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PART I

Request for Authorization

in accordance with thearticles5 and 17 of Regulation (EC) 1829/2003
GM Food and GM Feed

Glyphosate and glufosinate ammonium-toler ant
and insect-resistant GM cotton GHB614xL L Cotton25xM ON 15985,
and the subcombination L L Cotton25xM ON 15985
for food and feed uses, and for import and processing

A. GENERAL INFORMATION

1 Details of application

a) Member State of applicatiofhe Netherlands

b) Application numberNot available at the date of application

c) Name of the product (commercial and other ndgme&sHB614xLLCotton25xMON 15985 cotto
also referred in this application as GTxLLxB2 cottivas been obtained by conventional crossin
lines containing the single events: GHB614, LLCo26 and MON 15985. No new gene
modification was used for the development of GTxBRxcotton.

The unique identifier assigned to GTxXLLxB2 cotten i
BCS-GH@@2-5 x ACS-GHOP1-3 x MON-15985-7

g of
ic

d) Date of acknowledgement of valid applicatidfiot available at the date of application

2. Applicant

a) Name of applicantBayer CropScience AG

b) Address of applicant:

Bayer CropScience AG represented by Bayer BioScience NV
Alfred-Nobel-Strasse 50 Technologiepark 38
D - 40789 Monheim am Rhein B-9052 Gent
Germany Belgium

c) Name and address of the person establishdeei@bmmunity who is responsible for the plac

on the market, whether it be the manufacturer,itiy@orter or the distributor, if different from the

applicant (Commission Decision 2004/204/EC Art @{8)

GTxLLxB2 cotton will be imported and processed e tEU by the same groups who currer
import, process and distribute commaodity cottonseed

ng
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3. Scope of the application

Xl GM plants for food use

Xl Food containing or consisting of GM plants

¥l Food produced from GM plants or containing ingeets produced from GM plants

GM plants for feed use

X Feed containing or consisting of GM plants

¥l Feed produced from GM plants

Import and processing (Part C of Directive 2001FET)

O Seeds and plant propagating material for cultivein Europe (Part C of Directive 2001/18/EC)

4. Isthe product being ssimultaneoudy notified within the framework of another regulation
(e.g. Seed legidation)?

YesO No

If yes, specify

5. Has the GM plant been notified under Part B of Directive 2001/18/EC and/or Directive
90/220/EEC?

YesO No

If no, refer to risk analysis data on the basis of taments of Part B of Directive 2001/18/EC

An environmental risk assessment for GTxLLxB2 cotttas been carried out in accordance with
Annex |l to Directive 2001/18/EC and Commission Bam 2002/623/EC and is described in pgint
D.9 below.

6. Has the GM plant or derived products been previoudy notified for marketing in the
Community under Part C of Directive 2001/18/EC or Regulation (EC) 258/977?

YesO No [

If yes, specify: -

7. Hasthe product been natified in athird country either previously or smultaneously?

Yesx No O

If yes, specify:

Authorisation requested for cultivation and comrranase in USA

Authorisation for food, feed and industrial use®Aumstralia and New Zealand, Canada, Japan, Kprea
and Mexico
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8. General description of the product

a) Name of the recipient or parental plant andrtended function of the genetic modification:

GTxLLxB2 cotton has been obtained by conventiomaksing between three genetically modif
cotton parental lines: GHB614, LLCotton25 and MOBB&5. The parental lines were obtained
genetic modification ofGossypium hirsutum. GHB614, LLCotton25 and MON 15985 we
conventionally bred by introgression into an améyarieties belonging to the spec{@shirsutum.

No new genetic modification was used for the dguelent of GTxLLxB2 cotton.
The combined event GTxLLxB2 inherited the followibgits from the parental lines: tolerance

glyphosate herbicides, tolerance to glufosinate anmiom herbicides and resistance to cer
lepidopteran insects respectively.

b) Types of products planned to be placed on tasket according to the authorisation applied for:

ed
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Two different types of products are planned to laegd on the market: 1) grain from GTxLLxB2 and

2) cottonseed products derived from event GTXLLxB2.

1) GTxLLxB2 grain will be imported, processed andtiibuted in the European Union similar
current cottonseed usage (food, feed and indusisigd) excluding cultivation.

2) Cottonseed products derived from event GTxLLx@8ttonseed oil, meal and linters) will
imported in the EU, similar to current usage ofduacts derived from cottonseed (food, feed
industrial uses).

¢) Intended use of the product and types of users:

GTxLLxB2 grain and cottonseed products derived frant GTXLLXxB2 will be imported in the E
from the major cotton growing areas as a commadglity will be used for downstream purposes
food, feed and industrial products by users idahtiz current conventional cottonseed and cottah
cotton importers.

d) Specific instructions and/or recommendationsuee, storage and handling, including manda
restrictions proposed as a condition of the auslation applied for:

No mandatory restrictions for use, storage and livamdare proposed as a condition of {
authorisation. All standard practices applicablecdtton today remain adequate for the handling
GTxLLxB2 cotton.

When GTxLLXxB2 cotton is placed on the EU markeg, dbelling and traceability requirements
according to Regulation (EC) N° 1829/2003 and Ratipth (EC) N° 1830/2003 will apply.

to
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e) Any proposed packaging requirements:
No specific packaging requirements are necessary.

f) A proposal for labelling in accordance with ishes 13 and Articles 25 of Regulation ((E
1829/2003. In the case of GMOs, food and/or femtaining or consisting of GMOs, a proposal
labelling has to be included complying with the uiegments of Article 4, B(6) of Regulation (E
1830/2003 and Annex IV of Directive 2001/18/EC:

GTxLLxB2 cotton does not harbour characteristicat ttequire specific labelling. Hence, no additio
labelling is proposed other than the GM labellieguirements under regulations (B€) 1829/2003 anc
N° 1830/2003

C)
for

C)

nal
]

g) Unique identifier for the GM plant (RegulatiggC) 65/2004; does not apply to applicatic
concerning only food and feed produced from GM fdaor containing ingredients produced fr

ns
pm

GM plants): BCS-GH@@?2-5 YACS-GH@DJ1-3 x MON-15985-7
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h) If applicable, geographical areas within the ®Uvhich the product is intended to be confined
under the terms of the authorisation applied fény type of environment to which the product|is
unsuited:

Not applicable because restrictions are not nepessa

9. Measur es suggested by the applicant to take in case of unintended release or misuse as
well as measuresfor disposal and treatment

The majority of imported cotton commodities will Ipeocessed products from different levels| of
downstream processing without the ability for natureproduction. Viable cottonseed will be
imported in small quantities only. The safety pmfin terms of human and animal health and
environmental impact of GTxLLxB2 seeds is identitalthat of conventional cottons and do not
constitute a hazard.

The case of accidental spillage of non-processedlLGAB2 cotton, in transit or at the processing
facility, has been considered in the risk assestiaeth foreseen in the post market monitoring plan
(see paragraph 11.4).

B. INFORMATION RELATING TO THE RECIPIENT OR (WHERE APPROPRIATE)
PARENTAL PLANTS

1 Complete name

a) Family name: Malvaceae

b) Genus: Gossypium

C) Species: hirsutum

d) Subspecies: Not applicable

e) Cultivar/breeding line or strain: GHB614, LLCotton25MON 15985

f) Common name: cotton

2a Information concerning reproduction

(i) Mode(s) of reproduction

Cultivated cotton is propagated by seeds. In theemte of insect pollinators, cotton is a self-
pollinator, but cross-pollination may take placeawtpollinators are present.

