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Organic Operators Australia is the unified voice for Australia's organic industry to negotiate policy
reforms with Governments and that helps the industry to capitalise on the growing global demand for
organic products.

The objectives of OOA Ltd are to:

1.

facilitate an organic industry which has an authoritative voice that enhances the fortunes of all
Australian certified organic operators, through advocacy, education and transparent
representation

improve the competitiveness of certified organic operators through effective advocacy to
governments, with industry stakeholders, and in respect of research and development

promote the integrity of certified organic productions systems

promote industry development and educate producers and consumers in respect of certified
organic production

facilitate collaboration across supply chains and improve domestic and export market access
for certified organic operators

promote widespread uptake of sustainable farming systems and markets based on organic
principles and imbued with a culture of innovation, of progressive improvement towards best
practice, of transparent integrity, of inclusive collaboration, of holistic systems, and of true
value pricing

More information is available on our website at https://organicoperators.au
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Submission particulars

Field Detail

Submitting organisation | Organic Operators Australia (OOA)
Recipient Office of the Gene Technology Regulator, Australian Government

Application DIR 224 - commercial supply of a genetically modified multivalent vaccine
for chickens

Applicant Intervet Australia Pty Ltd

Consultation closing 25 September 2026

date

Submission purpose Technical comment on the consultation RARMP and draft licence

conditions, confined to risks to human health and safety and the
environment within the Gene Technology Act 2000.

OOA represents certified organic operators and has a direct interest in the integrity of agricultural
receiving environments. This submission does not ask the Regulator to determine organic certification,
food labelling, marketability, trade or compensation. It addresses biological exposure, persistence,
genome dynamics, recombination and environmental monitoring only to the extent that those
matters arise from dealings with the GMO and fall within the Regulator's statutory remit.

Purpose and consultation scope

OOA acknowledges the consultation's request that anti-vaccine advocacy be omitted from
submissions. This submission is not anti-vaccine advocacy and does not dispute the legitimate role of
vaccination in poultry disease control. OOA's concern is directed to the scope and completeness of
the regulatory risk assessment.

This position paper proposes a pathway-based framework that distinguishes demonstrated
mechanisms, reasonable inferences, unresolved uncertainties and unsupported claims [2]. Applied to
DIR 224, the framework screens out a direct genome-active-protein pathway but identifies
conventional and decision-relevant questions arising from a persistent, live recombinant viral vector.

OOA submits that consultations should address this wider scope—including genome dynamics,
cumulative and long-duration exposure, receiving-environment variability and the adequacy of post-
release verification—where those matters fall within the Regulator's existing mandate. This broader
assessment discipline should become a transparent and standard component of future RARMPs; it is
not an argument against vaccines or against the disease-control objective of this application.
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Executive summary

POSITION IN BRIEF

OOA does not oppose the disease-control objective of Innovax-ND-ILT and does not contend that its
expressed F, gD or gl proteins have been shown to possess catalytic genome-editing or mutagenic
activity. DIR 224 concerns a live recombinant HVT vector that integrates into host telomeres,
establishes latency, persists, can reactivate and may reach feather-follicle epithelium from which
infectious virus can enter the environment.

RARMP recognises uncertainty about Australian wild-bird infection, product transmission and
recombination, yet identifies no specific indicator of harm and proposes no product-specific risk-
treatment condition. That is the decision gap addressed in this submission.

The consultation RARMP concludes that the proposed Australia-wide commercial supply presents
negligible risks and that no specific risk treatment is required [1]. OOA accepts several elements
supporting a low-risk conclusion: the long history of parental HVT use; its narrow avian host range; the
absence of evidence of mammalian infection; reduced replication of the GMO relative to HVT in some
sampled tissues; and the absence of observed horizontal transmission in the submitted studies. Those
matters are relevant and should remain in the balance.

The problem is not that OGTR ignored integration, latency, shedding or recombination. The RARMP
expressly discusses them. The problem is that acknowledged, decision-relevant uncertainties are
closed largely by history of use, absence of reports and assumptions about the inserted cassette, while
the draft licence does not create the surveillance needed to test those assumptions after an
unrestricted, ongoing, national release. Scientific uncertainty does not compel refusal. It does require a
verification architecture proportionate to the persistence and scale of the GMO.

