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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.

The work of the TGA is based on applying scientific and clinical expertise to decision
making, to ensure that the benefits to consumers outweigh any risks associated with
the use of medicines and medical devices.

The TGA relies on the public, healthcare professionals and industry to repc: = oro.'ens
with medicines or medical devices. TGA investigates reports received bv 't to
determine any necessary regulatory action.

To report a problem with a medicine or medical device, please se  the 1. formation on
the TGA website <www.tga.gov.au>.
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Introduction

The Office of Manufacturing Quality

The Office of Manufacturing Quality (OMQ) is responsible for assessing compliance with
Good Manufacturing Practice (GMP) and Quality Management System (QMS) standards of
Australian and overseas manufacturers of therapeutic goods in accordance with the
Therapeutic Goods Act 1989 (the Act) and the Therapeutic Goods Regulations 1990 (the
Regulations), including:

Inspecting and licensing of Australian manufacturers of therapeutic goods for s 'pr.y
in Australia and for export

Assessment and approval of overseas manufacturers supplying therap.. ic goc''s to
Australia

— Note: Assessment of an overseas medicine manufacturer’s coiw nlianc» can be
performed either by on-site inspections or through GMP ¢!=aran. » for overseas
manufacturers. This Guideline focuses on the inspectior pro_rar of domestic and
overseas manufacturers of therapeutic goods. Guide ines regarding the GMP
clearance program are provided in the Australian Re_ulato y Guidelines Good
Manufacturing practice (GMP) Clearance for Cver. °as manufacturers

Special inspections to investigate problem 1 nort. and r :calls of therapeutic goods.

This Guideline focuses on the inspection prog am oi 'omestic and overseas manufacturers
but excludes the processes for the inspection 0. manufacturers regulated under the
Biologicals Framework. These include human tissues and human cellular therapy
products.

The OMQ inspection pragram

General

The TGA performs i1 nections of Australian manufacturers of therapeutic goods to ensure
that they mer . an ccep able standard of GMP or comply with QMS standards, as legislated
in the Act an ' Regu 1tions, including the Manufacturing Principles and the Therapeutic
Goods t ders.

The Act requi' es that overseas manufacturers of medicines and other therapeutic goods
thot 2l ¢ ot medical devices, supplied in Australia, meet an acceptable standard of GMP
~ompar-ule to that required for Australian manufacturers. If acceptable documentary GMP
evidence cannot be provided, the TGA will undertake on-site inspections in the same
marnner as that conducted for the Australian manufacturers.

Manufacturers of medical devices supplied in Australia must demonstrate that Conformity
Assessment Procedures have been applied to demonstrate that a product conforms to the
essential principles of safety and performance. Manufacturers implement a quality
management system based on recognised standards and have the system assessed by the
TGA or a recognised conformity assessment body (overseas manufacturers only).
Sponsors must declare that manufacturers have met their obligations and be able to
provide relevant technical and quality management system documentation to support this
claim.
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When requested, the TGA is able to issue GMP or QMS certificates to approved
manufacturers.

International involvement of the TGA includes development and maintenance of
agreements with overseas authorities, participation in the development of international
standards, and training of overseas inspectors. These international agreements may mean
that the TGA can accept the results of an inspection from an overseas regulatory authority
as outlined in the Australian Regulatory Guidelines Good Manufacturing Practice (GMP)
Clearance for Overseas Manufacturers.

The TGA conducts inspections on a third party basis only and is independent of all
manufacturers inspected.

Regulating medicines manufacture

Australian manufacturers of all types of therapeutic medicines must be licen:ed u der
Part 3.3 of the Therapeutic Goods Act 1989 and must comply with the princ ple. of GMP,
unless specifically exempted. Overseas manufacturers of medicines impo: red ino»
Australia must comply with an equivalent standard of GMP.

Medicines assessed as having a higher level of risk (prescription mi dicin 25, some non-
prescription medicines) are evaluated for quality, safety anc etiicacy «..d are registered on
the Australian Register of Therapeutic Goods (ARTG). Medic nes h. ving a lower risk
(consumer medicines purchased over the counter suck .= con.'~.nentary medicines
including vitamins) are assessed for quality and safe v. In a: sessing the level of risk,
factors such as the effects and side effects of a p. ~duct note itial harm through prolonged
use, toxicity and the seriousness of the medica’ coi. 'ition ror which the product is
intended to be used, are all taken into account

Licensing or certification of medicines manufacturers, or the verification of compliance of
overseas medicine manufacturers, is var. of the assessment of medicines for their
inclusion in the ARTG. Once appr« veo r n..rketing in Australia, medicines on the ARTG
can be identified by the AUST R nur per (.or registered medicines) or an AUST L number
(for listed medicines) that 2 pears ¢ f.1e packaging of the medicine.

Regulating medical de. ices i..anufacture

Australian manufacu rers ot medical devices, and other specified manufacturers of devices
incorporating a 1. ~dicii = or biological material, must be issued with a Conformity
Assessment ertific te under Part 4 of the Therapeutic Goods Act 1989. Their quality
manage ent ¢ steras must comply with a recognised QMS standard.

All cuier ove s eas manufacturers must have evidence of the application of the conformity
as es7iacht procedures. This evidence is usually in the form of an equivalent assessment
undertal:2n by recognised conformity assessment bodies.

