2024 MRL Harmonization Workshop
May 22-23, 2024
San Diego, CA

MRL Establishment in Brazil
Regulation and Technical Criteria

Adriana Torres de Sousa
Monitoring and Risk Assessment Office

General Office of Toxicology
Brazilian Health Regulatory Agency - ANVISA

—:= ANVISA



Outline

O

O

O

O

Brazil Pesticide regulation overview and

Anvisa’s role;

Dietary risk assessment for pesticide
residues in food
Imported food and Codex

Final considerations

|
—
e

L
T

ANVISA

Brazilian Health Regulatory Agency



Brazil Pesticide Regulation

The regulation of pesticides in Brazil is based on principles of risk analysis,
in accordance with Law No. 14,785 of December 27, 2023

Risk Regulation and
} Control
Management; - political basis -

Data analysis
and guidance
- Scientific basis -

Risk Exchange of
Information between

gommunlcatlonj The Parties Involved
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Regulation of Pesticides — What we do?

Health Risk Assessment b
PRE-MARKETING AUTHORIZATION POST-MARKETING AUTHORIZATION
o Toxicological Evaluation and Classification o Post-Registration Modifications
(GHS)
o Toxicological Re-evaluations
o Dietary Risk Assessment (Reanalysis)
o Non-dietary Risk Assessment (operators, o Food Pesticide Residue Monitoring -
workers, residents and bystanders exposure — Program on Pesticide Residue Analysis
implementation in progress) in Food - PARA)
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Dietary risk assessment for pesticide
residues in food
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Maximum Residue Limit - MRL

Maximum amount of pesticide residue officially accepted in food, due to
proper application at a specific stage, from production to consumption.

Pesticide residue - concentration based on Good Agricultural Practice (GAP)

o Remaining substances resulting from the use of pesticides

o Values obtained from the simulation of the application of the product in the crop
- agronomic parameter

o Must be legally implemented

o It must be well established so as not to penalize producers who respect the
permitted GAP

o It reflects the lowest required level of pesticide used, ensuring efficient use and
leading to the lowest level of exposure, protecting consumers
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Data evaluation for pesticide residues

Residue definition

« Nature of all residues - parent, metabolites, etc.

« Which substances shall be considered for monitoring and
for risk assessment

Magnitude of Residues Studies

« Crop field trials - Identification of the critical GAP- Number of trials
at least 4 (dependent on crop)

« Crop, location, modality of application, quantity of applications, dose,
safety interval

Estimation of MRL

 Highest residue, median residue, MRL (OECD Calculator)
« MRL set for each crop (or groups of — minor crops)

*GAP = Good Agricultural Practices



Risk Assessment to Consumers

Principles of the WHO methodologies for short-term and long-term risk assessment

[~ "
ACUTE EXPOSURE CHRONIC EXPOSURE
International Estimation of Short-Term Daily, long-term event
Intake (IESTI)
o High fO(?d consumption (97.5 o Average, usual food consumption
percentile) o Average pesticide level (supervised
o High pesticide level - variability factor trial median residue — STMR)
ot ) (o commnedliaes = 25 ) o Acceptable Daily Intake (ADI) for risk
o Acute Reference Dose (ARfD) for risk characterization
characterization
Potencial unacceptable risk: Potencial unacceptable risk:

exposure >100% ARfD exposure >100% ADI
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Risk to Consumers - Anvisa risk screening tool
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Consumption data: Brazilian Household Budget Survey performed by the
Brazilian Institute of Statistics and Geography

