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PART A
RISK MANAGEMENT

1 Details of the application

The company ISAGRO SPA has requested a marketing authorisation in France for the product
DOMARK COMBI WG, containing 15 g/kg tetraconazole! and 600 g/kg sulfur', as a fungicide for
professional uses.

Appendix 1 of this document provides a copy of the product authorisation.

Appendix 2 of this document contains a copy of the product label (draft as proposed by the applicant).

1.1 Application background

The present registration report (RR) concerns the evaluation of ISAGRO SPA’s application submitted on
24/01/2017 to market DOMARK COMBI WG in France (product uses described under point 2.3). France
acted as a zonal Rapporteur Member State (zZRMS) for this request and assessed the application submitted
for the first authorisation of this product in France and in other Member States (MSs) of the Southern zone.

The present application (2017-0327) was evaluated in France by the French Agency for Food,
Environmental and Occupational Health & Safety (Anses), according to the Regulation (EC)
no 1107/20092, the implementing regulations, and French regulations. This application was assessed in the
context of the zonal procedure for all MSs of the Southern zone, taking into account the worst-case uses
(“risk envelope approach”)®. When risk mitigation measures were necessary, they are adapted to the
situation in France.

The data taken into account are those deemed to be valid either at European level (Review Report and
EFSA conclusion) or at zonal/national level. The assessment of DOMARK COMBI WG has been made
using endpoints agreed in the EU peer reviews of tetraconazole and sulfur. It also includes assessment of
data and information related to DOMARK COMBI WG where those data have not been considered in the
EU peer review process.

This part A of the RR presents a summary of essential scientific points upon which recommendations are
based and is not intended to show the assessment in detail. The risk assessment conclusions provided in
this document are based on the information, data and assessments provided in the Registration Report, Part
B Sections 1-10 and Part C, and where appropriate the addendum for France.

The conclusions on the acceptability of risk are based on the criteria provided in Regulation (EU)
No 546/2011%, and are expressed as “acceptable” or “not acceptable” in accordance with those criteria.

1 COMMISSION IMPLEMENTING REGULATION (EU) N° 540/2011 of 25 May 2011 implementing Regulation (EC) N° 1107/2009 of the
European Parliament and of the Council as regards the list of approved active substances

2 REGULATION (EC) No 1107/2009 of the European Parliament and of the Council of 21 October 2009 concerning the placing of plant pro-
tection products on the market and repealing Council Directives 79/117/EEC and 91/414/EEC

8 SANCO document “risk envelope approach”, European Commission (14 March 2011). Guidance document on the preparation and submission
of dossiers for plant protection products according to the “risk envelope approach”; SANCO/11244/2011 rev. 5

4 COMMISSION REGULATION (EU) No 546/2011 of 10 June 2011 implementing Regulation (EC) No 1107/2009 of the European Parliament
and of the Council as regards uniform principles for evaluation and authorisation of plant protection products



http://ec.europa.eu/food/plant/protection/resources/risk_envelope_gd_rev_14032011_en.pdf
http://ec.europa.eu/food/plant/protection/resources/risk_envelope_gd_rev_14032011_en.pdf
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:L:2011:155:0127:0175:EN:PDF
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:L:2011:155:0127:0175:EN:PDF
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This document also describes the specific conditions of use and labelling required for France for the
registration of DOMARK COMBI WG.

1.2 Letters of Access

The applicant is the owner of data which support the approval of tetraconazole.

The applicant has provided a letter of access for sulfur data. This letter of access is available upon request.

1.3 Justification for submission of tests and studies

According to the applicant:

“With the exception of the acute toxicity studies presented, no other vertebrate studies for
DOMARK COMBI WG were undertaken. As DOMARK COMBI WG is a novel formulation, no suitable
formulation specific mammalian toxicity data was available to assess the hazard, requiring the generation
of a minimun [sic] data package to satisfy the requirements of (EU) 284/2013.

One bird study was submitted to check that there is no evidence of synergistic effects, whereby the toxicity
of one active substance is enhanced by the presence of the other. One aquatic vertebrate study (fish) was
conducted to assess the risk assessment for aquatic organisms of the formulation and as part of
classification.

Since DOMARK COMBI WG is a new formulation, no existing product data to be relied on were available
therefore a complete data package generated and submitted.”

1.4 Data protection claims
Where protection for data is being claimed for information supporting registration of DOMARK COMBI
WG, it is indicated in the reference lists in Appendix 1 of the Registration Report, Part B Sections 1-7..

2 Details of the authorisation decision

2.1 Product identity

Product code -

Product name in MS DOMARK COMBI WG
Authorisation number N/A : no marketing authorisation granted
Kind of use Professional use

Low risk product (article 47) No

Function Fungicide

Applicant ISAGRO SPA

Active substance(s) Tetraconazole, 15 g/kg

(incl. content) Sulfur, 600 g/kg

Formulation type Water-dispersible granule [WG]

Packaging N/A : no marketing authorisation granted
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Coformulants of concern for
national authorisations

Restrictions related to identity

Mandatory tank mixtures None

Recommended tank mixtures None

2.2 Conclusion

The evaluation of the application for DOMARK COMBI WG resulted in the decision to refuse the

authorisation.

2.3 Substances of concern for national monitoring

Refer to 5.1.1.

2.4 Classification and labelling

24.1 Classification and labelling under Regulation (EC) No 1272/2008

The following classification is proposed in accordance with Regulation (EC) No 1272/2008:

Hazard class(es), categories: Hazardous to the aquatic environment - Chronic Hazard, category 3.

Hazard pictograms:

Signal word: -
Hazard statement(s): H412: Harmful to aquatic life with long-lasting effects.
Precautionary statement(s): For the P phrases, refer to the existing legislation.

Additional labelling phrases: -

See Part C for justifications of the classification and labelling proposals.