All ‘nedical devices must have been demonstrated, and declared, by their manufacturer to
vonform to the Essential Principles of Safety and Performance for medical devices. The
design of a medical device with a higher risk (pacemakers, coronary stents or
incorporating a medicinal substance or biological material) is required to be
independently assessed for conformity. Technical documentation for medical devices of
lower risk (powered and non-powered hospital equipment, blood bags, and surgical
instruments) is sampled during a quality management system inspection. The risk
classification of devices is determined from the duration of use, the degree of invasiveness,
the location of use and whether or not the device relies upon a source of energy.
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Once approved for marketing a medical device is included in the ARTG. It is not required
to bear the inclusion number on the labelling or packaging, however the name and address
details of both the manufacturer and sponsor must be provided with the device.

Manufacturers are required to implement a comprehensive post market vigilance and
adverse incident reporting program.

The licensing/certification process

Australian medicines manufacturers are required to obtain a licence to manufacture
therapeutic goods (sometimes referred to as GMP licence). Overseas medicines
manufacturers, where GMP clearance is based on a TGA inspection, obtain GMP
Certification when passing a TGA inspection.

Australian and some types of overseas medical device manufacturers, selccted hy
legislation, are required to obtain Conformity Assessment Certificaticn.

The following section outlines the usual steps in the licensing or ¢ortificc ‘fon from initial
enquiry through to the granting of the licence or certificate. The prc ess 1as been
standardised across all the industry streams. The sequence f these steps is as follows:

Application received
Application review

On-site inspection

Corrective action if applicable
Follow-up

Inspection close-out

Licensing/certification decisior

©® N o ;s W N e

Ongoing inspection ac' vities

The applicai on

The TGA wil! respoi d to applications received via the e-application process. As indicated
in the a. hlicau. » furm, full details of the manufacturer including the types of products
that are m. nufactured at each location to be licensed or certified need to be included.

A cciice pplication (for Australian medicines manufacturers) must be accompanied by a
declaration that none of the circumstances stated in Section 38(1)(g) of the Act applies to
ai 7 person involved in the management of the manufacturer. A licence application also
requires the nomination of persons responsible for Quality Assurance and Production.
These individuals have specific responsibilities under the Act and Regulations, in
particular to the Codes of GMP.

Applications for a Conformity Assessment certificates are processed by the Office of
Devices Authorisation (ODA), as these certificates attest that product and QMS
requirements have been met. Inspection of quality management system requirements is
performed when an internal application is made to the TGA by ODA.
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Application review

Upon receipt of an application, along with payment of the prescribed fee, an application
will be allocated for review. The timing of the inspection may be negotiated at this point.

On-site inspection

The purpose of the inspection is to establish whether a manufacturer has implemented
management systems and practices that comply with the relevant code, quality
management system standard and regulations. This will be done by examining actual
practices, documentation and records and comparing them against the manufacturer’s
policies and procedures and the relevant Code or QMS Standard requirements, which can
be found in the Manufacturing Principles.

For further details regarding the on-site inspection, refer to the section ‘The Irsnecti n
Process’ of this document.

Licensing/certification

Licensing/certification decision

After confirmation that any necessary corrective actions have heer: taken, which may
involve a follow up inspection, the findings and recor imen ations made in the inspection
report are subject to an internal review proces. nrioi o alir 2nce or certificate being
granted.

Once the manufacturer has achieved the requii ~men s for licensing or certification, the
manufacturer will be issued with a Li: »nce or Cer uilcate.

Licence/certificate

When a medicines manufactiicr ha arclhieved licensing or certification, the TGA will
provide a Licence to Manuf :cture or GMP Certificate respectively. The document includes
important data such as the 1. =ncs or certificate number, the site address and a description
of the types of prodi cts a:'d manufacturing steps authorised (for licences) or certified (for
GMP certificates). & “chedu.: of Conditions may be included outlining the restrictions
imposed on the Ticenc or Certificate.

Conformity @ sessn 2nt certificates are issued by the Office of Devices Authorisation
(ODA). . hen LU/ nas completed any required product assessment, a Certificate
indicating e manufacturer’s name, site address and scope of products covered by the
ce tificnto, will be issued.

Al licer ces and certificates remain the property of the TGA and must be returned upon
re nest. Copies of certificates can be provided upon request and on payment of the
nplicable fee.

Displaying a licence

The licence to manufacture therapeutic goods and accompanying Schedule of Conditions
must be displayed where the general public can view it.
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Refusal of a licence or certificate

In the event that the manufacturer is unable to comply with the requirements of the
relevant standard, the TGA may refuse to grant a licence or certificate. The decision to
refuse licensing or certification, and the grounds for that decision, will be communicated
to the manufacturer in writing. (Refer Sections 38 and 41EC of the Act).

Appeals and complaints

Appeals against licensing/conformity assessment certification decisions made by the TGA
can be made in accordance with Section 60 of the Act. Instructions on how to make an
appeal are provided in the letter advising the outcome of the licensing/conformity
assessment certification decision.

Complaints against the service provided by the TGA may be made in writing ard shc'd b
addressed to:

Head of Office

Office of Manufacturing Quality
Therapeutic Goods Administration
PO Box 100

WODEN ACT 2606

AUSTRALIA

The TGA will investigate legitimate complaints, relev int tc the products on the ARTG, from
customers of the licensed or certified manufacu rer. . icense | or certified manufacturers
shall, at all reasonable times, provide representai. res o1 (.e TGA with access to its
premises and records for the purposes of inve stigati: = such complaints. The originator of
a complaint will be advised of the outcomes, as nprpriate.

Confidentiality

Information relating to an applicatic n o' ucensed/certified manufacturer is treated as
confidential information by .ne TGA 1.d staff, however, information may be released to
other regulatory boc es fol »wing :ection 61 of the Act. In addition to that, information on
inspection date(s) and i nal cc mydance rating may be published on the TGA website.

