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A2.10/01
Section A2.10
Annex Point ITA2.10

Identity of Active Substance

A2.10 Exposure Data in Conformity with Annex VITA to Council
Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

2.10 Exposure data in conformity with Annex VIIA to Council Directive 92/32 EEC (O] No L 154,
5.6.1992, p.1) amending Council Directive 67/548/EEC

Subsection

2.10.1  Human exposure
towards active
substance

2.10.1.1 Production

i) Description of
process

i) Workplace description

Active substance:
Technical imidacloprid is produced at an industrial production plant

, by trained professionals using a |G
described in Document TITA Confidential Appendix.

The active ingredient is then formulated to end products for the crop
and biocide marketplace.

Active substance:

Technical imidacloprid is produce G
-

" Th_ has an area of about 350 ha
whereas BCS is located on a limited area of about 14.2 ha. The

number of employees at thej N site is & 1050.

The N site is Seveso 1l classified. The amount of highly
dangerous substances is in all plants above the limits given by German
legislation (Bundesimmissionsschutz-Gesetz / Storfallverordnung).
The BCS-site is certified according to DIN ISO 9001 (quality
managemment) and DIN ISO 14001 {environmental management).

The site has been audited and been shown to be working according to
BCS production guidelines. It is one of BCS principles, that BCS
conduct its business with respect and care for the environment and
without compromising the health and safety of people, whether
employees, customers, or citizens around the world.

The production lines are dedicated to imidacloprid, and the product
line is cleaned only for maintenance purposes, any effluent from
cleaning the production line is incinerated. There are no direct
releases to water or soil.

Official
use only
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Identity of Active Substance

A2.10 Exposure Data in Conformity with Annex VITA to Council
Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

ii) Workplace description

The production line operates as a closed systern, with the whole
process fully autormated by an electronic process control system
located in a control room. The equipment consists of reactors,
distillation colurnns, filters, centrifuges, dryers, vacuum pumps,
absorptions columns and filling machines. Weighing ingredients,
charging equipment and packaging are carried out by employees in a
ventilated semi-open area with contaminated air being filtered before
leaving the building. Air flow exchange represents > 5 changes per
hour.

The manufacture line is operated by 5 staff who works in a five shift
pattern of 8 hours (Sundays 12 hours). 330 days and 60 people a year
are assigned to imidacloprid production; this constitutes
approximately 40% of the production workers time (rotation between
different lines).

During the production of imidacloprid charging ingredients, filling
and packaging, the following personal safety measures are required:
dust masks (ABEK P3 - dust filter), protective impermeable one-way
clothing, protective rubber or butyl gloves, safety glasses and
helmets.

For cleaning, depending on the type, circumstances and extent of the
cleaning process and also with regard to the estimated hazards, the
employees at the Imidacloprid plant will use their personal protection
clothing in a graduated way.

- while cleaning the imidacloprid filling station, employees will use
their dusk mask, one-way protecting clothing and rubber gloves

- on opening a pipe filled with hazardous substances (e.g. chlorine)
the employee has to wear a mask (charcoal, rubber made) or maybe he
has to use a breathing apparatus together with full protection clothing
(rubber made) and rubber gloves.

Occupational medical surveillance (see Point 6.12.1/01, Document
M-245951-01-1) has been performed every two years on a routine
basis since 1993 at G
I ©5 workers were assessed as having been
exposed to ingredients and imidacloprid technical during its
production. The surveillance did not reveal any unwanted effects in
the workers. The examinations included the following laboratory
parameters , medical and technical examinations:
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A2.10/01 Identity of Active Substance
Section A2.10 A2.10 Exposure Data in Conformity with Annex VITA to Council
Annex Point ITA2.10 Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC
Laboratory BSR,
examinations Full blood count,
AST, ALT, y-GT,
Glucose
Creatinine
Cholesterol
Urine status
Medical History, Full physical examination with
examinations orientating neurological status (reflexes,

sensitivity coordination)

Skin status.

Examinations based on the German rules G235
(driving/steering), G26.2/3 (breathing
protection), G37 (VDU work), B04 (BAPRO)

Technical Lung function

examinations ECG, Ergometry
Vision testing
Audiometry
Chest X-Ray

Sonography (if necessary)

Since 1993 no accidents with imidacloprid occurred in the workers
and no consultations of the Medical Department due to work or
contact with Imidacloprid were required. No imidacloprid-related
allergenicity observations could be determined since 1993,

iii) Inhalation Active substance:
exposure Technical imidacloprid is produced al

| .. !::cfor assessment of

inhalation exposure is necessary.

Due to

iy Production operating as an automated closed system, with
the whole process fully autormated by an electronic process
control systern located in a control room

i) Local extraction ventilation of 5 changes of air per hour
(~100 D00m/hr) throughout site.

i) Maximum work place limits of 0,7 mg/m3 imidacloprid
(regularly monitored)

) PPE equipment including a ABEK P3 - dust filter

Inhalation exposure is not expected / negligable for the people
involved in the production of imidacloprid.

Since 1993 no accidents with Imidacloprid occurred in the workers
and no consultations of the Medical Department due to work or
contact with imidacloprid were required. In the instance when an
accidental exposure may occur, the procedures in the active MSDS
would be followed {(Document: M-246172-02-1).
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A2.10/01 Identity of Active Substance

Section A2.10 A2.10 Exposure Data in Conformity with Annex VITA to Council

Annex Point ITA2.10 Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

2.10.2 Environmental
exposure towards
active substance

2.10.2.1 Production
i) Releases into water Active substance:

Technical imidacloprid is produced at

.. ccfore assessment of

release into water is necessary.