Requested regulatory outcomes

Do not finalise an unconditional conclusion that no product-specific measures are required until the
applicant supplies the targeted information identified in this submission, or the remaining uncertainty
is managed through licence conditions.

Require a non-confidential technical summary of construct architecture, insertion site and flanking
sequences, passage history, stability testing, variant detection limits, antigen localisation and the
evidence supporting unchanged tropism and replication.

Repeat or supplement the horizontal-transmission study using HVT-naive contact birds and methods
that distinguish viral DNA from infectious product virus. The RARMP records that background HVT
infection in contact animals may have prevented product transmission.

Characterise product shedding and retained infectivity in feathers, dust and litter across the relevant
production cycle, with separate consideration of long-lived layers and breeders and of outdoor/free-
range receiving environments.
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Evaluate construct stability and recombination under realistic co-infection and co-vaccination
conditions, with whole-genome analysis of recovered product-positive or suspect recombinant

viruses.

Add defined post-release indicators, reporting triggers and sequencing obligations to the DIR 224
licence, with a scheduled review after early commercial deployment.
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1. Scope and evidence discipline

This OOA position paper on novel proteins, genome dynamics and biome genetic ecology proposes a
trigger-based assessment framework [2]. It distinguishes a direct molecular pathway from an
ecological genetic pathway. The framework is not a presumption that novelty is hazardous and it does
not assert that ordinary exogenous proteins reverse-translate their amino-acid sequences into DNA.

Applied to DIR 224, that discipline produces a limiting conclusion. The NDV F protein is a viral fusion
protein whose fusion function ordinarily requires the cognate NDV HN protein; the ILTV gD and gl
proteins are envelope-associated proteins involved in receptor interaction and cell-to-cell spread
[1,12-15]. None is described as a nuclease, recombinase, reverse transcriptase, transposase or
genome-maintenance protein. There is therefore no present basis to allege a direct protein-mediated
mutation pathway.

That conclusion does not screen out the GMO. The GMO itself is a replicating DNA virus vector. Its
genome is the relevant genetic agent. The appropriate questions concern construct stability,
chromosomal integration, latency, reactivation, shedding, host and cell tropism, recombination and
selection in the receiving environment. Those are conventional gene-technology risk questions, not an
attempt to extend OGTR jurisdiction to non-GM products.

The regulatory question is whether the evidence supports a negligible-risk conclusion without
product-specific risk treatment for an ongoing, Australia-wide commercial supply, when:

o wild-type HVT is now demonstrated to integrate efficiently into host chromosome ends and
to use that integration for persistence, reactivation and transport to the skin [4];

e the product's submitted contact study contains an acknowledged confounder that may have
suppressed transmission [1];

o field stability of HVT or the GMO in poultry dust has not been determined, while related
Marek's disease viruses can remain infectious in feather material or dust for extended periods
(1.17];

o commercial use will include different bird lifespans, vaccine combinations and indoor, free-
range and organic production environments; and

e the proposed post-release review identifies no specific indicator capable of distinguishing
genuine absence of recombination or transmission from absence of detection.
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1.3 Evidence categories

Category

DIR 224 application

Regulatory implication

Demonstrated

Product-specific
evidence

Reasonable inference

Uncertainty

Not established

Parental HVT integrates into host
telomeres, persists, reactivates and
reaches feather-follicle epithelium; the
GMO infects chickens, turkeys and quail in
submitted studies.

Submitted studies report stable cassette
sequence after passages, broadly
comparable biodistribution and no
observed contact transmission, but
substantial detail is CCl or unavailable
publicly.

F, gD and gl are not known genome-
active enzymes; the construct is not
expected to expand host range or
virulence.

Transmission study interference, Australian
wild birds, field dust stability, long-
duration shedding and recombination
under local vaccine schedules.

That the GMO causes disease,
recombination, mammalian infection or
heritable host-genome damage.
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These steps establish biological
capability and exposure pathways.
They do not, by themselves,
establish harm.

Relevant risk-reducing evidence,
subject to study design, duration,
detection method and
confounding.

A defensible screen-out
proposition if supported by
localisation, function and
comparative phenotype data.

Calls for targeted data or defined
post-release verification, not an
omnibus testing program.

OOA does not present these
outcomes as facts.



