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1.
Procedure followed for the evaluation process
This review report has been established as a result of the evaluation of  the new active substance Ampelomyces quisqualis, made in the context of the work provided for in Articles 5 and 6 of Directive 91/414/EEC concerning the placing of plant protection products on the market, with a view to the possible inclusion of this substance in Annex I to the Directive.

In accordance with the provisions of Article 6(2) of Directive 91/414/EEC, the French authorities received on 12 April 1996 an application from Ecogen Inc (now: Intrachem France), hereafter referred to as the applicant, for the inclusion of the active substance Ampelomyces quisqualis in Annex I to the Directive. The French authorities indicated to the Commission on 25 October 1996 the results of a first examination of the completeness of the dossier, with regard to the data and information requirements provided for in Annex II and, for at least one plant protection product containing the active substance concerned, in Annex III to the Directive. Subsequently, and in accordance with the requirements of Article 6(2), a dossier on Ampelomyces quisqualis was distributed to the Member States and the Commission.

The Commission referred the dossier to the Standing Committee on the Food Chain and Animal Health in the meeting of the working group ‘legislation’ thereof on 6 February 1997, during which the Member States confirmed the receipt of the dossier.

In accordance with the provisions of Article 6(3), which requires the confirmation at Community level that the dossier is to be considered as satisfying, in principle, the data and information requirements provided for in Annex II and, for at least one plant protection product containing the active substance concerned, in Annex III to the Directive and in accordance with the procedure laid down in Article 20 of the Directive, the Commission confirmed in its Decision 97/591/EC 
 of 29 July 1997 that these requirements were satisfied.

Within the framework of that decision and with a view to the further organisation of the works related to the detailed examination of the dossier provided for in Article 6(2) and (4) of Directive 91/414/EEC, it was agreed between the Member States and the Commission that France would, as rapporteur Member State, carry out the detailed examination of the dossier and report the conclusions of its examination accompanied by any recommendations on the inclusion or non-inclusion and any conditions relating thereto, to the Commission as soon as possible and at the latest within a period of one year.

France submitted to the Commission on 28 October 1997 the report of its detailed scientific examination, hereafter referred to as the draft report, including, as required, a recommendation concerning the possible inclusion of Ampelomyces quisqualis in Annex I to the Directive.

On receipt of the draft report, the Commission forwarded it for consultation to all the Member States as well as to Ecogen Inc (now: Intrachem France) being the sole applicant on 25 March 1998.
The Commission organised further an intensive consultation of specialised scientific experts from a representative number of Member States, to review the draft report and the comments received thereon (peer review), in particular on each of the following disciplines :

-
identity and biological properties ;

-
fate and behaviour in the environment ;

-
ecotoxicology ;

-
mammalian toxicology ;

-
residues and analytical methods ;

-
regulatory questions.

The meeting took place from 15 to 18 June 1998 in Brussels.

The report of the peer review (i.e. full report) was circulated, for further consultation, to Member States and the sole applicant on 17 December 1998.

The dossier, draft report and the peer review report (i.e. full report) including in particular an outline resumé of the remaining technical questions, were referred to the Standing Committee on the Food Chain and Animal Health, and specialised working groups of this Committee, for final examination, with participation of experts from all Member States. This final examination took place from April 1999 to October 2004, and was finalised in the meeting of the Standing Committee on 8 October 2004.

The dossier and the information from the review of Ampelomyces quisqualis were also submitted to the Scientific Committee on Plants. The report of this Committee was formally adopted on 7 March 2001
.

In its opinion the Committee concluded that in the absence of a satisfactory pulmonary study, the risk of operators had not been adequately addressed.

The Committee further concluded that repeated dosing should in general be part of the primary data set, but it could be omitted provided that adequate justification is provided. In the specific case of Ampelomyces quisqualis the Committee was unable to comment on the necessity of repeated dosing due to absence of a satisfactory pulmonary study.

