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Therapeutic Goods Administration

About the Therapeutic Goods Administration (TGA)

The Therapeutic Goods Administration (TGA) is part of the Australian Government
Department of Health and Ageing, and is responsible for regulating medicines and
medical devices.

The TGA administers the Therapeutic Goods Act 1989 (the Act), applying a risk
management approach designed to ensure therapeutic goods supplied in Australia
meet acceptable standards of quality, safety and efficacy (performance), when
necessary.

ise to decision-
associated rith

The work of the TGA is based on applying scientific and cli
making, to ensure that the benefits to consumers outwei
the use of medicines and medical devices.

The TGA relies on the public, healthcare profession
with medicines or medical devices. TGA investi
determine any necessary regulatory action.

noit problems

To report a problem with a medicine o
the TGA website <www.tga.gov.au>.

on

nay reproduce the whole or part of this work in unaltered form for your own personal
ganisation, for internal use within your organisation, but only if you or your
eproduction for any commercial purpose and retain this copyright notice and all
of that reproduction. Apart from rights to use as permitted by the Copyright Act 1968 or
notice, all other rights are reserved and you are not allowed to reproduce the whole or any
way (electronic or otherwise) without first being given specific written permission from the
3 do so. Requests and inquiries concerning reproduction and rights are to be sent to the TGA
Copyright Officer, Therapeutic Goods Administration, PO Box 100, Woden ACT 2606 or emailed to

<tga.copyright@tga.gov.au>

Confidentiality

All submissions received will be placed on the TGA’s Internet site, unless marked confidential. Any confidential
material contained within your submission should be provided under a separate cover and clearly marked “IN
CONFIDENCE”. Reasons for a claim to confidentiality must be included in the space provided on the TGA submission
coversheet. For submission made by individuals, all personal details, other than your name, will be removed from
your submission before it is published on the TGA’s Internet site. In addition, a list of parties making submissions will
be published. If you do not wish to be identified with your submission you must specifically request this in the space
provided on the submission coversheet.
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Introduction

This OTC Medicine Monograph outlines the requirements for Australian market
authorisation of oral medicines containing paracetamol as a single active ingredient when
applied for as an OTC New Product N2 application. Proposed products must comply with
all aspects of the monograph relevant to their strength and dosage form to qualify for
evaluation as an N2 application.

This monograph should be read in conjunction with the documentRequirements for (/1
new product N2 applications.

Active substance, dosage
forms and strengths

Active substance

This monograph only applies to paracetamoli “AS »0. 103-90-2).

Dosage forms.and strenauts

Acceptableddosage forms and s*re. gths are shown in the table below.
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Active Dosage strengths Dosage forms
substance
(excludes modified release dosage
forms)
Paracetamol | 250 mg Soluble tablet
500 mg Tablet (including soluble or effervescent) |
|
Capsule
500 mg Oral powder
600 mg Oral powder
1000 mg Oral powder
24 mg/mL (120 mg/5 mL) [ Oral liquido” sup<ension
48 mg/mL (240.mg/5mL) [ Oralliqu. ! %r suspension

100 mg/mL Or. 'liquid

Indications

Required the apeutic indications for inclusion in the
Australian R gister of Therapeutic Goods (ARTG)

Tempora y. ~lief of pain associated with headache, migraine headache, tension headache,
sinus na1. toothache, dental procedures, backache, muscular aches and pains, arthritis,
oste( art ritis, theumatic pain, period pain, fibrositis, neuralgia, sore throat, tennis elbow,
a. ! couds and flu. Reduces fever.

tor paediatric formulations, in addition to any of the indications above that are
appropriate to the age group, the following indications would be acceptable: relief of pain
associated with teething, earache and/or immunisation.

Label claims

All or some of the indications listed above may be included as label claims, as appropriate,
depending on the intended age group. Terms should be exactly as specified above and
qualified by the words “temporary relief of pain associated with...”.
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Directions for use

Adults and children 12 years and over

Directions for use must be as shown in the table below.

Dosage form

Single dose

Dose interval

Maximum daily dose

and strength

500 mg tablets, | 1 - 2 tablets, | every 4-6 hours, 8 tablets in 24 hours
capsules, oral capsules or | as necessary

powder sachets

600 mg oral 1 sachet every 4-6 hours, | 6 sachets in 24 hours
powder as necessary

1000 mg oral 1 sachet every 4-6 hours, | 4 s« hets in 24 hours
powder as necessary

)
—h—

For soluble and effervescent tablets and ore. vo *<ers, appropriate instructions for
preparation of the dose form must be inclu leu

