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Introduction

Safe Food Matters Inc. (SFM) is a Canadian non-profit organization that makes
submissions to Health Canada's Pesticide Regulatory Directorate (the Directorate), of
which the Pest Management Regulatory Agency was previously a part, concerning
public consultations under the Pest Control Products Act, S.C. 2002, c. 28 (PCPA).
SFM submits the following comments on Proposed Registration Decision PRD2026-08
(GATTEN Fungicide, containing Flutianil), published 30 April 2026, with a consultation
deadline of 14 June 2026.

References to PMRA or the Directorate in this document mean the previous Pest
Management Regulatory Agency or the Directorate, as the context requires.

PRD2026-08 proposes to expand the registration of flutianil under the User Requested
Minor Use Label Expansion (URMULE) program to cover greenhouse vegetables
(pepper, eggplant, tomato, cucumber) and greenhouse ornamentals. A previous
registration of flutianil and GATTEN was proposed in PRD2021-09 (21 December 2021)
and confirmed in Registration Decision RD2022-03. SFM has also considered
PRD2021-09 and has identified material gaps, mischaracterizations, and unresolved
issues that preclude a lawful registration decision on the proposed expanded uses.

SFM organizes its comments in four Parts: (I) Procedural and structural grounds; (I1)
Human health assessment deficiencies; (Ill) Environmental assessment deficiencies;
and (IV) Value assessment deficiencies. References to specific pages and sections of
both PRD2021-09 and PRD2026-08 are provided throughout.

PART I: PROCEDURAL AND STRUCTURAL GROUNDS

Ground 1: URMULE Structural Conflict of Interest — Health Canada
Both Promotes and Evaluates the Submission

PRD2026-08 states (p. 1) that the evaluation was completed under the URMULE
program, described as "a cooperative program between Agriculture and Agri-Food
Canada and Health Canada," involving "sponsor groups, manufacturers, and both
provincial and federal governments." The PRD further states (p. 5) that the greenhouse
ornamentals use "was attributed the highest priority level at the Agriculture and Agri-
Food Canada Minor Use Priority Setting Workshop in 2019."

The Memorandum of Understanding between AAFC and Health Canada governing the
Minor Use Pesticide Program states that the program is "jointly delivered as part of
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federal government commitments" to "improve grower access to agricultural minor-use
pesticides." Under this structure, AAFC generates the research, prepares submissions,
and co-administers the priority-setting workshops. PMRA — a branch of Health Canada
— is then asked to evaluate the same submissions that its federal partner co-sponsored
and co-prioritized.

The result is an irreducible structural conflict of interest. PMRA simultaneously acts as
promoter and evaluator. The statement that greenhouse ornamentals had "the highest
priority level" before PMRA began its safety evaluation is particularly telling: it reveals
that the value conclusion was reached before the science was assessed. A regulator
that has pre-committed to granting a use through a cooperative program cannot satisfy
the independent, evidence-based risk standard required by PCPA ss. 7(1) and 8(1). The
finding of "acceptable value" — a mandatory precondition for registration — cannot
credibly be made by an agency that participated in prioritizing and advancing the
application.

SFM requests that PMRA disclose in its Registration Decision the specific AAFC
contributions to the PRD2026-08 submission and explain how independence between
the promoter and evaluator functions was maintained.

Ground 2: The Foundational Assessment (PRD2021-09) Contains
Unresolved Issues That PRD2026-08 Inherits and Does Not Address

SFM notes that PRD2021-09 contains several findings that PRD2026-08 inherits by
incorporation but does not address in the context of the new greenhouse uses:

« PRD2021-09 (p. 11) documented that the 2-year rat study produced "increased
incidences of hepatic foci of cellular alteration" in males at the LOAEL of 249
mg/kg bw/day. PRD2021-09 (p. 14) confirms this was the basis for the ADI.
PRD2026-08 (Table 1) adopts this same NOAEL/LOAEL without any re-analysis
of the pre-neoplastic nature of hepatic foci in the context of long-term, repeated
dermal greenhouse worker exposure.

+ PRD2021-09 (p. 11) confirmed that the 78-week mouse oncogenicity study
observed "softening/atrophy of the testis" in males at the highest dose tested, as
well as "luminal dilatation in urinary bladder" — effects noted at the limit dose but
noted nonetheless. PRD2026-08 does not reference these findings and does not
address whether male greenhouse workers have any additional risk concern
from these observations. Further, Also the fact that the effects were noted at the
limit dose does not derogate from their scientific significance.

+ PRD2021-09 (p. 11) stated: "there was evidence of sensitivity of the young"
based on increased incidences of incomplete ossification/non-ossification of
sternal centra in rat fetuses at the limit dose in the absence of maternal toxicity.
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PRD2021-09 (p. 13) then states this finding "is not considered a serious effect"
— but this characterization is contested (see Ground 5). PRD2026-08 carries
forward this characterization without independent re-evaluation for the
continuous greenhouse re-entry scenario.

