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(EVZIO- naloxone
hydrochloride injection,
solution
kaleo,Inc.,2016 4~ 10
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1 INDICATIONS AND USAGE

EVZIO is an opioid antagonist indicated for the emergency treatment of known
or suspected opioid overdose, as manifested by respiratory and/or central
nervous system depression in adults and pediatric patients.

EVZIO is intended for immediate administration as emergency therapy in
settings where opioids may be present.

EVZIO is not a substitute for emergency medical care.

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

EVZIO is for intramuscular and subcutaneous use only.

Because treatment of suspected opioid overdose must be performed by someone
other than the patient, instruct the prescription recipient to inform those

around them about the presence of EVZIO and the Instructions for Use.

Instruct the patient or caregiver to read the Instructions for Use at the time
they receive a prescription for EVZIO. Emphasize the following instructions to
the patient or caregiver:

- Seek emergency medical care immediately after use. Since the duration of
action of most opioids exceeds that of naloxone hydrochloride and the
suspected opioid overdose may occur outside of supervised medical settings,
seek immediate emergency medical assistance, keep the patient under
continued surveillance until emergency personnel arrive, and administer
repeated doses of EVZIO as necessary. Always seek emergency medical
assistance in the event of a suspected potentially life-threatening opioid
emergency after administration of the first dose of EVZIO.

- Additional doses of EVZIO may be required until emergency medical
assistance becomes available.

* Do not attempt to reuse EVZIO. Each EVZIO contains a single dose of
naloxone.

* Visually inspect EVZIO through the viewing window for particulate matter
and discoloration prior to administration. Do not administer unless the
solution is clear and the glass container is undamaged.

- EVZIO must be administered according to the printed instructions on the
device label or the electronic voice instructions (EVZIO contains a speaker
that provides voice instructions to guide the user through each step of the

injection). If the EVZIO electronic voice instruction system does not operate




properly, EVZIO will still deliver the intended dose of naloxone hydrochloride
when used according to the printed instructions on its label.

* Once the red safety guard is removed, EVZIO must be used immediately or
disposed of properly.

Do not attempt to replace the red safety guard once it is removed.

Upon actuation, EVZIO automatically inserts the needle intramuscularly or
subcutaneously, delivers the naloxone hydrochloride injection, and retracts the
needle fully into its housing. Post injection, the black base locks in place, a red
indicator appears in the viewing window, and electronic visual and audible
instructions signal that EVZIO has delivered the intended dose of naloxone

hydrochloride and instructs the user to seek emergency medical attention.

2.2 Dosing Information

Initial Dosing

Administer the initial dose of EVZIO to adult or pediatric patients
intramuscularly or subcutaneously into the anterolateral aspect of the thigh,
through clothing if necessary, and seek emergency medical assistance.
Administer EVZIO as quickly as possible because prolonged respiratory

depression may result in damage to the central nervous system or death.

Repeat Dosing
The requirement for repeat doses of EVZIO depends upon the amount, type,

and route of administration of the opioid being antagonized.

If the desired response is not obtained after 2 or 3 minutes, an dditional dose of
EVZIO may be administered. If there is still no response and additional doses
are available, additional doses of EVZIO may be administered every 2 to 3
minutes until emergency medical assistance arrives. Additional supportive
and/or resuscitative measures may be helpful while awaiting emergency
medical assistance.

If the patient responds to EVZIO and relapses back into respiratory depression
before emergency assistance arrives, an additional dose of EVZIO may be

administered.

Reversal of respiratory depression by partial agonists or mixed
agonist/antagonists, such as buprenorphine and pentazocine, may be
incomplete and may require higher doses of naloxone hydrochloride or repeated
administration of EVZIO.

Dosing in Adults and Pediatric Patients over Age One Year

Instruct patients or their caregivers to administer EVZIO according to the

Instructions for Use, intramuscularly or subcutaneously.

Dosing in Pediatric Patients under Age One Year




In pediatric patients under the age of one year, the caregiver should pinch the
thigh muscle while administering EVZIO. Carefully observe the administration
site for signs of infection following injection and resolution of the opioid

emergency.

There may be clinical settings, particularly the postpartum period in neonates
with known or suspected exposure to maternal opioid use, where it is preferable
to avoid the abrupt precipitation of opioid withdrawal symptoms. In these
settings, consider use of an alternative, naloxone product which can be titrated
to effect and, where applicable, dosed according to weight /see Use in Specific
Populations(8.4)/.

