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Evolution of the Australian New Zealand
Therapeutic Products Authority

1983 Closer Economic Regulations (CER) Trade Agreement
free trade agreement
1998 Trans Tasman Mutual recognition Agreement
covering sale of goods and registration of occupations
2003 Joint trans Tasman Agency Treaty
Intention of a joint regulatory scheme
2007 Commencement of the ANZTPA
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Regulation of therapeutic goods
Mechanisms

Review data for

Safety

Quality
Efficacy

Assess manufacturers’ capacity to adhere to quality systems
such as cGMPs

Post market activities

Controls on advertising therapeutic goods
GMP audits of manufacturers

Adverse reaction/incident monitoring
Recalling unsafe products

Enforcing the law — surveillance

Risk based product testing



Biologics —
therapeutic goods which are derived from living organisms

« Blood and blood products

— Blood components
— Plasma derivatives

 Biopharmaceuticals

— Medicinal products of established biotechnology
— Subject to realignment in the FDA

 Enzymes
* Recombinant proteins
* Antibiotics
* Monoclonal antibodies

e \Vaccines

e Cell and tissue products



Summary of current provisions —
Australia and New Zealand

Blood components

— regulated only through facililty licensure in Australia (no pre-and
post-market assessment)

— Regulated as medicines in New Zealand

Plasma derivatives
— Regulated as medicines in both countries

Biopharmaceuticals
— Regulated as medicines in both countries

Vaccines

— Regulated as medicines in both countries, except when exempt
through medical practice provisions

Cells and tissues

— Complex nexus of arrangements in Australia, mostly unregulated
In New Zealand (some as medicines)



Current range of regulated therapeutic goods
Varies between different countries

Medical practice issues
*Whole human organs

sExtemporanous products
*Often single products/ autologous

>

Medicines

ISSUEesS anc
cellular
therapies

*Detailed technical document and data

*Use of clinical data of lower quality due
to trial design difficulties

*Pre-market evaluation according to
risk of device

*Concept of performance
*Operator/surgeon skill

edical devices

*Detailed data
*High quality

In depth pre-market evaluation
(prescription medicines)

eConcept of Efficacy




*Historically regulated
as medicines or
biologics

*Subject to all
measures of safety,
guality & efficacy

*Evidence base still
low

*Historically regulated
through oversight of
manufacture

e|nsulated from most of
the principles of efficacy
assessment and
therapeutic claims

Increasingly complex (&
expensive)

*Supply problems




Current blood regulation in Australia

Desired outcome

Regulatory product

Current agency area

Overall agency policy

Policy direction,

Office of Devices, Blood

for blood regulation stakeholder and Tissues
Interaction
Product approval for No product Office of Devices, Blood
fresh components approval/registration, and Tissues

review of product
filesfor aignment to
quality/safety
standards

L icensure of blood

Licence to manufacture

Manufacturing

collecting centres under cGMP Assessment Branch
Product assessment for | Products approved after | Drug Safety and
plasma derivatives review of safety, Evaluation Branch

guality and efficacy




Summary of current
arrangements

 Full spectrum of regulatory provisions for
safety, quality and efficacy is patchily
applied

* Oversight Is deployed over different areas

of the organisation, with no specific
regulator for some parts



The concept of the Regulator
TGA Laboratories Review 1999
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Proposed approach to blood
components

Blood components

— Therapeutic components manufactured from the
mature formed and circulating elements of blood
(including red cells, white cells and platelets), but not
Including precursor cells.

— Manufactured from not more than twelve individual
blood donations and using processes such as
centrifugation, separation, filtration and other
techniques which do not result in a significant
deviation from a closed system.

— Include plasma for transfusion but do not include
products derived through fractionation of plasma.



Proposed approach to blood
components
Classification on the basis of risk

 Class 1 components

— Where the method of manufacture, including testing, processing
and storage, does not change the biological, pharmacological
and therapeutic properties of the product relative to established
practice and standards

 Class 2 components

— Where the method of manufacture, including testing, processing
and storage, changes the biological, pharmacological and
therapeutic properties of the product. This may include changes
relative to Class 1 product ie when Class 1 products are altered
to an extent that their biological, pharmacological and
therapeutic properties are affected to an extent seemed
significant



Proposed approach to blood
components
Classification on the basis of risk

e Class1 -

— A full product license will be required for each product type at the
end of the transition period. (Details of the transition
arrangement will be developed).

— The requirements for this application will be described in a
guideline this will include provision of a Technical Standards
File) along with details on manufacturing quality standards etc.

— Having assessed the applicant the Agency will issue a product
licence and the product will be included on the Agency database.

e Class 2 -

— Requirements would be similar to Class 1 with the addition of
Increased data requirements for safety, quality and efficacy, as
described in Guidelines which will be developed.

— This will include products which have been significantly altered in
terms of their composition and/or properties eg pathogen-
Inactivated red cells, longer shelf-life platelets etc.
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International approaches to cell &
tissue reqgulation
Common features

Management of “turf” iIssues
Tiered regulatory approach
Emphasis on infectious disease minimisation

Emphasis on manufacturing assessments as
main regulatory tool

But
Increasing interest in assessment of claims
Adverse event monitoring



Increasing regulatory review and

compliance

Australia & New Zealand —a proposed regulatory scheme

Class 4

Class 3

Class 2

Class 1

/\

Increasing risk/benefit ratio

~

*Process overseen by new
regulator

*Primary assumption — that the
Intensity of processing, and the
level of manipulation, are
directly impacting on the risk
profile



Processed HCT/Ps

Tissues and cells from living and
cadaveric donors that are retrieved and
processed so that the physical and / or
biological characteristics are altered.
These may be further classified as

a level of processing that changes the
physical properties or exposes
tissues/cells to other established non-
biological processes, eg
demineralisation of bone, freeze-drying
of skin, cell separation - Class 3

b) a level of processing that introduces
new technology, biological and / or
genetic material to the tissue/cells -
monoclonal antibody selected cells,
genetically modified cell therapies -
Class 4

Unprocessed HCT/Ps

Class 2 - does not fall in Class 3/4 &
HCT/P is banked

Class 1 - does not fall in Class 3/4 or
Class 2: - for example, organs for
transplantation

Classification System

Class 1 - compliance with
standards of good tissue
practice - current industry
standards may be
adopted for some tissues
(eg organs)

Class 2 - compliance with
relevant cGMP (including
standards of good tissue

practice) and licensing of
manufacturer

Class 3/4 - as for Class 2
plus pre-market
assessment of quality,
safety, efficacy
















From medical to manufacturing practice

Medica] ssssssssssnssnssnnsnnsnnsnnsnnsnnsnnannannannnnnnnnnns > Manufacturing
Good tissue practices (GTPs)
€ re e re e e reNEEEEEEeNEEE SRS EEEEEEaNEEERENSANEESEESAEEEEEREEaErEEnaaauran >
Living related Organ Organ Cellsisolated,
donor for harvested preserved manipulated,
direct organ from and preserved,
transplant cadaveric banked reinfused
donor |

No Standards- Manufacturing Pre-mar ket

oversight + review and

product no
Standards approval

regulation Inspection

Medical regulation - justification - holds throughout



Conclusions

* A new agency for therapeutic products will
contribute to harmonisation of regulatory
measures In Australia and New Zealand

e A new framework for blood and other

biologic products will be introduced
through the new agency

* Risk based regulation of these products
will ensure appropriate levels of safety,
quality and efficacy while nurturing
iInnovation and facilitating access