Gases and liquid waste from the imidacloprid production and cleaning
process are incinerated at an incineration plant. Incineration occurs at

several incineration plants which are run byj

There is no solid waste to release.
Hence there is no release to soil or water.
In addition other waste water from the site is incinerated in two ways:

a) Waste water like kitchen cleaning, toilets etc. goes untreated to the
central waste water treatment, which s run by N R
|- 'here it is biological degraded.

b) Waste water with a very low content of chemicals, which is are
known that they are sensible towards alkaline degradation, are
pretreated with a sodium hydroxide solution. The sources of this waste
water are scrubbers or water from cleaning the production plant itself.
The resulting water is then sent to the central waste water station.

Mechanical and biological treatment methods are employed. The
permissible discharge level is about 6000mg/l DOC (dissolved organic
carbon).

In the instance when an accidental exposure may occur, the procedures
in the active MSDS are followed (M-246172-02-1).

The N is certified according to DIN ISO 14001 (environmental
managerent).

ii) Releases into air Active substance:
Technical imidacloprid is produced a

| ... !creiore assessment of

release into air is necessary.

Exhausted air is handled in three separate ways:

Document [1IA, Section 2.10/01 Page 5
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A2.10/01 Identity of Active Substance

Section A2.10 A2.10 Exposure Data in Conformity with Annex VITA to Council

Annex Point ITA2.10 Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

il) Releases into air |a) Normal air, that means "not contaminated air" or compartment air,
is exhausted with a frequency of 5 air changes per hour and leaves the
plant continuously without any further treatment.

b) Secondly, from areas where loading chemicals or filling produced
imidacloprid into packing, the dust contaminated air is locally
exhausted and cleaned by a double filter systemn before it leaves the
plant. The filters are cleaned regularly, controlled by the differential
pressure at the filter medium, and disposed by incineration. The
current permissible discharge level of total dust (including highly
toxic substances) is at 2 mg/m? and is monitored on a yearly basis.
These controls have shown levels of about 1 mg/m3.

¢) Waste air (or more accurately waste gas) from closed systems
{vessels) is collected and transferred to a central incineration plant
here at the Dormagen site. Tt is incinerated together with the waste
gases of more then 10 other plants. The emissions are controlled
continuously and deviations from permitted values are reported to the
German authorities.

Imidacloprid has a working place limit of about 0, 7 mg /m? air.

The N is certified according to DIN [SO 14001 (environmental
managerment).

iii) Waste disposal Active substance:
Technical imidacloprid is produced a

| ... iicreiore sssessment of

waste disposal is necessary.

Gases and liquid waste from the imidacloprid production and cleaning
process are incinerated at an incineration plant. Incineration occurs at
several incineration plants which are run by Bayer Industry Services.

There is no solid waste to release.

Incineration occurs at several incineration plants which are run by

The N is certified according to DIN ISO 14001 (environmental
managerment).
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A2.10/02
Section A2.10
Annex Point 11A2.10

Identity of Active Substance

A2.10 Exposure Data in Conformity with Annex VITA to Council
Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

2.10 Exposure data in conformity with Annex VIIA to Council Directive 92/32 EEC (O] No L 154,
5.6.1992, p.1) amending Council Directive 67/5483/EEC

Subsection Official
use only
2.10.1 Human exposure
towards active
substance
2.10.1.1 Production
1) Description of Formulation: Imidacloprid GR 0.5
process Imidacloprid GR 0.5 is manufactured at an industrial production plant
)by
trained professionals using a 3-step process described in Document
IIIB Confidential Appendix.
i) Workplace description Formulation: Imidacloprid GR 0.5
Imidacloprid technical is formulated into Imidacloprid GR 0.5 at
. The site covers 1.5
hectares and employs 50 people. Dimensions of the Tmidacloprid GR
0.5 production area is 186 m?2 {130 m3), whilst the packing
department are 91.6 m2 (274.8 m3).
I ¢ MP certified, and works according the
legislation of the Netherlands BRZO (Decision Risk Heavy
Accidents), which is a derived legislation of the Seveso II.
Additionally it works according the Dutch Environment Legislation.
Document [1IA, Section 2.10./02 Page 1
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A2.10/02 Identity of Active Substance

Section A2,10 A2.10 Exposure Data in Conformity with Annex VITA to Council

Annex Point 11A2.10 Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

V provided the following statement with
respect to occupational surveillance.

To whom it may concern:

I, B.R. Woudstra, MD, PhD, medical doctor and occupational health
specialist, employed by ArboExtra, Herenwal 124, 8341 BE
Heerenveen, the Netherlands, declare that after careful examination of
the report “Onderzoek naar de blootstelling aan gevaarlijke stoffen bij

, and after

examining all medical reports of employee

in our possession; that no groups or individuals were
identified with health problems connected to the production or
handling of Quickbait* or Flybait. The compan;jjjjjij produces
these products since almost 5 years, during which, to my knowledge,
no related employee health incidents were reported or recognized.

March 6 2006, Heerenveen, the Netherlands
Bouke Woudstra, MD, PhD,

# Translation: “Investigation into the exposure to dangerous chemnicals
2 N O i1 R H. Bouius RAH
(registered occupational hygienist) Cyclus Arboprojecten Amsterdarn,
26-8-2005"

* Quickbait = Imidacloprid GR 0.5

Hence N | o Deen producing Imidacloprid GR
0.5 for 5 vears. Since this time no related employee health problems
were reported or recognised.
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A2.10/02
Section A2.10
Annex Point 11A2.10

Identity of Active Substance

A2.10 Exposure Data in Conformity with Annex VITA to Council
Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

iil) Inhalation exposure

iv) Dermal exposure

2.10.1.2 Intended use(s)

1.Professional Uses

Formulation: Imidacloprid GR 0.5

Due to

i) PPE equipment (including a P2 dust mask during loading
ingredients)

i) The ventilation in the open area 11000m’/hr
(8.4 air changes/hr)

i) The low vapour pressure of imidacloprid

) The Tmidacloprid GR 0.5 formulation, has less than 1% of its
particles with a size less than 75um (see Imidacloprid
Document TT-B 3.1T, M-257402-01-1). Thus Imidacloprid
GR 0.5 is not considered to be a powder formulation
containing a significant proportion (e.g. > 1% on a weight
basis) of particles with particle size MMAD < 50 pm.