+ PRD2021-09 (p. 11) confirmed that no chemical-specific dermal absorption study
was submitted, that 100% dermal absorption was assumed as default, and that a
threefold route-to-route uncertainty factor was applied (p. 13). Five years later, no
dermal absorption data have been generated for flutianil. PRD2026-08 continues
to use the same 100% default with the same threefold factor — for a chronic,
long-term dermal exposure scenario in an enclosed greenhouse that is materially
more intensive than the outdoor scenarios assessed in 2021.

Ground 3: No New Data Requested — Inadequate Scrutiny of
Changed Exposure Profile

PRD2026-08 (s. 2.1) states: "No new toxicology data were received for these proposed
new uses." The proposed new uses create a fundamentally different exposure profile
from the outdoor field uses registered in 2021:

+ PRD2021-09 assessed outdoor application to cherries (4 applications/season),
cucurbits (5 applications/season), and grapes using airblast and groundboom
equipment with standard outdoor dissipation rates and outdoor REI conditions.

+ PRD2026-08 proposes greenhouse application at a maximum of three times per
crop cycle with 7—14 day re-application intervals, using high or low volume
handguns, overhead booms, or backpack spray applicators in enclosed
greenhouse structures — an application environment where the dissipation rates,
air exchange dynamics, and worker re-entry conditions are materially different
from the outdoor field scenarios assessed in 2021, but for which no greenhouse-
specific data were generated or required.

PRD2021-09 (p. 16) used chemical-specific DFR data from apples, grapes, and
cantaloupe to support the outdoor postapplication risk assessment. PRD2026-08 (s.
2.4.2.2) instead uses a generic standard DFR of 25% of the application rate with a 2%
daily dissipation rate for greenhouse uses — an assumption-based approach, not a
measured one, in an environment where PRD2021-09's field-specific DFR
measurements no longer apply.

The PCPA does not permit registration where the Minister cannot be satisfied that the
risks are acceptable under s. 8(1). Where the evidentiary foundation for a risk
assessment rests on data generated for a materially different use pattern — outdoor
field application — and no use-specific data exist for the new exposure scenario, the
Minister cannot form the requisite satisfaction under s. 8(1). Section 7(7)(b)(ii) further
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requires the Minister to apply appropriate margins of safety that take into account,
among other relevant factors, the use of animal experimentation data and the different
sensitivities of major identifiable subgroups including pregnant women and infants.
Applying margins of safety derived from generic assumptions rather than greenhouse-
measured data to a chronic indoor re-entry scenario is inconsistent with this obligation.
The precautionary principle expressed in s. 20 of the PCPA reinforces this: where
information is insufficient to determine whether the risks are acceptable, protective
measures are to be taken rather than safety assumed.

Health Canada should have required: greenhouse-specific DFR studies; dermal
absorption data; and indoor air monitoring for a product being applied in enclosed
spaces.

PART II: HUMAN HEALTH ASSESSMENT DEFICIENCIES

Ground 4: Hepatic Foci of Cellular Alteration — Pre-Neoplastic
Endpoint Requires Cancer Weight-of-Evidence Analysis

PRD2026-08 (Table 1) identifies the NOAEL from the 2-year rat dietary study as 82
mg/kg bw/day, with the LOAEL of 249 mg/kg bw/day based on "increased incidences of
hepatic foci of cellular alteration" in males, and "bile duct hyperplasia” in females.
PRD2021-09 (Table 3) confirms these findings. PRD2026-08 (s. 3.2.5) then states: "No
treatment-related tumours were observed; therefore, a cancer risk assessment is not
required."

SFM challenges this conclusion on two grounds.

First, hepatic foci of cellular alteration are well-established in the toxicological literature
as presumptive preneoplastic lesions — the earliest morphologically identifiable stage in
the multi-step progression toward hepatocellular adenoma and hepatocellular
carcinoma. This characterization is foundational and not contested. Three authoritative
sources establish it:

« Thoolen, Maronpot et al. (2010), "Proliferative and Nonproliferative Lesions of
the Rat and Mouse Hepatobiliary System," Toxicologic Pathology 38(S1):5S-81S
— the INHAND project's internationally harmonized nomenclature document for
rodent liver lesions, published jointly by the Societies of Toxicologic Pathology of
Europe, Great Britain, Japan, and North America — classifies foci of cellular
alteration as "presumptive preneoplastic lesions" that occur prior to
hepatocellular adenomas and carcinomas. doi:10.1177/0192623310386499

« Thoolen, ten Kate, van Diest, Malarkey, EImore and Maronpot (2012),
"Comparative Histomorphological Review of Rat and Human Hepatocellular
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Proliferative Lesions," Journal of Toxicologic Pathology 25(3):189-99 — confirms
that in rat experimental models, "presumptive preneoplastic foci of cellular
alteration occur prior to the appearance of hepatocellular adenomas and HCC."
PMC3434334; doi:10.1293/tox.25.189

« National Toxicology Program (NTP) Nonneoplastic Lesion Atlas
(ntp.niehs.nih.gov/atlas), entry for "Liver — Focus" — states: "Foci are
presumptive preneoplastic lesions" and documents that NTP carcinogenicity
studies systematically document foci in two-year bioassays as markers of
hepatocarcinogenic potential, citing Maronpot RR et al. (1989), Toxicologic
Pathology 17:675-684.