2.4.2 Standard phrases under Regulation (EU) No 547/2011

N/A : no marketing authorisation granted

24.3 Other phrases (according to Article 65 (3) of the Regulation (EU)

No 1107/2009)

N/A : no marketing authorisation granted

2.5 Risk management

According to the French law and procedures, specific conditions of use are set out in the Decision letter.
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The French Order of 4 May 2017° provides that:

- unless otherwise stated in the product authorisation, the pre harvest interval (PHI) is at least 3 days;

- unless otherwise stated in the product authorisation, the minimum buffer zone alongside a water body
is 5 metres for products applied through spraying or dusting;

- unless otherwise stated in the product authorisation, the minimum re-entry period is 6 hours for field
uses and 8 hours for indoor uses.

Drift reduction measures such as low-drift nozzles are not considered within the decision-making process
in France. However, non-spraying buffer zones may be reduced under some circumstances as explained in
appendix 3 of the above-mentioned French Order.

Finally, the French Order of 12 April 2021° provides that:

- an authorisation granted for a “reference” crop applies also for “related” crops, unless formally stated in
the Decision

- the “reference” and “related” crops are defined in Appendix 1 of that French Order.

Thus, at French national level, possible extrapolation of submitted data and the corresponding assessment
from “reference” crops to “related” ones are undertaken even if not clearly requested by the applicant in
their dRR, and a conclusion is also reached on the acceptability of the intended uses on those “related”
crops. The aim of this Order, mainly based on the EU document on residue data extrapolation’ is to supply
“minor” crops with registered plant protection products.

Therefore the GAP table (Section 2.3) and Decision may include uses on crops not originally requested by
the applicant.

The Decision, as reproduced in Appendix 1, takes also into account national provisions, including national
mitigation measures.
25.1 Restrictions linked to the PPP

N/A : no marketing authorisation granted:

2.5.2 Specific restrictions linked to the intended uses

Some of the authorised uses are linked to the following conditions in addition to those listed under point
2.5.1 (mandatory labelling):

None.

5 Arrété du 4 mai 2017 relatif & la mise sur le marché et a I'utilisation des produits phytopharmaceutiques et de leurs adjuvants visés a I'ar-
ticle L. 253-1 du code rural et de la péche maritime, amended by the arrété du 27 décembre 2019 relatif aux mesures de protection des per-
sonnes lors de I'utilisation de produits phytopharmaceutiques https://www.legifrance.gouv.fr/eli/arrete/2017/5/4/AGRG1632554A/jo/texte ;
https://www.legifrance.gouv.fr/affichTexte.do?cid Texte=JORFTEXT000039686039&categorieL ien=id

& https://www.legifrance.gouv.fr/jorf/id/JORFTEXT000043401456

7 SANCO document “guidance document:- Guidelines on comparability, extrapolation, group tolerances and data requirements for setting
MRLs”: SANCO/ 7525/V1/95 - rev.9



https://www.legifrance.gouv.fr/eli/arrete/2017/5/4/AGRG1632554A/jo/texte
https://www.legifrance.gouv.fr/affichTexte.do?cidTexte=JORFTEXT000039686039&categorieLien=id
https://www.legifrance.gouv.fr/jorf/id/JORFTEXT000043401456
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2.6 Intended uses (only NATIONAL GAP)

Please note: The GAP Table below reports the intended uses proposed by the applicant, and possible extrapolation according to French Order of 12 April 2021 (highlighted in green), evaluated and concluded as safe uses by

France as zZRMS. Those uses are then granted in France.

When the conclusion is “not acceptable” , the intended use is highlighted in grey and the main reason(s) reported in the remarks.

GAP rev. 1, date: 2021-11-10

PPP (product name/code): DOMARK COMBI WG Formulation type: WG @b
Active substance 1: tetraconazole Conc. of a.s. 1: 15 g/kg ©
Active substance 2: sulfur Conc. of a.s. 2: 600 g/kg ©
Safener: - Conc. of safener: -
Synergist: - Conc. of synergist: -
Applicant: ISAGRO S.P.A. Professional use: =
Zone(s): Southern Zone @ Non-professional use: [ ]
Verified by MS: Yes
Field of use: Fungicide
1 2 3 4 5 6 7 8 9 10 ‘ 11 12 13 14
Use- | Member |Crop and/ | F, Pests or Group of pests | Application Application rate PHI Remarks:
No. © | state(s or situation | Fn, | controlled T . A days
© At Fpn Method/Ki | Timing/Growth Max. number | Min. interval | kg product/ha gas./ha Water (days) e.g. g safener/synergist
(crop G, (additionally: nd stage of crop &|a) peruse bet\/\{een_ L/ha per ha
destination/purpose | Gn, | developmental stages of season b) per crop/|applications |a) max. rate per|a) max. rate per ) ®
of crop) Gpn | the pest or pest group) season (days) appl. appl. min/ma
or b) max. total rate | b) max. total rate | x
I per crop/season | per crop/season
Zonal uses (field or outdoor uses, certain types of protected crops)




