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Givaudan0

March 11, 2011

Via email and USPS

Matthew G. Leopard, Director L
Information Management Division j ''I IIlflIII
USEPA Headquarters 8 E HQ 0 8 17 119 8

Ariel Rios Building
1200 Pennsylvania Avenue, N. W.
Mail Code:- 7407M
Washington, DC 20460

Re: Withdrawal of Confidentiality Claims

Dear Mr. Leopard,

We are writing in response to three letters from you dated February 8, 2011 regarding claims
of confidentiality for the identity of five chemical substances that were the subject of reports
under Section 8(e) of the Toxic Substances Control Act ("TSCA") dated March 27. 2006, July
1, 2008, and April 21 and May 19, 2009. Givaudan hereby withdraws all clams of
confidentiality made with respect to the Section 8(e) reports in question. This withdrawal
relates only to the five reports referenced in your letters, not to any other submission that
Givaudan may have made under TSCA.

Please note this withdrawal of confidentiality is intended only to allow EPA to reveal
to the public the information that was claimed confidential at the time of the reports in
question. Givaudan is not relinquishing any property rights in the studies in question.

If you have any questions regarding this letter, please contact our counsel, Thomas B.
Johnston, McKenna Long & Aldridge LLP, at (202) 496-7656.

Sincerly /

Greg/Adamson, Ph.D.
Vice President Regulatory Affairs & Product Safety
Givaudan Fragrances Corporation

cc: Mr. Scott M. Sherlock (OPPTS) '1 11 ii I
Mr. Ryan Wallace (OPPTS) III I 10001I II1I H ii

Givaudan Fragrances 717 Ridgedale Avenue East Hanover NJ 07936 USA
Corporation T 973 576 9500 Audix 973 576 9300 wwwgivaudan.com



UhI KELLER AND HECKMAN LLP
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1001 G Street N.W.
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Via Courier 
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TSCA Confidential Business Information Center (7407M)
EPA East - Room 6428 Attn: Section 8(e)
U.S. Environmental Protection Agency
1201 Constitution Avenue, N.W. jjII 'II ,~j I
Washington DC 20004-3302 I11 1 I I' II

Re: Givaudan Fragrances Corporation; Submission of Preliminary Test Results for
Ben zeneacetonitrile, a-cyclohexylidene- under Section 8(e) of TSCA

Dear Sir or Madam:

On behalf of our client, Givaudan Fragrances Corporation (Givaudan), we are advising
the U.S. Environmental Protection Agency (EPA) of preliminary results from an ongoing
toxicity study in accordance with section 8(e) of the Toxic Substances Control Act (TSCA) as
interpreted in TSCA Section 8(e); Notification of Substantial Risk; Policy Clarification and
Reporting Guidance (68 Fed. Reg. 33,129, Jun. 3, 2003). Although it is not clear that these
preliminary results are reportable under section 8(e), per se, Givaudan wishes us to provide this
informnation to the Agency on their behalf consistent with Givaudan's commitment to product
stewardship.

The preliminary results stem from a combined 90-day oral repeated dose and a one-
generation reproductive, toxicity study being conducted in rats with Benzeneacetonitrile,
a-cyclohexylidene, CASRN 1046 1-98-0. Under the study, twelve males and twelve females are
dosed daily by oral gavage at each level: control, 10, 40, and 160 mg/kg. The vehicle, which
also serves as the control, is corn oil. The protocol is in accordance with OECD Guideline 408.

Four high-dose females were sacrificed during weeks 5-7 of treatment for reasons of
animal welfare. All of these animals were sacrificed due to a marked loss in bodyweight and
poor clinical condition. One female killed during week 5 was observed to have convulsions prior
to sacrifice. The remaining three females showed signs of abnormal gait and posture (tilted
and/or flat), hypoactivity, partially closed eyelids and piloerection. At necropsy, all animals
were noted to be thin; no other consistent rnacropathology findings were recorded.
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KELLER AND HECKMAN LLP
TSCA Confidential Business Information Center (7407M)
July 1, 2008
Page 2

Three of the eight surviving females in the high-dose group showed signs of abnormal
gait and two showed signs of abnormal posture (tilted or flat). Treatment of high-dose females
has been stopped; these animals will be subject to a four-week recovery period.

All males in the high-dose group exhibited salivation and chin rubbing; up to five animals
exhibited forepaw paddling. Similar observations were noted in several of the male and female
animals in the mid-dose groups as well.

The onset of toxicity, as recorded during this repeated dose study, is at lower doses than
previously demonstrated in acute toxicological studies (rat, oral LD50 = 619 mg/kg). No
treatment-related clinical observations have been noted among males and females at 10
mg/kg/day.

The study is still in progress. We enclose a copy of the preliminary study and sanitized
copies of this letter and the study as well as substantiation of the confidentiality claims.
Givaudan will provide the Agency with a copy of the final study report when it is completed. In
the meantime, should you have any questions, please do not hesitate to contact me at 202-434-
4121.