Details of the inspec ion are aot released to sponsors who may have requested the
inspection. Th~ inforn: »tion is considered to be confidential between the manufacturer on
the applicati n anc the TGA.

Post licensing/certification activities

Uhligaaons of licensed/certified manufacturers

“ollowing licensing or certification, there are a number of managerial responsibilities
which the manufacturer will need to observe to maintain a licence or TGA certification.
These are detailed in the Act and Regulations and include:

Continued compliance with the relevant Code/Standard(s).
Compliance with ‘Conditions of licensing/certification’ (see next section).

Notification to the TGA of any significant changes in the structure and operations of
the manufacturer to enable the impact of such changes to be evaluated.
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Conditions associated with ongoing licensing/certification

The Act and Regulations contain details on the conditions associated with the licensing or
conformity assessment certification of Australian manufacturers of medicines and medical
devices.

The following sections contain the relevant requirements.

Medicines

Granting a licence Section 38

Term of the licence Section 39 ]
Conditions of the licence Section 40/reg‘llatiu_‘20

Variations by the Secretary Section 40A

Variations by the licence holder Section 20PR

Revocation or suspension of licence Jection 41

Medical devices

Section Section/Division number
[ A

Granting a conformity asses .i.ent ¢ rtiicate Section 41EE

Refusal of application Section 41EH

Conditions of t!1= certiicate Division 2 of Part 4-4

Suspen: on ot (i~ certificate Division 3 of Part 4-4

Re 7o aon of the certificate Division 4 of Part 4-4

Ti following conditions apply to the GMP certification issued to overseas medicines
ranufacturers as well as to certification of medical devices manufacturers:

The certified manufacturer shall not in any way use the fact that certification has been
granted to provide customers with misleading information regarding applicability of
the certification outside the scope for which certification has been granted.

Certificates of GMP Compliance issued to Australian medicines manufacturers are
given a 3 years expiry. Other Certificates have an expiry period which reflects the
intended re-inspection frequency and is based on the risk category of the products
manufactured and the compliance rating determined at the close-out of the inspection.
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For continuance of certification the TGA shall be satisfied that the following conditions are
met:

Continued compliance with these conditions of certification

Continued compliance of the manufacturer with the relevant standard against which
certification is held

Payment by a Medicine sponsor, or a Medical Device manufacturer (or authorised
representative), by the prescribed dates of all fees set by the TGA for continuance of
certification.

Following certification, the certified manufacturer must:

Maintain the facility and manufacturing operations in accordance with the app! cak’e
standard(s)

Make personnel, records and facilities available for inspection by the T4 on 1. = dates
and at the times agreed and confirmed in writing by the TGA

Provide the TGA with access to premises, facilities and records at »ny rc2sonable time
for the conduct of inspections and periodic reinspections.

Following certification, the TGA will:

Conduct inspections of the certified manufacturer’s manc ‘actu: ing facility at
approximately 1 to 3 year intervals (depending o1. the isk or the products
manufactured and the compliance level de(>rmir. °d)

Consider requests from the certified manu‘actu -er for changes to the scope of the
certification and evaluate such requests d ring i1 . pections subject to payment of any
additional costs associated with *his evaluaw. ' » yrocess

Notify the certified manufacturer in \riting of any changes in the scope of certification

Notify the certified manufact rer .u: wriung of any inspection findings that require
corrective action to maintain ce tification.

The licensed or certi”ed m: nufact irer shall, in a time frame agreed with the TGA, rectify
any deficiencies found (uring inspections that impact on the scope of the licence or
certification of comj iiancc with the relevant standard.

When a manufacturer © scope of licence, conditions or certification is reduced, the TGA
shall issue re vised | 'cences, conditions and certificates and the manufacturer shall return
all supcrsede ! licer ces, conditions or certificates.

Inc pection a..d review activities

After liceising or certification the TGA conducts periodic on-site inspections of the
n.nutacturer’s facility. The frequency of these inspections may vary depending on the
level of compliance demonstrated at the previous inspection(s) and the level of risk of the
products manufactured.

For medical device manufacturers, surveillance inspections are conducted on a 12
monthly basis, with a full triennial inspection conducted in which the full management
system is reviewed for continued compliance with the relevant Standard(s).

Inspections are scheduled within the TGA and the manufacturer is only advised shortly
before the inspection is to be conducted. Unannounced inspections may be conducted if
deemed necessary.
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Any changes required to the manufacturer’s scope of licence or certification can be
processed within the ongoing inspection program. If the manufacturer wants to change or
add to the products it is licensed to manufacture, an on-line application is completed.

General arrangements

Fees and charges

All fees and charges associated with licensing/certification and conduct of inspections can
be found on the TGA website.

Performance measures and targets

The performance of the OMQ Licensing/Certification Inspection Program is v ubliched
annually. The performance measures and targets for the program are proidc ! in

Appendix 1.

The inspection process

Inspections can be performed by single inspectors or inspc tion teams. In the case of a
team inspection, the team will be led by a Leaa 'nspe:or be ring overall responsibility for
the Inspection.

The Lead Inspector can be supported by apprc riate y qualified and experienced
inspectors and, where required, tech. ical specialises acting as advisors to the inspectors.
Technical specialists bring to the Inspec ‘on Team current specialised knowledge of the
activities being inspected and ensi.ie ‘hat e inspection provides a relevant and practical
review of aspects critical to the mani.rac e of therapeutic goods.