(i) Specific factors affecting reproduction

Although natural crossing can occur, cotton is ralynconsidered to be a self-pollinating crop.
Cotton pollen is very large, heavy and sticky, #mgs not wind-borne. The pollen can be transferre
by various insects like bumble bees (Bombus sspl)hmney bees (Apis mellifera). The frequency of
cross-pollination varies with the insect pollinafpulation. All the factors reducing the densify| o
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pollinators such as the use of insecticides, oregged air humidity as the result of irrigationly
essentially limit the extent of cross-pollination.

The main abiotic environmental factors affectingt@o reproduction also determine the areas
cotton production. They are: high light intensitydaoptimal temperature profiles, such as a) ac
vegetative growth range: 15 - 38 °C, b) accumuléteat GD 15.5°C need: 1,200 units, ¢) numbe
frost free days: 200, d) rapid and consistent gpnarming pattern.

i
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(i) Generation time

The cultural cycle for cotton ranges from less th@@ days, to 200 growing days from seedling
emergence to maturity depending on the varietynfallj temperature, sunshine and spring warmiri
all have an impact on optimal growth.

g,

2b. Sexual compatibility with other cultivated or wild plant species

There are no identified non-cotton plants thatsasaually compatible with cultivated cotton varistie
presently found in the EU.

Pre-zygotic, andpost-zygotic barriers greatly limit the sexual compatibility @f hirsutumandG.
barbadense with other plant species in the Gossypiae tribeddition plants of th&ossypium genus
are not native to Europe. Several members of thHgddaae family are cultivated as ornamental pla
(e.g. Hibiscusrosa-sinensis) or vegetablege.g. Abelmoschus esculentus—okra), but hybridisation
experiments of these species wabssypium spp. failed or resulted in sterile seeds.

G. hirsutumandG. barbadense, allotetraploid species that combine the AADD gaas, will
hybridise only with other tetraploid members of Gessypium genus includings. tomentosum, G.
darwinii, G. mustelinum, G. hirsutum, G. barbadense andG. lanceolatum, which species are not
known to have a habitat in Europe

ANts

3. Survivability

a) Ability to form structures for survival or doamcy

Cotton is cultivated annually and cannot survivehaiit human assistance. Seeds are the
vegetative structure for survival. Some wild forrmay produce “hard seeds” that, upon dryi
become impermeable to water and suffer delayed igatibn. However this trait is undesirah
agronomically and has been largely bred out frondeno cultivars through breeding and selection.
Cultivated cotton does not produce seeds whictpeasist in the environment for long periods of
time, furthermore cotton seed lacks the abilitgéselop dormancy.

only
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b) Specific factors affecting survivability

The main factors affecting survivability of cottare related to soil microclimate such as tempees
and humidity. If planted in moist soil before thaildemperature reaches 15 °C, the cotton see
likely to rot and die.

itur
2d is

4. Dissemination

a) Ways and extent of dissemination

Two differentiated reproductive structures areahlé for the dispersal of cotton genes in the
environment:
1. Seed dispersal. It could occur during transponplatting and essentially before and during
harvest.
2. Pollen dispersal. A number of studies concludewisn out-crossing occurs it is principally
located around the pollen source and decreaseficagitly with distance.

b) Specific factors affecting dissemination
Seeds dispersal: Cotton seed has no structuraficaigtins to facilitate transfer by animals.
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Dissemination is mainly due to human activity.

Pollen dispersal in cotton shows correlation witheict prevalence. Proximity of more attractive
vegetation, climate and insect management willregdly limit the extent of cross-pollination.

5. Geographical distribution and cultivation of the plant, including the distribution in
Europe of the compatible species

Plants of the trib&ossypiae originated in the tropics and subtropics. Wild spgof the tribe are
extremely sensitive to photoperiod conditions aachat flower in long day-light regime, therefore
they are essentially excluded from temperate césidn spite of their origin, more than 50 % of
cultivated cottons are produced in temperate zbogea30 Latitude N, but they also tend to be plants
of the southern hemisphere.

Gossypium hirsutumin its wild form is distributed over the most agtkas of Central America and ir
the South and North of America, with wild populatsahat are rare and sporadic, while South
America is considered to be the centre of origithefspecie&. barbadense. CultivatedG. hirsutum
(Upland or Mexican cotton) represents over 90 %varfid-wide production besides one only “New
World” tetraploid speciess. barbadense (Pima, South American cotton or Egyptian cottory smo
“Old World” diploid speciesG. arboreum andG. herbaceum.

Main cotton producers are China, USA, India, PakistUzbekistan, Brazil and Turkey.

In Europe, the cultivated cotton is mair@y hirsutum.

6. In the case of plant species not normally grown in the Member State(s), description of
the natural habitat of the plant, including information on natural predators, parasites,
competitorsand symbionts

In the E.U., cotton is commercially grown in Greacel Spain; and is grown in limited surfaces in
Bulgaria and Portugal.

7. Other potential interactions, relevant to the GM plant, of the plant with organismsin the
ecosystem where it is usually grown, or used elsewhere, including information on toxic
effectson humans, animalsand other organisms

Cotton is known to interact with other organismshia ecosystem including a range of beneficial ahd
pestiferous arthropods, bacteria, fungi, nemataglespunding weed species, animals and humans.
The crop has been cultivated in Spain and Greeaseftturies and has a history of safe use.

The cotton crop was produced for fibre for thousamityears, and was first utilized for food anddfe
in the 20th century. Cotton is not considered hatmif pathogenic to animals or humans, however the
plant does produce a small amount of natural arttitronal factors such as gossypol and
cyclopropenoid fatty acids.

All of the anti-nutritional factors are subjectrieutralisation during processing. Free gossypalsin
to lysine and other products, and then becomesailahle to animals. Cyclopropenoid fatty acids gre
deactivated or removed from the oil by hydrogemato during deodorization at 230-235°C.

D

C. INFORMATION RELATING TO THE GENETIC MODIFICATION

1 Description of the methods used for the genetic modification

GTxLLxB2 and LLxB2 combined cotton events were deped by the crossing of single parental
GHB614, LLCotton25 and MON 15985 lines.
No new genetic modification was introduced in GTxB2 and the subcombination LLxB2.
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GHB614, LLCotton25 cotton events were produced\gipobacterium tumefaciens -mediated
transformation. MON 15985 cotton was produced leyghrticle acceleration transformation of MON
531 cotton, which was previously genetically maaltifviaAgrobacterium-mediated transformation.

2. Nature and sour ce of the vector used

The following vectors were used for the genetiagfarmation procedure of the single events:

GHB614

The plasmid vector used for the transformation ¢iB814 is pTEMZ2, which is derived from

pGSC1700. Plasmid pTEM2 is part of a binArjtumefaciens system and was specifically desigried

for the cloning of desirable expression cassettesiton.

LL Cotton25

The plasmid vector used for the transformation b€atton25 is pGSV71, which is derived from

pGSC1700. Plasmid pGSV71 is part of a birarjumefaciens system and was specifically designed

for the cloning of desirable expression cassettesiton.

MON 15985

The PV-GHBK11LKpnl DNA fragment originating from the plasmid vect®¥-GHBK11 was used
to generate MON 15985, by the transformation ofMi@N 531 cotton event.