Liquid dose products 9« children 1 month to 12 years

Dosages must be as show”. 1n u.e table below.
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Average body  Single dose Single dose Single dose
weight (kg) (mL) (mL) (mL)
24 mg/mL oral 48 mg/mLoral 100 mg/mL
liquid liquid oral liquid
1 - 3 months 4-6 - - 0.6 - 0.9 mL
3 - 6 months 6-8 - - 09-1.2mL |
6 - 12 months 8-10 - - 1.2-15 r:L
1 -2 years 10-12 6 - 8 mL 3-4mL _I_lﬁ-—lgmL
2 - 3 years 12-14 8 -9 mL 4 mL X -
3 -4 years 14 -16 9 - 10 mL 4-5.L -
4 - 5 years 16-18 10-11 mL _b:mL -
5-6years 18-20 11-13) . 6 mL -
6 - 7 years 20-22 13 14 mL 6-7 mL -
7 - 8 years 22-25 :_4-— 16 mL 7 -8 mL -
8 - 9 years 25 -2 L 16 -18 mL 8-9mL -
9 - 10 years 78- 32 18 - 20 mL 9-10mL -
10 - 11 years 3_2—36 20 -23 mL 10-11 mL -
11—14;ea_rs 36-41 23-26 mL 11-13mL -

Pses should be given every 4-6 hours as necessary, with no more than four doses

ix, 24 hours.

Doses must be presented on the labels with ages (in months or years), weights (kg)
and volumes (mL). Dosage instructions must also include advice consistent with the

following:

If you know that your child’s weight is less than the weight corresponding to their age in
the table, choose the dose for their weight.

A product label could include only a subset of the age groups - for example, dosing for
ages 1-5 years or 6-12 years only.
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Where dosage instructions for children under 6 months of age are included, the dosage
instructions should clearly advise that the product only be given to this age group
following the advice of a doctor.’

Labels must state the maximum daily dose - for liquid preparations that include doses
for more than one age group, this should be stated as: Do not give more than 4 doses in
24 hours.

The dosage instructions must include the following statement:

Do not give to children under x years [or months] (where X’ years/ months is the
youngest age for which dosage instructions are included on the labels).

For 100 mg/mL strength liquid products, a measuring device that can accurat.'y
deliver the required doses must be included - see Container/measuring devi e helow.

Solid dose products for paediatric use

Solid dosage forms, strengths and dosages‘are acceptable for t.aeliatric use only as
specified in the table below.

Dosage Average Single dose i Maximum daily

formand (years) | weight (tablets) dose
strength (kg)

250 mg 2-3 12-14 | % -1 tab.2t | every 4-6 hours, | 4 dosesin 24 hours

soluble as necessary
tablets B
3-7 14-2Z | 1tablet every 4-6 hours, | 4 doses (4 tablets) in
as necessary 24 hours

7-10 22-32 | 1-2tablets | every 4-6 hours, | 4 dosesin 24 hours
| as necessary

.Y 12 |'32-41 | 2tablets every 4-6 hours, | 4 doses (8 tablets) in
as necessary 24 hours

5. "my 7-12 22-41 | % -1tablet | every 4-6 hours, | 4 tablets/capsulesin
. t=hlets/ or 1 tablet* | as necessary 24 hours
| capsules or 1 capsule

* 1 tablet single dose may be specified if the tablet is not divisible.

Half tablet doses are only acceptable if tablets are scored and can appropriately deliver
the intended dose (see Requirements for OTC new product N2 applications; Control of
finished product).

250 mg soluble tablets with directions for use in children 12 years and under must
include both ages and weights in the dosing instructions as above.
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For 500 mg tablets/capsules that include dosage for children aged 7-12 years, in
addition to adults and children aged 12 years and over, average weight may be
omitted from the dosage instructions.

For soluble tablets, where more than one paediatric age group is specified, the
maximum dose should be stated in numbers of tablets for each age group, or as Do not
give more than 4 doses in 24 hours. For 500 mg tablets/capsules, the maximum
paediatric dose should be specified in number of tablets/capsules (ie. 4 tablets in 24
hours).

The dosage instructions must include the following statement:

Do not give to children under x years (where X’ years / months is the youngest a e fur
which dosage instructions are included on the labels).

Labels

Labelling must comply with all relevant Australian requiréme, ts, as detailed in the
document Requirements for OTC new product N2 applica ion ;, including all required
warning statements.

Quality requir @ments

In addition to the quality requirenr~nts ~atlined in the document Requirements for OTC
new product N2 applications, the folluwing specific requirements apply to paracetamol
monograph products:

Active prem..-es

Where parace camr o1 is sourced by the finished product manufacturer as part of an active
premix, the fin “ied product manufacturer must, as a minimum, control the premix for
appeara. ce/wuescription, identification (one chromatographic and one non-
chroruacngaphic test), assay, related substances, residue on ignition or sulfated ash, and
h v4vy mectals. The limits applied should be taken from either the BP or USP monograph for
par. ~etamol/acetaminophen (with all limits to be taken from the same monograph),
ad,usted where necessary to account for the presence of excipients in the mixture (for
example, assay). Additional requirements in relation to active premixes are specified in
the document Requirements for OTC new product N2 applications.