J[E o SPC
(Prenoxad 1mg/ml

Solution for Injection
in a pre-filled syringe,
Martindale Pharma,
an Ethypharm Group
Company
,2018 4F 2 H)

4. Clinical particulars

4.1 Therapeutic indications

Prenoxad Injection is intended for emergency use in the home or other non-
medical setting by appropriate individuals or in a health facility setting for the
complete or partial reversal of respiratory depression induced by natural and
synthetic opioids, including methadone, diamorphine (diacetylmorphine (INN))
and certain other opioids such as dextropropoxyphene and certain mixed
agonist/antagonist analgesics: nalbuphine and pentazocine. For this reason
Prenoxad Injection should be carried by persons at risk of such events. It may

also be used for the diagnosis of suspected acute opioid overdose.

4.2 Posology and method of administration
Prenoxad Injection may only be made available once the prescriber has
assessed the suitability and competence of a client or representative to

administer naloxone in the appropriate circumstances.

Prenoxad Injection is for administration by intramuscular injection.

Prenoxad Injection is administered as a part of a resuscitation intervention in
suspected overdose casualties, where opioid drugs may be involved or
suspected. It may need to be used in a non-medical setting. Therefore, the
prescriber should take appropriate steps to ensure that the patient thoroughly
understands the indications and use of Prenoxad Injection. The prescriber
should review with the patient or any other person who might be in a position
to administer Prenoxad Injection to a patient experiencing a suspected opioid

overdose event.

In patients where breathing does not appear to be normal

In patients where breathing does not appear to be normal administration of
Prenoxad Injection should be preceded by calling emergency services and
requesting an ambulance. Following this, 30 chest compressions and if possible
2 rescue breaths (Basic Life Support SINGLE CYCLE) should be given; 0.4ml
Prenoxad Injection solution should then be administered by intramuscular

injection into the outer thigh muscle or muscles of the upper arm, through




clothing if necessary. A further 3 cycles of chest compressions and rescue
breaths should then be given followed by administration of 0.4ml Prenoxad
Injection. Three cycles of chest compression and rescue breaths should take
approximately 2 minutes. This should be repeated until an ambulance arrives
or the patient begins breathing normally / regains consciousness. The patient
when breathing normally or has regained consciousness should be placed in the
recovery position (lying on their side, mouth open pointing towards the ground)

and observed continuously.

In patients were breathing is normal but the patient is unrousable or suspected
to be unconscious.

Patient should be placed in the recovery position (lying on their side, mouth
open pointing towards the ground). 0.4ml Prenoxad Injection solution should be
administered by intramuscular injection into the outer thigh muscle or muscles
of the upper arm, through clothing if necessary, and an ambulance should be
called, 0.4ml Prenoxad Injection solution should then be administered every 2-3
minutes and continued until the ambulance arrives and or the patient regains
consciousness. The patient should be continuously observed but particularly
their breathing. If there is a decrease in breathing it is important that 0.4ml

Prenoxad Injection solution is given every 2-3 minutes.

Parenteral drug products should be inspected visually for particulate matter
and discolouration prior to administration whenever solution and container
permit.

Adults:

Opioid overdosage (known or suspected)

Use by individuals in the community

400 micrograms or 0.4ml of Prenoxad Injection solution by intramuscular
injection into the outer thigh or muscles of the upper arm as part of the
resuscitation intervention. The dose of 0.4ml can be repeated every 2-3 minutes

in subsequent resuscitation cycles until the contents of a syringe are used up.

N.B. The duration of action of certain opioids can outlast that of an IV bolus of
Naloxone, e.g. dextropropoxyphene, dihydrocodeine and methadone. In
situations where one of these opioids is known or suspected it is recommended
that an infusion of Naloxone be used to produce sustained antagonism to the
opioid without repeated injection.

Children

The Prenoxad Injection presentation is not intended to be used for children in
the home setting other than by an appropriately trained healthcare rofessional.
In the event of a child being given or taking an opioid inappropriately an
ambulance should be called and resuscitation started if required.

Neonatal Use

Naloxone should only be used in Neonates under medical supervision.

Elderly

Use as for adults.
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8.1 Pregnancy

Risk Summary

The limited available data on naloxone use in pregnant women are not
sufficient to inform a drugassociated risk. However, there are risks to the fetus
of the opioid-dependent mother with use of naloxone /see Clinical
onsiderations/. In animal reproduction studies, no embryotoxic or teratogenic
effects were observed in mice and rats treated with naloxone hydrochloride
during the period of organogenesis at doses equivalent to 4-times and 8-times,

respectively, the dose of a 50 kg human given 10 mg /see Data/.