3. Source of donor DNA, size and intended function of each constituent fragment of the

region intended for insertion

Sources, sizes and intended functions of the iedesequences in GTxLLxB2 combined cotton eve

inherited from the respective parental lines asedbed in tables 1, 2 and 3
GHB614:

Table 1 Source, size and intended function of eamtstituent fragment of the inserted DNA fragm

inherited from GHB614

Genetic Description Source Size Intended function
Element (base
pair)
LB T-DNA left border sequence Agrobacterium 4 T-DNA integration
tumefaciens
Ph4a748At  Promoter region of the histone HArabidopsis 1010
gene thaliana High level constitutive
expression, especially in the
intron1 h3At Sequence of the first intron of theArabidopsis 516  rapidly growing plant tissues
histone H3.11I thaliana
TPotpC Transit peptide Zea mays and 372 Targeting of the protein to the
Helianthus plastids
annuus
2mepsps Coding sequence of the modified Zea mays 1337 Glyphosate herbicide tolerance

5-enol-pyruvylshikimate-3-
phosphate synthase gene

3'histon At 3" untranslated region of theArabidopsis 742

and selectable marker

Transcriptional termination
sequence

nts,
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RB

histone H4 gene

T-DNA right border sequence

thaliana

Agrobacterium

tumefaciens

4

T-DNA integration

LLCotton25

Table 2 Source, size and intended function of eagistituent fragment of the inserted DNA fragm

inherited from LLCotton25

Genetic Description Source Size (bpY) Intended function
element
RB T-DNA right border Agrobacterium 2 T-DNA integration
sequence tumefaciens
Polylinker sequence Synthetic 28 Plasmid clonitg si
P35S3 Promoter Cauliflower Mosaic 1385 High level constitutive
Virus expression
bar Coding sequence of theStreptomyces 552 Glufosinate-ammonium
phosphinotricin hygroscopicus herbicide tolerance and
acetyltransferase gene selectable marker
Polylinker sequence Synthetic 19 Plasmid clonitg si
3'nos 3" untranslated region of Agrobacterium 261 Transcriptional
the nopaline synthasetumefaciens termination sequence
gene
Polylinker sequence Synthetic 51 Plasmid clonitey si
LB T-DNA  left  border Agrobacterium 21 T-DNA integration
sequence tumefaciens

! bp: base pair

ent
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MON 15985

Table 3 Source, size and intended function of eamistituent fragment of the inserted DNA fragm

inherited from MON 15985

Genetic Description Source Size Intended function
element (kbY
Genetic elements associated with the MON 531 insert

3’end of 3 end portion of the Bacillus 0.9 Not functional

crylAc coding sequence of thethuringiensis
crylAc gene

7S 3 3" untranslated region of Glycine max 0.44 Transcriptional termination
the 7S seed storage protein sequence
gene

RB T-DNA  right  border Agrobacterium 0.15 T-DNA integration
sequence tumefaciens

crylAc expression cassette

7S 3 3" untranslated region of Glycine max 0.44 Transcriptional termination
the 7S seed storage protein seqguence
gene

crylAc Coding sequence of theBacillus 3.54 Insect resistance
crylAc thuringiensis

e35S Promoter with duplicated Cauliflower mosaic  0.62 High level constitutive
enhancer region virus expression

aad gene

aad Coding sequence for theBacterial 0.79 Resistance to spectinomycin
aminoglycoside-modifying transposon Th and streptomycin (selectable
enzyme marker)

nptll expression cassette

3'nos 3" untranslated region ofAgrobacterium 0.24 Transcriptional termination
the nopaline synthase genetumefaciens sequence

nptl1 Coding sequence of theBacterial 0.97 Resistance to kanamycin
neomycin transposon Th (selectable marker)
phosphotransferase gene

35S Promoter Cauliflower mosaic 0.32 High level constitutive

virus expression

ori-V Origin of plasmid Agrobacterium 0.39 Maintenance of plasmid in

replication tumefaciens Agrobacterium

! kb: kilobase pairs

ent
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Table 3 Source, size and intended function of eaxtstituent fragment of the inserted DNA fragm
inherited from MON 15985 (continued)
Genetic Description Source Size Intended function
element (kbY
Genetic elements associated with the MON 15947 insert

UidA expression cassette

e35S Promoter with duplicatedCauliflower mosaic 0.6 High level constitutive
enhancer region virus expression

uidA Coding sequence for the RBE.coli 1.8 Selectable marker
D-glucuronidase protein

3'nos 3" untranslated region of Agrobacterium 0.26 Transcriptional termination
the nopaline synthase genetumefaciens sequence

cry2Ab2 expression cassette

e35S Promoter with duplicatedCauliflower mosaic 0.6 High level constitutive
enhancer region virus expression

Hsp70 5" untranslated leaderPetunia 0.1 Enhancer
sequence of the heat shock
protein 70

CTP2 N-terminal chloroplast Arabidopsis 0.23 Facilitates import of the
transit peptide of thepsps thaliana newly translated proteins
gene into the chloroplast

cry2Ab2 Coding sequence for aBacillus 1.9 Insect resistance
synthetic Cry2Ab2 protein thuringiensis

3'nos 3" untranslated region of Agrobacterium 0.26 Transcriptional termination

the nopaline synthase genetumefaciens

sequence

1 kb: kilobase pairs

ent
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D. INFORMATION RELATING TO THE GM PLANT

1 Description of thetrait(s) and characteristics which have been introduced or modified

The following traitswere inherited in the GTXLLXxB2 cotton from the dmgvents GHB614,
LLCotton25 and MON 15985:

e Toleranceto glyphosate herbicides
The glyphosate herbicide tolerance trait in GTxLRx@&tton is inherited from the parental line
GHB614 .

GHB614 cotton contains tt&mepsps gene, which encodes a modified 5-enolpyruvylshikerg

phosphate synthase (2mEPSPS). The 2mEPSPS proigérsctolerance to the herbicide glyphosate.

Glyphosate is a wide-spectrum herbicide that inbithie enzyme, 5-enolpyruvylshikimate 3-
phosphate synthase (EPSPS), which is involvedamsliiikimic acid pathway for aromatic amino ac
biosynthesis in plants and microorganisms. The 28H#3enzyme however is not inhibited by
glyphosate and the expression is sufficiently hagprovide a good level of specific activity and
ensure glyphosate tolerance to event GHB614.

e Toleranceto glufosinate ammonium herbicides
The glufosinate ammonium herbicide tolerance tre@TxLLxB2 cotton is inherited from the
parental line LLCotton25.
LLCotton 25 contains thiear gene, a bialaphos resistance gene, isolated frersdihmicroorganism,
Sreptomyces hygroscopicus. Thebar gene, when expressed, enables the production efthene,
Phosphinothricin-Aetyl-Transferase (PAT) that acetylates L-glufosinate amum and thereby
confers tolerance to glufosinate ammonium herbgide

e Insect resistance
The insect resistance trait in GTxLLxB2 cottonrikerited from its parental line MON 15985.
MON 15985 has been developed to produce Bacillus thuringiensis crystal proteins, CrylAc an

Cry2Ab2. They confer protection against feedingndge caused by major lepidopteran insect pests

of cotton, including the cotton bollworm (CBWAelicoverpa armigera), tobacco budworm (TBW,

Heliothis virescens), pink bollworm (PBW,Pectinophora gossypiella) and Beet Armyworm (BAW

Foodoptera exigua). MON 15985 was produced by stable insertionhef toding sequence for the
Cry2Ab2 protein fromBacillus thuringiensis subsp. kurstaki into the genome of an existing

genetically modified cotton, MON 531 (Bollgard amt), which expresses the CrylAc protein.

2. Information on the sequences actually inserted or deleted

a) The copy number of all detectable inserts, bothplete and partial

GTxLLxB2 cotton has been obtained by conventiomaksing between three genetically modif
cotton events: GHB614, LLCotton25 and MON 1598% @halyses of the single events showed t

GHB614 parental cotton event contains a single aafpthe T-DNA region of the pTEM!
plasmid inserted at a single genomic locus. Noareoackbone sequences were detected in GHE
cotton.

LLCotton25 parental cotton event contains a sirggipy of the pGSV71 plasmid T-DNA
inserted at a single genomic locus. No vector backlsequences were detected in LLCotton25.

ed
nat:
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MON 15985 parental cotton event contains two déiferDNA inserts of MON 531 and MO
15947 origins that integrated at two different IoRION 15985 does not contain any detecta
plasmid backbone sequences resulting from botisfmamations

The intactness and stability of the inserts andt tenking regions inherited by GTxLLxB2 cottg
from the individual parental events GHB614, LLCo2é and MON 15985 was demonstrated b
complete and detailed Southern blot analysis.