DOMARK COMBI WG
Part A - National Assessment

Page 9/26

1 2 3 4 5 6 7 8 9 10 11 12 13 14
Use- [Member |Crop and/ | F, Pests or Group of pests | Application Application rate PHI Remarks:
© ituati
No. | state(s) | or situation Egn controlled Method/Ki | Timing/Growth Max. number | Min. interval | kg product/ha gas./ha Water (days) e.g. g safener/synergist
(crop G, (additionally: nd stage of crop &|a) per use betvv_een_ L/ha per ha
destination/purpose | Gn, | developmental stages of season b) per crop/ |applications |a) max. rate per|a) max. rate per ) )
of crop) Gpn | the pest or pest group) season (days) appl. appl. min/ma
or b) max. total rate | b) max. total rate | x
I per crop/season | per crop/season
1 FR Grape F Powdery mildew spraying | BBCH17/18-79 |a)1l 10 a) 1.5-2.0 kg a)22.5-30 gte- | 200- 30 Not acceptable
product/ha traconazole/ha | 1000 (risks for workers and
b) 1 900-1200 g sul- soil macro-organisms
fur/ha cannot be excluded)
b) 1.5-2.0 kg b) 22.5-30 g te-
product/ha traconazole/ha
900-1200 g
sulfur/ha
Remarks (@  e.g. wettable powder (WP), emulsifiable concentrate (EC), granule (GR) (d)  Select relevant
table (b) Catalogue of pesticide formulation types and international coding system CropLife (e)  Use number(s) in accordance with the list of all intended GAPs in Part B, Section 0 should be given
heading: International Technical Monograph n°2, 6th Edition Revised May 2008 in column 1
(c) gl/kgorg/l ()] No authorisation possible for uses where the line is highlighted in grey, Use should be crossed out
when the notifier no longer supports this use.
Remarks 1 Numeration necessary to allow references 7 Growth stage at first and last treatment (BBCH Monograph, Growth Stages of Plants, 1997,
columns: 2 Use official codes/nomenclatures of EU Member States Blackwell, ISBN 3-8263-3152-4), including where relevant, information on season at time of
3 For crops, the EU and Codex classifications (both) should be used; when relevant, the use application
situation should be described (e.g. fumigation of a structure) 8 The maximum number of application possible under practical conditions of use must be provided.
4 F: professional field use, Fn: non-professional field use, Fpn: professional and non- 9 Minimum interval (in days) between applications of the same product
professional field use, G: professional greenhouse use, Gn: non-professional greenhouse use, 10  For specific uses other specifications might be possible, e.g.: g/m? in case of fumigation of empty
Gpn: professional and non-professional greenhouse use, I: indoor application rooms. See also EPPO-Guideline PP 1/239 Dose expression for plant protection products.
5 Scientific names and EPPO-Codes of target pests/diseases/ weeds or, when relevant, the 11  The dimension (g, kg) must be clearly specified. (Maximum) dose of a.s. per treatment (usually g,
common names of the pest groups (e.g. biting and sucking insects, soil born insects, foliar kg or L product/ha).
fungi, weeds) and the developmental stages of the pests and pest groups at the moment of 12 If water volume range depends on application equipments (e.g. ULVA or LVA) it should be
application must be named. mentioned under “application: method/kind”.
6 Method, e.g. high volume spraying, low volume spraying, spreading, dusting, drench 13 PHI - minimum pre-harvest interval
Kind, e.g. overall, broadcast, aerial spraying, row, individual plant, between the plants - type 14 Remarks may include: Extent of use/economic importance/restrictions

of equipment used must be indicated.
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3 Background of authorisation decision and risk management

3.1 Physical and chemical properties (Part B, Section 2)

DOMARK COMBI WG is a water-dispersible granule (WG). All studies were performed in accordance
with the current requirements and the results are deemed acceptable. The appearance of the product is a
light-brown granule, with no characteristic odour. The product is not explosive and has no oxidising
properties. It is not flammable and has a self-ignition temperature of 247.9 °C. In aqueous solution (1 %
dilution), it has a pH value of 6.7 at 25 °C.

Stability data are sufficient to demonstrate a shelf life of one year when stored at room temperature. In the
absence of a validated stability study at high temperature, the formulation should be stored at a temperature
below 30 °C.

The product is not classified for the physico-chemical aspect.

3.2 Efficacy (Part B, Section 3)

The efficacy and phytotoxicity levels of DOMARK COMBI WG are considered satisfactory for the
requested use.

The risks of negative impact on yield, propagation and adjacent crops are considered negligible. Risks with
sulfur such as spotting of table grape are known. However, these risks of negative impact on quality are
considered acceptable

The risk of negative impact on transformation processes is considered acceptable.
The risk of resistance appearing or developing to sulfur does not require monitoring for the requested use.

There is a risk of resistance appearing or developing to tetraconazole for powdery mildew; this requires
monitoring of resistance and the setting up of efficacy trials in situation of characterised resistance in
grapevine. To avoid the development of resistance of powdery mildew to tetraconazole, the number of
applications is limited to two per crop cycle on grapevine. To manage the risk of resistance with
tetraconazole, it is recommended to follow the limitations of use by chemical group recommended by the
official French guidance on resistance management of grapevine diseases®.

3.3 Methods of analysis (Part B, Section 5)

3.3.1 Analytical method for the formulation

Analytical methods for the determination of the active substances and the relevant impurity (toluene
[methylbenzene]) in the formulation are available.

& Note technique commune gestion de la résistance, maladies de la vigne : mildiou, oidium, pourriture grise, available at http://draaf.centre-
val-de-loire.agriculture.gouv.fr/IMG/pdf/Note_technique_commune_Vigne 2018 validee cle4a83f9.pdf .

10


http://draaf.centre-val-de-loire.agriculture.gouv.fr/IMG/pdf/Note_technique_commune_Vigne_2018_validee_cle4a83f9.pdf
http://draaf.centre-val-de-loire.agriculture.gouv.fr/IMG/pdf/Note_technique_commune_Vigne_2018_validee_cle4a83f9.pdf
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3.3.2 Analytical methods for residues

Analytical methods are available in the Draft Assessment Report (DAR) and this dossier, and are validated
for the determination of residues of tetraconazole in plants (high-acid-content commodities), foodstuffs of

animal origin, soil, water (surface and drinking) and air.

Analytical methods for the determination of residues of sulfur in plants, foodstuffs of animal origin, soil,

water (surface and drinking) and air are not necessary.

3.4

Endpoints used in risk assessment

Mammalian toxicology (Part B, Section 6)

Active substance: tetraconazole

ADI 0.004 mg kg bw/d
ARfD 0.05 mg/kg bw EU (01/01/2010)
AOEL 0.03 mg/kg bw/d
Dermal absorp- | Based on default values according to guidance on dermal absorption (Efsa 2012):
tion Concentrate Spray dilution
(used in formulation) (used in formulation)
15 g/kg 1.2g/lL
Dermal absorption endpoints % 75 75
Active Substance: Sulfur
ADI Not applicable
ARfD Not applicable EFSA (2008)
AOEL* Replaced by average sulfur background intake value: 26 mg/kg bw/d.
Dermal absorp- | Based on the Peer review of the pesticide assessment of the active substance sulfur (EFSA Scientific
tion Report (2008) 221, 1-70): The EFSA Conclusion (EFSA Scientific Report (2008) 221, 1-70) clearly

states that for Sulfur a “default value of 10%, as the worst case based on the physical/chemical proper-
ties of sulfur, was proposed for all formulations”.