Inhalation exposure is not expected for the people involved in the
production/packaging of Tmidacloprid GR 0.5.

has been producing Imidacloprid GR 0.5 for
5 years. Since this time no related employee health problems were
reported or recognised. In the instance when an accidental exposure
may occur, the procedures in the active and formulation MSDS would
be followed (Documents: M-246172-02-1 & M-266496-01-1}.If
hazardous material is released on a larger scale thyjiill

| ccreency plan is followed.
Formulation: Imidacloprid GR 0.5

With respect to personal protective equipment, in the production line
safety glasses, safety shoes, equipped with steel noses and certified
permeable pharmaceutical clothes are worn. Additionally during
weighing of the active ingredients P2-duskmasks and long protective
gloves are worn. Dermal exposure is not expected for the people
involved in the production/packaging of Imidacloprid GR 0.5,

Since initial production of Imidacloprid GR 0.5 at

| 5 years ago, no related employee health incidents were reported
to the Medical department, or accidents. In the instance when an
accidental exposure may occur, the procedures in the active and
formulation MSDS would be followed (Documents: M-246172-02-1
& M-266496-01-1). If hazardous material is released on a larger scale

the I ' creency plan is followed.
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A2.10/02 Identity of Active Substance
Section A2,10 A2.10 Exposure Data in Conformity with Annex VITA to Council
Annex Point 11A2.10 Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC
1) Description of Imidacloprid GR 0.5 is a granule bait formulation insecticide which
process contains the active substance imidacloprid at a concentration of 0.5 %

w/w. The product is used for fly control in commercial animal
housings. Imidacloprid GR 0.5 can be applied in two ways:

¢ Ag a granule placed in smnall baiting points, (free, small
vessels or suitable proprietary fly bait stations) on dry level
surfaces. Not for use on pathways or manure

e As apaint on application to suitable fly resting sites (e.g.
walls, joists, window ledges and suitable fittings).
Additionally it can be painted onto discrete areas, e.g. sheets
of cardboard which are then hung in areas frequented by flies.
Cards are removed when no longer effective and disposed of
as contaminated waste.

The quantity of Imidacloprid GR 0.5 applied in animal housings is
dependent on the floor area. The application rate is 2 g of formulated
product per square metre of floor area, giving a target application rate
of 0.01 g active ingredient per 1 m” of total floor area. The product
may be applied up to eight times per vear {(April — October), with a
minimum interval of 21 days between applications.

Operators may be exposed when applying the granule directly or
during mixing and application of the paint. Post-application exposure
occurs on disposal of granules, and cleaning painting apparatus.

i1) Workplace For both application of the granule in small baiting points and as a
description paint on product 500 m* floor area/day is considered to be the treated
area.

Personal protective equipment worn by professional contractors and
framers includes gloves.

ii1) Inhalation Estimation of exposure are given in Document II-B_Imidacloprid GR
exposure 0.5 of the dossier

iv) Dermal exposure | Estimation of exposure are given in See Document [I-B_Imidacloprid
GR 0.5 of the dossier

2. Non-professional Uses The product is for professional use only.
including the

general public Secondary exposure as a consequence of professional use of the

product is discussed in Document II-B IMIDACLOPRID GR 0.5 of
the dossier

i) via inhalational ~ |Non-professional use is not considered
contact

il) via skin contact |Non-professional use is not considered

ii1) via drinking Non-professional use is not considered
water
iv) via food Non-professional use is not considered
Document [1IA, Section 2.10./02 Page 5
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A2.10/02
Section A2.10
Annex Point 11A2.10

Identity of Active Substance

A2.10 Exposure Data in Conformity with Annex VITA to Council
Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

v) indirect via
environment

2.10.2 Environmental
exposure towards
active substance

2.10.2.1 Production

i) Releases into water

ii) Releases into air

1il) Waste disposal

Non-professional use is not considered

Formulation: Imidacloprid GR 0.5

No release, the solid and fluid waste is collected and transported to an
authorized waste disposal company, which is licensed to eliminate
waste by incineration. Waste water from cleaning is also incinerated.

In the instance when an accidental exposure may occur, the procedures
in the active and formulation MSDSs are followed (Documents: M-
246172-02-1 & M-266496-01-1). TIf hazardous material is released on

a larger scale the | << eency plan is

followed.

I ks according the Dutch Envirenment

Legislation.

Formulation: Imidacloprid GR 0.5
Current permissible discharge levels exist at 5 mg/m’ total dust, and
are subject to the local environmental license (Barneveld).

Ventilation of outlet air in the Tmidacloprid GR 0.5 production area is
generated by two filter systems. The total filter capacity is together
11000m3h. When the capacity of the filters is going down (measured
on aregular base) the filters are cleaned, and the solid waste is
transported to the AVR for incineration.

If hazardous material is released on a larger scale the R

I civcreency plan is followed.
I 0 ks according the Dutch Envirenment

Legislation.

Formulation: Imidacloprid GR 0.5

The solid and fluid waste is collected and transported to an authorized
waste disposal company, where it is eliminated in incineration
facilities. Waste water from cleaning is also incinerated.

I Otks according the Dutch Bnvironment

Legislation.
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A2.10/03
Section A2.10
Annex Point I1A2.10

Identity of Active Substance

A2.10 Exposure Data in Conformity with Annex VIIA to Council
Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

210 Exposure data in conformity with Annex VIIA to Council Directive 92/32 EEC (OJ No L 154,
5.6.1992, p.1) amending Council Directive 67/548/EEC

Subsection

2.10.1  Human exposure
towards active
substance

2.10.1.1 Production

1) Description of
process

i1) Workplace description

Formulation: Imidacloprid GL 2.15
Imidacloprid GL 2.15 is manufactured at an industrial production

plant inside the EU (N DY (rained professionals
using 2 | process scribed in Document TITH
Confidential Appendix.