The finding of hepatic foci of cellular alteration in male rats at the LOAEL of 249 mg/kg
bw/day in the flutianil 2-year study therefore represents the earliest identifiable step in
the rat hepatocarcinogenesis sequence. The absence of frank tumours in the same
study does not exclude a carcinogenic hazard: the NTP Atlas notes that not all foci
progress to neoplasia, but their chemical-induced increase in number and size is itself
used as a quantitative index of hepatocarcinogenic potential. A mode-of-action analysis
— explaining why treatment-induced hepatic foci in male rats do not represent a
carcinogenic concern — is required before the cancer endpoint can be dismissed. The
EPA's 2005 Guidelines for Carcinogen Risk Assessment (EPA/630/P-03/001F), which
PMRA applies in practice, require that preneoplastic findings be incorporated into the
weight-of-evidence cancer determination even when frank tumours are not observed.
No such analysis appears in either PRD2021-09 or PRD2026-08.

Second, the dose-response for hepatic foci in male rats is steep: effects appeared at
249 mg/kg bw/day and were the most sensitive endpoint in the entire 2-year study. The
male-specific NOAEL of 82 mg/kg bw/day used for the ADI is materially lower than the
female NOAEL (376 mg/kg bw/day). This sex-specific vulnerability was not analyzed in
terms of whether male greenhouse workers face differential risk — a relevant
consideration given that the PCPA requires sex and gender to be taken into account
(PRD2026-08, p. 2).

Ground 5: The "Not a Serious Effect” Characterization of Delayed
Bone Development Is Scientifically Unsupported

PRD2021-09 (s. 3.1.2) reduced the PCPA 10-fold children's safety factor to onefold on
the stated basis that: (a) the toxicity database was complete; (b) no evidence of
sensitivity of the young was observed in the 2-generation reproductive study or rabbit
developmental study; and (c) the developmental effect in rats — incomplete ossification
and non-ossification of sternal centra at the limit dose in the absence of maternal
toxicity — was "not considered serious in nature" and "reflects a delay in fetal
development" (PRD2021-09, pp. 12—-13). PRD2026-08 inherits and carries forward this
analysis without any reconsideration for the greenhouse exposure scenario.



SFM submits that this reduction is directly inconsistent with PMRA's own policy,
SPN2008-01 (The Application of Uncertainty Factors and the Pest Control Products Act
Factor in the Human Health Risk Assessment of Pesticides, H113-13/2008-1E, 29 July
2008).

The SPN2008-01 two-prong framework. Section 4.3 of SPN2008-01 establishes that
the level of concern for prenatal and postnatal toxicity is assessed through two principal,
independent components: (1) sensitivity or susceptibility of the young (s. 4.3.1); and (2)
seriousness of the endpoint (s. 4.3.2). These two components are enumerated
separately in Table 1 of SPN2008-01, which sets out their respective high- and low-
concern indicators in distinct columns. Figure 3 of SPN2008-01 confirms both
components feed independently into the overall level-of-concern determination. The
note to Figure 3 states that "a high level of concern is usually associated with the co-
occurrence of sensitivity and seriousness" — the word "usually" makes clear that co-
occurrence is the common case, not the legal threshold. Either component considered
alone can and does contribute to the level of concern. Critically, SPN2008-01 (p. 13)
states: "If the level of concern is high, the 10-fold PCPA factor will be retained." There is
no provision permitting PMRA to skip the seriousness analysis because the sensitivity
analysis was resolved in the registrant's favour.

The seriousness prong has a precise statutory definition. Section 4.3.2 of
SPN2008-01 defines a serious toxicological effect as one that "causes congenital
malformations, results in persistent or significant disability or incapacity, is life-
threatening or results in death." The same section explicitly lists "the occurrence of
malformations" as an example of a serious endpoint. The distinction SPN2008-01 draws
— importantly — is not between "severe" and "non-severe" but between effects that
meet the statutory definition of serious and those that are "less serious." The document
states plainly: "the term 'severe' is not synonymous with serious. By definition, 'severe'
is used to describe the intensity of a specific event (as in mild, moderate or severe); the
event itself, however, may be of relatively minor toxicological significance."

