIREM IV bevat 1 mg per mL remifentaniel as
remifentanielhidrochloried.

ALTIREM IV 1 mg: Elke enkeldosis flessie bevat remifentanielhidrochloried,

gelykstaande aan 1 mg remifentaniel.

ALTIREM IV 2 mg: Elke enkeldosis flessie bevat remifentanielhidrochloried,
gelykstaande aan 2 mg remifentaniel

ALTIREM IV 5 mg: Elke enkeldosis flessie bevat remifentanielhidrochioried,

gelykstaande aan 5 mg remifentaniel.

Suikervry. Vry van preserveermiddels.

Die ander bestanddele is:
Glisien en soutsuur (vir pH aanpassing).

Hersamestelling:

ALTIREM IV moet vir binneaarse gebruik voorberei word, deur 1, 2, of 5 mL
verdunningsmiddel (verwys na ondergenoemde lys van IV oplossings), soos gepas,
by te voeg, om 'n hersaamgestelde oplossing met 'n konsentrasie van 1 mg/mL
remifentaniel te lewer. Die hersaamgestelde oplossing is helder, kleurloos en feitlik
vry van vreemde deeitjies. Ondersoek die produk visueel (waar die flessie dit toelaaf),
na hersamestelling vir vreemde deeltjies, verkleuring, of beskadiging van die flessie.
Gooi enige oplossing weg, indien enige van hierdie onreéimatighede opgemerk word.
Hﬁ:;lammldr optosslng is vir enkelgebruik alleenlik. Enige ongebruikte oplossing
moet weggegooi word

Die hersaamgestelde oplossmg is stabiel vir 24 uur teen kamertemperatuur (25 C).
Verdere verdunning na 20 - 250 pg/mL (50 pg/mL is die aanbevole verdunning vir
volwassenes en 20 - 25 pg/mL vir pediatriese pasiénte 1 jaar oud en ouer) met een
van die volgende IV oplossings soos onder aangedui:

 gesteriliseerde water vir inspuiting

* 5 % dekstrose inspuiting

* 5 % dekstrose en 0,9 % natriumchloried inspuiting

* 0,9 % natriumchloried inspuiting

* 0,45 % natriumchloried inspuiting.

Doen 'n visuele ondersoek van die oplossing na verdunning, om te verseker dat dit
helder, kleurloos en feitlik vry van vreemde deeltjies voorkom en dat die flessie nie
I:;Iéadu is nie. Gooi enige oplossing weg, waar hierdie onreéimatighede opgemerk

ALTIREM IV moet nie hersaamgestel, verdun, of gemeng word met Ringer se laktaat
inspuiting, of Ringer laktaat en 5 % dekstrose inspuiting nie.

A'mREM IV moet nie met propofol, in dieselfde infusiesak gemeng word, voor toediening
nie.

ALTIREM IV moet nie in dieselfde infusi / fpl toegedien word nie.
ALTIREM IV moet nie met ander medisyne gemeng word, voor toediening nie.

Hoe ALTIREM IV lyk en die verpakkingsinhoud

ALTIREM IV is 'n steriele, endotoksienvrye, preserveermiddelvrye, wit tot naaswit,
vriesgedroogde poeier.

Die poeier sal met 'n gepaste vioeistof gemeng word, voordat dit ingespuit word.
ALTIREM IV is helder en kleurloos, wanneer dit gemeng word om ’n oplossing te vorm.

ALTIREM IV 1 mg is beskikbaar in 'n helder kleuriose glas (Tipe I) 3 mL flessie,
geseél met 'n crys brumobu‘lielstopper en 'n aluminiumdoppie, met 'n ligblou
plastiese opskiet deksel

Verpalddngshoeveelhedo van 5 en 10 flessies, verpak in kartonhouers.

ALTIREM IV 2 mg is beskikbaar in helder, kleurlose glas (Tipe I), 5 mL flessie, met

ukry:' bromobutielstopper en geseél met 'n aluminiumdoppie en 'n blou plastiese
iet deksel.

Verpakkingshoeveelhede van 5 en 10 flessies, verpak in kartonhouers.

ALTIREM IV 5 mg is beskikbaar in helder, kleurlose glas (I’Ipe 1), 10 mL flessie,
voorsien met 'n grys pper en geseél met 'n aluminiumdoppie en 'n
donkerblou ese opskiet deksel.

Verpakkingshoeveelhede van 5 en 10 flessies, verpak in kartonhouers.

Nie alle verpakkingshoeveelhede word noodwendig bemark nie.
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