Concentrate Spray dilution
(used in formulation) (used in formulation)
600 g/kg 0.03 g/L
Dermal absorption endpoints % 10 10

* Average sulfur background intake value was 26 mg/kg bw/day [overall intake: 1.6 g/person/day, US

National Academy of Medicine], used as a surrogate.

34.1 Acute toxicity

DOMARK COMBI WG, containing 15 g/kg tetraconazole and 600 g/kg sulfur, has a low acute oral,
inhalational and dermal toxicity, is not irritating to the rabbit skin or eye and is not a skin sensitiser.

3.4.2 Operator exposure

Summary of critical use patterns (worst cases):

11
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Maximum application rate Spray dilu-
Crop FIG® Equipment kg/ha tion Model
(g a.s./ha) (L/ha)
Grapes F Vehicle-mounted 2.0 200 EFSA
(30 g tetraconazole + 1200 g S)
Grapes F Knapsack 2.0 200 EFSA
(30 g tetraconazole + 1200 g S)

Considering the proposed uses, operator systemic exposure was estimated using the EFSA model:

. . % AOEL tetra- % surrogate
Crop Equipment PPE and/or working coverall conazole AOEL sulfur
. Working coverall and gloves during mix-
Grapes Vehicle-mounted . . L 20.26 0.12
ing/loading and application
Working coverall and gloves during mix-
Grapes Knapsack . - - 48.76 0.02
ing/loading and application

According to the model calculations, it may be concluded that the risk for the operator using DOMARK
COMBI WG is acceptable with a working coverall (90 % protection factor) and gloves during
mixing/loading and application.

3.4.3 Worker exposure

Workers may have to enter treated areas after treatment for crop harvesting activities. Therefore, estimation
of worker exposure was calculated according to the EFSA model. Exposure is estimated to be 734.37 %
of the AOEL of tetraconazole.

Workers may have to enter treated areas after treatment for crop harvesting activities. Therefore, estimation
of worker exposure was calculated according to the EFSA model. Exposure is estimated to be 4.52 % of
the surrogate AOEL of sulfur.

Conclusion: See combined exposure.

3.4.4 Bystander exposure

Consideration of acute exposure should only be made where an AAOEL has been established during an
approval, review or renewal evaluation of an active substance, i.e., no acute operator or bystander exposure
assessments can be performed with the AOE model where no AAOEL has been set®,

Only resident exposure is provided since, according to EFSA Guidance on the assessment of exposure of
operators, workers, residents and bystanders in risk assessment for plant protection products (EFSA Journal
2014;12(10):3874): “No bystander risk assessment is required for PPPs that do not have significant acute
toxicity or the potential to exert toxic effects after a single exposure. Exposure in this case will be deter-
mined by average exposure over a longer duration, and higher exposures on one day will tend to be offset

® Open field or glasshouse
10 Guidance on the assessment of exposure of operators, workers, residents and bystanders in risk assessment for
plant protection products (SANTE-10832-2015 rev. 1.7, 2017)

12
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by lower exposures on other days. Therefore, exposure assessment for residents also covers bystander ex-
posure.”

3.4.5 Resident exposure

Residential exposure was assessed according to EFSA model. Exposures are estimated to be 62.61 % and
33.40 % of the AOEL of tetraconazole respectively for child and adult. Exposures are estimated to be
0.37 % and 0.20 % of the surrogate AOEL of sulfur respectively for child and adult. An acceptable risk was
determined for residents (adult and/or child) when mitigation measures such as a buffer zone of 10 meters
are taken.

3.4.6 Combined exposure
A cumulative assessment for operators, residents/bystanders and workers was performed. At the first tier,
combined exposure was calculated as the sum of the component exposures without regard to the mode of

action or mechanism/target of toxicity.

Hazard quotients (HQ) for each active substance and the hazard index (HI: sum of hazard quotients) are:

Estimated expo-
— . . . sure / ACEL or
Application scenario Equipment PPE Active substance surrogate AOEL
(HQ)
Working coverall and Tetraconazole 0.2026
. gloves during mixing/load-
Vehicle-mounted ing and application Sulfur 0.0012
Oberators Cumulative risk operators (HI) 0.2038
P Working coverall and Tetraconazole 0.4876
gloves during mixing/load-
Knapsack ing and application Sulfur 0.0002
Cumulative risk operator (HI) 0.4878
. Tetraconazole 0.6261
Resident child HZﬁg'ﬁL‘id”l‘(?]‘;ztszdck No PPE Sulfur 0.0037
Cumulative risk bystanders (HI) 0.6298
Resident adult Vehicle-mounted No PPE Tetraconazole 0.3340
Sulfur 0.0020
Hand-held knapsack Cumulative risk operator (HI) 0.3360
Vehicle-mounted . Tetraconazole 7.3437
Worker Working coverall Sulfur 0.0452
Hand-held knapsack Cumulative risk workers (HI) 7.3889

The Hazard Index is < 1. Thus combined exposure to all active substances in DOMARK COMBI WG is
not expected to present a risk for operators or residents and bystanders.

The Hazard Index is > 1. Thus combined exposure to all active substances in DOMARK COMBI WG is
expected to present a risk for workers. The estimation of exposures related to the use of DOMARK COMBI
WG for the requested uses was conducted using default dermal absorption values. Indeed, the dermal ab-
sorption data provided cannot be extrapolated and used for DOMARK COMBI WG in accordance with the
guidance document (EFSA 2012).

In line with the EFSA model, in the absence of sufficient evidence, the worker exposure estimate
cannot be refined by adding gloves as an exposure-reduction measure.

13
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35 Residues and consumer exposure (Part B, Section 7)

The data available are considered sufficient for risk assessment. No exceedance of the current MRL for
tetraconazole as laid down in Reg. (EU) 396/2005 is expected. Sulfur is included in Annex IV of Reg. (EU)
396/2005 and therefore no MRL is applicable.

The chronic and short-term intakes of tetraconazole residues resulting from the uses proposed in the
framework of this application are unlikely to present a public health concern.

As far as consumer health protection is concerned, France as zZRMS agrees with the authorisation of the
intended uses.

According to available data, no specific mitigation measures should apply.

