COW SSI ON 7109/ VI/94-Rev. 6.cl
OF THE
EURCPEAN COMMUNI TI ES 14.07. 95

Directorate-General for Agriculture

GUI DELI NE DEVELOPED W THI N THE STANDI NG COVWM TTEE ON PLANT HEALTH W TH
REGARD TO THE
APPLI CABI LI TY OF GOOD LABCRATORY PRACTI CE TO DATA REQUI REMENTS ACCORDI NG TO

ANNEXES ||, PART A, AND III, PART A, OF COUNCI L DI RECTIVE 91/ 414/ EEC
| NTRODUCTI ON
1. If GLP is nmentioned in the first columm all tests and anal yses have

to be performed in accordance with the principles laid down in
Council Directive 87/18/EEC. This inplies also where relevant the
requi renents defined in the OECD GP Consensus Docunents "THE
APPLI CATI ON OF THE GLP PRI NCI PLES TO SHORT- TERM STUDI ES", ENVI RONMVENT
MONOGRAPH NO. 73, 1993, and "THE APPLI CATI ON OF THE PRI NCl PLES COF
GOOD LABORATORY PRACTI CE TO FI ELD STUDI ES'

2. Where in the first colum GP* is nentioned the derogations of
paragraph 2.2 of the introduction to Annex |l and of paragraph 2.4 of
Annex 111 of Council Directive 91/414/EEC, anended by Comm ssion
Directive 93/ 71/ EEC and Conmi ssion Directive 95/ 35/ EEC, apply.

3. For section 6 of Annex Il (Efficacy) the provisions of points 2.2
and 2.3 of the introduction to Annex Il of Council Directive
91/ 414/ EEC, as amended by Commi ssion Directive 93/ 71/ EEC apply.

CGeneral ly the provisions of GLP have to be applied only where experinenta
data are generated.

Thi s docunent gives guidance to the Menber States in their requirenents to
applicants perform ng studi es required under Council Directive 91/414/EEC



Doc 7109/ VI/94-Rev. 6, p. 2

ANNEX 11
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Applicant (nane, address, etc.)

Manuf acturer (nane, address, including |ocation of
pl ant)

Conmon nane proposed or | SO accepted, and synonyns

Cheni cal nane (I UPAC and CA nonencl at ure)

Manuf acturer's devel opnent code nunber (s)

CAS, EEC and Cl PAC nunbers (if avail able)

Mol ecul ar and structural fornula, nolecular nass

Met hod of manufacture (synthesis pathway) of the active
subst ance

Specification of purity of the active substance in g/kg

Identity of isoners, inpurities and additives (e.qg.
stabilizers), together with the structural fornmula and
the content expressed as g/kg

Anal ytical profile of batches
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Mel ting point and boiling point

Mel ting point
Boi | i ng poi nt
The tenperature of deconposition or sublimation

Rel ative density

Vapour pressure (in Pa), volatility (e.g. Henry's
[ aw const ant)

Vapour pressure

Vol atility

Appear ance (physical state, colour and odour; if
known)

Col our and physical state

Qdour

Spectra (W/VIS, IR NWVR M), nolecular extinction
at rel evant wavel engt hs

Spectra of active substance

Spectra of inpurities

SolubiTity in water including effect of pH (4 to 10)
on solubility

Solubility in organic solvents

Partition coefficient n- oct anol / wat er i ncl udi ng
effect of pH (4 to 10)

Stability in water, hydrolysis rate, photochem cal
degradation, quantumyield and identity of breakdown
product (s), dissociation constant including effect
of pH (4 to 9)

Hydrolysis rate

Di rect phot ot ransformati on

Quantumyield of direct photodegradation in water

Di ssoci ati on constant (s) (pKa val ues)

G.P

10

Stability in, air, photochem cal degradation
identity of breakdown product(s)