Formulation: Imidacloprid GL 2.15
Imidacloprid technical is formulated into Trmidacloprid GI. 2.15 at

I [1c site covers 9.7 hectares and employs 420
people.

This site is Seveso II classified (high threshold) which is within the
Storfall Verordnung (i classification. It has the GMP/FDA
certificate from the Pharmaceutical industry. Additionally the area for
Formulation and Filling of Tmidacloprid GI. 2.15 is legislated by
"4.BimSchV Nr. 4.2 Spalte 2" (Bundes Immissions Schutz
Verordnung).

The production line is not dedicated to any single product (multi-
purpose equipment), with the exception of the filling apparatus, which
is dedicated equipment. After each campaign the production lines are
cleaned down and the waste water recycled by an external company
which i8 a specialist in waste disposal. The production line is a closed
systern (mixing vessel and filling apparatus).

Weighing of ingredients occurs in a ventilated weighing cabin with an
air renewal of greater than 20 times per hour (air flow is > 6900m™/hr,
with 80% representing HEPA filtered air and 20% fresh air. In the
formulation area air renewal is greater than 10 times per hour (air flow
is > 3900m’/hr.). Additionally the formulation area pressure is higher
than the surrounding area. Filling and packaging occurs under normal
air pressure.

Official
use only
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A2.10/03
Section A2.10

Annex Point I1A2.10

Identity of Active Substance

A2.10 Exposure Data in Conformity with Annex VIIA to Council
Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

The production line is operated by 7 staff. Formulation workers are
dedicated to one task within the process, whilst filling/packaging
employees rotate between roles. Production and packaging into the
final product (30g cartridges) all occur on the one site.

During the production of Imidacloprid GL 2.15 the following
personal safely measures are required:

Formulation: cap, safety goggles, certified permeable pharmaceutical
clothes, safety shoes.

In addition if handling ingredients and open product: mask (3M,
9332), gloves (UVEX Rubifix S or UVEX 56 Profabutyl).

For cleaning and maintenance : cap, safety goggles, gloves (only for
cleaning: UVEX Rubifix § or UVEX S6 Profabutyl}, certified
permeable pharmaceutical clothes, safety shoes,

Occupational medical surveillance (see Point A6.12.1/04, Document
M-267506-01-1) has been performed on a routine basis since 1998 at

About 7 workers are exposed to imidacloprid
technical and formulation during its production annually (14 in total
since 1998). The surveillance did not reveal any unwanted effects in
the workers. The examinations included the following laboratory
parameters , medical and technical examinations:

Laboratory BSR,
examinations: Full blood count,
on initiation of AST, ALT, y-GT,
employment Glucose
Creatinine
Cholesterol
Urine status
Medical History, Full physical examination with
Examinations: orientating neurological status (reflexes,
on initiation of | sensitivity coordination)
ermployment Skin status.
and every three | Examinations based on the German rules G235
years (driving/steering), G26.2/3 (hreathing
protection), G37 (VDU work), BO4 (BAPRO)
Technical Lung function
examinations: Vision testing
on initiation of | Audiometry
employment
and every three
years

Since 1998 no accidents during Imidacloprid GL 2.15 formulation
occwrred in the workers and no consultations of the Medical
Department due to work or contact with imidacloprid were required.
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A2.10/03 Identity of Active Substance
Section A2.10 A2.10 Exposure Data in Conformity with Annex VIIA to Council
Annex Point [TA2.10 Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC
iii) Inhalation Formulation: Imidacloprid GL 2.5
exposure
Due to
i) Weighing of ingredients in a weighing cabin with an air
renewal > 20 times / hr
if) Production (vessel and filling) operating as a closed system

with an air renewal > 10 tirnes / hr under high pressure
compared to the surroundings

it) PPE equipment including a 3M, 9332 mask when handling
ingredients and open product.

iv) The low vapour pressure of imidacloprid (vapour pressure <
1x 107 pa at 20°C, see Imidacloprid Document III-A 3.2).

Inhalation exposure is not expected for the people involved in the
production of imidacloprid

Since 1998 no accidents during Imidacloprid GL 2.15 formulation
have occurred in the workers and no consultations of the Medical
Department due to work or contact with imidacloprid were required.
In the instance when an accidental exposure may occur, the procedures
in the active and formulation MSDS would be followed (Documents:
M-246172-02-1 & M-266764-01-1)

iv) Dermal Formulation: Imidacloprid GL 2.5

exposure Due to the production line operating as a closed system (mixing vessel
and filling apparatus), and the effective personal protective measures
worn during the above mentioned tasks (cap, safety goggles, certified
permeable pharmaceutical clothes, safety shoes, mask (3M, 9332),
gloves (UVEX Rubifix S or UVEX 56 Profabutyl) dermal exposure is
not expected for the people involved in the production/re-packaging of
Imidacloprid GL. 2.15

Since 1998 no accidents during Imidacloprid GL 2.15 formulation
have occurred in the workers and no consultations of the Medical
Department due to work or contact with imidacloprid were required.
In the instance when an accidental exposure may occur, the procedures
in the active and formulation MSDS would be followed (Documents:
M-246172-02-1 & M-266764-01-1),

2.10.1.2 Intended use(s)

1.Professional Uses

Document [ITA, Section 2.10./03 Page 3
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A2,10/03

Section A2.10
Annex Point I1A2.10

Identity of Active Substance

A2.10 Exposure Data in Conformity with Annex VIIA to Council
Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC

i) Description of
process

it) Workplace
description

iii) Tnhalation
exposure

iv) Dermal exposure

2. Non-professional Uses

2.10.2

2.10.2.1

including the
general public

i) via inhalational
contact

i1) via skin contact
i} via drinking
water

iv) via food

v) indirect via
environment

Environmental
exposure towards
active substance

Production

Imidacloprid GL 2.15 is a ready to use insecticidal gel bait for the
control of cockroaches for public hygiene, nuisance control and food
storage practice. The product contains 2.15 % w/w imidacloprid and is
effective against German cockroaches (Blatrella germanica), Brown-
banded cockroaches (Supella longipalpa), Oriental cockroaches
(Blatta orientalis) and American cockroaches (Periplanata
americana) both as nymphs and adults. The product may be used to
control cockroaches in: Domestic premises (including kitchens), food
handling areas, continuously occupied public buildings and small
scale animal housings.