The classification of ossification defects as delay versus malformation was not
analyzed. PRD2021-09 characterized incomplete ossification and non-ossification of
sternal centra as a "delay in fetal development" without any analysis of whether this
characterization is correct, and without engaging with the seriousness definition in
SPN2008-01. This classification is outcome-determinative: if the finding constitutes a
malformation, it falls squarely within the definition of a serious effect under SPN2008-01
s. 4.3.2 and the high-concern column of Table 1 is triggered regardless of the sensitivity
analysis. Non-ossification of sternal centra — the complete failure of bone matrix to
form in specified vertebral elements — is structurally distinct from a delay in the timing
of ossification. Incomplete or absent ossification of the sternebrae is classified in the
international developmental toxicology literature as a skeletal variation or malformation
depending on its incidence in concurrent controls and its persistence at term; where it
occurs in the absence of maternal toxicity and at elevated incidence relative to controls,
it is regularly treated as a malformation rather than a variation. PRD2021-09 provides
no analysis of control incidence rates, no analysis of whether the finding was a variation
or a malformation, and no analysis of reversibility — all of which are directly relevant to
the SPN2008-01 seriousness determination.
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Consequence. Because PMRA's analysis under PRD2021-09 skipped the independent
seriousness prong entirely — substituting for it the bare assertion that the finding was
"not serious" without reference to SPN2008-01's definition — the PCPA factor reduction
to onefold rests on an incomplete legal and scientific foundation.

Ground 6: The Threefold Route-to-Route Uncertainty Factor Is
Unjustified Where Oral Absorption Is Confirmed to Be Unusually Low

PRD2021-09 (p. 10) confirmed through radio-labelled metabolic studies that oral
absorption of flutianil was "low and decreased with increasing dose level, ranging from
approximately 18% to 2% of the administered dose." PRD2021-09 (p. 13) then uses the
oral NOAEL of 333 mg/kg bw/day (developmental endpoint) in a route-to-route
extrapolation to dermal exposure, applying a threefold uncertainty factor to account for
the difference in absorption.

This approach is scientifically problematic. When oral absorption is only 2-18% of the
administered dose, the internal dose at the oral NOAEL is a small fraction of the
external NOAEL. If dermal absorption is 100% (as assumed), then the internal dose
from dermal exposure at a given external dose would be 5-50 times higher than the
internal dose from the same external oral dose. A threefold factor applied to the external
NOAEL would not adequately account for this pharmacokinetic divergence. The
appropriate route-to-route adjustment in this case would require establishing a dose
metric that accounts for the systemic exposure difference — not simply multiplying the
oral external NOAEL by three.

PMRA's own guidance on route-to-route extrapolation (PRO2006-01) does not
prescribe a fixed threefold factor; the factor is supposed to reflect the specific absorption
differences for the compound in question. Where those differences are as large as
documented for flutianil — and where PRD2021-09 confirms that no dermal absorption
study was ever submitted — a tenfold factor (or a requirement for actual dermal
absorption data) would be the scientifically defensible approach. SFM requests that
PMRA disclose the specific policy basis for the threefold factor and explain why it is
adequate given flutianil's unusually low oral absorption.

Ground 7: The 90-Day Inhalation Waiver in PRD2021-09 Is
Incompatible With the Greenhouse Chronic Inhalation Scenario in
PRD2026-08



PRD2021-09 (Table 3) confirms that the 90-day inhalation toxicity study was waived.
The waiver was justified (PRD2021-09, Table 3) on the basis that "the margins of
exposure obtained for the inhalation exposure risk assessment when using the point of
departure from the 28-day inhalation toxicity study" were adequate.

PRD2026-08 now proposes long-term greenhouse use with continuous re-entry — a
chronic, repeated-inhalation exposure scenario that did not exist at the time of the 2021
waiver decision. The 28-day inhalation NOAEC of 0.1 mg/L is being used to support
what is functionally a long-term inhalation risk assessment for workers who will re-enter
treated greenhouses repeatedly across entire growing seasons. The waiver rationale in
PRD2021-09 was premised on outdoor, non-continuous exposure patterns. Applying a
28-day inhalation NOAEC to long-term greenhouse re-entry — with no chronic
inhalation study, no waiver reconsidered for the new scenario, and no data on indoor air
concentrations post-application — is scientifically unjustifiable.

PRD2026-08 (s. 2.4.2.2) notes that inhalation is "not considered to be a significant route
of exposure" post-application because flutianil has a low vapour pressure. However, the
relevant exposure during greenhouse application — when workers are using handheld
equipment, overhead booms, and backpack sprayers in enclosed spaces — is not post-
application inhalation; it is concurrent inhalation during mixing, loading, and application.
The vapour pressure argument does not apply during the spraying event itself,
particularly for fine droplet or aerosol applications in enclosed structures.

Ground 8: The Residue Definition Excludes the Mobile Transformation
Product OC 56635 for Greenhouse Vegetable Crops

PRD2021-09 (s. 3.5.1) established a residue definition for risk assessment in plant
products that includes flutianil and metabolite OC 56635 for fruits (cherries, grapes,
apples, strawberries) but only flutianil for cucurbit vegetables. The rationale for this
differential treatment was not explained in PRD2021-09.