The inspection process is b ised on a paperless’ approach, meaning that all
communications relacing tc the in pection (announcement, report, close-out record and
close-out letter) are issu d as cicctronic documents only. Manufacturers are requested to
submit any docum~uts of vwwhich the inspector asks to take a copy, as e-documents only.

Definiticns
Th I'GA use. (he following definitions in relation to Inspection related terminology:

Laspecaon:

. 7stematic, independent and documented process for obtaining inspection evidence and
evaluating it objectively to determine the extent to which the inspection criteria are
fulfilled (ISO19011 - Clause 3.1)

Note: When two or more inspecting organisations cooperate to inspect a single
manufacturer, this is termed a joint inspection.
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Inspection criteria:

Set of policies, procedures or requirements (ISO19011 - Clause 3.2)
Note: Inspection criteria are used as a reference against which inspection evidence
is compared.

Inspection evidence:

Records, statements of fact or other information, which are relevant to the inspection

criteria and verifiable (ISO19011 - Clause 3.3)

Inspection findings:

Results of the evaluation of the collected inspection evidence against inspecticn crite: ia
(ISO19011 - Clause 3.4)

Note: Inspection findings can indicate either conformity or noncc »forni v with
inspection criteria or opportunities for improvement.

Inspection conclusion:

Outcome of an inspection, provided by the inspection team « *ter cc asideration of the

inspection objectives and all inspection findings (ISO12¢ 1 - Cliuse 3.5)

Inspection scope:

Extent and boundaries of an inspection (ISO1¢ 111 - _iause 3.13)
Note: The inspection scope gei. rally includes a description of the physical
locations, organisational urii= acd vities and processes, as well as the time period
covered.

Corrective action:

Action to eliminate the ¢ se u. a detected deficiency or nonconformity or other

undesirable situatina (ISO 900 Clause 3.6.5)

Correction:

Action to ¢/iminate a detected deficiency or nonconformity (ISO 9000 Clause 3.6.6)

N te: There is a distinction between corrective action and correction. Corrective
.ctions are made against an identified root cause, whereas corrections are made
against individual examples of a core issue. A correction can be, for example,
rework or regrade.

There can be more than one root cause for any deficiency or nonconformity.

A correction can be made in conjunction with a corrective action.

Deficiency:

Non-fulfilment of a requirement (for medicines inspections; ISO 9000 Clause 3.6.2)

Guidance on licensing/certification inspections Page 14 of 30
V1.0 April 2013



Therapeutic Goods Administration

Nonconformity:

Non-fulfilment of a requirement (for devices inspections; ISO 9000 Clause 3.6.2)

Objective evidence:
Data supporting the existence or verity of something (ISO 9000 Clause 3.8.1)

Note: Objective evidence may be obtained through observation, measurement,
test, or other means.

Preventive action:

Action to eliminate the cause of a potential deficiency or nonconformity or other
undesirable potential situation (ISO 9000 Clause 3.6.4)

Recurring deficiency or nonconformity:

Deficiency or nonconformity that was also identified at a previous insy ~ctioi. for which
apparently the corrective and preventative actions taken earlier v =re in. ‘equate.

Inspection announcement

Although most inspections are announced, unan. arunc d ir.pections may be performed
where required. Inspections are announced vi « tele >hone (to the manufacturer or the
sponsor) followed by an announcement letter o the i.anufacturer. Like all inspection
correspondence, announcement lettc rs are signel Ciectronically and sent via email only.

Inspection preparation

Inspection preparativn invilves ci llection and review of all necessary documents and data
relating to the manufac:rer <7 che inspection. Preparation for inspection includes the
following document:

Any applic.ll~ applications or variations

Departm ntal fi s on the manufacturer (electronic and hard copy), for re-inspections
in p. ticula: t'ie previous two Inspection reports and Closeout records

vanufaciiring steps (Site Authorisations) and Conditions of the licence (domestic
in_pe tions) or certificates and clearances (overseas inspections)

Rccalls that have occurred since the previous inspection

Jutcomes of any product testing performed by the TGA Office of Laboratories and
Scientific Services

Regulatory issues
Therapeutic goods entered into the ARTG and the related Marketing Authorisations
Site Master File

Documents provided by the manufacturer (or sponsor)
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An Inspection plan and an Inspection attendance sheet are prepared. The Inspection
plan is handed to the manufacturer only at the start of the inspection.

Conduct of an inspection

Roles and responsibilities

The inspection may be performed by a single inspector or an inspection team. In case of an
inspection team, the Lead Inspector manages the team and has oversight of all phases of
the inspection. Where required, the inspection team may include specialists from other
TGA Offices. Specialists have the same responsibilities as inspectors.

The team may be accompanied by guides or observers. Attendance of any guides or
observers on initiative of the TGA will be communicated by the Lead Inspectc i tc the
manufacturer prior to the inspection. Guides or observers should not influ_.. = or
interfere with the conduct of the inspection and are subject to confident. 'ity.

Guides or observers to the inspection on initiative of the manufacturer ~oula e the
manufacturer’s key personnel or any witnesses on behalf of the n. nufac. rer or
interpreters arranged for by the manufacturer. When guides <= appin‘ted by the
manufacturer, they should not influence or interfere with tt = conduct of the inspection.
Guides should assist the inspection team, and act on the requ st of che inspection team.

Their responsibilities may include the followin:

Providing clarification or assisting in colle .cing ‘nformation

Ensuring that rules concerning site safety a 'd se_urity procedures are known and
respected by the inspection team . ~embers

Witnessing the inspection on b<1alf oi *he manufacturer

Translating for the inspection te 4am 'i. che case of inspections involving foreign
languages.