Tabela de resultados do Maior Valor Consumido (POF) de acordo

m o percentil selecionado

| | nforme o percent 97,5% | * Retorna o k-ésimo percentil de valores em um intervalo, onde k esta no intervalo 0..1, exclusivo
Informacdes dos alimentos amostrados IESTI (MP) — BN e B0l sy CDI‘IS!.II'I’IIIdDr] =
Localiza individuo Dados antroprométricos e consumo do i
Abacate 1 Sim 541 64345 430,0 13 0,01087 35400 36 4300
Abacaxi 2 Sim 2145 65999 384,0 554 0,00673 28200 11 192,0
Abdbora 3 Sim 1602 64332 350,0 2730 0,00580 36200 14 210,0
Abobrinha 4 Sim 602 68749 280,0 4307 0,00433 64600 50 280,0
Acai 5 Sim 856 60683 B08,0 4915 0,01603 62300 22 1000,0
Acelga 6 Sim 69 66401 93,8 5751 0,00173 53200 46 120,0
Acerola 7 ” .
Alpo_ ? 2,4-D D058781/Eurof Laranja 0,01 1 1 180,00 115,38 761,75 65.805
2lcan 10 2,4D D061976/Eurof Laranja 0,01 1 1 180,00 11538 761,75 65.805
Alface n 24D D095055/Eurof Laranja 0,01 1 1 180,00 11538 761,75 65.805
Alfafa L 2,4-D )0039346/Euro Arroz 0,01 1 1 1,00 - 53845 64.275
Algoddo 13 2,4-D )0077288/Euro Arroz 0,01 1 1 1,00 - 53345 64,275
Algoddo (Sleo) 14 Abamectina {2018/Lacen-N Alface 0,25 1 1 400,00 304,00 70,00 67.442
Alho 15 Abamectina 00113656/Eun Uva 0,01 1 1 350,00 350,00 340,00 66.029
Alho pord 16 Abamectina 00113760/ Eun Uva 0,01 1 1 350,00 350,00 340,00 66.029
Almeirdo 17 Abamectina 00157166/Eun Uva 0,01 1 1 35000 350,00 340,00 66.029
Ao 18 Abamectina 00149000/Eun Uva 0,005 1 1 350,00 350,00 340,00 66.029
Py —— 1 Abamectina 00157324/Eun Uva 0,005 1 1 350,00 350,00 340,00 66.029
Abamectina 18fLacen-MG, Pimentio 0,03 1 1 87,00 60,84 25,10 61.422
Abamectina 2017/Lacen-N Alface 0,01 1 1 400,00 304,00 70,00 67.442
Abamectina {2018/Lacen-N Alface 0,01 1 1 400,00 304,00 70,00 67.442
Abamectina f2018/Lacen-N Alface 0,01 1 1 400,00 304,00 70,00 67.442
Abamectina 2018/Lacen-N Alface 0,01 1 1 400,00 304,00 70,00 67.442
Abamectina 2017/Lacen-N Alface 0,01 1 1 400,00 304,00 70,00 67.442
A N V I S A Abamectina 2018/Lacen-M Alface 0,01 1 1 400,00 304,00 70,00 67.442

Brazilian Health Regulatory Agency
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2a
2a
2a

2b
2b
2b
2b
2b
2b
2b
2b
2b
2b
2b
2b
2b

IMEAmg/kg DRTA mg/kg

pc. - p.c.
0,00015 0,75
0,00015 0,75
0,00015 0,75
0,00008 0,75
0,00008 0,75
0,00078 0,003
0,00015 0,003
0,00015 0,003
0,00015 0,003
0,00008 0,003
0,00008 0,003
0,00004 0,003
0,00003 0,003
0,00003 0,003
0,00003 0,003
0,00003 0,003
0,00003 0,003
0,00003 0,003

% DRﬂ‘v

0,02%
0,02%
0,02%
0,01%
0,01%
25,95%
5,15%
5,15%
5,15%
2,57%
2,57%
1,23%
1,04%
1,04%
1,04%
1,04%
1,04%
1,04%



National MRLs

Evolution of the number of National MRLs
established in the last five years

There are
1273
7,045 1225
National MRLs
in force*
2
313 a4 344
2019 2020 2021 2022 2023
.= ANVISA
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*Updated May 15, 2024 i



Pesticide Monographs

A set of information related to the active ingredients of
pesticides which allows them to be unequivocally identified and
establishes their respective toxicological reference
parameters and the conditions of use approved by Anvisa

Related legislation

o RDC No. 571, of October 15, 2021 - Procedures for the monographs of
the active ingredients of pesticides, sanitizers, disinfectants and wood
preservatives and their regulatory process

0 Normative Instruction (IN) No. 103, of October 19, 2021 - List of active

ingredients of pesticides, sanitizers, weeds and wood preservatives.

https://www.gov.br/anvisa/pt-br/setorregulado/regularizacao/agrotoxicos/monografias

[INDICE MONOGRAFICO [ NOME | '
[Po7 [PICLORAM |
P07 — Picloram

a) Ingrediente ativo ou nome comum: PICLORAM (picloram)

b) Sinonimia: ATCP

c) N® CAS: 1918-02-1

d) Nome quimico: 4-amino-3,5,6-trichloropyridine-2-carboxylic acid
e) Férmula bruta: CsHaCliNz0O:

f) Férmula estrutural:

Cl N COQH
]

Cl N Cl
NH,

g) Grupo quimico: Acido piridinocarboxilico
h) Classe: Herbicida

i) Classificagdo toxicolégica: especifica para cada produto, conforme art. 38 da Resolugao da Diretoria
Colegiada — RDC n° 294, de 29 de julho de 2019.

j) Uso agricola: autorizado conforme indicado.

Modalidade de emprego:

Aplicagao em pés-emergéncia das plantas infestantes nas culturas de arroz, pastagens e trigo.
Aplicagao em pré e pés-emergéncia das plantas infestantes na cultura da cana-de-agucar.