Moreover, considering that triazole derivative metabolites (TDMs: triazole acetic acid (TAA), triazole
alanine (TA), 1,2,4-triazole (1,2,4-T) and triazole lactic acid (TLA)) should be assessed since 1 September
2019, a dietary risk assessment has been proposed by EFSA in the “Peer review of the Pesticide risk
assessment for the triazole derivative metabolites in light of confirmatory data submitted” (EFSA Journal
2018; 16(7):5376). Data gaps have been identified by EFSA. Nevertheless, France as zZRMS is of the
opinion that the chronic and short-term intakes of TDMs residues resulting from the use proposed in the
framework of this application are unlikely to present a public health concern.

Data required post-authorisation for tetraconazole:

« Additional residue trials on grapes (four southern and four northern), supporting the intended GAP;
analysis of TA, TAA and TLA must be provided.

Information on DOMARK COMBI WG:
PHI for DO- | PHI/withholding period* sufficiently supported | PHI for DO-

MARK for MARK COMBI zRMS Comments
Crop | COMBIWG WG (if different PHI pro-
requested by tetraconazole sulfur proposed by posed)
applicant ZRMS

Grapes 30 days Yes NR 30 days

NR: not relevant

Waiting periods before planting succeeding crops: Not relevant.

3.6 Environmental fate and behaviour (Part B, Section 8)

The fate and behaviour in the environment have been evaluated according to the requirements of Regulation
(EC) N°1107/2009. Appropriate endpoints from the EU conclusions were used to calculate predicted
environmental concentration (PEC) values for the active substances and their metabolites for the intended
use patterns. In cases where deviations from the EU agreed endpoints were considered appropriate (for
example when additional studies are provided), such deviations were highlighted and justified accordingly.

The PEC values of sulfur and tetraconazole and their metabolites in soil, surface water and groundwater
have been assessed according to FOCUS guidance documents, with standard FOCUS scenarios to obtain
outputs from the FOCUS models, and the endpoints established in the EU conclusions or agreed in the
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assessment based on new data provided.

PECsoil and PECsw values derived for sulfur, tetraconazole and its metabolites are used for the
ecotoxicological risk assessment.

PECgw values for sulfur, tetraconazole and their metabolites do not occur at levels exceeding those
mentioned in Regulation (EC) N° 1107/2009 and guidance document SANCO 221/2000*. Therefore, no
unacceptable risk of groundwater contamination is expected for the intended uses.

Based on vapour pressure, information on volatilisation from plants and soil and DTs calculation, no
significant contamination of the air compartment is expected for the intended uses.

3.7 Ecotoxicology (Part B, Section 9)

The ecotoxicological risk assessment of the formulation was performed according to the requirements of
Regulation (EC) No 1107/2009. Appropriate endpoints from the EU conclusions for the active substances
and their metabolites were used for the intended use patterns. In cases where deviations from the EU agreed
endpoints were considered appropriate (for example when additional studies are provided), such deviations
were highlighted and justified accordingly.

Based on the guidance documents, the risks for birds, mammals, earthworms and micro-organisms and
terrestrial plants are acceptable for the intended uses.

For aguatic organisms, the risks are acceptable when a buffer zone of 5 metres is applied.

For bees, all hazard quotients are less than 50, indicating that the active substances sulfur and tetraconazole
as well as the formulation DOMARK COMBI WG pose an acceptable risk to honeybees following oral and
contact exposure. However, according to new requirements of Reg. N° 284/2013, a chronic toxicity study
for adult bees and data on effects on development of bees should have been submitted, as exposure of bees
to the product cannot be excluded. Therefore, formulation studies are deemed essential for adult bees;
without these studies, it is not possible to finalise the associated risk assessment.

For non-target arthropods, there is a restriction to not apply this product more than once per annum for use
in grapes. Studies on one additional species should have been provided, in accordance with the ESCORT 2
guidance document. Without this information, it is not possible to conclude whether more than one
application per year on grapes is acceptable.

According to the new requirement of the Regulation (EU) 284/2013, chronic studies on soil macro-
organisms other than earthworms (Folsomia candida and Hypoaspis aculeifer) should have been
provided. Such studies are required for DOMARK COMBI WG and without them it is not possible
to finalise the risk assessment for soil macro-organisms.

3.8 Relevance of metabolites (Part B, Section 10)

An assessment was conducted according to the SANCO/221/2000 guidance document. Please refer to
environmental fate and behaviour above for conclusion on the risk of groundwater contamination.

11 Guidance document on the assessment of the relevance of metabolites in groundwater of substances regulated under Council directive
91/414/EEC. Sanco/221/2000-rev10-final, 25 February 2003.
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4 Conclusion of the national comparative assessment (Art. 50 of
Regulation (EC) No 1107/2009)

The active substances tetraconazole and sulfur are not approved as a candidate for substitution, therefore a

comparative assessment is not foreseen.

5 Further information to permit a decision to be made or to support
a review of the conditions and restrictions associated with the
authorisation

When the conclusions of the assessment is “Not acceptable”, please refer to relevant summary under
point 3, “Background of authorisation decision and risk management”.

.11 Post-authorisation monitoring

N/A : no marketing authorisation granted.

5.1.2 Post-authorisation data requirements

- N/A: no marketing authorisation granted.
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Appendix1 Copy of the product authorisation

DocuSign Envelope 1D: 52D048A0-964D-462A-A9DC-07B9ES759081

Ex
REPUBLIQUE b &
FRANCAISE ar

Fraternité

st anses

Décision relative a une demande d’autorisation de mise sur le marché
d'un produit phytopharmaceutique

Vu les dispositions du réglement (CE) N* 1107/2009 du 21 octobre 2009 et de ses textes d'application,

Vu le code rural et de la péche maritime, notamment le chapitre Ill du titre V du livre Ii des parties Iégisiative et
réglementaire,

Vu la demande d'autorisation de mise sur le marché du produit phytopharmaceutique DOMARK COMBI WG
de Ia société ISAGRO SPA

enregistrée sous le n°2017-0327

Vu les conclusions de I'évaluation de I'Anses du 5 octobre 2021,

Considérant qu'un risque d'effet nocif pour le travailleur, lié a I'utilisation du produit, ne peut étre exclu,

Considérant également qu'un risque d'effet inacceptable pour les macro-organismes du sol, lié a l'utilisation du
produit, ne peut étre exclu,

Considérant quil ne peut pas étre établi que les exigences mentionnées a l'article 29 du réglement (CE) n®1107/2009
sont respectées,

La mise sur le marché du produit phytopharmaceutique désigné ci-aprés n'est pas autorisée en France.