Observers may for example = rer resentatives of other regulatory bodies. Observers may
accompany the insprctic:: team but must not influence or interfere with the conduct of the
Inspection.

Opening me 2ting

On arriva! at the wanufacturer's premises, the Lead Inspector chairs an opening meeting
with (ie ma wlacturer's management team. At this meeting:

wviem! ers of the inspection team are introduced, including an outline of their roles
The scope and objectives of the Inspection are confirmed
The Inspection plan is discussed and confirmed

A tentative time and date for the closing meeting and any interim meetings of the
inspection team and the manufacturer's management are established

The methods and procedures to be used to conduct the inspection are outlined

The manufacturer is advised they will be given sufficient opportunity to respond to
potential issues identified. Opportunities typically include, but are not limited to:
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At the moment the issue is found

At the daily debrief (if applicable)

During the closing meeting

After the closing meeting in appropriate cases

Communication links between the Inspection team and manufacturer are established

The language (English) to be used during the inspection is reconfirmed (especially for
overseas Inspections)

A record of attendance at the opening meeting is kept.

Collecting and verifying information

During the inspection, information relevant to the inspection objectives, scopc ai
criteria, including information relating to interfaces between functions, ac..iv ries ai.?
processes is reviewed by appropriate sampling and verified. The inspect »n evience is
based on samples of the available information. Inspections should be ~bjec.ve and related
to the written current Code or Standard.

Unless a special inspection for a specific purpose, all areas re'_.ant 1o the scope of
manufacture are inspected for compliance with the relevan. manufacturing standard
specified in the current Manufacturing Principles. Any ether ( ~oul: cory requirement(s)
that are relevant to GMP or QMS compliance are also 'nclud ~d in the inspection (e.g. ARTG
listing/registration, TGOs, Pharmacopoeias).

Shorter ‘surveillance’ inspections are only apj iicab.: to device manufacturers.

For medicine manufacturers critical  'lements inc7.e: validation (process, cleaning, QC
test methods and computerised systen. ), complaints, deviations, change control, release
for supply, starting material contre’ “nd ¢ cumentation/records.

Methods to collect information incl: de:

Interviews of personne ' at all '=vels within the organisation

Observation of artiv. ies, 1..c.uding reviewing and evaluating systems and procedures
for compliance and eftc tiveness

Review of {luoume. ts, ie. a sufficient sample of records so that the number of records
for each ctivit, since the last inspection is adequately represented; reviewing logs
and <atak ses t, show appropriate monitoring and trending has taken place

Taking >hetocopies of documents or photographs.

[t < star dard condition that licence holders allow documents to be copied and
shotoor.phs to be taken (see s 40(4) of the Act). Where possible, electronic copies of
dcouments are preferred.

Generating inspection findings

Inspection evidence is evaluated against the inspection criteria, ie relevant Code or
Standard, to generate inspection findings. Inspection findings can indicate either
compliance or non-compliance with the applicable standard in the Manufacturing
Principle.
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Full compliance with GMP/QMS requirements is expected. For example, where validation
is required, this is expected for relevant processes for every product/product group and
similarly it is expected that every starting material is properly tested according to
GMP/QMS requirements and agreed interpretations. Every batch of every product must be
made in full compliance with the applicable standard in the Manufacturing Principle.

Inspection conclusions
The inspection team confers prior to the closing meeting to:

Review the inspection findings against the relevant Code or QMS Standard

Review the evidence and any other information collected during the inspection,
against the relevant Code or QMS Standard

Agree on the inspection conclusions

Prepare an overview of issues identified during inspection (i.e. the po‘ent al
deficiencies/nonconformities)

Discuss Inspection follow-up, if included in the Inspection plan.

The Inspection team considers the nature and significance of the de. rier cies/
nonconformities identified and prepares a written overviev: of issues tor presentation to
the manufacturer during the closing meeting.

Closing meeting

A closing meeting will be held at the end o the nspection to present the inspection
findings and conclusions. All items discuss °d are \ :corded and a copy of this record is
provided to the attendees of the  'osing mee. '

o

The Lead Inspector will provide a ve. hal overview of the inspection and its outcome,
and verbally detail any issues 'de1 ifiec. Findings of special significance will be
emphasised, particularly those rzga: (cd as issues that could result in action to
suspend or revoke the licciice o. = tificate.

Any diverging opinions ' 2garc ng the inspection findings and conclusions between the
inspection team ana the ma.ufacturer are discussed and if possible resolved. If not
resolved, all opivions w !l be recorded.

In the case ¢~ pre licence inspection, the likely terms of the licence conditions are
discusse  and ¢ »cumented.

A rciord o1 aitCndance is kept using the same record used during the opening meeting.

Inspe.tion reports

“ollowing the on-site inspection, the inspection team prepares a report which includes the
inspection findings and a summary of the overall compliance of the manufacturer’s
operations against the requirements of the relevant Codes and Standard(s). Like all
inspection correspondence, the Inspection report is signed electronically and issued via
email to the manufacturer.
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Inspection report template

The template of the TGA’s Inspection reports is standardised and based on the
internationally harmonised template PI013-3 provided by the Pharmaceutical Inspection
Co-operation Scheme (PIC/S), refer to <http://www.picscheme.org>. However, this
harmonised template allows for minor differences in format and approach, for example as
aresult of requirements from legislation or international agreements. The main difference
is that the TGA’s Inspection report template does not include a Conclusion section, as the
conclusion is only drawn after review of the manufacturer’s response during the close-out
process, and consequently the conclusion is reflected as a ‘final compliance rating’ in the
close-out letter (see below).