Flamuability including auto-flammability
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aP 2.11. 1Fl ammabi lity
GapP 2.11. 2Auto-flammabi lity
apP 2.12 Fl ash poi nt
GapP 2.13 Expl osi ve properties
G.P 2.14 Surface tension
GapP 2.15 i di zi ng properties
3.1 Function, e.g. fungicide,
her bi ci de, insecticide, repellant, growth regul at or
3.2 Effects on harnful organisns, e.g. contact poison
i nhal ati on poi son, stomach poison, fungitoxic or
fungistatic, etc., systemc or not in plants
3.3 Field of use envisaged, e.g. field, protected
crops, storage of plant products, hone gardening
3.4 Harnful organisns controlled and crops or products
protected or treated
3.5 Mode of action
3.6 Information on the occurrence or possible
occurrence of the devel opnent of resistance and
appropri ate nanagenent strategies
3.7 Recomrended net hods and precautions concerning
handli ng, storage, transport or fire
3.8 Procedures for destruction or decontam nation
3.8.1 ControlTed incineration
GapP 3.8.2 O hers
3.9 Ener gency neasures in case of an accident
4. 1Anal ytical methods for the deternination of pure
active substance and, where appropriate, for
rel evant breakdown products, I1soners and inpurities
of the active substance and additives (e.qg.
stabilizers)in the active substance as
manuf act ur ed
4.2 Anal yti cal nethods including recovery rates and the
[imts of determination for the
determ nation of residues
4.2.1 Residues in plants, plant products, foodstuffs,
feedi ngstuffs
4.2.2 Resi dues in soi
4.2.3 Resi dues in water (including drinking water)
4.2. 4 Residues in air
4.2.5 Resi dues in body fluids and tissues of anina
and hunan
GLP 5.1 Studies on absorption, distribution, excretion and
met abol i smin manmal s
5.2 Acute toxicity
G.P 5.2.1 Oal
GaP 5. 2.2 Percut aneous
GapP 5.2.3 Tnhalation
G.P 5.2.4 Skinirritation
apP 5.2.5 Eye irritation
GaP 5.2.6 Skin sensitization
5.3 Short-termtoxicity
apP 5.3.1 Oral 28-day study
GapP 5.3.2 Oral 90-day study
apP 5.3.3 Oher routes




Doc 7109/ VI/94-Rev. 6, p. 4

5.4 Cenotoxicity testing
GapP 5.4.1 In vitro studies
GaP 5.4.2 In vivo studies
apP 5.4.3 Tn vivo studies in germcells
GapP 5.5 Long termtoxicity and carcinogenicity
5.6 Reproductive toxicity
GapP 5.6.1 Milti-generation studies
GapP 5.6.2 Developrental toxicity studies
apP 5.7 Del ayed neurotoxicity studies
5.8 O her toxicol ogi cal studies
GapP 5.8.1 Toxicity studies of netabolites as referred to in the
i ntroduction point
GapP 5.8.2 Supplenentary studies on the active substance

5.9 Medi cal data

5.9.1 Medical surveillance on nmanufacturing plant personnel

5.9.2 Direct observation, e.g. clinical cases and poi soning
i ncidents

5.9.3 Cbservations on exposure of the general popul ati on and
epidem ol ogi cal studies if appropriate

5.9.4 Diagnosis of poisoning (determ nation of active
substance, netabolites), specific signs of poisoning,
clinical tests

5.9.5 Proposed treatnent: first aid neasures, antidotes,
nedi cal treatnent

5.9.6 Expected effects of poisoning

5.10 Summary of manmalian toxicity and conclusion (including
no observed adverse effect Tevel (NOAEL), acceptable
daily intake (AD), acceptable operator exposure [evel
(ACEL)) and naxi mum adm ssi bl e concentration in water.
Overall evaluation with regard to all toxicological data,
and other information concerning the active substance

G.P 6.1 Met abolism distribution and expression of residue in
pl ants

apP 6.2 Met abol i sm distribution and expression of residue in
[ivestock

aP* 6.3 Resi due trials

apP 6.4 Li vestock feedi ng studies

6.5 Effects of industrial processing and/or household

preparations
GapP 6.5.1 Effects on the nature of the residue
GapP 6.5.2 Effects on the residue Tevels
apP* 6.6 Resi dues i n succeedi ng crops

6.7 Proposed maxi mum residue levels (MRLs) and justification
of the acceptability of these residues.

6.8 Proposed pre-harvest intervals for envisaged uses, or
wi t hhol di ng periods or storage periods, in the case of
post - harvest uses.