2. Material features of DIR 224

2.1 The GMO and proposed scale

DIR 224 concerns Innovax-ND-ILT, a live recombinant HVT FC-126 vaccine expressing the NDV F
protein and ILTV gD and gl glycoproteins. The proposed dealings are import, transport, storage,
supply and disposal, nationally, without a fixed end date. Veterinary use requires APVMA registration.
The intended administration is in ovo to embryonated eggs or subcutaneous injection of day-old
chickens [1].

Scale matters. A commercial vaccine supplied across Australia creates repeated release opportunities
through vaccinated birds, feather material, dust, litter, carcasses, transport, spills and waste. Low
probability at an individual administration does not automatically translate to immaterial cumulative
opportunity when exposure is repeated across large populations and years. The assessment should
address frequency and duration explicitly rather than treating each dose as an isolated event.

2.2 HVT biology makes persistence an intended property

HVT's value as a vector is tied to persistent antigenic stimulation. The FC-126 genome is a double-
stranded DNA herpesvirus genome sharing organisation and sequence relationships with other
mardiviruses [3]. HVT can establish latency in lymphocytes, reactivate and reach the feather-follicle
epithelium. Recent experimental work demonstrates that viral telomeric repeat sequences facilitate
integration at host chromosome ends and that integration materially supports genome maintenance,
reactivation and skin transport [4]. In that study, deletion of the telomeric repeats reduced HVT
genome maintenance, reactivation, splenic persistence and feather viral loads by orders of
magnitude [4].

Integration is not presented here as synonymous with host disease or mutagenesis. It is relevant
because it supplies a mechanism for long-term persistence and renewed exposure. A five-week
biodistribution comparison cannot, by itself, characterise the full persistence profile of a vector used in
layers or breeders. Okura et al. observed HVT maturation in lymphoid tissues from two days post-
infection and in feather-follicle epithelium from six days [5]. Rémy et al. showed that feather infection
can later be cleared in some vaccine contexts, illustrating that shedding is dynamic and must be
measured rather than inferred from a single time window [6].

2.3 Introduced proteins

The RARMP's screening of the NDV F protein rests on the absence of the cognate HN attachment
protein and published evidence that F-HN interaction is required for efficient NDV membrane fusion
[14,15]. That is a sound mechanistic starting point. For ILTV proteins, gD participates in receptor
interaction and gl forms a complex with gE supporting cell-to-cell spread [12,13,21]. The relevant
product-specific issue is not whether these proteins are generally hazardous; it is whether their
expression, subcellular localisation or incorporation into infected-cell or virion membranes measurably
changes HVT entry, spread, tissue tropism or recipient range.
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The submitted comparative phenotype data reportedly show no expanded host range and reduced
replication in some tissues [1]. OOA accepts that evidence may screen out this pathway. The final
RARMP should state the decisive experimental observations, not only the expectation, including
whether expression and localisation of ILTV gD and gl were measured and whether functional
interaction with endogenous HVT glycoproteins was tested.
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3. Technical comments on the risk
assessment

The RARMP states that the expression cassette and corresponding HVT flanking regions showed a
100% sequence match after multiple passages, with no unintended vector-derived DNA [1]. This is
useful evidence, but the public document does not identify the number and type of passages,
sequencing depth, minor-variant detection threshold, insertion-site architecture, promoter and
regulatory elements, or the in vivo duration covered by stability testing.

For a persistent herpesvirus vector, consensus sequence agreement after laboratory passage is not the
entire stability question. Relevant endpoints include deletion or rearrangement frequency, expression
stability, minority variants, cassette loss under in vivo selection and stability during co-administration
with other Marek's disease vaccines. Related rHVT vaccines have been tested through in vitro and in
vivo passage and back-passage designs [7,8]. DIR 224 should disclose, at least in non-confidential
summary form, whether comparable product-specific testing was completed and with what limits of
detection.

OOA does not seek disclosure of legitimate manufacturing know-how. CCl protection should not
prevent publication of the information needed to understand the causal-pathway screen. A public
summary can state construct location, functional elements, passage design, sample sizes, methods,
acceptance criteria and findings without revealing proprietary production detail.

The submitted chicken study sampled spleen, lung, bursa, trachea, peripheral blood lymphocytes and
feather-follicle epithelium over five weeks. The GMO and parental HVT showed broadly comparable
distribution, while the GMO was not detected at later time points in bursa and feather-follicle samples
where parental HVT remained detectable [1]. That supports reduced replication in those tissues, but
does not establish the absence of later reactivation or intermittent shedding.

