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COFFICE QF

' SUBJECT: EPA Flle Symbol n kY 38"7!-— = '
' Stirrup~M Pheromone for use as a Mite Attractanqpin gak

Pestic1de Formulations(l Te Ve o o
L“""A’/ (7’ -7 ?’V'

FROM: - william- S. Woodrow, Ph.D. ,
: Section VII, Toxicology Branch . ﬁ‘
Hazard Evaluation Division (T5-769C) (:B 8(?{
o - S o D ‘ s
TO: Willie Nelson, PM Team 17 o (:\,C.L, .

Insecticide~Rodenticide Branch
Registration Division (TS-767C)

THRU: Albin B. Kocialski, quperVLSOry Pharmacologlst ,
' Section VIT, Toxicology Branch (o a
Hazard Evaluation Division (TS 769C) B&ﬂ‘jffl%ﬂfaﬁh:

105 Bouth Second Avenue, Suite 101 - ‘1',
Phoenix, AZ 850011 ‘ .

.Action Regues?@d o R

In a letter from Andrew Jovanovxch of the Tochnology~
Services Group, representing Fermone Chemicals, Inc,, dated
August 20, 1986, the following requests to the Agency were
made on behalf. of the product, $t1rrup -M: _

1. A reg1"trat1nn for Stlrrup -M as ‘a pest1Clde productf

: to be used in con]unctlon with other reglstered ‘
miticides; . i :
2. A general exemption from tolerance for the acthe
Jngredlents in: St1rrup M: :

3. A clearance for use of Stirrup=M 'as an inert .
' ingredient in registered miticides; and

O PESTICIDES AND TOXIT MJQSTAN!




a Gtirrup -M. o o :

”fﬁ  chxqround Information- ) | ﬁ
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A, . A anctn1 exemprinn from tolerance for use nf
Stirrun-M as an inert additive in registeréed

- tm1t1c1des..

. Add1t:onal toxicity data were suhmJtted in Gupp@tt of

‘ A prev:ous request for registration of Stirrup- “M stated
tnat the Stirrup-M active ingredient is known as Farneqol,»_v_T
wh]ch has the following chemical name: _ B

3 7, 11- Trimethy -2,6,10~ dodecatriene-1-ol,

(See wOodrow 8 memorandum of July 9, 1986 to wiliie
Nelson ). . : L

~ ‘some acute toxicity studies were submitted with the
previous Stirrup-M correspondence, and were evaluated in

'",woodrqw?s July 9, 1986 memorandum,

The.pre ent reply to the August 20, 1986 Jovanovitch
‘letter states that Stirrup-M is actually composed of two
“terpene alcohelzs named FARNESOL and NEROLIDOL, whose chemical

formulations are preaented below:

| FARNESOL -

CH3
N | _ . e
: cnuca-cn2-CH2-C=CH<CH2-CH2*?=CH-CH2~0H
: ;o . . |
 CH3 . - CH3 . CH3 -
NEROLIDOL - |
L»' CH=CH-CH2-CH2+C= cn ~CH2-CH2-C~CH=CH2 = | AR
A o | / N\ T P LT
CH3 . . CH3 | CH3| OH

_ Acute toxic1ty studies conducted separately with Farnesoﬂﬁ'
~and with Nerolideol were submitted with the August 20, 1986 . L
Jov1?0v1tch letter, in support of Stirrup-M registrat1on, oz g4;11‘n4y
.. L~ [ Adaral . *~ N A‘t;, L-\, (A“‘CL«A«:( L) QUSRS :
Recommendatlons' b te e s*kv § -ﬁ4'

l. The use of Stxrrup “M mixed with miticide pesticides .n 
to control mites on food crops is not supported o
: tox1cologxra11y. :
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Rc yly to specific reauests reiterated under Actinn
”Roquested in the present memnrnndum' ,

i, (Regquest) A registration for qtirrup -M as a -
~pesticide product to be used in con1uncf10n L
'with Other reglistered mitxcxdes. ' o :_-,.';og

Regly ~ Stirrup- -M is a pherdmone product
.ntended for crop use, and as such, all of the
toxicity data requirements under Tier r 1 for
‘Biochemical Pesticides must be suEmitted and

accepted

The'following requested toxiéity dhta'undét"
Tier 1 teste for Biochemicals remain data

Q_E_'
" o . One 90- day qubchronlc feeding study

_'o"Cne teratology study -

o; A'battery of mutagenicity studles to detect'f‘

‘ [;5Gene mutation

- ;_ctructural chromosomal aberrations 11; \”fo~l”ﬁ

e.g., numerical

c eﬁfects ,
; rect DNA damage

' —'Other genotoxi

o The‘surf’acta'nt_a.cohtajined inthe
product formulation mus fbe.cleared-by the'

Agency for food use.