Identical Southern hybridization patterns were olesé for GTXLLXB2 cotton compared to
GHB614,LLCotton25and MON 1598%parents, thereby confirming the intactness andlijabf
the parents’ inserted sequences and their flanldgipns in GTXLLxB2 cotton.

ble
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b) The organization of the inserted genetic matatithe insertion site

As described in Section D.2.a), Southern blot as&dyconfirmed the equivalent organization of the
inherited DNA sequences present in GTxLLxB2 cotmthose present in each single GHB614,
LLCotton25 and MON 15985 parental lines.

¢) Chromosomal location(s) of insert(s) (nucleusloplasts, mitochondria, or maintained in a n
integrated form), and methods for its determination

Not applicable, the molecular analysis indicates there are no deleted regions in the parente$
or in GTxLLxB2 and LLxB2 combined cotton events

on-
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d) In case of deletion(s), size and function &f dieleted region(s)

Not relevant
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3. Information on the expression of theinsert

a) Information on developmental expression ofitisert during the life cycle of the plant

Levels of 2mEPSPS, PAT, CrylAc, Cry2Ab2, Nptll &8dS proteins were measured in
leaves, squares and seed (kernels) plant tissU@¥xifLxB2 cotton, and compared to the
GHB614, LLCotton25, MON and 15985 parental lines.

Enzyme Linked Immunosorbent Assay (ELISA) with sfie@antibodies was used to quanti
expression of 2ZmEPSPS, PAT, CrylAc, Cry2Ab2 and INpibteins. Levels of the GUS
protein were measured by a quantitative GUS pregpetific enzymatic assay.

Material for these tests was collected from plantsvn in greenhouse conditions.

The protein expression levels of 2mEPSPS, PAT, AcylCry2Ab2, GUS and Nptl

measured in leaves, squares and seed plant tie§U8SxLLxB2 are comparable with the
levels observed in GHB614, LLCotton25 and MON 15@8%ental lines thereby confirming

that the combination of the events did not havéngract in the protein expression levels
2mEPSPS, PAT, CrylAc, Cry2Ab2 and NPTII.

fy
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b) Parts of the plant where the insert is expiksse

As described in Section C.3., two constitutive potens, CaMV 35S andvrabidopsis histon H4,
regulate expression of thmr, crylAc, cry2Ab2, uidA, nptll and 2mepsps genes, respectively, wit]
high activity in green tissues and seeds.

As described in detail in Section D.3.a., 2mEPSPAST, CrylAc, Cry2Ab2, GUS and NPTII a

=y

expressed in leaves, squares and seed plant tiss@IXLLxB2 cotton at levels comparable to those

observed in the respective GHB614, LLCotton25 ar@@\NVIL5985 parent lines

4, Information on how the GM plant differsfrom therecipient plant in

a) Reproduction

The traits of glyphosate, glufosinate ammonium foilbs tolerance and insect resistance
GTxLLxB2 cotton had no effect on the mode and adtseed reproduction which was found to be
same as for conventional cotton, as observed liah fiil@ls in USA during the 2008 growing season.

of
the

b) Dissemination

Two developmental stages in cotton are susceptiibltispersal: pollen and seed. No difference
dissemination capacity have been observed betwded IGB2 and conventional cotton. Studi
show that the genetic modification did not changg eharacteristics of the cotton that could imp
dissemination:

- morphology, viability and survival rate of theliem between the GTxLLxB2 cotton, the paren
genotypes and the non-transgenic counterpart exahiinthe study;

- no difference in seed morphology or fecundity sugad as number of seed per boll and 100
weight;

- no difference in germination/stand count, segliilgour or dormancy as measured by standard
laboratory cotton seed physiology tests

c) Survivability

The characteristics of GTxLLxB2 cotton that coul/é an impact on survivability, such as
germination rate and vigour remain unchanged wioempared to the GHB614, LLCotton25, MON
15985 parents and the conventional non-GM counterpa

5 in
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seed
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d) Other differences

The only differences are the resistance to insestspof the Lepidoptera family, and the tolerarmc
glufosinate-ammonium and glyphosate herbicides

5. Genetic stability of theinsert and phenotypic stability of the GM plant

The molecular, genetic and phenotypic stabilitgs6fB614, LLCotton25 and MON 15985 has beer
demonstrated by Southern blot analyses performedudtiple generations, protein expression stud
and by assessment of agronomic performance ofsplambultiple field trials.

Southern blot analyses demonstrated the intactmebstability of GHB614, LLCotton25 and MON
15985 transgenic sequences in GTXLLxB2 cotton @).2.

It was demonstrated that 2mEPSPS, PAT, CrylAc, A&v22 NPTIl and GUS proteins present in th
leaves, squares and seed tissues of the parent§ I3HBL Cotton25 and MON 15985, are present
the leaves, squares and seed tissues of the GTX2_t&Bon at essentially the same levels, thereby
confirming the absence of interactions betweerstgane loci on a protein level. (D.3).

Comparative assessment of phenotypic and agrondrmaracteristics of GTxLLxB2 and the parents
lines GHB614, LLCotton25, MON 15985 in field trialenducted at different locations in the USA
the 2008 growing season (Section D.7.5.) demomstithiat GTXLLXB2 cotton is equivalent to its
parents with regard to phenotypic characteristicbagronomic performance except for the combin
traits.

In conclusion, the GTXLLxB2 cotton generated bywamtional crossing of the GHB614, LLCotton?
and MON 15985 parental lines is genetically andhphypically stable.

6. Any change to the ability of the GM plant to transfer genetic material to other
organisms

I
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a) Plant to bacteria gene transfer

Since GTxLLxB2 and LLxB2 combined events were pietl by conventional crossing of thr
events, no change in ability to transfer genetitenna to other organisms is expected in the coenth
product.

In addition, as cultivation is not within the scogfehis application, transfer of genetic matetal
other organisms is a very remote possibility.

b) Plant to plant gene transfer

Analysis of the basic parameters relating to repectide fitness of GTxLLxB2 cotton was perform
in field trial studies in the USA during the 2008oging season. For all parameters evalua
GTxLLxB2 cotton was found to be unchanged compat@dthe conventional cotton, there
confirming that the potential for gene transfernfr@sTxLLxB2 to cultivated cotton and/or wil
relatives is the same as with any commerciallylakée cotton.
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7. Information on any toxic, allergenic or other harmful effects on human or animal health
arising from the GM food/feed
7.1 Compar ative assessment

A comparative assessment for compositional andtiomal equivalence was performed on
GTxLLxB2 cotton grain collected from a field trigarried out at seven locations in the USA during
the 2008 growing season. The comparative assessvasrtonducted to determine whether
GTxLLxB2 cotton grain is compositionally and nutitally equivalent to grain from the non GM
comparator FiberMax 958 with the comparable ger®iakground and to grain from GHB614,
LLCotton25 and MON 15985 parental lines, and whe@exLLxB2 cotton is equivalent to the
chosen comparators with regard to phenotypic anohagnic plant performance.