The central study limitation is stated by the RARMP itself. In the contact-transmission experiment,
unvaccinated chickens later tested HVT-positive, apparently because HVT-positive turkeys had been
housed with them before vaccination. The RARMP records uncertainty as to whether this prior HVT
infection prevented transmission of the GM vaccine [1]. This is not a peripheral caveat. Pre-existing
HVT immunity or infection can create biological interference and make a negative contact result non-
informative for an HVT-naive receiving population.

The study should therefore be repeated or supplemented using independently sourced HVT-naive
vaccinated and contact cohorts, with separation of species and verified negative baselines. Product-
specific quantitative PCR should be paired with virus isolation or another validated infectivity assay.
Detection of DNA alone does not demonstrate infectious release; absence of DNA in a limited sample
does not exclude intermittent infectious shedding.
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Published studies of other recombinant HVT constructs show that no observed lateral transmission is
a plausible outcome [7], while studies of parental HVT confirm replication and maturation in feather-
follicle epithelium [5]. Those findings are compatible: a vector may reach the shedding tissue yet
transmit inefficiently. Product-specific data are needed to estimate where DIR 224 sits on that
spectrum under field-relevant conditions.

The RARMP distinguishes rapid titre loss of reconstituted vaccine in diluent from persistence of virus
protected by organic matter, and states that field stability of HVT or the GMO in dust has not been
determined [1]. Those are materially different exposure contexts. Diluted vaccine in liquid is not a
sufficient proxy for cell-associated or feather-associated virus in dry organic material. Historic work
demonstrated prolonged survival of Marek's disease agent in poultry dust [17]. The GMO may be less
persistent than pathogenic MDV, but that must be shown rather than assumed from liquid-vaccine
stability.

A proportionate environmental-fate study should measure product-specific genome copies and
infectious virus in feather tips, settled dust and litter under representative temperature, humidity,
ultraviolet exposure and organic-matter conditions. Sampling should cover broiler, layer and breeder
timeframes. The purpose is not to prove zero persistence; it is to establish a decay curve and identify
whether exposure overlaps susceptible birds beyond the vaccinated flock.

The RARMP describes conventional, free-range and organic production but does not fully carry those
distinctions into the causal-pathway analysis. Indoor biosecurity controls reduce contact with wild or
feral galliform birds. Outdoor range access changes that step. Litter, feathers and manure may also
move from poultry premises to composting, storage or land application. These practices are
biologically relevant even where they comply with state, local-government and industry requirements.

Organic status is not a risk proxy, and OOA does not suggest that organic farms are inherently more
susceptible. The relevant features are outdoor access, bird lifespan, flock density, wild-bird interface,
manure and litter handling, composting conditions and destination. The final RARMP should evaluate
these attributes as receiving-environment variables and avoid treating generic commercial-poultry
biosecurity as uniform across all proposed Australian uses.

The RARMP correctly identifies the required steps for homologous recombination: co-circulation,
cellular co-infection, sufficient sequence homology and viable recombinant progeny. It also correctly
notes the long use of HVT with no reported HVT-MDV recombinant events and the absence of reports
involving the GMO since overseas authorisation [1]. These facts reduce the inferred likelihood.

They do not close the pathway. HVT integrates, persists and can reactivate; HVT vaccination does not
prevent infection with circulating pathogenic MDV; and co-administration with other Marek's disease
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vaccine serotypes occurs [1,4]. The foreign cassette creates an outcome not represented by parental
HVT history: transfer, deletion, duplication or rearrangement of the antigen cassette in a different
mardivirus genomic background.

Australian poultry virology provides a direct warning against equating absence of prior reports with
biological impossibility. Two attenuated ILTV vaccine strains recombined to produce virulent field
viruses in Australia [9]. Whole-genome and epidemiological work has identified multiple ILTV
recombination events [10]. In an experimental natural-host co-infection system, Loncoman et al.
detected recombinant ILTV progeny in every co-inoculated chicken and in 64 of 87 recovered viruses,
although that system involved highly homologous ILTV strains and cannot be numerically
extrapolated to HVT-MDV recombination [11].