The TGA Inspection report template also allows for some minor differences betweer
reports for the different TGA Inspection programs (medicines, APIs, medical device s,
blood and tissue products etc.).

Inspection reports consist of five distinct sections:

Inspection related data, including:
— Details of the inspected site and activities carried out

— Inspection details, including inspection type, scope, d=i= ana nsipectors names and
roles

— Reference to the Manufacturing Standard used

Introduction and summary of the inspectic = activ 'ties, i1 cluding the purpose of the
Inspection and the product range

Description of inspection findings and obs: rvatici:s. This section is typically
subdivided into paragraphs refei ring to the 117 sters of the Manufacturing Standard
used, as far as applicable to the mai nfacturer. This section also includes evidence
sighted for closing out or dowrg ~din, nrevious inspection findings

List of deficiencies/nonconfoimces cuserved. Manufacturers are required to respond
to all deficiencies/noncoiiiormic o< iisted. The requirements and expectations for this
response are out'ined i : the cover letter that is sent with the report

The name and signa. ire oi uie person authorising the report on behalf of the TGA.

The Inspection Repc + should not ordinarily vary from the verbal report presented to the
manufacturer au (he cle ing meeting and the record of items for discussion presented
during the clsing 1. eeting.

InspectiG. repors are reviewed prior to being issued to the manufacturer. During this
revicw, insp c.ion findings are classified as critical/major/other (for medicines
in necliv 1) or major/minor (for devices inspections).

Ci. ssification of deficiencies/nonconformities

Leficiencies identified during medicines Inspections are classified as critical, major or
other based on the internationally harmonised definitions provided by the Pharmaceutical
Inspection Co-operation Scheme (PIC/S) in their document PI013-3, refer to
<http://www.picscheme.org>. Nonconformities identified during devices Inspections are
classified as major or minor. The definitions of these classifications are also included in the
Inspection report.

A Critical Deficiency is a deficiency when it is observed that:
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A practice or process has produced, or may result in, a significant risk of producing a
product that is harmful to the user; and/or

The manufacturer has engaged in fraud, misrepresentation or falsification of products
or data.

Examples of Critical Deficiencies for medicine manufacturers are provided in Appendix 2.
A critical deficiency is a serious situation that will result in regulatory action being
considered. This classification is not applicable to Medical Device Inspections.

A Major Deficiency/Nonconformity is a non-critical deficiency/nonconformity that:

Has produced or may produce a product which does not comply with its marketing
authorisation (in some circumstances this could be critical); and/or

Indicates a major deviation from the Code of GMP or QMS standard; and/or

Indicates a major deviation from the terms of the manufacturing licence. GMP ¢ nproval
(overseas manufacturers), or Conformity Assessment Certificate; and or

Indicates a failure to carry out satisfactory procedures for releasc of ba: hes; and/or
Indicates a failure of the person responsible for QA/QC to fuli.! his/h = duties; and/or

Consists of several other deficiencies/non conformities, one of w...ch on their own
may be major, but which may together represent a majc: defic :ncy and should be
explained and reported as such.

Examples of Major Deficiencies for medicine mcnufac rers are provided in Appendix 2.

Examples of Major Nonconformities for medic al dev ~e manufacturers are provided in
Appendix 3.

An Other Deficiency Minor Nonconfo. mity is a deficiency/nonconformity that cannot be
classified as either critical or major, L't i licates a departure from the applicable
standard.

Review panel

In the case where the inspection outcome is a provisional compliance rating of
unacceptable .ic ‘nspe tion is referred to a Review Panel. The Review Panel is convened
and chaired 'y a TC \ manager who has not been involved in the inspection and consists of
other it oectc = (v no also have not been involved in the inspection) and, where
applicable, representatives of the Office(s) involved in the ARTG entry and/or the Office of
La',oratories und Scientific Services. The Review Panel reviews the inspection, undertakes
a1.-.ass: ssment of the manufacturer and prepares recommendations to the Delegate for
egulatoy actions as applicable.

Inspection close-out

The manufacturer is required to respond to the deficiencies/nonconformities identified in
the Inspection report. The process of manufacturer response and Inspector review of the
response is called close-out.
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Purpose and scope of close-out

The purpose of the close-out process is to ensure the manufacturer commits to perform
appropriate corrective and preventative actions for each deficiency/nonconformity within
an acceptable period. The close-out correspondence will record this commitment as well
as the inspection team’s comments and agreement. The close-out letter provides final
approval of the close-out, including the close-out correspondence.

The scope of the close-out is limited to those deficiencies/nonconformities that are listed
in the Inspection report. Manufacturers are not required to respond to any statements in
the body of the report, but may comment on it if they consider a statement not reflecting
the actual situation.

Corrections and corrective actions

One should be mindful of the definitions of a corrective action as opposed to 1 coi =ction.
A corrective action is an action intended to eliminate the root cause of the
deficiency/nonconformity, and thus to prevent recurrence. A correction i: an ac.’on to
eliminate a deficiency/nonconformity, or the individual examples of « ~roup ~d
deficiency/nonconformity.

Following medicines inspections, the manufacturer is requir zd to idei...iy the root cause of
all deficiencies that are classified as either critical or major. “ollow ng devices inspections,
manufacturers are required to identify the root cause .1 ~ll ncnconformities (both major
and minor).