6.9 Estimati on of the potential and actual exposure
through di et and ot her neans

6.10 Summary and eval uation of resi due behavi our

7.1 Fat e and behavi our in the environnment
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7.1.1 Route and rate of degradation
7.1.1.1 Rout e of Degradation
GapP 7.1.1.1.1 Aerobic degradation
apP 7.1.1.1.2 Supplenentary studi es
7.1.1.2 Rat e of degradation
GapP 7.1.1.2.1 Laboratory studi es.
GaP 7.1.1.2.2 Field studies
GapP 7.1.2 Adsorption and desorption
7.1.3 Mobility in the soil
apP 7.1.3.1 Col um T eachi ng studi es
G.P 7.1.3.2 Aged residue colunn Teaching
GapP 7.1.3.3 Lysineter Studies or Field Ieaching studies
7.2 Fate and behaviour in water and air
7.2.1 Route and rate of degradation in aquatic systens (as far
as not covered by point 2.9)
apP 7.2.1.1 Hydrol yti c degradati on
apP 7.2.1.2 Phot ochem cal degradati on
7.2.1.3 Bi ol ogi cal degradation
apP 7.2.1.3.1 Ready biodegradability
apP 7.2.1.3.2 Water/sedi nent study
apP 7.2.1. 4 Degradation in the saturated zone
GapP 7.2.2 Rate and route of degradation in air (as far as not
covered by point 2.10)
7.3 Definition of the residue
7. Monitoring data
8.1 Ef fects on birds
apP 8.1.1 Acute oral toxicity
apP 8.1.2 Short-termdietary toxicity
GapP 8.1.3 Subchronic toxicity and reproduction
8.2 Effects on aquatic organi sns
apP 8.2.1 Acute toxicity to fish
8.2.2 Chronic toxicity to fish
apP 8.2.2.1 Chronic toxicity test on juvenile fish
apP 8.2.2.2 Fish early Tife stage toxicity test
GapP 8.2.2.3 Fish Tife cycle test
GaP 8.2.3 Bioconcentration in fish
apP 8.2.4 Acute toxicity to aquatic invertebrates
GaP 8.2.5 Chronic toxicity to aquatic invertebrates
GapP 8.2.6 Effects on algal growth
GapP 8.2.7 Effects on sedinment dwelling organi sns
apP 8.2.8 Aquatic plants
8.3 Ef fects on arthropods
8.3.1 Bees
ap* 8.3.1.1 Acute toxicity
apP* 8.3.1.2 Bee brood feeding test
apP* 8.3.2 O her arthropods
8.4 Ef fects on eart hworns
apP 8.4.1 Acute toxicity
apP 8.4.2 Sublethal Effects
apP 8.5 Effects on soil non-target micro organi sns
8.6 Ef fects on other non-target organisns (flora and
fauna) believed to be at risk
apP 8.7 Ef fects on biol ogi cal nmethods for sewage treatnent
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9Summary and concl usi ons of points 7 and 8

10 Proposal s for |abelling
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ANNEX |11

GLP

GP
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Applicant (name and address, etc.)

Manuf acturer of the preparation and the active
substance(s) (nanmes and addresses, etc. including
[ ocation of plants)

Trade name or proposed trade nanme, and manufacturer's

devel opnent code nunber of the preparation if
appropriate

.4Detail ed quantitative and qualitative information on the

conmposition of the preparation (active substance(s),

and formul ants).