PRD2026-08 now proposes registration for greenhouse tomatoes, peppers, eggplants,
and cucumbers — all fruiting vegetables. The residue definition for risk assessment in
Table 2.8.1 covers only the parent flutianil. OC 56635 [2-fluoro-5-
(trifluoromethyl)benzenesulfonic acid] is a confirmed metabolite and transformation
product of flutianil that is highly mobile in soil (PRD2021-09, p. 23: "OC 56635 is
expected to be very mobile in soil, due to the lack of adsorption... and its high water
solubility (>1000 g/L)"). No explanation is provided in PRD2026-08 for why OC 56635 is
excluded from the residue definition for greenhouse tomatoes and peppers when it was
included for grapes in the original assessment.
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More significantly, the drinking water modelling in PRD2021-09 (Table 2) used the
combined residue of flutianil + OC 56635 + OC 56574, yielding a groundwater level 1
EEC of 244 pg/L — substantially higher than the surface water EEC. PRD2026-08 (s.
2.5.2.2) reports only the aggregate chronic dietary exposure (0.7% of ADI for the total
population, 2.2% for infants), which was derived from previous modelling. Whether that
modelling accounts for OC 56635 residues in greenhouse vegetable produce is not
addressed.

Ground 9: The PCPA Factor Reduction to Onefold Is Not Adequately
Justified

PRD2021-09 (s. 3.1.2) reduced the PCPA 10-fold children's safety factor to onefold on
the basis that (a) the toxicity database was complete; (b) no evidence of sensitivity of
the young was observed in the 2-generation study or rabbit developmental study; and
(c) the developmental effect in the rat (delayed ossification) was "not considered serious
in nature" and occurred only at the limit dose.

SFM challenges this reduction for three reasons.

» The 2-generation reproductive toxicity study (PRD2021-09, Table 3) was
conducted at dose levels of up to 1286/1942 mg/kg bw/day. At these doses,
which are 5-8 times the LOAEL for liver toxicity in males, the study is not
informative for detecting subtle developmental effects at lower, environmentally
relevant doses. The absence of effects at massive doses that overwhelm the
system provides no meaningful evidence of safety at the doses that matter.

+ The rat developmental toxicity study (PRD2021-09, Table 3) found incomplete
ossification and non-ossification of sternal centra in fetuses at the limit dose
(1000 mg/kg bw/day) at which the maternal animal showed no adverse effects
whatsoever (Maternal NOAEL = 1000 mg/kg bw/day; Maternal LOAEL not
identified). PRD2021-09 characterized this finding as "not serious in nature"
without any analysis of whether ossification defects constitute congenital
malformations under SPN2008-01 s. 4.3.2, which defines a serious effect as one
that "causes congenital malformations, results in persistent or significant
disability or incapacity, is life-threatening or results in death." The classification of
incomplete or absent ossification of sternebrae as a developmental delay rather
than a malformation is outcome-determinative under SPN2008-01's seriousness
prong and was never analytically supported. As SPN2008-01 states (p. 15), "if
the critical endpoint is based on a serious toxicological effect, a high degree of
concern would be identified" — independently of whether sensitivity of the young
is present.

» The PCPA factor reduction to onefold means that no additional protection is
provided for infants, children, nursing infants, or the unborn children of exposed
greenhouse workers beyond the standard 100-fold interspecies/intraspecies
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factor. Given the pre-neoplastic hepatic foci endpoint, the unanalyzed question of
whether the ossification finding constitutes a serious effect under SPN2008-01,
and the complete absence of dermal absorption data, reducing the children's
safety factor to onefold is not supported by a complete SPN2008-01 analysis and
does not provide the statutory protection required under PCPA s. 7(7)(b)(ii).

Ground 10: Residue Decline from Treated Ornamentals — Assertion
Without Data

PRD2026-08 (s. 2.4.3.2) states: "Residues are anticipated to decline from the time of
application to the time of consumer purchase. In addition, the postapplication
occupational exposure risk mitigation measures would also protect the consumer
purchasing treated retail plants from dermal exposure."

Neither assertion is supported by data. PRD2021-09 contained chemical-specific DFR
data from field crops (apples, grapes, cantaloupe), but no ornamental-specific residue
data. PRD2026-08's own Table 5 contains residue data only for greenhouse vegetables
(peppers, tomatoes, cucumbers); there is no residue data for ornamentals. The
statement that residues "are anticipated to decline" is bare assertion.

The claim that occupational protective measures protect retail consumers is
scientifically indefensible. PRD2021-09 (p. 3) and PRD2026-08 (p. 3) both confirm that
workers mixing, loading, and applying GATTEN must wear chemical-resistant gloves,
long-sleeved shirts, long pants, and protective eyewear. A retail consumer handling a
potted ornamental plant wears none of these protections. The contact surface, exposure
duration, and absence of PPE make the occupational risk scenario entirely non-
representative of the consumer scenario. PMRA has not conducted a quantitative
consumer exposure assessment and has not provided a scientific basis for deeming it
unnecessary.