For each issue, the manufacturer’s response shou ! inciulc action taken or proposed to be
taken to correct the specific issue (including ¢ »rrect. = action to prevent recurrence) and
the completion date or, if relevant, target date 1. = co apletion.

For deficiencies classified as critical or 11 2jor (medicines inspections) and for all
nonconformities (devices inspecticus  an i1 =ntification of the root cause is also required.
Where identification of the root c.usc is '~quired, the response should include corrective
action to the root cause as w«'! as corre_tions to the individual examples identified.

For deficiencies classified a: critic |l or major (medicines inspections) as well as for
nonconformities classitic 1 as i..ajor (devices inspections), objective evidence is required,
e.g. copies of amen2d doc. mentation, photographs etc.

Close-out re cord

The Lez "nspecic. provides the manufacturer with an e-copy of a close-out record, which
can b2 usew hv the manufacturer to provide the response.

Usc i thi template is not compulsory for the manufacturer.

Tin e lines for close-out

Where the Inspection report is normally issued within approximately four weeks of the
inspection, the initial response is requested within four weeks of the date of issue of the
Inspection report. This allows the manufacturer a total of approximately eight weeks from
the closing meeting to provide a response.

The response is normally reviewed within approximately two weeks after receipt, but this
might vary depending on inspector’s travel.
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If a subsequent response is required, the manufacturer is given an additional two weeks
response time.

If a deficiency/nonconformity is in the process of being addressed but further time is
needed to fully implement the corrective actions, the Lead Inspector may determine that
the inspection be closed out with a requirement for progress reporting. Examples of
circumstances in which progress reporting may be appropriate include but are not limited
to: generation of stability data, generation of validation data, facility or equipment
refurbishment updates etc.

Close-out letter

After all corrections and corrective actions have been accepted, the inspection is clrsed
out by issuing a close-out letter. This letter refers to the correspondence regarding h«
corrections and corrective actions, indicates the final compliance rating assigrc ' to t..
manufacturer as a conclusion to the inspection and refers to any proposed =*1end. ents to
site authorisations or conditions. The compliance rating is used by the TGA as ine of the
parameters to determine the re-inspection frequency based on risk assess nent. uike all
inspection correspondence, the Inspection report is signed electronica 'v anc issued via
email to the manufacturer.

Licensing/certification decision

In case of an initial inspection, a decision on licensing or ce tification is prepared after the
close- out of the Inspection as described in the . ~ctio. licens ing/certification process
above. The same applies for inspections followizg »nplic.lions for variation of a licence or
certificate.

Enforcement actions

The Act includes provisions for re sula.ory a_tion(s) in the case where a re-inspection
demonstrates non-compliance of a! censed or certified manufacturer of therapeutic
goods. A Licence to Manufa« cure ma; ''c revoked or suspended under the conditions
outlined in Section 4 of th- Act. I or overseas medicine manufacturers, the GMP
Certificate issued will be varic? = _cordingly, particularly in relation to authorisations and
conditions. A variation to (he authorisations and conditions of a GMP Certificate will be
reflected in the relev :nt GMP clearance(s). A GMP clearance may be cancelled if a
manufacturer .ia. cont: 2vened the authorisations provided by a certificate or breached a
condition of - certii cate.

Conforin. 7 Assessment Certificates may be suspended under the conditions outlined in
Sec’.ons 41,V to 41EQ of the Act or revoked under the conditions outlined in Sections
475R 1, - 1EWQ of the Act.

Seneral arrangements

Confidentiality

All information relating to an inspection is treated as commercial-in-confidence
information by the TGA and staff. At no time are the details of the inspection released to
sponsors who may have requested the inspection. The information is considered to be
confidential between the manufacturer on the application and the TGA.
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However, section 61 of the Act provides for the Delegate to release details of the
inspection to other authorities, for example the World Health Organization, an authority of
the Commonwealth, a State or a Territory or to a regulatory authority of another country.

Fees and charges

All fees and charges associated with licensing/certification and conduct of inspections can
be found on the TGA website.
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Appendix 1: Performance measures

and targets

All timeframes are subject to the cooperation of manufacturers and sponsors, and in some

cases, international regulatory authorities.

Periods are measured from the time that application is ‘effective’ and can be progressed b/,
the TGA. Licence(s) will be withheld until satisfactory resolution of any deficiencies

identified.

Timeframes assume sites are ready for inspection at the time of application - anplic: 1ons
may be rejected if sites are not ready for inspection.

Application type outcomes

Measurement

New Australian Licence Application Applicatior o Inspciiion | < 3 months
Report

Variation to the scope, premises or conditions | Ap, licatio  to Licence < 3 months

of licence (not requiring onsite assessment) 1 'Ssue

Re-inspection of Australian licensed nremises  In<pection due date to 6 months

Inspection report

GMP certificate or notarised copy of Lic. nce

Application to Issue

< 15 working
days

New Certificate of GMF "omypian_e - Initial Application to Inspection | <6 months

inspection report

Certificate of uUMF “ompiiance - Re-Inspection | Inspection due date to < 6 months
Inspection Report
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Appendix 2: Examples of medicine
Inspection deficiencies

Critical deficiency

Examples of critical deficiencies include the following where it can be reasonably expectec
that the definition in this Guidance will be met. A critical deficiency is a serious situ.cior
that will result in regulatory action being considered.