DOMARK COMBI WG
AMM n°*- Page 1 sur3
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DocuSign Envelope ID: 52D048A0-964D-462A-A9DC-07B9E5759081

EN
REPUBLIQUE )
FRANCAISE ar
Liberté
Epuié anses
Fratermitt o PO, 0TS ot e wad
Informations générales sur le produit
Nom du produit DOMARK COMBIWG
Type de produit Produit de référence
ISAGRO SPA
Centro uffici San Siro
Titulai Edificio D - ala 3
ulaire Via Caldera 21
20153 MILAN
Italie
Formulation Granulé dispersable (WG)
600 g/kg - soufre
Sl 15 a/kg - tétraconazole
Numeéro d'intrant 098-2017.01
Numéro d'AMM -
Fonction Fongicide
Gamme d'usage Professionnel

A Maisons-Alfort, le 10/11/2021

DocuSigned by:

(larlothe Grastllow

AEZ1ARSEAA2454
Directrice générale déléguée
en charge du pole produits réglementés
Agence nationale de sécurité sanitaire de
I'alimentation, de I'environnement et du travail (ANSES)

DOMARK COMBI WG
AMM n*- Page 2 sur 3
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DocuSign Envelope ID: S2D048A0-064D-462A-ADC-OTBOESTSO081

=N
REPUBLIQUE

4
FRANGAISE wr
Laberts

Epalité

=, anses

ANNEXE : Conditions de mise sur le marché demandées

Liste des usages refusés

. . L Délai avant récolte
Usages Dose d'emploi MNombre maximum d'applications
({jours)
2 kg/ha 1fan 30
12703204

Vigne*Trt Part Aer. *Oidium(s)

Motivation du refus :

L'usage est refusé car les données disponibles ne permettent pas d'exclure un risque d'effet nocif pour le travailleur, ni un
risque d'effet inacceptable pour les macro-organismes du sol.

DOMARK COMBI WG
AMM n*- Page 3sur3
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Appendix 2  Copy of the product label

The draft product label as proposed by the applicant is reported below. The draft label may be corrected
with consideration of any new element. The label shall reflect the detailed conditions stipulated in the
Decision.

DOMARK COMBI WG

Fongicide contra ['oidium de 1a vizne.

COMPOSITION/FORMULATION :
Tensur en gkg Tensur an % (pp)
| Tetracopazele + soufre (substance active pure) | 15 +600 1.5+60
MODE D'ACTION :
DOMARE CORMBI WG se présents sous forme de gramlsz disperzablas (W& contenant du tétraconazols
{13 gk=) et du soufra (600 g2k

DOMARE COMBI WG a2t un fongicide 2 large spectre qui posséde des propristés préventives, curatives
et gradicanies, Le tétaconazole appartient au groupe chimique des fazgles. et appartient au groupe IBS
{nhibiteurs da la biosvnthése de stérols) et agit en mhibant la vole métaboligoe qui favonse la production
de starols fongiques. En tant quiinhibitesr métabolique, le téraconazols azit en se subsittuant au substrat
enmymatique approprie. [1 résulte wne inkebiton de lactivité enzvmatique =t wne accwrmmlation da
produits non fonctionmels. Ces mmportants changement: meétaboliques entrainent la destruction du
champignon.

Le soufre, un mbnbiteur popltisite, qui agit avec le sulfiure dlodrogéne produt par l'interaction de la plante
et gm perhorbe la fonchon protéique, mhubant les mecamizmes biochimigues (tels que lz respration
callolaire) par chelation des méataux impertants pour Uactivite ensvmatique normale an sem des cellules
fongiques.

NUMERO D'ENREGISTREMENT :
O

Mumeére de lot - 3505

Date de fabnieation : 305

Contenunet: L kg, 3 kg, 10 kg, ke

Site de production : IRAGRO &.p 4. (Ttalia)

Titulaire d= l'enramistrement - ISAGEO S p 4

Adresza : Caldera Busmess Park, Via Caldera 21, 20133 hMilane (Tizlie)
HNumero de telephone : 300

Dhztmbuea par - 350

CLASSIFICATION, MENTIONS DE DANGCER ET CONSEILS DE PEUDENCE :

H412 - Noeoif pour lez orgamsmes agquatiques, entraime des effats nafastes a long terme.

F273 - Exiter la rajet dans l'envircrmenent.

P301 - Eliminer l= contenuracipient selon la réglementation applicable.

SP1 - MNe paz pelluer 'eau avec le produtt ou zon emballaze. [Me pas nettover le maténel d'zpplication prés
des eaux de surface. Evrter la confamination via les systames d'évacnation des eaux 2 partir des cours de
ferme on des routes )

EUH40] - FBespectar laz metmetions dufilisation pour Sviter les risques pour Thorme et 'envirommemeant.
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FREMIERS SECOURS :

En cas de contact avec |z peaw :

Laver abondamment 3 'ean af au savon.

En cas de contact aver les yeux -

En cas de contact avee les yeux, laver mmmeadiatement et abondamment 3 I'ean ot consulter un specialiste.

En cas dmgastion

Mea jamaiz fare vomur la vichima CONSULTER IMMEDIATEMENT U MEDECIN.

En cas dinhalation -

Sortir la victime a l'arr fras, la terar an chand et an repos.

Brincivaux symptémas et Effe'rs, tant zipms que différas -

Apoam

Indication des éventnels soms médicaus immediats ef frattements parbienliers nécessairas -

Aseam

Mumeéro d'appel durgence - +3% 02 40901276 (heures douverture des bursanx) ou appeler le 13 ou le
cantre antipoizon le plus proche (Pans - 01 40 03 4B 43, aufres coordonnges am - 01 43 42 39 3%) pus
zipnalez vos symptimes aun réseau Phyt athiinds, W° :ert 0 200 EET E87 (appel sratmt depmsz un poste
fixe).