The results of this comparative analysis of GTXLRx&tton grain from field trials in USA

demonstrates that grain from GTXLLxB2 cotton is positionally and nutritionally equivalent to
grain from the non GM comparator FM958 and GHB@14Zotton25 and MON 15985 parental line
and spraying with glufosinate ammonium and glyptesarbicides, does not have an effect on the
nutrient composition of GTXLLxB2 cotton grain. TBIXLLxB2 phenotypic appearance and its
agronomic performance did not differ in comparigath the commercial varieties and parental line

S,

D

2

7.2 Production of material for compar ative assessment

a) Number of locations, growing seasons, geogcapBpread and replicates

The comparative assessment of cotton event GTxLLxB2 performed during field trials carried ou
in seven different locations, representing typagton growing regions of the south-eastern United
States, over 2008 growing season. The field tealgh was a Randomized Complete Block Desigr
with three repetitions and six different treatmesgimens

N

b) The baseline used for consideration of nataghtions

A range of values to be expected for each compomastestablished from published literature, as
well as from the values for the reference non GMnterpart variety FiberMax958, and the three
parental lines GHB614, LLCotton2BION 15985.

7.3 Selection of material and compoundsfor analysis

The compounds which were selected for compositiandlnutritional analyses of GTXLLXB2 cottof
grain comprise the important basic nutrients ofaotas defined by the OECD. These are proximat
(protein, fat, ash, carbohydrates, and moisturajna acids, fatty acids, micronutrients, such as
vitamins and minerals (alpha-tocopherol, calciuhggphorus, magnesium, potassium, iron, zinc)
anti-nutrients, such as gossypol and cyclopropefaiig acids.

74 Agronomictraits

Agronomic performance evaluation of GTXLLxB2 cotteas carried out at 7 locations in the U
during the 2008 growing season. The agronomic etialus included a detailed phenotypic analy
based upon plant variety description, agronomidoperance evaluations common to yield trig
including disease resistance evaluations and agranoractice evaluations.

Overall this study demonstrates that the agronounfiaracteristics of GTxLLxB2 cotton ar

comparable to the near isogenic non GM cotton #afR& 958 and to the parental lines.

N
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75 Product specification

Commercial varieties derived from GTxLLxB2 and LLXBarieties belong to the speci€mssypium
hirsutum L., and are distinguished from other cotton onjytblerance to the herbicides, glyphosate
(2mEPSPS protein) and/or glufosinate ammonium (P#dtein), and/or resistance to lepidopteran
pests imparted by the expression of @nglAc andCry2Ab2 genes.

GTxLLxB2 will be introgressed into an array of elitarieties
No new genetic modification was used for the dgwelent of GTXLLxB2 cotton. The four primary
products coming from cottonseed processing arenagl , hulls and linters.

As discussed in detail in this application, GTxLIXRotton is as safe as and as nutritious as
commercially available cotton and therefore, thectijration of food and animal feed from
GTxLLxB2 cotton is equivalent to that of food andraal feed from commercially available cotton.

7.6 Effect of processing

The same production processes applied to traditzmttonseed will be used for GTXLLxB2 and
LLxB2 cottonseed. GTxLLxB2 and LLxB2 cotton wilelgrown using the agronomic practices of the
region of production and the grain will harvestednsported, stored and processed using the same
processes as used for any other cotton in commerce.

7.7 Anticipated intake/extent of use

The intake of cottonseed products in the diet @f Buropean Union (EU27) is not anticipated to
change with the introduction of GTxLLxB2 and LLxEB®tton varieties. Cottonseed and cottonseed
products derived from GTxLLxB2 and LLxB2 varietiease not different in quality or nutritional
composition from the cottonseed products now corslnmNo change in the use patterns for cottgn is
anticipated. No potential dietary and nutritiomapacts have been identified for cottonseed fand
cottonseed products derived from GTxLLxB2 and LLxBRieties.

7.8 Toxicology

7.8.1 Safety assessment of newly expressed psotein

GTxLLxB2 and LLxB2 combined events cotton were deged by conventional crossing of the
GHB614, LLCotton25 and MON 15985 lines. No newe@modification was introduced in
GTxLLxB2 and LLxB2 cottons and therefore, there moenewly expressed proteins in GTxLLxB2
and LLxB2 cottons other than the ones already asdless safe in the case of GHB614, LLCotton25
or that are waiting a positive EFSA evaluation &8M15985.

7.8.2 Testing of new constituents other than pmete

Not applicable since no new constituents other pirateins are present in GTXLLxB2 cotton

7.8.3 Information on natural food and feed couostits

As described in detail in Section D.7.3., natustituents of cotton have not been changed
in GTXLLxB2 cotton.

7.8.4 Testing of the whole GM food/feed

GTxLLxB2 cotton and the subcombination LLxB2 wereveloped by the conventional crossing| of
single parental lines GHB614, LLCotton25 and MONd85. No new genetic modification was
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introduced in the GTXLLxB2 cotton and the subcomkion LLxB2.

The single cotton events LLCotton25 and GHB614 hlagen previously assessed as safe (E
Opinion, 2006; EFSA Opinion, 2009). The applicationauthorization to place on the market M(
15985 cotton in the European Union, according tguRdion (EC) No 1829/2003 on genetica
modified food and feed, was acknowledged as valiEBSA on June 5, 2008 and is currently un
EFSA scientific risk assessment.

FSA
DN
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In addition, and as described in Section D.3., 2heEPSPS, PAT, CrylAc, Cry2Ab2, GUS, and

NPTII protein expression levels in seed, leaf agdase plant tissues of GTxLLxB2 are similar
those observed in the relevant parental eventseliieconfirming that the combination of t

to
ne

GHB614, LLCotton25 and MON 15985 inserts in GTxLLXBotton did not have an impact on the

2mEPSPS, PAT, CrylAc, Cry2Ab2, GUS, and NPTII pgroexpression levels.

Furthermore, and as described in Section D.7.3hif &pplication, compositional analysis |
confirmed that GTxLLxB2 cottonseed is compositidyaind nutritionally equivalent to cottonseed
the non-GM counterpart and of conventional cotton.

In conclusion, GTXLLxB2 cotton and the subcombioatiLxB2 are as safe as and as nutritious ag
any other commercially available cotton for humaod and animal feed use and no further testing
the whole GM food/feed is considered necessary.
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of

D

of

79 Allergenicity

7.9.1 Assessment of allergenicity of the newlyresped protein

GTxLLxB2 and LLxB2 cottons were developed by corti@mal crossing of the single parental lin
GHB614, LLCotton25 and MON 15985. No new genetiodification was introduced in th
GTxLLxB2 cotton and therefore, there are no newtpressed proteins in GTxXLLxB2 cotton oth
than the ones already assessed as safe in thefdas#614, LLCotton25 and MON 15985.

The absence of any allergenic potential of thegingtassociated with the inherited ge@e®gpsps
and bar, expressed in the parents GHB614 and LLCottonZpemwively has previously be¢
demonstrated. The application for authorizatiorpkace on the market MON 15985 cotton in

European Union, according to Regulation (EC) No98203 on genetically modified food and fe¢
was acknowledged as valid by EFSA on June 5, 20@Bis currently under EFSA scientific ris
assessment.
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7.9.2 Assessment of allergenicity of the whole @iht or crop

Cotton Gossypium spp.) is not considered an allergenic food crop.

A consideration of specific food safety issuesmtlidentify food allergenic potential as one oueo
that would cause concern for human consumptionbl&doils that are refined, bleached 3
deodorised do not appear to pose a risk to allengiividuals, as they contain virtually no protei
Literature to date on cottonseed oil validates theory: the absence of water-soluble allergen
cottonseed oil is correlated with no clinical ajgrobservations after consumption of cottonseed
Therefore, no allergic reaction is expected fragreitrrent use pattern in the case of GTxLLxB2
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7.10 Nutritional assessment of GM food/feed

7.10.1 Nutritional assessment of GM food

The introduced traits in GTxLLxB2 are intended fmronomic benefits. Extensive compositio
analysis was undertaken, taking into consideratienOECD consensus document on “compositi
considerations for new varieties of cotton: keyd@mnd feed nutrients and anti-nutrients”. No chal
in the nutritional composition was intended andrupgtensive analysis, none was found.