.5Physi cal state and nature of the preparation (enulsifiable

concentrate, wettable powder, solution etc)

Function (herbicide, insecticide, etc.)
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Appear ance (col our and odour)

Expl osivity and oxi di zi ng properties
Expl osi ve properties of preparations
Oxi di zi ng properties of preparations

Fl ash point and other indications of flammbility or

spont aneous 1 gnition

Acidity / alkalinity and if necessary pH val ue
Acidity or alkalinity and the pH val ue

pH of a 1% aqueous dilution, emrulsion or dispersion
of the preparation

Vi scosity and surface tension

Kinematic viscosity of ULV prepararions
Vi scosity for non newtonian |iquids
Surface tension for liquid preparations

Rel ati ve density and bul k density

Rel ative density of liquid preparations
Bul k (tap) density of preparations which are
powders or granul es

Storage stability - stability and shelf-life:
Effects of light, tenperature and humidity on
techni cal characteristics of the plant protection
pr oduct

Stability of the preparation after storage

(GLP for chemical stability only if on the
basi s of theoretical considerations hazardous
conpounds may be forned during storage)
Additionally in the case of liquid preparations,
the effect of low tenperatures on stability

The shelf life of the preparation at anbient
tenperature
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Wettability

Persi stent foaning

Suspensibility and suspension stability
DilTution stability

Dry sieve test and wet sieve test

Particle size distribution (dustable and wettabl e
powders, granules), content of dust/fines (granules),

attrition and friability (granules)
1 Particle size distribution
2 Dust content
3 Friability and attrition
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2.8.7 Enul sifiability, Re-enulsifiability, emnulsion
stability

2.8.7.1 Emulsifiability, enmulsion stability and re-
emulsifiability

2.8.7.2 Stability of dilute enulsions and of preparations
whi ch are enul sions

2.8.8 Fl owabi lity, pourability (rinsability) and
dustability

2.8.8.1 Flowability of granular preparations

2.8.8.2 Pourability (including rinsed residue)

2.8.8.3 Dustability of dustable powders

2.9 Physi cal and chenical conpatibility with other
products including plant protection products with
which its use is to be authorized

2.9.1 Physi cal conpatibility of tank n xes

2.9.2 Chenical conpatibility of tank nixes

2.10 Adherence and distribution to seeds

2.11 Sunmmary and eval uation of data presented under

points 2.1 to 2.10

3.1 Field of use

3.2 Ef fects on harnful organi sns

3.3 Details of iIntended use

3.4 Application rate

3.5 Concentration of active substance in material used
3.6

3.7

3.8

3.9

(e.g. inthe dilTuted spray, baits or treated seed)
Met hod of application

Nunmber and timng of applications and duration of
protection

Necessary waiting periods or other precautions to
avoi d phytotoxic effects on succeedi ng crops
Proposed 1 nstructions for use

4.1 Packagi ng (type, materials, size etc.),
conpatibility of the preparation with proposed
packagi ng material s.

4.1.1 Packagi ng

4.1.2 The suitability of the packaging, including closures

4.1.3 The resistance of the packaging nmaterial to its

contents

————————————————————————————————————————————————————————————————————————————————————————————————————————————————— |
4.2 Procedures for cleaning application equi pnment

4.3 Re-entry periods, necessary waiting periods or other
precautions to protect man, Tivestock and the
envi ronnent

4.3.1 Where relevant pre-harvest intervals, re-entry periods
or w thhol di ng peri ods

4,.3.2 I nformati on on any specific agricul-tural, plant
health or environnental conditions under which the
prepara-tion may or nmay not be used nust be provided.