(See wOodrow s memorandum of July 9, 1986 for
reference to gurrent data gaps and the need
for clearance )

Cii. (Request) A general exemption from tolerance .
for_ the active ingred1ents in Stirrup- M. -

-Replx - An ‘exemption from tolerance for the T
Stirrup-M active ingredients may be con51deredpjf',_
‘upon submission of all of the outstanding data ... -:
(c;ted under i. above, in acceptable form), . and -

upon proper verification of food use clearance . .

- 411, (Request) A clearance for useé'of Stirrup—M_hs.i]f
'+ an_inert ingredient in registered pesticides. = -




2.

. a. Acute Oral LC50 - rat, sing Stirrup -M (0. 923%-

4 i - 005579J

Replg - Stirrup-M cannot be cleared as an

inert ingredient for use in registered
pesticides, ‘

The Federal Insecticide, Fun01c1de, and
Rodenticicde Act, as amended (PL 92-516 October 21,
1972 as amended by PL 94- 140 November 28§, 1975
and PL 95-396 September 30, 1978, under "Sectlon
2. Definitions" "(a) Active Ingredient - the .
term 'active ingredient' means (1) in the case: -
of a pesticide other than a plant regulator,
defoliant, or desiccant, an ingredient which
will prevent, destroy, repel, or mitigate any
pest. . i . L

Stirrun-M is intended to mitiqatp certain ﬁite
species (Tetranychid species)nby cau51ng behav1or
mod1f1cation.,, ¥ . .

iv. . (Request) A special exemptzon'from‘tbierahce
for use of Stirrup M as an inert addjtive 1n
) gisterea miticides. i

Reglx‘» The special nature of . Stirruva has -
already been considered in that this product

% was designated a biochemical pesticide, for P;Vaf’
| which onl _Tier l_biochemical pesticiae data

ape T e g

Previously submitted toxieity data-‘

ai - Multi-methyl alkenol)
A O LDsg > 5050 ‘mg/kg. |

Texicity-Category: Iv

ClassifiCation- Ccre Guldelxne Data.

b. Acute Dermal LDgn -~ rabbit, using Stirrup-M (0 923%

Multi-methyl alkenol)
|

A D LDgg > 2020 mg/kgq

Toxicity Category: 111

Classification: Core Guideline Data.
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‘Data revfew' ST e

{0, 923% Multi-methyl alkenol).

‘wnich cteared within 24 hours.
“TOViﬁlty Pategpry- 'IV i |
| v

-Classxficatlon. |,ore|Guide1inl§Data.

%’:ﬁ.’tff”'

Acute Inhalation LCg -~ rat, uQinn %tlrrup -M o
(0.9239 Multi mpthyi alkenol). Lo

5

A1 LCsp > 3.37 ma/L- for t = 4 hours.

Tox1c1ty Cateqorx IIi_“. _ o "’Q”“

;Classificatibn: Core Minimum Data.

Prlmary Ocular Irritation - rabblt, usan Stirrup—
(0. 923% ‘Multi-methyl alkenol) = ST

The test material produced mild ocular irritat1on
in washed and unwashed rabbit eyes. : :

TOXlCitY Catggory* 111

Cla551ficatxon- Core Gu1de11ne Data.,

Primary Dermal Irritation - rabbit, u51ng Stirrup-M

The test material caused slight irritation at’ 1 hour,f

Acute Oral Toxicity - rat, using Parnenocl (DUrity~tiTV
composition not given),“ | YT

Acute Oral LDgp - Farnesol (tentatively) > 5050 mg/kg
(5. 6 mL/kg) _ ;