The application rate is adjusted to the size of the infestation and the
type of cockroach found ranging between 0.1 -0.3g product / m®.
Operators may be at risk of dermal exposure when sealing partially
used cartridges, with the end cap provided by the manufacturer, and/or
when removing the end cap.

For a usual working day it can be expected that the end cap be handled
five times for sealing and opening the cartridge (e.g. due to treatment
at different locations).

Personal protective equipment worn by professional contractors when
using Imidacloprid GL 2.15 will include gloves.

Estimation of exposure are given in Document I1-B_Tmidacloprid GL
2.15 of the dossier

Estimation of exposure are given in See Document 11-B_Imidacloprid
GL 2.15 of the dossier

The product is for professional use only.

Secondary exposure as a consequence of professional use of the
product is discussed in Document IT-B_TMIDACLOPRID GL 2.15 of
the dossier

Non-professional use is not considered

Non-professional use is not considered

Non-professional use is not considered

Non-professional use is not considered

Non-professional use is not considered

Document ITTA, Section 2.10./03
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A2.10/03 Identity of Active Substance
Section A2.10 A2.10 Exposure Data in Conformity with Annex VIIA to Council
Annex Point [TA2.10 Directive 92/32/EEC (OJ No L, 05.06.1992, p. 1) Amending Council
Directive 67/548/EEC
i) Releases into Formulation: Imidacloprid GL 2.5
water No release, the waste water is recycled by a company, which is a

specialist in waste disposal by incineration. Discharge level for water
is set at Level 0.

Additionally, the area for Formulation and Filling of Imidacloprid GL
2.15 is legislated by "4.BimSchV Nr. 4.2 Spalte 2" { Bundes
Immissions Schutz Verordnung)

I s monitored for water leaving the site. They have a limits for
MKW (Mineralkohlenwasserstoffe= mineral hydrocarbons:
10mg/liter) and LHKW (halogenierte Mineralkohlenwasserstoffe=
halogenated mineral hydrocarbons 0, 1mg/liter).

In the instance when an accidental exposure may occur, the procedures
in the active and formulation MSDSs are followed (Documents: M-
246172-02-1 & M-266764-01-1).

i) Releases into air |Formulation: Imidacloprid GL 2.5

Not applicable to the formulation of Imidacloprid GL 2.15, due to the
ingredients low vapour pressure, and the formulation being a non-
volatile gel.

Imidacloprid GI. 2.15 is produced in a closed systermn (mixing and
filling). Air renewal occurs in the weighing are (>20 fold per hour),
and greater than 10 fold/hour in the formulation room. Waste air in the
plant is exhausted via chimney through a single filter system, and
filters are incinerated twice a year. | is not subject to the TA Luft
discharge regulations, so no discharge levels exist for their exhausted
air.

The area for Formulation and Filling of Imidacloprid GL 2.15 is
legislated by "4.BimSchV Nr. 4.2 Spalte 2" ( Bundes Immissions
Schutz Verordnung)

ili) Waste disposal Formulation: Imidacloprid GL 2.5
For
e wasle water is recycled by a company, which is a specialist in
waste disposal by incineration.
¢ product contaminated packaging material is incinerated
¢ non contaminated materials e.g. paper, packaging material,
plastic is recycled.

The area for Formulation and Filling of Tmidacloprid GL. 2.15 is
legislated by "4.BimSchV Nr. 4.2 Spalte 2" ( Bundes Tmmmissions
Schutz Verordnung)

Document [ITA, Section 2.10./03 Page 5
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Table As.1.1/01-1. Acute Oral Toxicity to Rat
Dose Toxicological Duration of signs Time of death Mortality
[ mo/ke bwl results® [%o]
Muales
50 0005 - = (
100 0/5/5 40m-1d - 0
250 0/5/5 40m-1d - 0
315 0/5/5 20m-1d - 1]
400 |/5/5 [3m-2d 3h 20
430 4/5/5 23m-4ad 2h-1d 80
S00 3 20m-7h 2h-Th L0
[ 500 [3m-3h Ih-3h [0
Females
L0 0/0/5 “ 4 0
230 0/5/5 40m-1d - ]
315 0/5/5 | 5m-2d - 0
400 |/5/5 20m-2d th 20
4510 (/5/5 25m-2d - 0
475 5/5/5 30m-7h 2h-Th 100
500 3/5/5 40m-6h 2h-6h L0
[ 800 5/5/5 | 5m-1d 2h-1d L 00
[Dsq ral, males: ~ 424 mg/kg bw

females: 450 = D5, < 475 mg/kg bw

#|st figure
in the group

number of dead animals, 2nd figure

Domment ITA, Section 6.1.1/01

number of animals

with signs, 3rd figure
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(Revised September 2006)
Table A6.1.1/02-1. Acute Oral Toxicity to Rat
Dose Toxicological Duration of signs Time of death Mortality
| mg/ks bw] results™ | %o ]
Muales
a0 0/0/5 - - 0
200 (/55 20m-1d - U
350 [/5/5 35m-3d 4h 20
400 3/5/5 I h-4d 4h-1d 60
500 1/5/5 25m-4d 7h 20
00 0/5/5 | 3m-8d 0
750 3/5/5 | 3m-3d Sh-i5h G0
1000 5/5/5 43m-2d 2h-2d 100
Females
10 0/0/5 - i 0
400 0/5/5 I h-2d - 0
450 2/5/5 40m-4d 3h-1d 40
500 1/5/5 25m-4d 2h 20
o0 2/5/5 | 5m-2d Gh-Th 40
1000 3/5/5 30m-6h 4h-6h 100
LDy rat, males: 642 mg'ka bw
females: 648 ma'kp bw