Aplicagdo para erradicagdo da cultura de eucalipto.

Modalidade de Emprego Intervalo de
Culturas (Aplicagao) Pres LMR (mglkg) Seguranga
Arroz Pés-emergéncia 0.1 90 dias
Cana-de-aglicar Pré/Pés-emergéncia 0,02 (1)
Eucalipto Erradicacdo UNA



https://www.gov.br/anvisa/pt-br/setorregulado/regularizacao/agrotoxicos/monografias

Panel Monographs

ANVISA
—‘{F. AGENCIA NACIONAL DE VIGILANCIA SANITARIA
Mon og rafias de Ag rotoxicos - Em vi g encia HISTORICO L ArquivoCSV ¥ Dados atualizados em: 26/10/2020 11:19:54
Cultura Classe agrondmica Ingrediente Ativo (Monografias) Uso agricola autorizado Manografias Cultura

163 1

Informacdes gerais sobre cada monografia

Cod-IA INGREDIENTE ATIVO N° CAS GRUPO QUIMICO FORMULA BRUTA CLASSE AGRONOMICA IDA (mg/kg p.c) DRfA (mg/kg p.c) LINK .
AD2 ACEFATO (ACEPHATE) 30560-19-1 ORGANOFOSFORADO CAHT10NO3PS INSETICIDA E ACARICIDA ooom2 - =]
AD5.1 ACIFLUORFEM (ACIFLUORFEN) 62476-59-9 ETER DIFENILICO C14HBF3CINOSNa | HERBICIDA = = ]
ADB ALACLORO (ALACHLOR) 15972-60-8 CLOROACETANILIDA C14H20CINO2 HERBICIDA - - o]
Al4 ATRAZINA (ATRAZINE) 1912-24-9 TRIAZINA C8H14CINS HERBICIDA = = ]
Al ABAMECTINA (ABAMECTIN) 71751-41-2 AVERMECTINAS Ver maonagrafia ACARICIDA, INSETICIDA E M... | 0,002 - ]
AZ24 ACETOCLORO (ACETOCHLOR) 34256-82-1 CLOROACETANILIDA Cl14H20CINO2 HERBICIDA = = ]
A2 AZOXISTROBIMNA (AZOXYSTROEIN) 131860-33-3 ESTROBILURINA C22HT17N30S5 FUMNGICIDA 0,02 - =
A29 ACETAMIPRIDO {ACETAMIPRID) 135410-20-7 NEONICOTINOIDE CI10HT11CINg INSETICIDA 0,024 - ]
BO3 BENTAZOMA (BENTAZONE) 25057-89-0 BENZOTIADIAZINCMNA C10H12N2035 HERBICIDA 01 - o] N
B26 BIFENTRINA (BIFENTHRIN) 82657-04-3 PIRETROIDE C23H22CIF302 INSETICIDA, FORMICIDA E ... | 0,02 - =)

Limite de Residuos (LMR)

Cod-I1A INGREDIENTE ATIVO CULTURA LMR (mg/kg) ATO LEGAL INICIO DA VIGENCIA .
D27 24-D S50JA 0,100 RESOLUGAD-RE N° 1.471, DE 2 DE JUNHO DE 2017 05/06/2017
A8 ABAMECTINA S50JA 0,010 RESOLUGAO-RE N° 2.102, DE 03 DE AGOSTO DE 2016 08/08/2016
AD2 ACEFATO S50JA 0,020 RESOLUGAO-RE N° 3.083, DE 17 DE NOVEMBRO DE 2016 21/11/2016

https://www.gov.br/anvisa/pt-br/acessoainformacao/dadosabertos/informacoes-analiticas/monografias-de-agrotoxicos



https://www.gov.br/anvisa/pt-br/acessoainformacao/dadosabertos/informacoes-analiticas/monografias-de-agrotoxicos

Food Pesticide Residue Monitoring

Program on Pesticide Residue ANVISA
Analysis in Food (PARA)

To monitor pesticide residues in food in
order to mitigate health risks regarding
pesticide exposure by diet

Programa de Analise de Residuos
de Agrotoxicos em Alimentos



PARA - Last Multi-Year Plan (2017 — 2022)

36 food products to be tested in three annual cycles - 9,684 samples analyzed

represent 80% of Brazilian consumption of plant food

» Rice
« Wheat
« Corn
« QOats

~

Tomato

« Chayote

o Cucumber
» Pepper

« Zucchini
o Okra

Sample collections in 2020 and 2021 were temporarily suspended due to the need of actions to face covid-19

s N 0
. Apple  Banana
. Grape e Orange
e Guava ) ngaya
P  Pineapple
ear « Mango
« Strawberry » Pagsion fruit
Fruits, .Fru1¥ .
edible peel inedible
peel
'+ Bean | («Garlic
.  Potato/ Sweet
. 1S)oy . Potato
canu « Beet
« Pea « Onion
« Carrot