MODE IVEMPLOI -

DOMAFE COMEIL Wi est un fongicida 2 large spectre contenant du téfrmeonazole (15 2ke) et du zoufre
{600 g'kg).

Malgre ses propnetes curatives, DOMMARE COMEBI WG ast plutct utilisé comme trarftement prévantif ou
dzne les premiers stades de développement da la maladie, comme recommande par lez stratégies de
gestion de Iz résistance.

Wailler & azzurer ume parfaits couverture lors de application.

DOXRARE COMEBI Wi offre d'excellantes performances en matiére d innocuite des culturas.

Culture Nuizibles Diosze Specification Stade de Dernier
CONCErnes croizzance de | tfraltement
la culture lors | et DAR
du premier et
du dernier
traitement
Vigne Oidnon 1.7alksde 3 applications Devaloppement | BEBCH 79
Traitement produitha par | maximuwm par saison | de la fenills 30 jour=z
des parfies application avers un intervalle BBCH17-18
asrisnnes mmimal de 10 jours
entre les traitamants,
A appliquer 2 titre
praventif pour obtemr
lez mealleurs régultatz
de contrdle des
mizladies.
Vohone d'ean
200-1000 Vha
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Déla de rentrée des travailleurs dans la zone tratée © 6 heures apres le trartement.

Pour protéger les organismes aguatiques, respecter une zone non-iraitée de 3 métres par rapport
aux points d’ean.

Fiche de Données de Secunté dispomble sur © weow.quickfds com

Limites maximalaz en rézidus de substances actrvesz - se reporter aux LIE. en vigueur aw nrvezun de
Union Buropgenne et consultablas 3 l'adresse : hifpe/'ec.europa.sn'food plant pesticides'sn-pesticidas-
database.

PRECAUTIONS GENERALES :

Eespectar laz mazures de pracantion génerales pour la mampulation dez produrts chmugues.
witer la contact avec la pean, las vewt et les vEtements, ot éviter 'inhalation da vapeurs et browmllards.
Wa pas rewtiliser laz contenanrs vides avant da laz avorr nettovées, Avant toute operation de fansyasazs,
verifier que le contaneur na contient aucun rézidu de substances meompatibles.
Me pas manger cu bore pendant le travail. Se laver les mains ot le vizsage avant les pauses ot aprés la fin
du travail
Grarder 2 1" ecart des aliments at bolssons.
Enlever immeédiztement tout vitement contaming.

Protaction des veusx
Mon néceszaire lors dume whlization normazle. Dansz fous lez cas, opdrer conformeément aw: bomnes
pratiques de travail.
Protaction de Iz peau -
Powr la protection de 1 'opératenr :

Fecommandztions

¢ L& port d'un vétement de fravail en coton/polvester (33%%:/65%) avec un granmmage
d'zu moins 230 2'm® aver traitemant deperlant est recormmandé lors des phases de
preéparation, malangs. chargament et de netiovags.

¢  En complamant du vetement da travail, e port d'un vétement de protection contre
les produrts chimiuoues higudes (blowse ou tablier) de catépone 111 type 3 (cerhifie
EM 146053+Al1) est recompnande lors dez phases de préparstion, melange,
chargement et de nattoyase et danz ls cas d'une application avec un fractewr aves
cabme fermes.

¢ Dans le caz d'ums rérization marmuelle ou d'une application aves un fracteur sans
cabme, lz port dune combmnaizon ds protection de type 4 (cartifié EN 14605+A1) et
da bottes, cartifides EIN 13 332-3, est recommandsé pendant I'application.

Powr la protection du travaillswy -

Port dun vatement de travail en coton/polyester (33%063%) avec un grammage d'aw moms
230 g'm® avac traltmmant déperlant complats par le port dune combinaizon de protection de
type 3 ou 4 (certifiz EN 14603+A1).

Protaction des mains -
Gants mmpermeables, razistants aws produts chinugques, en caoutchone mifrila
Fecommandations
# (zants en nifrle révtihsable (certifiés B 374-1 ot 374-3) pendant los phazesz de
préparation, melangs, charpement, nettovage, la phaze d'applhicahon aver une lance
ou avac un pulvénzatenr a dos.
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o (Gants en nirils 3 wsage umique (eertrfiss EW 374-1, EN 374-2 pu EWN 374-1, EN
374-4-3), dan= le ecaz d'ume imterventon sur l= matérial pendant la phase
d’zpplication avec un tracteur sansz cabmea.
¢ (Gants en nirile 3 wsage umque (certrfiss B 374-1, EN 374-2 ou ENW 374-1, EN
374-4-3), danz le caz d'ume ntervemton =ur le matériel pendant la phasze
d’zpplication aver wn tracteur aver cabimme. Dians ce cas les zants ne doivent stre
portés qu'a l'externneur de la czbme ot doivent Btre stockss aprés uhlization a
I"exterieur de la cabine.
Protaction respiratoire
Meon néceszaire lors dume uilization normale. Dans fous lez cas, opsrer conformeément awc bommes
pratiques de travail.

STOCKAGE :
Durée de vie habituella - 2 ans 3 compter de la date da fabrication

Tenir a l'écart des alimentz, des bolzzons et des alimants pour anmas.
Substaness meompatibles

Aurime an particulier.

Instructions ralatives s liews de stockasze -

Les locairr dorvent &fre comractement asres.

LESSIVAGE FAR LA PLUIE :
Reastance zu délavage: 2 3 4 heures

INSTRUCTIONS DE PREFPARATION :

Avant application, veillar 4 ce que le matériel d'application soit propre of bien enfretanu. DORARE
COMEI W ezt facilement muzcible dans ['ean =t dort &tre ajoute dirsctement dans le réservorr lors du
remplizzage. Famplr le reservoir du polvénzateur awe 23 d'ean. Ajouter enswte DOLIARE CORMBI W&
directement dans le bac incorporateur a produits chimiques, cirve sous agitation, ou verser directement la
quantité nécessaire dans la cuve du pulvénsateur apres avoir fait démarrer 'agitatenr. Termumer de remplic
la rézservoir. Bimcer le comfeneur et verser 'ean de ringaze dans le rézervour du pulvénzateur. Comtimuar
l'agitation jusqu3a la fin de bz pulvenizaton. Thliser wn procédé mecanique cu hydraulique. Pulvérzar
nromadiaternent aprés préparation ds la bowllis. Eespecter laz limutations of les précautions les plus
restrictives figurant sur 1'stiquetaze de tous les produnts utilisés dans les mélanges.