Sincerely,

stnC. Powell, Ph.D., Esq.
Counsel for Givaudan

Enclosures

cc: G. Adamson, G. Ellis, B. Lewis, and J. Zangaro
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Study number: GEN/0048

Study title: Combined 13 Week Toxicity Study and One-Generation
Study by Oral Gavage Administration

Study Director: Sadie Stamp
Study Monitor: Graham Ellis

Treatment commenced: 21 April 2008 (Subset A animals)
Terminal sacrifice: 21 July 2008
Groups covered in the summary Groups 1-4 (Subset A animals only)
Draft report (QA audited): 21 November 2008

Study design:

Subset A

Gop Tetet Dose Number of Animals
(mg/kg/day) animals nmee

Male Female Male Female
IControl 0 12 12 25-36 85-96

2 Peomle 10 12 12 1-12 73-84
3 Peonile 40 12 12 37-48 49-60
4 Peonile 160 12 12 13-24 61-72

All data and interpretation are provisional and as such, may be subject to alteration in
subsequent documents.



04 C 0 00 0 0 00 000> C () 0 00 00(

4C4i 0 0) 00 0 0 00 000)(DD0 0 0 00(

4-

en I

0 0 -0 0 0 -0-0 0 00 0

00 0 00 0 0 0 0 00 00 0

4) 0

o) 42

o 0 0U

C)' U a



- -- - - - -- C'4 C4 0 en~ (N-

4C)

C)- 00 000 0 0 00C 0 0 00

c"- 00 0 0 0 00 ) ) C>C 0 0> C 0

-- 000o000 0 0 0 0 0 0 0 0

C$~ 000 C 0 0 C -0C 0 0o 00

r- 00 000oC>o 0 0 00' 0> 0 00Cc

004
N~t~ 1.0 00 000 0> 0 C0 0) 0 0

,a3

0

0

-0 00

0 - 0 ~C
u Q

0 0 Cu Q a
0 0 co 0

W)o) ,4



-- C> el Cl C- C>

0000 00> 00

Cl ~~0 000 C 0 4

N- Q00>0 D 0 0

T~0 C) 000 00 00C

00

z
0 I

(U

00

o u0 M 0t

- q 0 0~ 0

0 0 0 d)

0 
P

00

- 0

ul 0



0 OOO-OOOa- C)O %0W0% 4OQ%

00P

4

44

o 0

4

0

W

Ma o 0.0



0 C

C)o 00

P,

00C)0 000Q

44

0 -4



0,"

en000n00000 000t

pa

0 00 0 0 O 0 0 r- ON

on u



0-l C ' V - (- - k ~ '4( ~ ~ -

0L 00000000D C 0 000C)0 

00000000 C 0 00 0 00 C

0

c)

0 '6 00 000 .0C > C 0 00D0 -0

0

P4

0C00 0 0 00 0 00C DC

0 eC) 0000000 0 000 l D0 00

C-V)O - 0 ( c 4 r.4

0

0

.4.

00

00

C144

~-Ci do).0

0 U



00 00 00 0 0 0000

00 0 00 0 00 000000C

0

00 0000 00 000000

00C 000000 00 000 00

00 0 0 0 0 00 0 0 0

4-4-

UU)

o eoM

C4 0

0

0o

u Q



0 00 00 0 000 0 aa C

cm

04 C 00C )0000 000 0DCl C

0
0

a4 C 0 000 0000 40

It
a
C,

'o o. 0, '00000 0 00 0 0

0

0 00 0 0 00T

o

*0

'4-4

0

W 0

co

0~~
R 0

~ ~4 ~ MU4



0

0000000

04000000

4-4

4 1

U) W

U) 0

te .

0
VV

IOU



-4 - N

00

p4 t<~ \0C C 4 I- 00C4 q

Q% r~4 - ON fn O-4 %'4-

(%'4 n4 C '4 (6N'4 r

>,- .- d4 \O'4(4 r- M q % C'4

fn ('4 en'4 (' 4 N'4

N% 00
00 4 - e4o' ooot' 1- e o'C4

() - -% 4

C4NenC

- ~ z ~ ~z*:

c;~l - 4 o(4'4It04



en No- NC4 k - K

04 C4 N

NN

C4 fn ~ r C4Oen

N Nq

C4 - N4 - C4) - "

CN N N1 e4

.0 ~ ~ ~ ~ .gp -0z m =
V3 O N ~ N '~N O

04 - - o -
u



I2i

C- tk'C4 It t 1 00 r C *

06 00
a t-enC4 0r-e C14 6 4 m 6ca

('C4

00ow
m vi C4 N '10 4 :0

a 0-1M

00 0 -r04C4 k

'-. 00 en
-4 -0o 4o N - q 00 C4

r % C4 RA4 ~ C4 r.: -4 0 C.I

al z z a z

.1 riI

-I-. N



0 N "t 0oC4 N %nN Ott

(UN -: -' r- 'n -o w -' -'