Ground 11: Literature Search Gap — Key Post-2018 Regulatory and
Scientific Documents Not Incorporated

PRD2026-08 (s. 2.1) states: "A literature search was conducted in October 2025, and
no relevant journal articles were identified since 2018." SFM's independent review
identifies the following relevant post-2018 documents that were either not identified or
not meaningfully engaged with:
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EFSA (2022), Conclusion on the peer review for the active substance flutianil in
light of confirmatory data on the endocrine disruption assessment, EFSA Journal
2022;20(10):7455. EFSA concluded that for non-mammalian species (fish,
amphibians), a conclusion on the endocrine disruption (ED) criteria under point
3.8.2 of Annex Il to Regulation (EC) No 1107/2009 "could not be drawn" because
the test designs — including the Amphibian Metamorphosis Assay (AMA) and
Fish Short-Term Reproduction Assay (FSTRA) — "did not allow for a consistent
interpretation of the results." Additional studies were required but not yet
provided as of the peer review date. This unresolved open point is not disclosed
in PRD2026-08.

EFSA Supporting Publication EN-7217 (2022). The detailed consultation report
(attached to this submission) identifies specific study design flaws: maximum
tolerated concentration not confirmed in AMA or FSTRA, fish gonad
histopathology not conducted; fecundity effects above 10% observed at mid-
range concentrations with uncertain interpretation; high VTG variability
preventing statistical detection of potential effects. These issues are not
mentioned in PRD2026-08 despite the EC 2023 Amended Flutianil Review being
cited.

European Commission (2023), Amended Flutianil Review Report (cited as EC
2023 in PRD2026-08). PRD2026-08 states this report "did not impact the
previous assessment" but does not identify what issues the EC 2023 report
addressed or why they had no impact. Transparency requires that PMRA
disclose the specific issues raised in the EC 2023 report and explain its
reasoning for each.

Ikemi, N. et al. (2019), Summary of Toxicity Studies with Flutianil, Journal of
Pesticide Science 44(4). This OAT Agrio-authored publication sets the ADI for
flutianil at 2.4 mg/kg bw/day (NOAEL 82 mg/kg bw/day, 100-fold factor). PMRA's
own ADI is 0.8 mg/kg bw/day (same NOAEL, 100-fold factor). The threefold
discrepancy — PMRA's ADI is three times more conservative than the
registrant's own published ADI — is not discussed or resolved in either
PRD2021-09 or PRD2026-08.

PART Ill: ENVIRONMENTAL ASSESSMENT DEFICIENCIES

Ground 12: EFSA's Unresolved Endocrine Disruption Open Point for
Non-Target Organisms Is Not Disclosed

PRD2026-08's entire environmental assessment for the greenhouse uses is premised
on the statement (s. 3.0) that "exposure to non-target organisms in the environment is
expected to be minimal from greenhouse uses." PRD2021-09 contains a detailed
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aquatic risk assessment (s. 4.2.2) demonstrating that flutianil poses risks to freshwater
and marine invertebrates, freshwater and marine fish, amphibians, and freshwater
plants — risks that were mitigated by spray buffer zones.

Neither PRD2021-09 nor PRD2026-08 mentions the EFSA (2022) finding that the
endocrine disruption assessment for non-target organisms (fish and amphibians) was
unresolvable on available data. The EFSA October 2022 peer review conclusion (EFSA
Journal 7455) states explicitly that for non-mammalian species, a conclusion under
point 3.8.2 of Annex Il to Regulation (EC) No 1107/2009 "could not be drawn." The
EFSA Technical Report EN-7217 (attached) documents specific study design
deficiencies:

* The maximum tolerated concentration (MTC) was not confirmed to have been
reached in the FSTRA. The highest tested concentration was set at the solubility
limit (0.008 mg a.s./L) without a range-finding test confirming this was the MTC.

» Fish gonad histopathology was not conducted in the FSTRA, which EFSA
described as "essential" for assessing reproductive fitness.

* Inthe FSTRA, fecundity reduction of 12.9% was observed at the middle
concentration (0.52 pg a.s./L), and female VTG levels showed a 35% reduction
at the lowest concentration — both findings that EFSA experts considered
potentially treatment-related but uninterpretable given the MTC uncertainty.

+ The AMA showed no effects at any tested concentration, which EFSA interpreted
as likely indicating the MTC was not reached rather than as evidence of no
effect.

These unresolved findings are directly relevant to the greenhouse ornamentals use,
where treated plants are sold to the public and may be located near outdoor water
bodies, where pollinators and beneficial organisms are deliberately introduced in
greenhouse production systems, and where the "no discharge" label statement is the
only mitigation for aquatic toxicity.

Ground 13: The "No Discharge" Aquatic Mitigation Is Not Technically
Feasible or Enforceable

PRD2021-09 (s. 4.2.2.2.2) found that the risk to aquatic organisms from runoff was
acceptable when using the modelled runoff scenario — but that scenario was for
outdoor field crops with vegetative filter strips as a best management practice, modelled
using a 10-ha watershed. PRD2026-08 replaces this engineered mitigation with a single
label prohibition: "A label statement prohibiting the discharge of effluent or runoff
containing flutianil from greenhouses to water is required"” (s. 3.2.2).
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A label prohibition is only as effective as the underlying technical capacity of
greenhouse operators to comply. The scientific literature documents that complete
containment of greenhouse pesticide runoff is not achievable in practice. Research
documented in PubMed (PMID 20351415) found that 18 pesticides were detected
downstream from greenhouses with containment systems in place. Canadian regulatory
guidance (Ontario MAFRA, 2026 update) acknowledges that greenhouse pesticide
contamination of farm water sources can occur despite label precautions and best
management practices, and that treatment of contaminated groundwater is "very
difficult" and "often not feasible."