Finished product specifications

In addition to other requirements specified in the document Requirements for OTC new
product N2 applications, the finished product specifications must comply, at a minimum,
with one of the sets of requirements below, as relevant. The requirements below include
all relevant BP general monograph/USP General Chapter requirements and TGO78
requirements. Further reference to these is not required.
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1. The tests and limits in the BP monograph Paracetamol Tablets with the addition of:

tablet appearance
uniformity of dosage units (BP)

Test and limits for microbiological quality, in compliance with TGO 77

2. The tests and limits in the BP monograph Soluble Paracetamol Tablets with the
addition of:

tablet appearance
uniformity of dosage units (BP)

dissolution (900 mL phosphate buffer pH 5.8, paddle at 50 rpm, NMT 70"% -.iter 45
minutes);

test and limits for microbiological quality, in compliance witl T\*0 7 7.

3. The tests and limits in the BP monograph Paracetamol Capsu'es with the addition

of:

capsule appearance
uniformity of dosage units.(BP)

test and limits for microbiological quality as . ~quired by USP, BP and Ph Eur and in
compliance with TGO 77.

4. The tests and limits in the BP monogr. vl Paracetamol Oral Suspension with the
addition of:

suspension appearance

dissolution (900 mL 1 no. nuate buffer pH 5.8, paddle at 50 rpm, NMT 70% after 45
minutes);

content of 4’ chloroacetanilide! (NMT 10 ppm wrt paracetamol);

content 0" ., "necified impurities! (any individual NMT 0.1% wrt paracetamol,
total N T 0.5% wrt paracetamol)

ccm at of any preservatives included in the formulation;

v>sv and limits for microbiological quality, in compliance with TGO 77.

5. The tests.and limits in the BP monograph Paediatric Paracetamol Oral Suspension
with the addition of:

suspension appearance

dissolution (900 mL phosphate buffer pH 5.8, paddle at 50 rpm, NMT 70% after 45
minutes);

content of any preservatives included in the formulation

test and limits for microbiological quality, in compliance with TGO 77.

1 Assay methods specified for Paediatric Paracetamol Oral Suspension BP would be relevant.
Alternative equivalent or superior methods could be used if appropriately validated.
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6. The tests and limits in the USP monograph Acetaminophen Oral Suspension with
the addition of:

— suspension appearance

— dissolution (900 mL phosphate buffer pH 5.8, paddle at 50 rpm, NMT 70% after 45
minutes)

— content of 4'-chloroacetanilide! (NMT 10 ppm wrt paracetamol)

— content of unspecified impurities! (any individual NMT 0.1% wrt paracetamol,
total NMT 0.5% wrt paracetamol)

— content of any preservatives included in the formulation

test and limits for microbiological quality, in compliance with TGO 77.

7. The tests and limits in the BP monograph Paediatric Paracetamo: v “u: Solution
with the addition of:

solution appearance
— content of 4'-chloroacetanilide! (NMT 10 ppm wrt pai. cetamol)

— content of unspecified impurities! (any individu 1. ™. T 0.1% wrt paracetamol,
total NMT 0.5% wrt paracetamol)

— content of any preservatives included ir tre turmulation

test and limits for microbiological au. 'ity, in.compliance with TGO 77.

8. The tests and limits in the USP menu oraph Acetaminophen Oral Solution with the
addition of:

solution appearance
— content of 4-aminr phe 2012 (NMT 0.5% wrt paracetamol)
— content of 4" chloroacetanilide! (NMT 10 ppm wrt paracetamol)

— content o' V. necified impurities! (any individual NMT 0.1% wrt paracetamol,
total N T 0.5% wrt paracetamol)

— ccm atof any preservatives included in the formulation.

v>sv and limits for microbiological quality, in compliance with TGO 77.
9. For powders for oral solution, the following tests/limits:

—_ powder appearance

— solution appearance

— identification (as for Paracetamol Tablets BP)

— suitable test and limit for pH of solution

— dissolution (using conditions and limits for Paracetamol Tablets BP )

2 Assay method specified for Acetaminophen Oral Suspension USP or Paediatric Paracetamol Oral
Suspension BP would be relevant. Alternative equivalent or superior method could be used if
appropriately validated.
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— uniformity of dosage units (BP)
— assay3 (90.0-110.0% LC)
— test and limits for impurities (as for Paracetamol Tablets BP)

— test and limits for microbiological quality, in compliance with TGO 77.

Container/measuring device

Paracetamol products must be sold in containers that comply with Therapeutic uoads
Order No 80, Child Resistant Packaging Requirements for'Medicines.

If a measuring device is to be supplied with the product, calibrations muvst b=
exclusively in metric units and must allow all the doses shown on the 'aL ~'5 to be
measured accurately. Details of the calibrations on the measurin~d ‘vic : must be
provided with the submission (a sample may also be requested’. kv ther
considerations and requirements regarding measuring devices a. - detailed in ARGOM
Appendix 2 — Guidelines on quality aspects of OTC applicaticns, Section 8: Finished
product container.

3 Assay methods for Paracetamol Tablets BP or Acetaminophen Tablets USP would be relevant.
Alternative equivalent or superior methods could be used if appropriately validated.
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