Toxicity Catggory- IV

Classification: Tentatively Core Minimum Data s ﬂftﬁ
(% purity and composition of test material must - SRRt
be provxdnd) R

Acute oral Tox1c1ty - rat, us1ng Nerul1dol
(purlty composition not glven)|

Acute Oral LDSO - Ner011d01 (tentatively) =
5486 mq/kq. A o




b
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must be stated)
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Toxicity Category: 1V B

Classification: Tentatively Core Minimum’Data S
(% purxty and compos1tion must he stated),

//
Apute Dermal Tox1c1ty - rat, uqlnq Farnpsol,
(nurity and composition not quen)..

Acute_Dermal LDsOV— Farnesol, (tentat1Vely) S e
> zolo'mg/kq (2.23 mL/kg. (intact: skin»onlyi),_ﬂﬁj&“f

Tox1city Caq_gory. 111

’Classification: Tentatively Core Minimum Data
(% purity and composition must be stated)

Acute Dermal LDgp = Nerolidol, using the rabbit
(% purlty and composition not g1ven) Co

Acute Dermal LDgy - Nerolidol (tentatively —'
1ntact skin only? > 2010 mg/kg (2 27 mL/kg)

Toxicity Carqgoryz; III .ﬁf’s”' : i‘”'i?lffyiﬁi

Classxf*catzon-‘ Tentatively Core Minimum Data’
(% purity and composition must be stated).

Rabbit Eye I _ ,’ ’ uoin- Farnesol (% purity

fﬂ%%%

P. I. score = 6 7/110;

FarnesoIVWaS‘minimally.b
irritating. ' ' ’

Tox1c1ty Cafqu:y: 111

C1a551f1cat10n' Tentatlvely Core Minimum Data
(¢ purity and comp051tion must be stated).b_

Rabbit Eye Irritation, u51ng Nerolidol (% purlty :
and comp051t10n not stated) ' o . R

P.1. score = 9 0/110. Ner011d01 was»mlnamally Lo L
1rr1tat1nq. : IR
FEST AVAILABLE COPY

Classification: Tentatively Core Minlmum Data
(% purity and composition of the test mater1al

Tox1c1ty Capigory- Iri.

(_EPG\ Tl sﬂ‘n—:) P é CQW%
st oy b bedl | Net a ﬂ5~ﬂr~u‘ :k&& . : -
QJ(WALWEE Tt ton ke Cow }AMALLL"\—‘K w—v«,(/w,, .
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‘Rabbit Skin Irritatien, uring larnosnl (& pur:
" and compos1f1on not given). . ., :

;Tox:c:ty Cateaory- 1v

,must be stated).

- must be stated). , R e

P.I. score = 0.2, a practlcallyznonirritatingﬁ”_:"‘
mater1a1 ’ : I : .

\ i [
Llaqsificationx Tentatively Core Mlnimum Data _
(the & purity and composit1on of. the rest materlal“

Rabbit Skin Irritation, using Nerolidol (¢ purity;f $"
and composition not given). S

P.1. score = 1, 2/8, Nerolidol is a slight dermal
irr1tant.

Toxicity'CatggOry; 111

Classification: Tentatively Core Minimum Data (the
% purity and composition of the test material must
be a1van) : ;

" Rat Acute Inha]ation Toxicity,,using Farnesol
(% pnsi%y - comp351tipn ‘not giTen) R

Females = 1.02 S U s
Overall = 0.917 ° ' T

Toxicity" Cateqo;y- & ‘_W

Cla551flcat10n. Tentatlvely Core Guideline Dafa
(% purity and composition of the test material -

Rat Acute Inhalat10n Toxic1ty, u51nq Nerolldol
(% purity and compos;tlon not stated). - -
Male and female rat LC 50, using Ne:olidol = ‘rmﬂ}
mg/L (95% C L. = g to _mg/L)
hHS ' i OIFLE 2‘_.53 :
Tox1c1ty Catggory- IT : ‘

L

Class1ficatlon- Tentatlvely Core Gu1deline Data
(the & purity and test material comp051tion must
be stated)

| o ) j .
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k. Ames mutaqenicity study, using a number of test:
chemicals, including Farnesol.