Lez melanges doivent &re mis en ceuvre conformement a la législabon en wvigueur et aux
recommandations des guides de bomnes prabiques des officiels. Consulter le site : hifpie-

phy.agnculture gouv .

COMPATIBILITE :

DOMARE COMBI WG est compatible aver de nombrew: fongicides et insecticides utilizés en viticuliure,
Le mélange cuve peut Sre effectné zelom les recommmandations nationales en matiére de= bonmes
pratiques.

Il est towours recommmamds de venfier lz compatbilite phov=igque en réabsant un pehit essai avant
application.

Les doses mdiquées sur I'étiquette ne dorvent en aucun cas &ire dépassées. (e produit ne doit pas étre
mélangs aves 1n autre procuit dont 1'stiquetta mterdit vn tel mdlange.
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NETTOYAGE DU RESERVOIR DE PULVERISATION :

Prendre toutes les précautions necessaires lors du neftoyage du matériel. e pas neffoyer prés de puits, de
sourees d'san ou de végetation 3 consarver.

Apres application do DOMARE COLIBL W, rincer abondamment la pubvénsatewr 2 1'eau propre, ainsi
gue les fuyaws, rampes, filirez et buses afin da réduire la nsque de formation da dapdts qu powrraient
devenir difficilaz 2 enlaver.

Mattover tous laz autres squipernents uhihizés pour I'application. Purger le réservoir. Jeter 'ean da rmpage
conformement awt raglamantations locales.

CONSICNES D'ELIMINATION DES DECHETS :

Elmuner conformament aire reglementations nafionales. (pumere do Catalosus suropéen des déchats - 12
01 08 Déchets agrochimques contenant des substances dangerspses). Me paz contzminer les cours d'azi,
les étangs ou las foszds aver daz produrts chimiques on des récipients nsagss.

Pour l'elimmation des produrts non whilizables, fare appel 3 wme enfrepmize hatohitée pour la collects et
l'alimination daz produrte: dangeres. We pas réutilizer laz emballages vides of les hmmer via e eollacts
organisée par lez distnibuteurs partenzires ds la filiare Adivalar ow un avtre servics de collacte spécifiqua.

DECLARATION CONCERNANT LA RESISTANCE

Lorzque daz fongicidaz ayant 1= méme mode d'action sont utilizés da fapon répstée dans le méme terrain
pendant plusisurs années, les souches naturellement présenfes les momms sensibles peuvent survivre, se
propagar et devenir dommantes sur ce terram. Un agent pathogéne est considars rézistant 2 un fongicide
g1l survit 3 un trafement comactement applious, 2 la doze et sk moments recommandss, dans des
conditions metsorclogiques normalsz. Le développemant de |3 résistance peut &tre svits on retards en
alternant ou en azsociant des fongicides ayant des modes d'action differents.

CULTURES SUIVANTES :

DOMARE COMBI W& nlest pas ghyiotosggue pour les culhures an rotafion. Il m'est pas neécessaire
d'observer dex pénodes d'attente ou aufres précautions pour éviter les effets plodotoximes, sor les
cnlturessnmantes, [l n'exizte aucunes restriction quant au choix des cultures suivantes.

AUTEES AVERTISSEMENTS : ~

Toutes les précautions neceszaires seront prises pour &viter toute dénve de pulvénsation a l'extérieur de la
zone traités, on vers des stangs, cours d'ean ou foszés.

La pulvénsztion de gouttalettes plus grosszes réduit le megue de démve =ans toufefois l'empécher =i le
produt n'est pas cormectement appligus ou = lzpplication ext effectues dans des condiions
environnementalss défavorablsz. [l appartient 3 loperateur de chotzir wn pulvénsatenr adapté 2
l'application souhaités, ot de le ragler de fapom 3 eviter tout rizque de dérnve.

LUTTE INTEGREE :

DOMARE CORBI W& soutient 12 programme de lutte integrae (TPL) powur lutter confre les ravageurs de
culture et laz maladies des plantes.

DOMARE COMBI WG pant étre whlizé damns le cadre duwm programme de lutte mtsgrée oqui peut
mrnpimd:e des pratiques biclogiques, culturales of sénétiques, dans le but de prm'euu lez préjudices
economioues dus aws ravagsur: de culture et aux maladies des plantes. Les principes et pratiques de la
lufte mfégrés compremment lsz actions swvantes : survelllance des champs ou autre: meéthodes de
detection, idantification comects du parasite ciblé, swivi des populations, rotation des msecticidez 3
différants mode: d'action et trartement lorsque les populsboms de ravagsur: atteignent les szewils
d'mtervenfion détermunés an nrvean local Consulter volre résean d'cbservation, un conseillsr
profezziomns]l ou toute aubte zuforté competente pour commaitre les semils de trarfement et les mesures
appropriées de fraitement des parasites’cultures on zites spacifiques 3 votre région.
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LIMITATION DE RESPONSABILITE VIS-A-VIS DES ACHETEURS :

L& fabnicant garantit que le produt et conforme 3 1a desenption chmiguee figurant sur 1'stiquetts lorzqu'il
eat conzarve dans son emballage d'onpme hermatiquement ferma Nouws ne sommes pas responsablas des
consdquenca: directes ou indirecte: rézultant de mawvaises conditions de stockage ou d'une uhli=ation
confraire a la réglementation. Une multitnds de facteurs (stress abictique, vaniétés, condifions
pedoclimatiques, ofc.) peuvent rédmre 'efficacite du produrt ou endommarer los culfures trarfées. MNous
déclinons toute responsabilité pour de talles conséquences.
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