-
« Cabbage
o Lettuce

« Green cabbage

-
» Coffee




PARA - Last Multi-Year Plan (2017 — 2022)

Main Results

Residue
with no Potencial
No <MRL MRL or Potencial Chronic
Residue >MRL Acute Risk Risk
f \
24.3% 0.64% 0%
In 4,075 of 3,250 of the Violations were In 62 samples, Exceedances of
the 9,684 9,684 samples found in 2,359 it was the ADI were
samples, no presented samples. Most of identified not identified
pesticide residues within them were related exceedance of for any of the
residues the MRL to minor crops the ARfD 342 pesticides
were (without tested
detected established MRL)
MRL Compliance Risk Assessment

ARfD: Acute Reference Dose; ADI: Acceptable Daily Intake



Acute Risk Assessment - PARA

Reduction of the % of orange samples with ARfD exceedances
(2013 — 2022)

Some mitigation
Orange

samples

N =744 Orange
samples

N =382

2013-2015

measures
o Prohibition of the use of
carbofuran and

o0
i
)
('?l
™~
i
)
N

Orange carbendazim

o Restrictions for

samples
N =266

PAONRSEPIONRS

carbosulfan, methidathione

Orange
samples and formetanate
N =156

ARTD: Acute Reference Dose



Imported Food

Brazil accepts imports that comply with Codex
standards — even if i1t differs from its own

established MRLs

o Provided that the risk assessment does not indicate an unacceptable
risk to Brazilian consumers

o Not applicable for pesticides banned due to health concerns

&= ANVISA
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Brazil and Codex MRLs

o Anvisa i1s an active member of CCPR;

o Anvisa follows the same methodology for establishing MRL, according to

Best Regulatory Practices, Scientific Principles and Transparency;
o Brazilian consumption data must be considered;
o Supervised Field Trials must be performed in Brazil;

o If a Codex MRL is automatically incorporated, it is not possible to enforce

due to the authorized Good Agricultural Practices.

&= ANVISA
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Impacts related to the EU MRL regulatory policies

]
Negative impacts on Brazilian production
P Banning pesticides for Non-renewal of substances T Difficulty in receiving
G’  crops that often have _ with incomplete risk ¥ comments at a stage
®  no alternatives - assessment that is still possible
insufficient transition for European
period authorities to consider
- : Granting emergency in their decision-
MR.L restrictions with »  authorizations for members making process
environmental S\ : 1
C - states instead of establishing
objectives )
import tolerances

Information provided by the Ministry of Agriculture and Livestock



Impacts related to the EU MRL regulatory policies

November 2023 SPS Committee meeting

Brazil highlighted concerns related to the EU MRL regulatory policies, which it considered to be more
trade restrictive than necessary to achieve the EU's appropriate level of protection and not aligned
with Codex, thus violating Articles 3 and 5.6 of the Agreement. Brazil was also concerned at the
emergency authorizations granted to EU member States. Brazil urged the European Union to base
Its SPS measures on scientific evidence and realistic exposure scenarios, and to consider trade
facilitative approaches while establishing MRLs, with longer transitional periods and early and

effective engagement in the process.

https://epingalert.org/en/TradeConcerns/Details?imsld=534&domainld=SPS

.= ANVISA
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https://epingalert.org/en/TradeConcerns/Details?imsId=534&domainId=SPS

L.ook ahead

Review of criteria for supervised residue studies and
MRL establishment - Work in progress

Improve harmonization with international criteria

v’ Increase the number of residue trials from 4 to 8
v Acceptance of studies conducted outside Brazil
v' Application of the principle of proportionality

v Development of procedures for the establishment of import
tolerance (new Brazilian Pesticide Law 14785/23)

- ANVISA

1 Brazilian Health Regulatory Agency



In Conclusion

Brazil has a sound regulatory system in place — that considers health,

environment and good agricultural practices in its implementation;

Brazil takes also full advantage of Codex scientific principles and Codex

regulatory structure;

Brazil complies with SPS Agreement being aligned with the principles of

science, transparency, risk assessment and harmonization

&= ANVISA
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Thank you For your attention!

Brazilian Health Regulatory Agency - Anvisa
SIA Trecho 5 - Area especial 57 - Lote 200
CEP: 71205-050
Brasilia, DF - Brazil

https://www.gov.br/anvisa/pt-br www.twitter.com/anvisa_oficial
Anvisa Atende: 0800-642-9782
ouvidoria@anvisa.gov.br



https://www.gov.br/anvisa/pt-br
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