The Committee finally concluded that although no allergic reactions against Ampelomyces quisqualis had been observed, the possibility of occurrence of allergic reactions resulting from agricultural exposure to this organism could not be excluded. The Committee recommended monitoring the health of producers and users as a prudent post authorisation measure and making these results available for future re-assessment.

The recommendations of the Scientific Committee were taken into account during the further review, in this Directive and in the Review Report.

A second pulmonary study was performed by the notifier, as requested by the Scientific Committee. The study was considered as scientifically sound and valid  within the Standing Committee and the further evaluation concluded that Ampelomyces quisqualis is neither pathogenic, nor infectious in mammals and that also no toxins are involved, and thus the risk of operator exposure has been adequately addressed according to the recommendations of the Scientific Committee on Plants.

As regards the possibility of allergic reactions, no such reactions have been documented from an agricultural use of the substance. As a result, there is no reason to consider that there is any serious risk of such reactions. However, the possibility of occurrence of allergic reactions can not be entirely excluded. Such concerns should not prevent the substance being included in Annex I to Directive 91/414/EEC, but could instead be met if the Member States established a monitoring programme when they authorise plant protection products containing Ampelomyces quisqualis. 

The evaluation within the Standing Committee therefore concluded that there would be no harmful effect on humans under the proposed conditions of use.

The present review report contains the conclusions of this final examination; given the importance of the draft report, the peer review report (i.e. full report) and the comments and clarifications submitted after the peer review as basic information for the final examination process, these documents are considered respectively as background documents A, B and C to this review report and are part of it.

2. 
Purposes of this review report
This review report, including the background documents and appendices thereto, have been developed and finalised in support of the Directive ../../04 EEC concerning the inclusion of Ampelomyces quisqualis in Annex I to Directive 91/414/EEC, and to assist the Member States in decisions on individual plant protection products containing Ampelomyces quisqualis they have to take in accordance with the provisions of that Directive, and in particular the provisions of Article 4(1).

In parallel with the provisions of Article 7(6) of Regulation 3600/92 for existing active substances, the Commission and the Member States will keep available or make available this review report for consultation by any interested parties or will make it available to them on their specific request. Moreover the Commission will send a copy of this review report (not including the background documents) to the applicant.

The information in this review report is, at least partly, based on information which is confidential and/or protected under the provisions of Directive 91/414/EEC. It is therefore recommended that this review report would not be accepted to support any registration outside the context of Directive 91/414/EEC, e.g. in third countries, for which the applicant has not demonstrated possession of regulatory access to the information on which this review report is based.

3.
Overall conclusion in the context of Directive 91/414/EEC

The overall conclusion from the evaluation is that it may be expected that plant protection products containing Ampelomyces quisqualis will fulfil the safety requirements laid down in Article 5(1)(a) and (b) of Directive 91/414/EEC. This conclusion is however subject to compliance with the particular requirements in sections 4, 5, 6 and 7 of this report, as well as to the implementation of the provisions of Article 4(1) of Directive 91/414/EEC, for each Ampelomyces quisqualis containing plant protection product for which Member States will grant or review the authorisation. 

Furthermore, these conclusions were reached within the framework of the uses which were proposed and supported by the sole data submitter and mentioned in the list of uses supported by available data (attached as Appendix IV to this Review Report).

Extension of the use pattern beyond those described above will require an evaluation at Member State level in order to establish whether the proposed extensions of use can satisfy the requirements of Article 4(1) of Directive 91/414/EEC. 

4.
Identity and biological properties
The main properties of Ampelomyces quisqualis are given in Appendix I. The review has established that for the active substance notified by the applicant (Ecogen Inc, now: Intrachem France), none of the manufacturing impurities considered are, on the basis of information currently available, of toxicological or environmental concern. 
5.
Endpoints and related information
In order to facilitate Member States, in granting or reviewing authorisations, to apply adequately the provisions of Article 4(1) of Directive 91/414/EEC, the most important endpoints as identified during the evaluation process are listed in Appendix II.