The primary use of cotton is for the textile indysHowever the by-products of cotton ginning fi
many uses in human and animal diets. Compositiegaivalence was demonstrated for the f
proprieties of the cottonseed oil. The key nutseffatty acids and vitamin E (tocopherol), whick
the principal components of cottonseed oil, wereegtigated. The lipid profile is preserved
GTxLLxB2, and the fatty acid levels in the cottoedeoil samples are similar to those of

conventional cottonseed oil samples and withirréimge reported in the literature.

Cottonseed oil from GTxLLxB2 has the same nutrdilocomposition as its conventional counterp
and values for nutritional components fall withiretrange of values reported for cotton commod
in commerce.

In conclusion, vegetable oil derived from GTxLLxBatton grain will be nutritionally equivalent {
vegetable oil derived from commercially availabletton grain and there is no nutritional imp
expected from the human food use of GTxLLxB2 cotiod derived food products.
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7.10.2 Nutritional assessment of GM feed

Extensive compositional analysis was undertakekingainto consideration the OECD consen
document on “compositional considerations for nesiaties of cotton: key food and feed nutrie
and anti-nutrients”. The by-products of cottonspeatessing (cottonseed meal and cottonseed
can be used in animal feed. Cotton contains sonienatritional factors, most of which ar
concentrated in the meal fraction. The anti-namiél compounds include gossypol 3§
cyclopropenoid fatty acids, which are subject t@thdenaturation. Cottonseed meal is typic
subjected to a moist heat treatment to facilitatereonoval. This treatment denatures proteins
detoxifies the gossypol that otherwise would cabsecottonseed meal to be unsuitable as an an
feed. Anti-nutritional compounds common to cottoarg/best measured in toasted cottonseed
and are well below acceptable levels, and simildevtels in conventional cotton.

Cottonseed meal and hulls derived from GTXLLxBZ2 imgravill be nutritionally equivalent tg
cottonseed meal and hulls derived from commercialsailable cotton grain, and there is
nutritional impact expected from the animal feed aBGTxLLxB2 cotton and derived products.
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711 Post-market monitoring of GM food/feed

No post-market monitoring plan is required for Gdddl/feed produced from GTxLL cotton

The near isogenic non GM FM958 variety was usdtiéncomparative analysis of GTxLLxB2 (D.7]1,
D.7.2 and D.7.3). The intent of the genetic maditfions in the GTxLLxB2 combined event were for
agronomic benefit (D.7.4), no change in the natngl composition or value was intended (D.7.6,
D.7.10). No health claims are intended. Foodveerifrom GTxLLxB2 cotton will not be marketed
as an alternative to or replacement for traditiammionseed food products (D.7.5). GTxLLXxB2 cotton
has no specific properties that might increasaltbgary intake compared to traditional cotton ()7
There is no evidence that the long term nutritioaadl health status of some individuals of the
European population could be impacted by the mengeif GTXLLxB2 cotton derived food products
(D.7.8, D.7.9 and D.7.10) or of the subcombinatioxB2.

8. Mechanism of interaction between the GM plant and target organisms (if applicable)

GTxLLxB2 cotton differs from other cotton varietiey the tolerance to glyphosate and glufosinate-
ammonium herbicides and resistance to key cotteacinpests of the lepidopteran family. These
lepidopteran insects may be considered as targgnisms which interact with the GTxLLxB2
cotton plants.

However, the scope of this application is food #eetl, import and processing of the GTxLLxB2
cotton and does not include cultivation in the EXherefore, no interactions between GTXLLxB2
cotton plants and lepidopteran insects are expected

9. Potential changes in the interactions of the GM plant with the biotic environment
resulting from the genetic modification

9.1 Persistence and invasiveness

an assessment of the agronomic performance of GRBRLcotton, including parameters related to
reproductive and vegetative fitness was performredidld trial studies in USA during the 2008
growing season

o

In addition, the scope of this application is fotheorization of GTxLLxB2 cotton for food and fe¢
uses, as well as import and processing and doesinchide authorization for cultivation ¢
GTxLLxB2 and the subcombination LLxB2 cotton se@dshe EU. As a consequence, exposur
the environment will be limited to unintended raleaf GTXLLxB2 and LLxB2, which could occu
for example, via accidental losses during transgpiorn and processing

=h

—

In conclusion, the likelihood for GTXLLxB2 cottomé the subcombination LLxB2 to become
environmentally persistent or invasive giving riseany weediness is negligible within the scope o
this application.

9.2 Selective advantage or disadvantage

None. Agronomic performance shows no disadvantadg&TixLL xB2cotton. In very rare cases when

such accidental spillage of cottonseed could oecut seeds would germinate, the GTxLLxB2 and
LLxB2 plants would only have a selective advantagine presence of glyphosate and/or glufosinate-
ammonium herbicides and/or under severe lepidopieeat infestation.
In conclusion, GTxLLxB2 cotton and the subcombioatLLxB2 do not have any potential selective

advantage or disadvantage in plant establishmethiifcuropean environment in comparison to other
cotton, therefore no unintended effect on the emvirent is expected.
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9.3 Potential for gene transfer

The scope of this application is for authorizattdrfG TXLLXB2 cotton and the LLxB2 subcombinati
for food and feed uses, as well as import and @sing and does not include authorization
cultivation of GTXLLxB2 and LLxB2 cotton seeds imetEU.

Plant to bacteria gene transfer

Since none of the genetic elements inserted inGMgLLxB2 and LLxB2 cottons has a gene
transfer function, and no new genetic modificatiwas introduced in these combined events,
possibility of transfer of genetic material from GTxB2 and LLxB2 cottons to bacteria is equa
unlikely as for their parents

Plant to plant gene transfer

The scope of this application does not include @uhtion for cultivation of GTxLLxB2 and LLxB2

cotton seeds in the EU. As a consequence, exptstine environment will be limited to unintend
release of GTxLLxB2 and LLxB2 cottons, which cowddcur through a seed spill as a result
import. Seeds that may escape during transportoti@ive rise to persistent populations due to
seed treatment requirements.

In conclusion, likelihood of unintended environnareffects as a consequence of gene transfer
GTxLLxB2 cotton or the subcombination LLxB2 is niggle.
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9.4 Interactions between the GM plant and targgamisms

The insect protection trait of GTxLLxB2 and of tsabcombination LLxB2, inherited from MO
15985, provides control against certain key copiests of the lepidopteran family. However the sc
of this application does not include cultivation@TXLLxB2 or LLxB2 seeds in the EU and therefg
exposure to the environment will be limited to uaided release of the GTXLLxB2 or LLXxE
cottonseed, which could occur via incidental spi#laluring transportation and processing. Tak
into consideration the poor survival characterssti€ conventional cotton under most European
agricultural conditions and the fact that GTXLLxRRd LLxB2 cotton will be imported as most
non-viable seed, a likelihood that imported GTxLIBnd LLxB2 will establish a feral cotta
population and will interact with potential targaganisms affecting their insecticidal properties
be considered as negligible.
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9.5 Interactions of the GM plant with non-targegamisms

The intended uses of GTxLLxB2 and the subcombinalibxB2 specifically exclude cultivation, S

(0]

the environmental exposure to GTxLLxB2 and LLxBZiisited to the accidental release of grajins

into the environment during transportation and pssing. It would need successful establishn
and spread of high numbers of GTxLLxB2 and LLxB2nts to enable any significant interacti
with non-target organisms, which is very unlikely.

GTxLLxB2 and LLxB2 cottons were developed by thenwentional crossing of GHB614
LLCotton25 and MON 15985 lines. Three possibleriattions with other organisms were exami
on the parental lines GHB614 and LLCotton25.