“lst figure = number of dead animals, 2nd figure = number of animals with signs, 3rd figure = number of animals
in the group

Document ITTA, Section 6.1.1/02 Page 5
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Table A6.1.1/03-1,

Acute Oral Toxicity to Rat

Dose Toxicological Duration of signs Time of death Mortality
| mg/kg bw] results® [ % ]
Muales

S0 00’5 - - {}
200 0/5/5 20m-1d - 0
300 1/5/5 S0m-2d 3h 20
350 1/5/5 Sam-Ad 6h 20
400 2/5/5 33m-5d Id 40
500 1/5/5 25m-3d Gh 20
00 4/5/5 10m-5d 2h-3h B0
Females

[LE1] owo's 3 - {l
200 0/5/5 35m-Th - {
300 1/5/5 S0m-24d Id 20
350 2/5/5 S5m-3d 4h-6h 40
400 2/5/5 S5m-3d 4h-Th 40
500 5/5/5 35m-1d 2h-1d |00

LD rat. males: 504 mg/ke bw

females: 379 mg/'kg bw

#lst figure = number of dead animals, 2Znd figure

in the group

Docutmnent 1I1A, Section 6.1.1/03
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Section A6.1.1/04 Oral Acute Toxicity

Annex Point [TA6.L1 Lhalisudyprnmeise

COMMENTS FROM ..
Date ive date of comments submitted

Materials and Methods Discuss addiftonal relevant discrepancies referring fo the (subheading numbers
ard fo applicant's summary and conclusion,
Discuss if deviating from view of rapporteur member shate

Resulis and discussion Discuss if deviating fram view of rapparteur member siate
Conclusion Discuss if deviating fram view of rappartenr member siate
Reliability Discuss if deviating from view of rapporteur member state
Acceptability Discuss if deviating from view of rapporteur member siate
Remarks
Table A6.1.1/04-1. Acute Oral Toxicity to Mouse
Dose Toxicological Duration of signs Time of death Mortality
| mg/kg bw] results® [ %1
Muales
1) (05 = - i
71 0/5/5 L 0m-4h - 0
100 [/5/5 3m-3h 35m 20
|20 2/5/5 Sm-7h Lh 40
| 40) 2/5/5 Sm-7h [0m-15m 40
| b0 5/5/5 Sm-55m 10m-55m 100
250 5/5/5 Sm-1h 20m-11 100
Females
1) 0075 - - 0
100 0505 Smi-6h - ]
| 20 [/5/5 Sm-4h | 5m 20
140 L/5/5 3m-7h | 5m 20
160 2/5/5 Sm-6h 25m-35m 40
250 3755 Sm-45m A0m-45m 100
LD, mouse, males: 131 mg/'ko bw
females: 168 mg/ke ba

Ist figure = number of dead animals. 2nd fizure = number of animals with sizns, 3rd figure = number of animals
in the group

Diocument [I1A, Section 6.1.1/04 Page 4
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Section A6.1.2/01 Dermal Acute Toxicity
Armex Point TTA6.1.2 LDy, study in rat; Hmit test
COMMENTS FROM ...
Date Cive date of comments submitted

Materials and Methods

Results and discussion
Conclusion

R eliability
Acceptability

Remarks

Discuss additional relevant discrepancies referring fo the (sub)heading numbers
and o applicant'’s summary and conclusion
Discuss if deviating from view of rapporteur member shate

Diseunss if deviating from view of rapportenr member state
Discuss if deviating from view of rapportenr member state
Discuss if deviating from view of rapporteur member state

Discuss if deviating from view of rapporteur member state

Table A6.1.2/01-1: Acute dermal toxicity in rats

Dose Toxicological Duration of signs Time of death Mortality
[ mg/kg bw] results* [ % ]
Males

S000 |I_’| II:I I:i |_ I_ |(|

Females

S000

lo |5 |- |- [0

[o

LI ral, males and emales:

= S000 me ke b

Ist figure
in the group

Deocument 1ITA, Section 6.1.2/01
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Section A6.1.3/01 Inhalation Acute Toxicity

Annex Point IIA6.1.3 LC30 study in vat, dust and aerasol
COMMENTS FROM ...

Date Give date of comments submitted

Materials and Methods

Resulis and discussion

Discuss addittonal relevant discrepancies referring to the (sub)heading numbers
and to applicant’s swwmary and conclusion,
Discuss if deviating from view of rapportenr member state

Discuss if deviating from view of rapportenr mermber state

Conclusion Discuss if deviating from view of rapportenr member state
Reliahility Digcuss if deviating from view of rapportenr member state
Acceptability Digcuss if deviating from view of rapportenr member state
Remarks

Table A6.1.3/01-1,

Acute inhalation toxicity in rats

Group Concentration Toxicological Duration of signs | Time of death

(nominal/analytical) resultss

(mg/m’ air)
Males
| Adr control 0/0/ 10 - -
2 vehicle control 0/0/5 - -
3 S00/69 0/0/5 - -
4 --/1220 0:0/5 - -
3 --2577 0/5/5 4h-6h -
i --/3323 0/5/5 4h-6h -
Females
| Adr control 0/0/5 e .
2 vehicle control 0/0/5 - -
3 SO0/H9 05 = =
4 --/1220 0075 - -
3 2577 0/5/5 4h-6h -
i --/5323 0/5/5 4h-6h -
LCs rat males and females {aerosol): = 69 mg/m* air®

(dust): =35323 mg/m? air®
Group 1 10 L airminute; Group 20 20000 pl vehicle/'m® air  {nominal) [0 L air/minute:

Giroup 3: Nebulisation of a 2.5 % solution (2/v)
# 1st figure

aerosol: Group 4-6: Dust dispersion

number of dead animals: 2nd figure = number of animals with signs: 3rd figure = number of animals

in the group: * max. technically producible concentration

Docoment [1LA, Section 6.1.3 Page 5
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CA-Table A6.1.3/01-1. Subacute inhalation toxicity of imidacloprid in rats (dust, exposure: 5 x 6 h):
mortality and clinical signs

N  Concentration Toxicol. Duration Time of particle
nomin, analyt. result of sign death <5 fm
mg/m3 air (%)

rat - male

1 air control 0/ 0/10 -- .- s
2 20 20 0/ 0/10 -- -- 54
3 100 109 0/ 0/10 -- - - 57
4 500 505 0/ 0/10 -- - - 18
rat - female
1 air control 0/ 0/10 -- 5 3=
2 20 20 0/ 0/10 -- -- 54
3 100 109 0/ 0/10 i s 57
4 500 505 0/ 0/10 -- -ie 18

The values in the column "toxicol. result" mean:

1st figure = number of mortalities
2nd figure = number of animals with signs
3rd figure = number of animals used.

CA-Table A6.1.3/01-2. Subacute inhalation toxicity of imidacloprid in rats (dust, exposure: 5 x 6 h):
mean body weight data

e — . i— S—

fisrgewichte f bBody w e i ghts
Mittelwerte J means (9]

Tag relativ / day relative

a 4 B 15 22

afir ¢ontral
m 193 195 210 259 Zha
i 182 181 183 188 195

20 mg/m% air

i m 195 200 217 LB 7T

| ..- 142 182 180 188 189
100 ng/n3 air

m 195 148 21 243 273

W 120 1T0ex VTR iB% 19L

SO0 mg/m3 air

S ey e e e e e S i e S e S S i, S s e S W W G

] 195 189 208 23r 268
" 185 1 180 188 195
“m = maenrniich/male; w o weiblich/famala
=+ = p spaller than 0.01 (U-Test)
Document TITA, Section 6.1.3 Page 6
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CA-Table A6.1.3/01-3. Subacute inhalation toxicity of imidacloprid in rats (dust, exposure: 5 x 6 h):
clinical chemistry related to liver function

KLINISCHE CHEMIE / CLINICAL CHEMISTRY
LEBERGEWEBE / LIVER TISSUE

Konz. s Woche/ N-DEM D-DEM P450 TRIGL
conc. week
(mg/m3) ml/ g mu/g nmol/fg memol/g
MAENNCHEN/MALES
air 1 156.1 9.9 28.8 5.21
20 1 160.9 .4 24 .4 5.36
100 1 200, &++ 11.6 29.6 5.20
s00 1 L.21

WEIBLICH/FEMALES

air 1 58.1 8.0 26.7 5.38
20 1 67.7 7.8 24.3 5.02
100 1 160.7++ 10.8++ 24.5 5.26
500 i 4 4B+

S ———— UV e B e

|
|
|
I
|
I
|
|
|
I
I
|
I
I
I
I
|
I
l
|
|
|
I
I
I
!
I
i
I
I
i

(N-DEM/O-DEM = N+O-demethylase, P450 = cytochrome P450, TRIGL = triglycerides; N-DEM, O-DEm and F450
reportedly have not been measured in the groups nominally receiving 500 mg/m? due to an oversight)

Document ITA, Section 6.1.3 Page 7
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Evaluation by Competent Authorities

Usze separate "evaluation boxes" to provide transparency as to the
comments and views submitted

Date
Materials and Methods

Results and discussion

EVALUATION BY RAPFORTEUR MEMBER STATE
2007701523

3.24  Male animals were used.

3.3.1.2 Size of treated area: ca. 6 om’
Otherwise, applicant’s summary iz acceptable,

Applicant’s summary is acceptable,

Conclusion Won-irritant (applicant’s version iz acsepted)
Reliability 1
Acceptability Acceptable
Remarks
COMMENTS FROM ...
Date Give date of comments submitted

Materials and Methods

Results and discussion
Conclusion

Reliahility
Acceptahility

Remarks

Discuss additional relevant discrepancies referving to the (sub)heading numbers

and to applicant's summary and conclusion,
Discuss if deviating from view of rapportewr member state

Discuss if deviating from view of rapportewr member state
Discuss if deviating from view of rapporteur member state
Discuss if deviating from view of rapportewr member state

Discuss if deviating from view of rapportewr member state

Table A6.1.4/01-1: Rabbit skin irritation study — Skin irritation grading

Animal no. Draize grade after Irrit.

1h 24h 48h 72h 7d 14d Index

E 0 E o E i E (0] E & E v E i}
Wl | 0 0 0 0 { i 0 0 0 - - 00 oo
W13 0 1] 4] 0 ] 0 4] ] ] 0 o - 0.0 0.0
V25 0 () 1] 0 0 1] 1] 0 0 1] z = 0.0 0.0

- = not examined: d

day: B

erythema and eschar formation: h = hour: O = cedema formation

Document ITTA, Section 8. 1.4/01
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Animal no. Organexam- | Signs | Draize grades Irrit.
ined orade
1h 24h 48h 72h 7d 14d 21d
11561 {ornea o [ 0 il 0 0 - - 0.0
5 ] i) () 0 0 - -
[ris ] b 4] 0 0 - - 0.0
Conjunctivae | R 2 0 0 0 0 - - 0.0
5 ] 0 0 0 0 - - 0.0
T {0 0 i) 1l 0 - -
Wad m {'ornea 0 0 0 0 0 0 & - 0.0
5 0 0 0 0 0 T i
[ris 0 0 0 0 0 - - 0.0
Conjunctivae | R | 0 0 ] 0 - - 0.0
S 0 0 0 0 0 a = 0.0
I 0 0 0 0 0 - -
M3l m Cornea ¥ ] 0 0 0 0 - = 0.0
5 i 0 () 0 0 - -
[ris 0 y] 0 0 0 & 2 0.0
Conjunctivae | R | ] 1] 0] 0 - - 0.0
S 0 0 i 1l 0 = - 0.0
T 0 ] i ] ] & -
o opacity: s = surface: - : not examined: m = male, = female; R =redness, 5 = swelling, T = lacrimation
Diocument [T1A, Section 6, 1.4/02 Page 4
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Section A6.1.5/01 Skin sensitisation
Annex Point TIA6.1.5 Guinea pig maximisation test (GPMT)
4.3 Overall result Following imidacloprid solution challenge neither the animals in the test

5.1

5.2

53

531
532

Document IITA, Section 6. 1.5

Materials and
methods

Results and
discussion

Conclusion
Reliability

Deficiencies

article group, nor the animals in the control group exhibited any skin
reactions.