The correct inference is bounded: alphaherpesvirus recombination can be consequential, is best
detected through intentional molecular surveillance, and may be underreported where no product-
specific screening occurs. OOA does not claim that ILTV recombination rates apply to HVT or that a
DIR 224 recombinant will emerge. OOA asks that the applicant demonstrate construct stability under
realistic co-infection and vaccine-combination conditions and that any field isolate carrying product-
specific markers be sequenced.

HVT's known host range is narrow and limited to avian species, principally gallinaceous birds [1,18,19].
The submitted studies show replication without clinical signs in chickens, turkeys and quail, with no
observed contact transmission of the GMO. These are meaningful risk-reducing observations.

The inserted ILTV gD and gl proteins nonetheless have functions relevant to entry and cell-to-cell
spread. ILTV gE/gl deletion impairs spread in cultured cells [12,21], and structural work on
alphaherpesvirus gD illustrates how receptor-binding interactions can influence entry [13]. Cross-virus
functional inference must be cautious, but the RARMP should disclose whether the product's gD and
gl are present on the surface of infected cells, incorporated into HVT virions, or able to interact with
HVT homologues. Comparative infectivity panels in avian cell types provide a direct test of the
assumption that host and tissue tropism are unchanged.

Vaccination benefits animal health and can substantially reduce disease. OOA does not argue
otherwise. Some non-sterilising Marek's disease vaccines can also alter the ecological conditions
under which pathogenic MDV strains transmit. Read et al. experimentally showed that vaccination
could extend host survival and permit transmission of otherwise lethal MDV strains [16]. That work
concerns pathogen ecology, not genetic harm caused by Innovax-ND-ILT, and it does not establish
that DIR 224 increases virulence.

Its relevance is narrower: the receiving environment contains interacting vaccine and field viruses, and
clinical protection is not the same as prevention of infection, replication or genetic exchange. The final
assessment should therefore treat realistic vaccine schedules and circulating MDV exposure as part of
the ecological context for recombination and selection.
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3.8 Human-health pathway

The parental HVT is not known to infect humans or other mammals, ILTV is not known to infect
humans, and the submitted mouse study detected neither GMO nor clinical effects [1]. The NDV F
protein is expressed without the cognate HN protein required for NDV fusion. On available evidence,
OOA has not identified a credible pathway to human infection or direct genome alteration that
warrants escalation.

Needlestick, aerosol and waste-handling exposure remain occupational routes, but these are
appropriately addressed through product labelling, trained administration, personal protective
equipment and waste controls coordinated with APVMA and state systems. OOA's requested
additional work is directed principally to avian and environmental pathways.

Voice of Australia’s organic industry
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4. Decision-critical gaps and proportionate
evidence

RARMP
proposition

Residual gap

Proportionate evidence

Decision use

Cassette is
stable

No horizontal
transmission
observed

Reduced FFE
detection

Host range
unchanged

Recombination
not reported

Environmental
exposure is
unlikely

Public summary lacks
passage design, depth,
minor-variant threshold
and long-term in vivo
stability.

Contact study may have
been suppressed by

background HVT infection.

Five-week sampling does
not resolve later
reactivation, intermittent
shedding or long-lived
birds.

Introduced gD/gl have
entry/spread functions;
public evidence on
localisation and cross-
complementation is
limited.

No defined active
surveillance means non-
detection may be
insensitive.

Dust stability is unknown;
outdoor and litter
pathways are not fully
differentiated.

Construct map; insertion and
flanking sequence; passage
history; deep-sequence or
validated variant analysis;
expression stability.

Repeat with verified HVT-naive
cohorts; product-specific gPCR
plus infectivity assay; adequate
contact duration.

Longitudinal feather, dust and
litter sampling across broiler and
layer/breeder cycles.

Expression/localisation; virion
incorporation; receptor/cell
panel; plaque-size and cell-to-
cell spread comparison.

Realistic co-infection/co-
vaccination study; whole-
genome sequencing of
recovered product-positive
viruses; field investigation
protocol.

Infectivity-decay study in
feather/dust/litter; receiving-
environment analysis by
production attributes.

4.1 Minimum pre-decision information

Confirms comparator
and detects deletion,
rearrangement or
minority variants.

Resolves acknowledged
confounder and
estimates infectious
transmission.

Defines exposure
duration and
cumulative opportunity.

Tests the decisive
mechanistic assumption
directly.

Distinguishes absence
of evidence from
evidence of absence.