The genetic modification, tolerance to herbicideducts containing glyphosate and glufosin
ammonium, did not change the interaction of GMaottarieties with other organisms in the abse
of herbicide application. Under agricultural cdrafis in the USA, when the herbicides are appl
i.) some advantage may be gained in plant populatimamics; ii.) in habitats outside agricultu
the interaction with other plant communities is iEimto that of any other cotton; iii.) no chang
could be identified in interactions with non-targatganisms in the environments under wh

glyphosate and glufosinate ammonium tolerant cottah be cultivated. Under agricultural

conditions, with direct comparisons of herbicid@lagation, insect population diversity and measu
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of sensitivity to natural pathogens of cotton founmdadvantage for the transgenic events GHB614

and
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LLCotton25.

a) Effects on biodiversity in the area of cultiveti

Under selection pressure within the area treatadl Wérbicide products, containing glyphosate
glufosinate ammonium, GHB614 and LLCotton25 malesth in the environment and, there
modify the biodiversity.

The introduced lepidopteran-protection trait cosfex selective advantage only under spe
conditions (i.e. upon attack be target insects)ckviare short in duration. The advantage is oéjyu
agronomic interest and presents negligible riskhenon-agricultural environments, and becaus
the poor survival of cotton under most Europeardi@ns.

Furthermore it might transfer the trait via pollBaw to other cultivated cotton (wild relatives

cotton are not found in Europe) in the vicinity.

b) Effects on biodiversity in other habitats

GTxLLxB2 and LLxB2 will be imported primarily as neviable seed. Therefore the likelihood t
some imported seed could escape from silos oemand germinate is very low. In the unlikely v
that GTxLLxB2 and LLxB2 plants would germinate, yh&ould only have a selective advantage
those cases where herbicide products containinfpgihate ammonium and/or glyphosate are u
In all other cases, the likelihood to establisheealf population of GTXLLxB2 and LLxBB2 is n
higher than for conventional cotton.

c) Effects on non-target organisms

There are no non-target organisms specific to GHB&id LLCotton25. All non-target organisr
would be the same as for conventional cotton. &laee no observed effects of the herbicide-tole
cotton on non-target organisms. Under agricultucahditions, with direct comparisons
glyphosate/glufosinate herbicide application, ingepulation diversity and measures of sensititaty
natural pathogens of cotton found no advantage ef@nts GHB614 and LLCotton25. Fie
observations found no differences in insect pojmrat or reactions to natural infestation of cot
pathogens.

In relation to the insect resistance trait, the entargeted application of the insecticidal chem
(plant expression as opposed to spray applicatioay limit the exposure level of many fie
arthropods. Beneficial, non-target arthropodshoecome exposed to insecticidal proteins produce
transgenic plants in several ways: by feeding @ gdlant parts themselves or through feeding
target or non-target herbivorous insects. Studieshe effect oB.t. crops on non-target arthropo
found no significant effect on abundance of gengrptedators

Considering the scope of the application (that wke$ cultivation) and the intended uses
GTxLLxB2 and LLxB2 cottons, it can be concludedtttizZe exposure of potentially sensitive ng
target organisms to the CrylAc and Cry2Ab2 proténkkely to be very low and of no ecologic
relevance, especially as it has been demonstrhtddtie insecticidal proteins inherited from MC
15985 are very specific of the target lepidoptqerests, and are safe to non-target organisms.

Therefore; the likelihood for direct or indirecténactions between GTXLLxB2 or LLxB2 and non-
target organisms in the environment is considesgfigible
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9.6 Effects on human health

GTxLLxB2 cotton has been obtained by conventiomaksing between the parental lines GHBG
LLCotton25 and MON 15985. No new genetic modifioatiwas used for the development
GTxLLxB2 cotton.

All three parental lines of GTXLLxB2 have alreadsel notified and submitted to a risk assessm

14,
of

ent.

In regard to LLCotton25 and GHB614 cotton, the ERSMO Panel concluded that LLCotton25 and

GHB614 events are as safe and as nutritious asentiomal cotton for humans and animg
MON15985 is currently under EFSA risk assessment.
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In the current application, it has been demongir¢hat there are no interactions between GHB614,
LLCotton25 and MON 15985 events when combined bgmeef a conventional breeding cross.

In conclusion, this confirms that GTXLLXB2 cottomas safe as and as nutritious as any commercial
cotton.

9.7 Effects on animal health

GTxLLxB2 cotton has been obtained by conventiomaksing between the parental lines GHB614,
LLCotton25 and MON 15985. No new genetic modifioatiwas used for the development |of
GTxLLxB2 cotton.

All three parental lines of GTXLLxB2 have alreadsel notified and submitted to a risk assessment.
In regard to LLCotton25 and GHB614 cotton, the ERSMO Panel concluded that LLCotton25 and
GHB614 events are as safe and as nutritious asentiomal cotton for humans and animals.
MON15985 is currently under EFSA risk assessment.

In this application no differences were identiffed nutritive value of the seed and no indications
toxic or adverse effects were associated with drljeosources of cotton in the tested animal sgeci

D

In conclusion, cottonseed of the combined eventerdTXLLXB2 and the subcombination LLxB2
is as safe as and as nutritious as any commentiainc.

9.8 Effects on biogeochemical processes

As described in Section D.7.4, an assessment afgrenomic performance of GTxLLxB2 cotton was

performed in field trial studies in USA during ti2908 growing season. No differences were
observed in agronomic studies that would indicateegative effect on biogeochemical processes
resulting from the cultivation of GTXLLxB2.

In conclusion, negligible effects are expectedtmliiogeochemical processes occurring in the soil
within the context of the current application.

9.9 Impacts of the specific cultivation, managet@ed harvesting techniques

Not applicable since the scope of this applicat®authorization of GTxLLxB2 and LLxB2 cottons
for food and feed uses, and import and processidglaes not include authorization for cultivatidn o
GTxLLxB2 or LLxB2 cottonseed in the EU.

10. Potential interactionswith the abiotic environment

GTxLLxB2 cotton and the subcombination LLxB2 conwithe tolerance to glufosinate-ammonium
and/or glyphosate herbicides with an insect praiectrait. The traits in GTxLLxB2 and LLxB
cotton are not aimed at modifying the interactiohthe plant with the abiotic environment.

NV

As presented in Section D.7.3, chemical analystb@hutritional components in GTxLLxB2
cottonseed found no differences in the mineral amsitipn and thus no reason to consider mineral
utilization from the soil to be different than foommercially available cotton.

Furthermore, the scope of this application is fatharization of GTxLLxB2 and LLxB2 cottons for
food and feed uses, and import and processingdaes not include authorization for cultivation of
GTxLLxB2 or LLxB2 seeds in the EU.
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11. Environmental monitoring plan

11.1 General (risk assessment, background infammat

As required by Article 5(5)(b) and 17(5)(b) of Rémion (EC) No. 1829/2003 the propos
monitoring plan for GTXLLxB2 cotton has been deywad according to the principles and objecti
outlined in Annex VII of Directive 2001/18/EC ande&ision 2002/811/EC establishing guidar
notes supplementing Annex VII to Directive 2001A@/ The structure of the monitoring plan al
takes into account the guidance on presentati@pplications provided in the Guidance Documen
the Scientific Panel on Genetically Modified Organs for the risk assessment of genetic
modified plants and derived food and feed (The EBS8érnal (2006) 99, pp. 1-100).
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11.2 Interplay between environmental risk assessara monitoring

The scope of this application is the authorisatioh GTxLLxB2 cotton varieties and th
subcombination LLxB2 for import, processing, foatldeed use in the European Union (EU) un

e
der

Regulation (EC) No. 1829/2003. The scope of thdiegipn does not include authorisation for the

cultivation of GTXLLxB2 cotton seed products or itdtivation of the subcombination LLxB2 in tf
EU.