4.4 Recommended mnet hods and precauti ons concerni ng:
handl i ng, storage, transport or fire

Ener gency neasures in the case of an accident

Procedures for destruction or decontam nation of the
plant protection product and its packagi ng

.1 Possibility of neutralization
.2 Controlled incineration
AP 3 O hers

5. 1Anal ytical nethods for the determ nation of pure

active substances in the plant protection product
and, where appropriate, for relevant breakdown products,

isomers and inpurities of the active substance and




Doc 7109/ VI/94-Rev. 6, p. 9

additives (e.g. stabilizers) and fornul ants

5.2 Anal ytical nethods for the determ nation of residues

7.1Acute toxicity

7.1. Oa
7.1. Per cut aneous
GP 7.1 [ nhal ati on
GP 7.1. Skinirritation
GaP 7.1. Eye irritation
GLP 7.1. Skin sensitization
GP 7.1 Suppl erentary studi es for conbinati ons of plant
GaP protection products
GLP

7.2 Dat a on exposure

7.2.1 Oper at or exposure

7.2.1. Estimati on of operator exposure

7.2.1. Measur enent of operator exposure

7.2.2 Byst ander exposure

GP 7.2.3 Wor ker Exposure
AP 7.2.3. Estimati on of worker exposure
7.2.3. Measur enment of worker exposure
GP 7.3 Der mal absorption
GP 7.4 Avai |l abl e toxicological data relating to non-active
subst ances
GP* 8.1 Resi due trials
GP 8.2 Li vest ock feedi ng studies
GLP* 8.3 Resi dues i n succeedi ng crops

8.4 Pr oposed maxi num resi due |l evels (MRLs) and
justification of the acceptability of these
resi dues.

8.5 Proposed pre-harvest intervals for envisaged uses,
or withholding periods or storage periods, in the
case of post-harvest uses.

8.6 Estimation of the potential and actual exposure

through di et and ot her nmeans

8.7 Sunmary and eval uation of residue behavi our

9.1 Fate and behavi our in the environnent

9.1. 1 Rate of Degradation in Soi

9.1.1.1 Laboratory studies

9.1.1.2 Field studies

9.1.2 Mobility in the Soi

9.1.2.1 Laboratory studies

9.1.2.2 Lysinmeter Studies or Field | eaching studies

9.1.3 Estimati on of expected concentrations in soi

9.2 Fat e and behaviour in water

9.2.1 Estimation of concentrations in G oundwater

9.2.2 I npact on water treatnent procedures

9.2.3 Estimation of concentrations in Surface Vater

9.3 Fate and behaviour in air

10.1 Effects on birds

10.1.1 Acute oral toxicity

10.1.2 Supervi sed cage or field trials

10.1.3 Acceptance of bait, granules, or treated seeds by
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GP bi rds
10.1.4 Effects of secondary poi soning.
GP
10. 2 Ef fects on aquatic organi sns
10.2.1 Acute toxicity to fish,aquatic invertebrates or
GP effects on algal growth
10.2.2 M crocosm or Mesocom st udy
GP 10.2.3 Resi due data in fish
GP 10. 2.4 Additional studies
GP
10. 3 Effects on terrestrial vertebrates other than birds
GP
10. 4 Ef fects on bees
10.4.1 Acute oral and contact toxicity
GpP* 10.4.2 Resi due test
GaLpP* 10. 4.3 Cage Tests
GLP* 10.4. 4 Field tests
GLP* 10.4.5 Tunnel tests
GP*
10.5 Ef fects on arthropods other than bees
10.5.1 Laboratory, extended Taboratory and seni-field tests
GpP* 10.5.2 Field tests
GP*
10.6 Ef fects on earthworns and other soil non-target
macr o- or gani sns, believed to be at risk
10.6.1 Ef fects on earthworns
GP 10.6.1.1 Acute toxicity tests
GP 10.6.1.2 Tests for sublethal effects
GP 10.6.1.3 Fi el d studies
GP 10.6.2 Ef fects on other soil non-target
nmacr 0- or gani sns
10. 7 Ef fects on soil non-target mcro-organi sns
GP 10.7.1 Laboratory Testing
G.P 10.7.2 Addi tional Testing
10. 8 Avai l abl e data from biol ogical primary

screening in summary form

Further | nformation