Supports fit-for-
purpose controls and
monitoring locations.

A non-confidential construct and stability summary sufficient to identify the insertion site, functional
elements, passage design, in vitro and in vivo stability endpoints, detection limits and findings.

The complete protocol and results for transmission studies, including baseline HVT status, allocation,
sample size, contact duration, species separation, sampling schedule and whether assays detected
DNA, antigen or infectious virus.

Voice of Australia’s organic industry
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Product-specific expression and localisation data for F, gD and gl, including evidence relevant to virion
incorporation, receptor interaction, cell-to-cell spread and HVT glycoprotein complementation.

An environmental-exposure estimate covering feather-follicle material, dust and litter, and explaining
how persistence and infectivity differ between reconstituted liquid vaccine and organic matrices.

A recombination evidence package addressing realistic co-administration with HVT, CVI988/Rispens or
other mardivirus vaccines and co-infection with field MDV, including sequencing of recovered viruses
where technically feasible.

OOA does not recommend untargeted multi-omics, routine sequencing of every vaccinated bird or an
impossible demonstration of zero recombination. Testing should address the weakest causal-pathway
steps. If validated product-specific studies show no infectious shedding beyond the expected window,
stable cassette retention, unchanged cell tropism and no recombinant progeny under realistic high-
opportunity conditions, the negligible-risk conclusion would be materially strengthened.
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5. Draft licence conditions and post-
release review

5.1 Internal inconsistency in the current PRR design

The RARMP acknowledges uncertainty about susceptible Australian wild birds and recombination with
circulating alphaherpesviruses [1]. It also states that specific-indicator monitoring may be triggered by
significant uncertainty but identifies no specific indicator for DIR 224. The draft annual report requires
adverse impacts, unintended effects, new risk information and dose numbers by State and Territory.
Those are necessary but passive. They will not reliably detect an asymptomatic recombinant,
unexpected product shedding or infection of an unvaccinated bird unless somebody first knows to
test.

A reporting duty cannot verify a prediction if the licence does not define what must be observed,
sampled or investigated. OOA recommends a small, hypothesis-driven PRR package rather than broad
environmental monitoring.

5.2 Recommended specific indicators

e Confirmed infectious GMO outside the expected vaccinated-flock context, including in an
unvaccinated susceptible bird.

e Product-specific viral DNA or infectious virus in feather dust, litter or environmental samples
above the validated duration or concentration range supplied in the risk assessment.

o Horizontal transmission of the GMO under commercial conditions.

e Loss, duplication, rearrangement or sequence change of the expression cassette associated with
altered replication, tropism, persistence or antigen expression.

o  Detection of an alphaherpesvirus field isolate containing DIR 224-specific sequence markers or a
mosaic genome consistent with recombination involving the GMO.

e Unexpected disease, host range, tissue tropism or shedding pattern in chickens, turkeys, quail or
other susceptible avian species.

5.3 Recommended licence conditions

e Product-specific detection: maintain and provide validated assays capable of detecting the GMO
and differentiating it from parental HVT, other HVT-vector vaccines, MDV serotypes and ILTV.

e Investigative sequencing: sequence the complete genome, or an equivalently informative set of
loci, of any recovered virus that is product-positive, shows an unexpected phenotype or is
suspected of recombination; report findings and raw interpretive criteria to the Regulator.
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o  Distribution traceability: retain vaccine lot, dose, destination State/Territory, flock category and
supply-chain records sufficient to support rapid investigation and recall, subject to privacy and
biosecurity protections.

e Annual reporting: add aggregate information on flock type, production system, co-administered
Marek's or ILT vaccines, confirmed product detections outside vaccinated birds, and
investigations of unexpected shedding or recombination.

e Immediate notification: report confirmed horizontal transmission, unexpected infectious
environmental recovery, construct instability, altered host range or suspected recombinant virus
within a defined short period after confirmation.

e Scheduled review: require a DIR 224 RARMP review after three years of commercial supply or an
earlier material distribution threshold, using Australian post-release data and international
pharmacovigilance information.

e Cross-regulator continuity: require notice of APVMA registration, label variations, suspended or
cancelled overseas authorisations, and any overseas finding that changes the environmental or
transmission assessment.