Lack of sterilisation validation (relevant to all sterile products)

Inadequate segregation of manufacturing of high risk products, suck -s pei. rillins,
cephalosporins, cytostatics, steroids, hormones, resulting in a ris'- of cc 1tamination
(relevant to prescription medicine manufacturers but critical deficic ncy aiso if
possibility of cross contamination to any other product)

Evidence of gross pest infestation (relevant to all manuf icturers)

Falsification or misrepresentation of analytical res»'= or i “cao.ds(relevant to all
manufacturers)

Raw materials not tested (including proper it ontiti.2*iCn testing) to ensure
compliance with specifications (relevant t all . »nufacturers)

No master batch documents (rel<vant to all ;12 ufacturers)

Absence, falsification or misrepresei -ation of manufacturing and packaging records
(relevant to all manufacturers)

Water system for sterile produc s nct validated (for manufacturers of sterile products)

Grossly unsuitable preihises so that there is a significant risk of contamination
(relevant to all marnfacu irers

Release of mat~vials or “nished product for a Registered medicine not meeting
specifications. (+or Listed medicines the assignment of a critical classification should
first be discus: »d w th the relevant regulator.)

Relrase 0. hloor or tissue product without acceptable mandatory test results (relevant
to ma ufacturers of blood or tissue products)

Incorrect iabelling of blood or tissue product (relevant to manufacturers of blood or
ussue products)

No separation of quarantined and released blood or tissue products (relevant to
manufacturers of blood or tissue products)

No evidence that mandated recall processes have been complied with. (relevant to all
manufacturers)
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Major deficiency

Examples of major deficiencies include the following:

Lack of validation of critical processes (applicable to all medicines, but could be critical
for low dose/high potency products; particularly sterilisation processes for sterile
devices)

No or grossly inadequate air filtration to minimise airborne contaminants (applicable
to all medicines manufacturers - could be critical if possible contaminants are a safety
concern and critical for sterile medicines)

Cleaning program not followed and evidence of dirty premises/equipment or ne.i-
validated cleaning procedures (may be critical if resulting contamination is a s ‘et;
concern)

No data available to establish the shelf-life of registered medicines (re'-. nt to 'l
manufacturers of registered medicines as it is their responsibility. T1:'s shou'd be
referred to the relevant product regulator)

No data available to establish the shelf-life of sterile medical ¢ ~vices, nedical devices
that incorporate medicinal substances, biological materials or ai' =nf gy source. (may
be relevant to other manufacturers of medical devices a it is their responsibility. This
should be referred to the relevant product regulator)

Damage (holes, cracks, peeling paint) to walls/ce lings . » manufacturing areas where
product is exposed

Design of manufacturing area that does nc ¢ peri. it effective cleaning
Insufficient manufacturing space that could . 27 co mix-ups

No raw material sampling area for n.~dicine manufacturers (could be classes as ‘other’
if adequate precautions are ta'.en

Sanitary fittings not used on liq 'id /- ream manufacturing equipment
Stored equipment not } rotect~d from contamination

Individuals in chargc of Qi roduction not qualified by education, training and
experience

Inadequat~ ‘nitial ¢ nd ongoing training and/or no training records
Cleaning >rocec ires not documented and/or no cleaning records
Produ -tion equipment cleaning procedures not validated

Redced yC testing of raw materials without data to certify suppliers
Incor.iplete testing of raw materials

Test methods not validated

Complex production processes for non-critical products not validated
Unapproved/undocumented changes to master batch or equivalent documents
Deviations from instructions not approved

No or inadequate internal inspection program

No proper release for supply procedure

Product reworked without proper approval
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No system/procedures for handling complaints or returned goods

Inadequate testing of packaging materials

No ongoing stability program and/or stability data for all products not available
Insufficient lighting in production or inspection areas

Temporary devices used for equipment repair

Containers from which samples have been taken not identified

Equipment not properly maintained

The temperature of critical temperature controlled storage areas not monitored and
alarmed
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Appendix 3. Examples of devices
Inspection nonconformities

Examples of major nonconformities include the following:

Lack of validation of critical processes (sterilization validation for example)
Evidence of gross pest infestation
Falsification or misrepresentation of quality test results

No or grossly inadequate air filtration to minimise airborne contaminants (whei
appropriate)

Cleaning program not followed and evidence of dirty premises/equip nenc ot un-
validated cleaning procedures (maybe critical if resulting contaminatiu n is a safety
concern)

No stability program or equivalent to support the life of the pr¢ uct, vhere applicable.
(For example, drug/device combinations)

Damage (holes, cracks, peeling paint) to walls/ceiliros in  nanifacturing areas where
product is exposed

Design of manufacturing area that does not L »rmi. ~ffes.ive cleaning

Insufficient manufacturing space that cou 1lead n~ix-ups (in particular with regards to
segregation of sterilised and non-sterilised (~vir2s)

No raw material sampling area (cou'd be other if adequate precautions are taken)
Sanitary fittings not used on I'juir, crea:n manufacturing equipment
Stored equipment not prot~ctec fro'n contamination

Individuals in charge oi QC/Pinduction not qualified by education, training and
experience

Inadequate inii'* 1 and ¢ going training and/or no training records
Cleaning ». v« »durc: not documented and/or no cleaning records
Prednctic » equi hment cleaning procedures not validated

Reducc 4 QC testing of raw materials without data to certify suppliers
Incciholete testing of raw materials

Tes* methods not validated

Jnapproved/undocumented changes to master batch documents
Deviations from instructions not approved

No or inadequate internal audit program

No proper release for supply procedure

Product reworked without proper approval

No system/procedures for handling complaints or returned goods
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Inadequate testing of packaging materials

Insufficient lighting in production or inspection areas
Temporary devices used for equipment repair

Containers from which samples have been taken not identified

Equipment not properly maintained
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