0

0% %nO~o 'oN - 0N C4W

t -w C4 00W; 4 - -i C4 00W -4

p z
W W~ CA wo



0

en 9) 00 0(C W) C4~ cn C00c en O C4f
4) 4)f 00 * 00 0

u r- t C4 n e- M -n0

4L) 00 00 0% 00

o en 0 - r- 0 0

_ Ur 00 00 00 00

aVi

o 00 00 00 0

r0% m 00n me

0%

V0 0 00

0 C0 C%



0~ %00 en~ O\1 qn enl W) m*( r-o Nr fn

M 00 N00Q ) 04~ e It mm i m

cm~-

Cq Mn en e N 00enn

rf) en~ m. 0 m4 en r .e

94

0 ~ a. 0

o ue~ e'



0

C)

U

(U
4)

p.
4

*4:2 E~
(U

o

4)

0
~4-4

4)
0

0
U

(U
(a

*0
0

!~4)

.~

m~ ~. 0 ,,

4.



ca

0 00

In 0

4)4

o 0

0 0 ~ 0

U)U

00

.0

U I~00 0 ~00



r.
4

-I m

Ch

0*

0 0 S

00
UU

CA) 04

0~4 L).~*

- ~~ ~ C cUz xr~iiU
fn 01.m

E)

0 -0

0

co

g0*is o



N

j4

4)

a)

4)

o -.
U U

p4
U

0 -~

o

0
U

0

.0
0

I-

diJ~c~~'-~
p4

(~C~



ON 0

C, t

C) en T C1

0.P4

.0 1-

00

() U 0 =

0

0

C1U

U,,



0)0

C4,

600

0.03

(U

041

0-0

4) -

4)U 0 )



C0M

C.4o

to 0
4)D

4)

d.~



en n

C.C,

en N

en 
a'

a' n

M~ en 0 ;

0- 0 
0 

i .0 0-
p44

enen

0 0



00%

r~rz

~en

ene

-CT,

0 
-4

-'.
ei.C"

0 .01

0 P.

0 Cd 0

0

lk0)
.0

o 4 0

I-2I

0) F



Idi e

N 0

CIT a 4-

c, 6,6 Id"eqc 6

P4-

-- tao

4! -

U U

n >-

bac rA

00r

0

0 0~



0C14

C'.14

r4 14

C, -- 4

-C- CM ,

CC
d0

00
V~ g) 00:~ :

0 > 00 to 0

04 ~. C

10 0

Ien

o cl~
13,.
0Co) :

0 . x



ef

C4..

U- ca

0-i V

U PJ



)

00

0

0 U
a-.



0%

It

Ua

> U

boh

zR
0,

'U**0*o ' o
U"1 0'



en.

101

o to 1 10 1

0 0

A T,

.~ Sri n



A4-

0 rAr ~ N.~' ~ oo o
0- V oZ6 o 4 g oo

0 92
49)

4) b)

0= >=(
I~ 4 ) 0

U .~ ~ ~ ~cd

I- 0)(

o -

0 k

0



(.q m

0 I

a~

P.4

o a_

I.)n



0%

(.4

4)4

4)4

c6

0~o
0,0

ca Go~

U 03
> -(4 '

0. , 'a

10.- b
POO po 

.0J

Im~(f (5UC 0 [L



(U

004

-n m

* CD %0~~

4)4

o

4) 0o 0
Pu -4- -

'Uo

rjA

0

a .i



cnf

,4. .0 0 S

CV0

o

t) Cu 08



C)1

'AIo

C-',

d)4 '1 Z

040

4ti

on o



C4

0~0

beb

0 .0 .

00

o- oUe



CC

0 - 00

In ca%6~' t3 0~0 %
-0f 0%

Cf=0

d>

ulC

61- . -c'



C4e4 C1

00

020

(0%.~ 0 041

42L

-0- 02

00

0

00,1



C"-

C cp

0 It

'00

2oo

('10-4-~ U, U204

900

00
z

to0



C4

0

0e4

en en

en en en 

-- C- C'. C

o -- ('4 -=.-C*4C*4 N' ' 0
qt 0 %0 1 - 0

enN

024

W o W- :31
0 w o o



O4N

kee

TO Co le rz 4

100

-4 (N4 -

C~~E'AL 4 CL

Ka

4)4

0 0 0

u Q



4) 
C

z
0

o %

0
040

040

44 0

04(

0

o 0

0

00A
0) (- 00c~c1

td o6

0 U



0

U

U

I-
0

0

U
t.J

0

U
'-4 z
~0
oi~.

U

0
U

0
0

U **U ~

0 -4

0 0

0
0 5-0

(5
U

0
00

I U,
U ....

;~ U
'0r4..

U U,
-

U

~ 0 a)

~' .~z t s
~

~-4 U .-.

< 'F-~



~Cq

t4 -i

rum

Z0

00 M

94  
1 Z

0 0

~4Uf4



gp,

LiLi

04

W PW4'

11o 42 2 3
o R n 9U

P4 UV NV O

0C,, 'AA

4) 44

ba

9>

4.)

-d