An environmental risk assessment (e.r.a.) was ezhrout for GTxLLxB2 cotton and for th
subcombination LLxB2 according to the principlesl ldown in Annex Il to Directive 2001/18/E
and Decision 2002/623/EC establishing guidance snagpplementing Annex Il to Directiy
2001/18/EC. The scientific evaluation of the cletgdstics of GTxLLxB2 cotton in the e.r.a. h
shown that the risk for potential adverse effectshaman and animal health or the environmer
negligible in the context of the intended uses ®kA.xB2 and LLxB2 cotton

e

11.3 Case-specific GM plant monitoring (approattgtegy, method and analysis)

The scientific evaluation of the characteristic$3dxLLxB2 cotton and the subcombination LLxB2
the e.r.a. has shown that the risk for potentialeesk effects on human and animal health or
environment is negligible in the context of theeimded uses of GTxLLxB2 cotton. It is therefg
considered that there is no need for a case-speadhnitoring.
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11.4 General surveillance of the impact of the GM pl@mproach, strategy, method and analysis)

The objective of general surveillance is to idgntife occurrence of unanticipated adverse effefct
the viable GMO or its use on human or animal healtthe environment that were not predicted in
e.ra.

The baseline and controls for general surveillamitierely on the historical knowledge and experier
with non-GM cotton as comparable reference wheresgary as the intended uses are the san
that of any other commercial cotton. The people #uair networks participating in the surveillan
plan, such as operators involved in the importdhiag and processing of viable GTxXLLxB2 cotta
would tend, although not exclusively, to be begeslito observe and report any unanticipated aev
effect in the framework of their routine surveilt@nof the commodities they handle and use. T
will report immediately any adverse effect to BaggopScience, who will directly investigate a
inform the European Commission in accordance widglation (EC) No 1829/2003, or at leg
annually whether or not a potential adverse effigxg observed.

The operators will be provided with guidance tdlfete reporting of any unanticipated adverse @ff
from handling and use of viable GTxLLxB2 cotton.yBa CropScience will provide approprig
technical information on GTxLLxB2 and further infoation on the product and relevant legislat
will be available from a number of sources, inchgdindustry and government websites, offig
registers and government publications.

The general surveillance information reported ta awollected by Bayer CropScience from |
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European trade associations or other sources wikhrialyzed for its relevance. Where information

indicates the possibility of an unanticipated adeeeffect, Bayer CropScience will immediat
investigate to determine and confirm whether a iB@gamt correlation between the effect a
GTxLLxB2 cotton can be established
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11.5 Reporting the results of monitoring

In accordance with Regulation (EC) No 1829/2008,atthorisation holders are responsible to inf
the European Commission of the results of the gagserveillance.

If information that confirms an adverse effect ofX&LxB2 or LLxB2 cotton and that alters th
existing risk assessment becomes available, thw@asation holders will immediately investigate 4
inform the European Commission. The authorisahotders, in collaboration with the Europe
Commission and based on a scientific evaluatiorthef potential consequences of the obse
adverse effect, will define and implement manageémegasures to protect human and animal he
or the environment, as necessary. It is importhat the remedial action is proportionate to
significance of the observed effect.

The authorisation holders will submit an annual iteying report including results of the gene
surveillance in accordance with the conditions bé tauthorisation. The report will contg
information on any unanticipated adverse effectt thave arisen from handling and use of vig
GTxLLxB2 or LLxB2 cotton.

The report will include a scientific evaluation thfe confirmed adverse effect, a conclusion of
safety of GTxLLxB2 and LLxB2 cotton and, as appiat#, the measures that were taken to en
the safety of human and animal health or the enuent.

The report will also clearly state which parts b tprovided information are considered to
confidential, together with a verifiable justifioat for confidentiality in accordance with ArticB9).
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12. Detection and event-specific identification techniquesfor the GM plant

The detection method for GTXLLxB2 cotton is basedtbe validated detection methods that
available for GHB614, LLCotton25 and MON 15985catto

The detection method for GTXLLxB2 cotton has beent $0 the Community Reference Laborat
(CRL) (http://gmo-crl.jrc.ec.europa.eu/statusofdoiss) of the Joint Research Centre of the Europ
Commission (EC-JRC) for the purpose of experimetetsting and validation.

Appropriate control samples have also been madé&bieato the JRC-CRL.
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E. INFORMATION RELATING TO PREVIOUS RELEASES OF THE GM PLANT
AND/OR DERIVED PRODUCTS

1 History of previous releases of the GM plant notified under Part B of the Directive

2001/18/EC and under Part B of Directive 90/220/EEC by the same notifier

a) Notification number
There is no history of release of GTXLLxB2 cottortie EU.

b) Conclusions of post-release monitoring

Not applicable.

¢) Resultsof thereleasein respect to any risk to human health and the environment (submitted
to the Competent Authority according to Article 10 of Directive 2001/18/EC)

Not applicable.
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2. History of previous releases of the GM plant carried out outside the Community by the
same notifier

a) Release country :

GTxLLxB2 has been field tested in the USA since&Qfermit number 08-119-101n) and in South
Africa in 2009 (permit number 17/3(4/09/024).

Field tests of LLxB2 in the US and Australia haweeb conducted since 2002, and in South-Africa fin
2008 (permit numbers 17/3(2/08/233); 17/3(4/08/2a40 2009 (permit numbers 17/3(2/09/187);
17/3(4/09/188)).

b) Authority overseeing the release

USA: United States Department of Agriculture (USDA)
South-Africa: Biosafety Directorate, Departmenigfriculture, Forestry & Fisheries

Australia: Office of Gene Technology Regulator

C) Release site

USA: United States Department of Agriculture (USDA)
South-Africa: Biosafety Directorate, Departmentgfriculture, Forestry & Fisheries
Australia: Office of Gene Technology Regulator

d) Aim of the release

See E.2.a., field releases for breeding and vadietylopment, technical developments for best
agronomic practices and cotton integrated pest geanant systems have been conducted.

e) Duration of the release

The generation time for cotton from planting tovest is 100 to 200 days.

f) Aim of post-releases monitoring
Volunteer GTXLLxB2 plants in subsequent season.

g) Duration of post-releases monitoring

One or two seasons, until no volunteers observed

h) Conclusions of post-release monitoring

Occurrence of volunteers is very infrequent andedelpnt upon mild conditions in the winter seasdn.

=)

i) Results of the release in respect to any ugkuman health and the environment

No risk to human health or the environment has liedicated by the field release experience.
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3. Links (some of these links may be accessible only to the competent authorities of the
Member States, to the Commission and to EFSA):

a) Status/process of approval

The JRC websites http://gmoinfo.jrc.ec.europa.ep/dmowse.aspand_http://gmo-
crl.jrc.ec.europa.eu/statusofdoss.grvide publicly accessible links to up-to-dat¢éati@ases on the
regulatory progress of notifications under DireetR001/18/EC and Regulation (EC) No 1829/2003.

b) Assessment Report of the Competent Authoriiye@ve 2001/18/EC)

A notification for GTXLLXB2 cotton according to Rctive 2001/18/EC has not been submitted by
Bayer CropScience.

c) EFSA opinion
Not available at the time of submission of thislagpion.

d) Commission Register (Commission Decision 2004/2Q)

Not available at the time of submission of thislapion.

e) Molecular Register of the Community Referencbdratory/Joint Research Centre
Information on detection protocols will likely bested at http://gmo-crl.jrc.it/statusofdoss.htm.

f) Biosafety Clearing-House (Council Decision 20828/EC)
http://bch.biodiv.org/

g) Summary Notification Information Format (SNIEduncil Decision 2002/812/EC)
http://gmoinfo.jrc.ec.europa.eu/