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically

recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Fetal/Neonatal adverse reactions

Naloxone hydrochloride crosses the placenta, and may precipitate withdrawal

in the fetus as well as in the opioid-dependent mother /see Warnings and

Precautions (5.3)]. The fetus should be evaluated for signs of distress after




EVZIO is used. Careful monitoring is needed until the fetus and mother are
stabilized.

Data

Animal Data

Naloxone hydrochloride was administered during organogenesis to mice and
rats at doses 4-times and 8-times, respectively, the dose of 10 mg/day given to a
50 kg human (when based on body surface area or mg/m? ). These studies
demonstrated no embryotoxic or teratogenic effects due to naloxone
hydrochloride.

8.2 Lactation

Risk Summary

There is no information regarding the presence of naloxone in human milk, or
the effects of naloxone on the breastfed infant or on milk production. Studies in
nursing mothers have shown that naloxone does not affect prolactin or oxytocin
hormone levels. Naloxone is minimally orally bioavailable. The developmental
and health benefits of breastfeeding should be considered along with the
mother’s clinical need for EVZIO and any potential adverse effects on the

breastfed infant from EVZIO or from the underlying maternal condition.

o SPC
(Prenoxad 1mg/ml

Solution for Injection
in a pre-filled syringe,
Martindale Pharma,
an Ethypharm Group
Company
,2018 - 2 1)

4. Clinical particulars

4.6 Pregnancy and lactation

Pregnancy

The safety of this medicinal product for use in human pregnancy has not been
established. Evaluation of experimental animal studies does not indicate direct
or indirect harmful effects with respect to the development of the embryo or
foetus, the course of gestation and peri- and postnatal development. Prenoxad
Injection should, like all drugs, be used with caution during pregnancy.

In a pregnant woman who is known or suspected to be opioid-dependent, risk
benefit must be considered before Prenoxad Injection is administered, since
maternal dependence may be accompanied by foetal dependence. In this type of
circumstance, the neonate should be monitored for respiratory rate and signs of

opioid withdrawal.

Use in Labour and Delivery

Naloxone Injection may be administered to mothers during the second stage of
labour to correct respiratory depression caused by opioids used to provide
obstetrical analgesia.

It is not known if Naloxone affects the duration of labour and/or delivery.

Lactation
It is not known whether Naloxone is excreted in human milk. Because many
drugs are excreted in human milk caution should be exercised when Prenoxad

Injection is administered to a nursing mother.
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(EVZIO- naloxone 8.4 Pediatric Use
hydr9chloride injection, The safety and effectiveness of EVZIO (for intramuscular and subcutaneous
IS;:IZ zl’(;rrlm.’ 2016 4F 10 use) have been established in pediatric patients of all ages for the emergency
") treatment of known or suspected opioid overdose.

Use of naloxone hydrochloride in all pediatric patients is supported by adult
bioequivalence studies coupled with evidence from the safe and effective use of
another naloxone hydrochloride injectable product. No pediatric studies were
conducted for EVZIO.

Absorption of naloxone hydrochloride following subcutaneous or intramuscular
administration in pediatric patients may be erratic or delayed. Even when the
opiate-intoxicated pediatric patient responds appropriately to naloxone
hydrochloride injection, he/she must be carefully monitored for at least 24 hours

as a relapse may occur as naloxone i1s metabolized.

In opioid-dependent pediatric patients, (including neonates), administration of
naloxone hydrochloride may result in an abrupt and complete reversal of opioid
effects, precipitating an acute opioid withdrawal syndrome. There may be
clinical settings, particularly the postpartum period in neonates with known or
suspected exposure to maternal opioid use, where it is preferable to avoid the
abrupt precipitation of opioid withdrawal symptoms. Unlike acute opioid
withdrawal in adults, acute opioid withdrawal in neonates manifesting as
seizures may be life-threatening if not recognized and properly treated. Other
signs and symptoms in neonates may include excessive crying and hyperactive
reflexes. In these settings where it may be preferable to avoid the abrupt
precipitation of acute opioid withdrawal symptoms, consider use of an
alternative, naloxone hydrochloride product that can be dosed according to

weight and titrated to effect. /see Warnings and Precautions (5.5)].

In pediatric patients under the age of one year, the caregiver should pinch the
thigh muscle while administering EVZIO. Carefully observe the administration
site for evidence of residual needle parts, signs of infection, or both. /see Dosing
Information (2.2)].
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4.2 Posology and method of administration

Children

The Prenoxad Injection presentation is not intended to be used for children in
the home setting other than by an appropriately trained healthcare
professional. In the event of a child being given or taking an opioid
inappropriately an ambulance should be called and resuscitation started if

required.
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