6.
Particular conditions to be taken into account on short term basis
On the basis of the proposed and supported uses, no particular issues have been identified as requiring short term attention from the Member States.
7.
List of studies to be generated
No further studies were identified which were considered at this stage, and under the current inclusion conditions necessary in relation to the inclusion of Ampelomyces quisqualis in Annex I.

Some endpoints however may require the generation or submission of additional studies to be submitted at Member State level in order to support national authorisations for the use under certain vulnerable conditions or to support extensions of the use pattern beyond the uses described under Point 3 above.

This may particular be the case for monitoring the allergic potential of Ampelomyces quisqualis for operators and workers. The results of such monitoring, and in particular information about the possible causative agent, should be made available to the Commission and the Member States.

This may also be the case for studies addressing the long term risk for aquatic organisms.
8.
Updating of this review report

The technical information in this report may require periodic updating to take account of technical and scientific developments as well as of the results of the examination of any information referred to the Commission in the framework of Articles 7, 10 or 11 of Directive 91/414/EEC. Such adaptations will be examined and finalised in the Standing Committee on the Food Chain and Animal Health, in connection with any amendment of the inclusion conditions for Ampelomyces quisqualis in Annex I of the Directive.

APPENDIX I

Identity and biological properties
Ampelomyces quisqualis
	Intended Uses:
	Control of powdery mildew on grapes

	Known or new organism:
	Known organism, described as Cicinnobolus cesatii by de Bary in 1870.

	GMO
	No

	Taxonomy:
	First description of the species by Emmons (1930)

	Species, subspecies, strain:
	Ampelomyces quisqualis strain AQ10, culture collection N° CNCM I-807.

	Identification / detection:
	Identification based on morphological and physiological characteristics. Pycnidiospores ovoid (5-10 (m x 1-4 (m).
A method based on PCR-RFLP has been submitted on April 12 1999,it enables clear identification of AQ10.

	Methods of analysis:
	The strain AQ10 has been selected, based on its ability to grow in liquid fermentation. This is a unique feature among the strains tested.

	Mode of action:
	Hyperparasitism. Penetrates and invades the hyphae and coniophores of fungi belonging to the family Erysiphaceae.

	Life cycle:
	Asexual life cycle.

Pycnidia develop in the conidiophores of its hosts.

	Host specificity:
	Ampelomyces quisqualis is strictly specific to the fungi causing powdery mildew and belonging to the family Erysiphaceae.
These fungi are obligate parasites of many plant species.

	Known opportunist:
	No

	Toxin production:
	On 05 November 1998 the results of the literature search have been transmitted to the RMS. There is no indication of any production of toxins by the species A. quisqualis after consultation of the three main data banks.

	Resistance:
	Not applicable to fungi

	Resting stages:
	Pycnidiospores formed in the host

	Production control:
	A microbiological procedure has been developed to ensure the quality of the stock culture used to prepare the technical product. This procedure implies control of spore concentration, germination rate, microbiological contamination.

A quality control method is applied to each batch of production to demonstrate the absence of contamination by pathogenic micro-organisms.


APPENDIX II

END POINTS AND RELATED INFORMATION

Ampelomyces quisqualis
	1 Hazard evaluation

	Hazard to humans

	Pathogenicity:
	The spores do not germinate at 37 °C
this strain is non pathogenic

	Infectivity:
	this strain has no infectivity

	Toxicity:
	LD50 oral rat > 5050 mg/kg bw: non pathogenic, non infective.

LD50 dermal rabbit > 2020 mg/kg bw: non pathogenic, non infective.

Intraperitoneal rat : non pathogenic, non infective.

Intratracheal rat : non pathogenic, non infective.