5 APPLICANT'S SUMMARY AND CONCLUSION

In a skin sensitization study (Guinea Pig Maximisation Test) conducted
according to OECD 406, FIFRA § 81-6, EEC B.6. guidelines, a 1 %
concentration of imidacloprid formulated in sterile physiological saline
solution containing 2 % Cremophor EL® was used for intradermal
induction and a 25 % concentration for topical induction. 3 % and a 25
% concentrations were used for challenge.

Following the challenge neither the animals in the test article group, nor
the animals in the control group exhibited any skin reactions.

Imidacloprid has no skin sensitising potential under the conditions of the
Maximisation test.

1
No

Page?3
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Section A6.2/01

Metabolism Studies in Animals — Basic Toxicokindics
Rt ADME Study

Annex Point I14 6.2
2.1.3.2 3tability The tast cormpound was stable in the solution in which it was adrdnisterad
2123 Radiclabelling =
|
NG AN
Cl N T"i H
NO,
2.2 Ul abellad irnddacloptid
tnatarial
221  LotBatchmmber  bach and purity ot reportad
222 Specification Asgsumed as per section 2
3221 Purity Mot raported, assmmed in line with specification
3,2.2.2 Stability stability gnarartesd for the durationof the study
33 Test Animals
331  Species Wistar rats (Strain Bor:WISW (SPF Cpb; Breede
. I
332 3train )
333 oonrme
534 Sex 50 Males and 20 femals
255 Weightat shucy Approximately 200 g at the time of dosdnge,
initiaticn
236  Mumber of Table 6.2/01 -1 prowides detadls of the number of andrnal s per group,
Ardrnals pet Group
237 Contol animals e
34 Administration/  Tablas A6.281-1 and 46,2401 -2 provide administr ation detail s,
Exposure
341  Sampling time Flasma samples weretaken at 5, 10, 20, 40 mins and 1, 1.5, 2, 2, 4, 4, &,
24, 32 and 48 hrs, post application. Utine was sarnpled inintervals of O —
4,4 8,824 34 _32and 32 48 brs, and fasces inpetiods of 0 - 24
ard 24 — 48 hrs, after dosage.
3.5 Samples
251 Blood lewel Blood samples taken at every sampling fime were separated into plasma
irrwestization ard erythroeytes by centrifugation
269 Tisna Organs and tissnes collectad during the axperiment ware waigzhed
Coreshiy shons irmrnediately after dissection ard again following lyophilisation Finally,

Docurnent [I14 , Saction 6,241

they were homogeni sed before aliquots wers taken for the deterrnination
of tadivactivity by the combu stion techrique,

For sarnples of organs with weights below 500 me or resdues with a low
detection lirmit, sarnples wers weighed aved combusted in an oxygen
attnosphere using an oxidizer, Eadicactivity in the trapped cornbustion
zases was measired by LAC, Fatty otgans and tissues were solubilized by
means of atisme solubiliser, Radicactivity from aliquots was measred
by LEC, Liquid samples weare mixed with scintillation gel and measurad
by LEC

Faga 2
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Section A6.2/01

Annex Point 114 4.2

Metabolism Studies in Animals — Basic Toxicokindics
Rt ADME Study

263

.04

30,5

6.4

37

Docurnent [I14 , Saction 6,241

Elirnination in
faspos utite and
air

Elirnination in
Bila

Cantitative
evaluation

Determination of
metabolitas

Statistical
analysis

Dmting excretion studies, avimals wets kapt in special metabolizm cages,
which allowad separate and quantitative sampling of the exersta,

Imiing bile cammmlation rats were housed under cortmlled femperature
aryd hnrmidity,

Calenlation of tal ative cotcent ations:

Edl ative corcartr ation P =
Eadivactivity admin sterad f srams of body weisht

Radivactivity measurady grams of plasma or fissua

Equivalent concentrations (radicactivity of metabolitas calculated as
equivalents of the active substanca) wers calculatad from relative
concentrations by multiplying with the dese inmg per kg

Arncnurnts of radicactivity presert in the excreta or still present a time of
sactifice inthe tissnes of the anirnal body orin the organs were caleulated
from measured concertrations and the weight cortribution to the total
body weight, Valnes wers deterrnined by weighing whers possble,
Values mot accessible by weighing were astimated as follows:

Flasma: 3.2 %, etvthrooyvtes 3.2 %, dissectable fat: 5.0 %, muacle: 4000 %

This sdy iz the bickinetic part of the general metabolistn stodies of
irmddacloptid in rats, and metabolites wers net deterrmined,

Ewalnation of kinetics:
Seriesof coneantration-time data pairs wera fitted to a sum of
exponerntials nsing the following equation

X; =sum'., [A[i:l x E{-bmﬂuu]]

where

Alj) = preexponential factor weighting the proporiionjth exponertial term
inthe fit funetion,

bij )= exponent of the jth exponertial term inversaly propottional to the
jth half lifs,

M = mmber of exponential terms inthe fit fonetion cottesponding to the
rurnber of phasesin the

exparimental curva,

(For time ocourses of the level of concentration or arnount the time axis is
chiftad by the lagtime Tlag which is the interval between admin stration
ary] the cnizet of abaorption.)
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