PRD2026-08 does not provide evidence that Canadian greenhouse operators have
validated technical systems that achieve complete non-discharge of pesticide-
containing water. It does not specify what monitoring or enforcement mechanism will
ensure compliance. And it does not address what remediation is available if the label
prohibition is violated and flutianil enters a water body where it is toxic to aquatic
organisms. A label prohibition that is not technically validated cannot serve as the sole
mitigation for a confirmed aquatic toxicity hazard.

Ground 14: Persistence and Transformation Product OC 56635 in the
Aquatic Environment

PRD2021-09 (s. 4.1.2) confirmed that aquatic phototransformation of flutianil produces
OC 56635 at up to 71% of applied radioactivity (7 days), with OC 56635 having an
estimated extrapolated half-life of 62-71 days in the aquatic environment. OC 56635 [2-
fluoro-5-(trifluoromethyl)benzenesulfonic acid] is a sulfonic acid derivative classified by
PRD2021-09 as a "leacher" with "no Koc calculation possible due to minimal
adsorption" and water solubility greater than 1000 g/L.

PRD2026-08 makes no mention of OC 56635's aquatic fate or potential for
environmental accumulation in the context of greenhouse uses. The greenhouse "no
discharge" label statement is the only proposed mitigation. But if greenhouse drainage
water containing flutianil does reach a water body, the subsequent aquatic
phototransformation to OC 56635 — a highly mobile compound at up to 71%
conversion — would result in substantial environmental exposure to OC 56635, whose
aquatic toxicity profile has not been fully characterized.

Ground 15: Crop Extrapolations Without Crop-Specific Residue or
Efficacy Data
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PRD2026-08 extrapolates from pepper efficacy data to eggplant (s. 5.0) on the basis
that both are in the Solanaceae family and "morphologically similar." The greenhouse
tomato registration is based on three species of powdery mildew; the residue MRL of
0.3 ppm (Table 2.8.1) covers currant tomatoes, tomatoes, bell peppers, non-bell
peppers, African eggplants, eggplants, pea eggplants, and scarlet eggplants — a
diverse group of commodities — based on a single combined residue dataset.

The residue data from Table 5 show that for greenhouse peppers, only four
independent trials were conducted (LAFT: 0.032 ppm, HAFT: 0.12 ppm, Mean: 0.084
ppm, SD: 0.036 ppm). For greenhouse tomatoes, five trials were conducted (LAFT:
0.026 ppm, HAFT: 0.14 ppm, Mean: 0.070 ppm, SD: 0.045 ppm). No trials were
conducted on African eggplants, pea eggplants, or scarlet eggplants — all of which are
covered by the proposed 0.3 ppm MRL through extrapolation. No residue data at all are
provided for greenhouse ornamentals, yet the consumer exposure conclusion is that
residues "are anticipated to decline" (s. 2.4.3.2) without any data.

The OECD MRL Calculation Procedure (Calculator) was not applied to verify whether
the residue data are sufficient to support extrapolated MRLs for the non-tested
commodities. PRD2021-09 similarly did not disclose any OECD Calculator analysis. For
the proposed MRLs to be defensible, the Calculator should have been applied to the
available trial data for each commodity or commodity group, with high-uncertainty flags
identified and addressed.

PART IV: VALUE ASSESSMENT DEFICIENCIES

Ground 16: Incomplete Value Assessment — PCPA s. 2(1)(c) Health,
Safety and Environmental Benefits Absent

The PCPA s. 2(1) definition of "value" expressly includes:

“(a) efficacy; (b) effect on host organisms in connection with which it is
intended to be used; and (c) health, safety and environmental benefits and
social and economic impact.”

PRD2026-08's value section (s. 5.0) addresses only efficacy (powdery mildew control
data) and resistance management (new mode of action). It does not assess the health,
safety, and environmental benefits component under s. 2(1)(c). For example, no
analysis is provided of:
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Whether flutianil displaces more hazardous alternatives in the greenhouse
setting, constituting a health benefit;

Whether the overall quantity of pesticide active ingredient applied is reduced
(PRD2021-09 at p. 33 made this argument for the original outdoor uses, noting
that "flutianil, has been shown to effectively control... at application rates that are
lower than those of registered alternatives"” — this argument is not reproduced for
the greenhouse uses);

Whether greenhouse ornamental consumers, who purchase treated plants
without residue labels or disclosure, receive any health, safety, or environmental
benefit from the registration; and

What economic impact registration will have on the approximately $1.98 billion
(2022 value) Canadian greenhouse flower and plant sales sector — including

whether the economic benefit flows to growers, consumers, or primarily to the

registrant.