	Irritation, Sensitisation:
	Skin irritation rabbit : non irritating 

Eye irritation rabbit : non irritating

Skin sensitisation guinea pig : non sensitising

	Genotoxicity:
	Ames test : negative

Human lymphocyte metaphase analysis : negative

Micronucleus test in mice : negative

	Medical reports:
	AQ 10 is used since 1995 in several US States. There has not been any report of undesirable effect by the laboratory manufacturing or agricultural personnel.

	Formulation:
	Due to the production process there is no difference between the technical product and the formulation.

	Hazard to the environment

	Impact on non-targets:


	Since AQ 10 is strictly specific to fungi of the family Erysiphaceae, there is no impact of the non target organisms. All the tests performed on aquatic organisms, birds and bees gave negative results.

	Formulation:


	Due to the production process there is no difference between the technical product and the formulation.

	2 Exposure assessment and risk evaluation

	Operator exposure

	Application method:
	WG at the 5 x 109  spores/g

35 g of AQ 10 in 200-250 l of water/ha equivalent to 
1.8 x 1011 spores/ha

2 to 12 applications per season according to disease pressure.

Conventional ground spraying.

	Operator exposure models:
	No model has been used to calculate operator exposure. 

An estimation of operator exposure has been made using three different models which gave comparable results. However there is no possibility to determine an AOEL since the strain is non infectious.

	Exposure of the environment

	Natural occurrence, background level:
	Ampelomyces quisqualis occurs naturally when and where the host is present.

	Application method:
	Conventional ground spraying

	Post release control:
	A pre-harvest interval limit is not relevant since AQ 10 is strictly an hyperparasite of powdery mildew.

	Consumer exposure

	Residues:
	AQ 10 being strictly hyperparasite of powdery mildew there is no residue in the absence of powdery mildew on grapes.

	3 Formulation

	Technical specification:


	Due to the nature of the product : a living micro-organism, the requirements for flammability, explosive properties, etc., are not relevant.

	Packaging:
	An EU label has been proposed


Appendix III

Ampelomyces quisqualis
List of studies which were submitted during the evaluation process and were not cited in the draft assessment report:

B.1 Identity, B.2 Physical and chemical properties, B.3 Data on application and further information, B.4 Proposals for classification and labelling, B.5 Methods of analysis

	Annex 
point/ reference number
	Author(s)
	Year
	Title
Source (where different from company)
Company, Report No.
GLP or GEP status (where relevant)
Published or not
	Reports
 on previous use in granting national authorizations

	IIB, 4.1

IIIB, 5.1
	Donovan, W.P.
	1999
	RFLP Analysis of Ampelomyces species for quality control of AQ10 biofungicide
Ecogen Inc.
Report No.: AQ10-Ident-4/99
Unpublished
	

	IIIB, 2
	Not specified
	1997
	Physical, chemical and technical properties.
Huntingdon Life Sciences Ltd
Ecogen Inc.
Report No: Not specified
GLP, Unpublished
	

	IIIB, 2.2
	Keren-Zur, M.
	1996
	AQ10 Biofungicide – Storage stability study.
Ecogen Israel Partnership
Report No.: Not specified
Not GLP, Unpublished
	


B.6 Toxicology and metabolism
	Annex 
point/ reference number
	Author(s)
	Year
	Title
Source (where different from company)
Company, Report No.
GLP or GEP status (where relevant)
Published or not
	Reports
 on previous use in granting national authorizations

	IIB, 6


	Mega, W.M..
	2003
	Toxiicity/pathogenicity testing of Ampelomyces quisqualis following acute intratracheal challenge in rats
IIT Research Institute

Intrachem France

Report No.: Not specified
GLP, Unpublished
	


B.7 Residue data

	Annex 
point/ reference number
	Author(s)
	Year
	Title
Source (where different from company)
Company, Report No.
GLP or GEP status (where relevant)
Published or not
	Reports1 on previous use in granting national authorizations

	IIB, 6


	Bloy, C.
	1996
	Report on the unintentional effects on the making and the quality of the musts and wines
VITI R&D, Villetelle, France
C.S.I.R.O., Montferrier, France
Report No.: Not specified
Not GLP, Unpublished
	