5.4 Conditions should be operationally proportionate

The licence holder should not be required to monitor every farm or wild bird. A proportionate design
could combine: defined early-deployment sentinel sampling; mandatory investigation of specified
events; routine retention of traceability data; and sequencing only when a trigger is met. The
Regulator can then close the loop without imposing an open-ended environmental survey.
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6. OOA recommendations

1. Recognise in the final RARMP that the expressed F, gD and gl proteins do not presently activate a
direct genome-active-protein pathway, while the live vector itself activates conventional
integration, persistence, shedding and recombination pathways.

2. Resolve the acknowledged HVT-interference limitation in the contact-transmission evidence
before relying on that study as a decisive screen-out step.

3. Require the applicant to supply the minimum pre-decision information in section 4.1 or explain
transparently why each item is not decision-relevant.

4. Differentiate reconstituted-vaccine decay from persistence and infectivity in feathers, dust and
litter, and distinguish broiler from long-lived layer and breeder exposure.

5. Carry outdoor access, wild-bird interface and litter/manure movement into the receiving-
environment analysis without treating organic certification as a biological proxy.

6. Test the introduced glycoprotein assumptions with product-specific localisation, virion-
incorporation, cell-spread and comparative-tropism evidence.

7. Treat the absence of reported recombination as supportive but not conclusive unless linked to a
detection and surveillance system capable of finding relevant events.

8. Ifalicence is issued, include the product-specific detection, investigation, reporting and
scheduled-review conditions proposed in section 5.3.

9.  Publish, with the final RARMP, a non-confidential evidence table showing the decisive data, study
limitations, remaining uncertainties and the reason each pathway is screened out or monitored.
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7. Conclusion

DIR 224 is not a case in which OOA's earlier position paper supports a claim that novel expressed
proteins directly alter host genomes. The available functional evidence does not establish that
pathway. The submission instead demonstrates why the position paper's evidence discipline matters:
it directs attention to the actual genetic agent and the actual exposure chain.

Innovax-ND-ILT is a live recombinant HVT vector built on a virus whose integration, latency,
reactivation and route to feather-follicle shedding are now experimentally characterised. The
consultation RARMP contains substantial relevant analysis and several legitimate risk-reducing
findings. It also contains explicit uncertainties that are not matched by specific post-release indicators.
A national, ongoing commercial release should not depend on passive adverse-event reporting to
discover a low-frequency genetic or ecological event.

OOA therefore recommends a conditional pathway to authorisation. The Regulator should obtain the
targeted evidence identified in this submission and, if the licence is granted, impose product-specific
detection, sequencing, reporting and review conditions. That approach is scientifically conservative
without being prohibitive, remains within the existing statutory scheme and allows the benéficial
veterinary purpose of the vaccine to proceed with a credible mechanism for verifying the RARMP's
predictions.
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Appendix A: Proposed changes to the final

RARMP

RARMP location Proposed addition

Chapter 1, s 4.2 Add a non-confidential construct/stability
evidence table, including passage
numbers, in vivo duration, methods and
limits of detection.

Chapter 1,s4.2.2 State the HVT status of all contact animals
and explain how background HVT may
have affected transmission; include any
repeat HVT-naive study.

Chapter 1,s 5 Differentiate indoor, free-range and long-
lived production contexts and
litter/manure pathways.

Chapter 2, scenario 3 Include intermittent reactivation,
feather/dust/litter persistence and
infectious-virus endpoints.

Chapter 2, scenario 4  Add product-specific evidence on cassette
stability and realistic co-infection/co-
vaccination; distinguish historical non-
reporting from active surveillance.

Chapter 2, uncertainty = Identify transmission-study interference,
field dust persistence, long-duration
shedding and surveillance sensitivity as
explicit uncertainties.

Chapter 3, PRR Define specific indicators and investigation
triggers set out in section 5.2 of this
submission.

Chapter 4, licence Add product-specific detection,

sequencing, aggregate reporting and
scheduled-review conditions.

Voice of Australia’s organic industry

Purpose

Makes the product comparator and
stability conclusion scientifically
reviewable.

Resolves the acknowledged
confounder.

Aligns receiving environment with
actual exposure attributes.

Addresses environmental exposure
beyond reconstituted liquid vaccine.

Strengthens the recombination
likelihood assessment.

Prevents uncertainty from being
dispersed across descriptive sections.

Creates a falsifiable post-release
verification system.

Converts passive reporting into
proportionate risk management.
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