A value assessment that omits mandatory statutory components cannot satisfy the
PCPA s. 8(1) registration standard. Under Vavilov v. Canada (Minister of Citizenship
and Immigration), 2019 SCC 65, para. 102, a decision-maker that fails to engage with
mandatory statutory criteria renders an unreasonable decision.

Ground 17: The "New Mode of Action"” Resistance Management
Argument Creates a Pesticide Treadmill

PRD2026-08 (s. 5.0) and PRD2021-09 (p. 33) both rely on the argument that flutianil
provides value because it constitutes a "new mode of action" for resistance
management. SFM notes the following with respect to this argument in the greenhouse
context:

PRD2021-09 (s. 1.4) noted that "recently, cucurbit powdery mildew strains were
observed to possess cross-resistance towards flutianil and pyriofenone." Cross-
resistance was detected in 2021 — the same year of initial registration. By 2026,
five years of use of flutianil on cucurbit vegetables in Canada will have occurred.
PRD2026-08 provides no resistance monitoring data and does not address
whether flutianil's efficacy as a new mode of action has been diminished by the
resistance patterns already identified in 2021.

The statement that flutianil's mode of action "is not definitively known"
(PRD2026-08, s. 1.2; same language in PRD2021-09, s. 1.4) is remarkable:
PMRA is approving a new use for a pesticide whose mechanism of toxicity —
both to target organisms and potentially to non-target organisms — is
acknowledged to be unknown. The FRAC Group U13 classification (U for
"unknown") underscores this. Registering uses for a compound with an unknown
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mode of action while simultaneously claiming that the unknown mode of action
provides resistance management value is internally inconsistent.

« Continuously approving new pesticides on the basis that each is needed to
manage resistance to previously approved pesticides is structurally incompatible
with the protective purpose of the PCPA. The precautionary principle expressed
in PCPA s. 20 requires that where information is insufficient to assess risk fully,
protective measures be taken. Where the mode of action is unknown and
resistance has already been detected, the precautionary response is to require
independent monitoring as a condition of registration — not to expand registered
uses.

Ground 18: TSMP Track 1 Assessment — Persistence Not Fully
Engaged

PRD2021-09 (Table 25 and s. 6.1) conducted a TSMP Track 1 analysis and concluded
that flutianil and its transformation products do not meet all four Track 1 criteria.
However, PRD2021-09 (s. 4.1.1) confirmed:

» Flutianil's aerobic soil half-life in laboratory conditions: 1,114 to 2,855 days.
» Flutianil's anaerobic soil half-life: 1,460 to 13,191 days.

» Field dissipation DT50: 312 to 398 days — meeting the TSMP Track 1 soil
persistence criterion (DT50 > 182 days) and the T'%,rep criterion under PMRA's
own TSMP Track 1 guidance.

* One field replication detected maximum flutianil residues of 34.6% AR at 460
days.

PRD2026-08 does not revisit or update the TSMP analysis for the greenhouse context.
In the greenhouse, soil dissipation data may not be directly applicable; the relevant
matrix is the potting medium or growing substrate, for which no persistence data were
provided. The conclusion that flutianil does not meet all Track 1 criteria was made for
outdoor field use; its application to the greenhouse context was not independently
assessed.

Conclusion and Requested Actions

Safe Food Matters Inc. submits that PRD2026-08 discloses multiple independent
grounds on which a final registration decision cannot lawfully issue. These grounds
include structural conflicts of interest in the URMULE process, reliance on a
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foundational assessment (PRD2021-09) that itself contains unresolved toxicological
issues (pre-neoplastic hepatic foci, confirmed young-sensitivity, no dermal absorption
data), inadequate bridging between outdoor field-use data and greenhouse exposure
scenarios, failure to disclose and engage with EFSA's 2022 unresolved open point on
endocrine disruption in non-target organisms, technically unenforceable aquatic
mitigation, and an incomplete value assessment that omits mandatory PCPA s. 2(1)(c)
components.

SFM requests that Health Canada, at a minimum:

* Acknowledge and address the URMULE structural conflict of interest in the
Registration Decision;

» Disclose and address EFSA's 2022 open point on endocrine disruption in non-
target organisms (aquatic and amphibian species) before finalizing the
Registration Decision;

* Require chemical-specific dermal absorption data for flutianil before finalizing the
long-term dermal risk assessment for greenhouse workers;

* Reconvene the waiver decision on the 90-day inhalation study in light of the new
chronic greenhouse re-entry exposure scenario;

« Conduct a consumer-specific residue assessment for greenhouse ornamentals,
including post-application residue decline data;

» Provide evidence that Canadian greenhouse operators have validated technical
systems for achieving the "no discharge" label requirement;

* Require resistance monitoring data and address the 2021 cross-resistance
finding before expanding the registration to additional greenhouse crops;

* Disclose and address the discrepancy between PMRA's ADI (0.8 mg/kg bw/day)
and the registrant-published ADI (2.4 mg/kg bw/day); and

» Conduct a complete value assessment that addresses all mandatory PCPA s.
2(1) components, including health, safety, and environmental benefits.

Respectfully submitted,

Safe Food Matters Inc.
Date: June 10, 2026
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