B.8 Environmental fate and behaviour

None

B.9 Ecotoxicology

	Annex 
point/ reference number
	Author(s)
	Year
	Title
Source (where different from company)
Company, Report No.
GLP or GEP status (where relevant)
Published or not
	Reports1 on previous use in granting national authorizations

	IIIB, 7.3
	Vand der Jagt, K.
	1999
	Assessment of potential exposure to the biological pesticide AQ10(
JSC International Ltd
Ecogen Inc.
Report No: AQ10-Exp-1/99
Not GLP, Unpublished
	

	IIIB, 10.2
	Collins, M.K.
	1992
	Chronic toxicity study of AQ10 to Daphnia magna 
Springborn Laboratories, Inc.
Ecogen Israel Partnership
Report No.: Not specified
Not GLP, Unpublished
	


APPENDIX IV
List of uses supported by available data
Ampelomyces quisqualis
	Crop and/

or situation
(a)
	
Member

State

or

Country
	Product

name
	F

G

or

I

(b)
	Pests or

Group of pests

controlled
(c)
	Formulation
	Application
	Application rate 
per treatment
	PHI
(days)

(l)
	Remarks:
(m)

	
	
	
	
	
	Type

(d-f)
	Conc.

of as

(i)
	method

kind

(f-h)
	growth

stage & season

(j)
	number

min   max

(k)
	interval between applications (min)
	kg as/hl

min   max
	water l/ha

min   max
	kg as/ha

min   max
	
	

	grape


	France
	AQ-10
	F
	Powdery mildew
	WG
	5 x 1012 CFU/kg

= 580 g/kg
	spray
	
	2-12
	7-14 d
	8-10 x 10-3 kg as/hl

= 4-5 x 1010 CFU/hl
	200-250
	0.020 kg as/ha

= 1 x 1011 CFU/ha
	na
	

	
	Italy
	AQ-10 WG
	F
	Powdery mildew
	WG
	5 x 1012 CFU/kg

= 580 g/kg
	spray
	
	2-12
	7-14 d
	2-4 x 10-3 kg as/hl

=1-2 x 1010 CFU/hl
	500-1000
	0.020 kg as/ha

= 1 x 1011 CFU/ha
	na
	


	Remarks:
	(a)

(b)
(c)
(d)
(e)
(f)
(g)
(h)
	For crops, the EU and Codex classifications (both) should be used; where relevant, the use situation should be described (e.g. fumigation of a structure)
Outdoor or field use (F), glasshouse application (G) or indoor application (I)
e.g. biting and suckling insects, soil born insects, foliar fungi, weeds
e.g. wettable powder (WP), emulsifiable concentrate (EC), granule (GR)
GCPF Codes - GIFAP Technical Monograph No 2, 1989
All abbreviations used must be explained
Method, e.g. high volume spraying, low volume spraying, spreading, dusting, drench
Kind, e.g. overall, broadcast, aerial spraying, row, individual plant, between
the plants - type of equipment used must be indicated
	
	(i)
(j)


(k)

(l)
(m)

	g/kg or g/l
Growth stage at last treatment (BBCH Monograph, Growth Stages of Plants, 1997, Blackwell, ISBN 3-8263-3152-4), including where relevant, information on season at time of application
The minimum and maximum number of application possible under practical conditions of use must be provided
PHI - minimum pre-harvest interval
Remarks may include: Extent of use/economic importance/restrictions


� OJ No L239, 30.08.1997, p.48


� 	Opinion of the scientific Committee on Plants regarding the evaluation of Ampelomyces quisqualis in the context of Council Directive 91/414/EEC concerning the placing of plant protection products on the market – Opinion adopted by the Scientific Committee on Plants on 7 March 2001.


� Reports received from Member States at the date of finalisation of the present review report (not exhaustive)


� Reports received from Member States at the date of finalisation of the present review report (not exhaustive)