Claquflcation- Not acceptahle. (The tester did

not state th2 number of replicate plates per tett.

Positive and negative.control test results were

‘not preqentrd, and proof that the Farnesol test -

lconcentraLJon employed approached Salmoriella '
himurium lethal cell tolerance(s) was not

presented T R dJ,I,_ w o o ,m't M‘W‘HQA

4, The percent purity and complete chemical: comp051t10n
- of the Farnesol and Nerolidol test materials used in
the toxicity tests listed under 3., above (reiewed’ ' L
in the present submission) must be provided to the .

5. The product label precautionary 51gna1 word and
. statement are satisfactory._

6. Review of data contained in the present subm1ssxon‘1'
follows (see Data Evaluat1on Reoords). '
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57 “to a 1.5 inch x 2 inch piece of adhesive on =lipped and. depllated

',f:lm to secure the patches., Each treated animal’ was then placed.,“.

DATA EVALUATION RECORD | . 005679 R

subject: Guinea Pig Skin Sensitization

Test Material: Stirrup-M. Viscous, off- white liqu1d.‘fPurity
and composition not given. o

B Al f Positive Control Material. l-ehloro-2,4,i,
| fl ' dinitrobenzene; 'LOT Al8, 0.05¢ 'w/v inye;hanol.

" EPA File Symbol: 53871-E

Accession Not 264527

Testing Facility: Stlllmeadow, Inc,
' ' Biological Testing Iaboratory
Houston, TX 77036

Project No: 4033- as

Report'Dete:' Apr11 11, 1986

ProjeCi'Directoré» Joseph L. Maedgen

Tox;city Catege:y. Nanseneltizer :

Classificationv - ,.- I . vff;
’ . ' }'p{ssion composition

l'»‘

N Core—Guidelin’%“'
- and purity of test mater1al~‘

Materials and Methods-"

Twenty albino short-haired male Hartley guinea plgs were
divided into a positive control of 10 animals (Group 1) and
10 animals treated with Stirrup~M (Group II), to determine the
skin sensitizing potential of Stirrup-M.

oy One ~half mL of a 0.05% w/v solution of 2, 4 dlnltrochlozohenzene
“'wag introduced beneath a 1.5 inch x 2 inch gduze patch secured

- left dorsal sites on each of 10 positive contxrcl- guinea pigs.- The
same procedure for the positive control guinea pigs was conducted -
(using the same application siteg} in days 1, 4, 6, 8, 11, 13, -
15, 18, 20, 22, and 36. Following eech treatment, the entire
trunk of each animal was wrapped with 4 mil clear polyethylene

in a restrainer for approximately 6 hours expd=ure tc the p051t1ve
., control chemical., At the end of the exposure perlod, wrapplngs o
and patches were removed. : R




v | S B 005579]

Observations for skin reactions were made approximateliy-
'24 hours after treatment for each test site. “Also, observatlons
for skin reactions were made after 48 hours for treatmente I and"
10, and after the final challenge treatment on day 3¢, - :

On the final treatment day (day 36) all animals were
) tre th with ppsitive contraél materlal in a srT11ar manner, .
hq1ng 0.5 mL of the positive: control chemical; however, appli-
- catlon was made to a new sk1n site on the left back dorsal .area.

The ten male anlmals tested with Stirrup- M vere. treated diw ﬁ’f

o that undiluted Stirrup-M test material was used., The skln
},:reactlon scorzng scale is. presented below:

Quoted trom the testez's report

SKIN RFACTION GRADING SCALF

Erythema and Eschar Formation

- :No erythema . t S
"~ Very slight erythema (barely i
perCGptlbie L] ? . L] . ® . e 13 ] . [] l .

'~ 'Well-defined erythema . . . .
- Moderate to severe erythema « .o '))5"
Severe erythema (beet redness)

[PLR SN

sllght eschanw»- 4
Edema Formation S -
NO edema e . ’ . . . . . . - s 0 ‘

Very slight edema (barely
- perceptlbIE) e e e » P . « e .‘-'-‘. 1
8light edema (edges of area well , :
defined by definite raising). « + . . 2
Moderate edema (ralsed approximately
‘ 1 mllllmeter) L) . L[] L] L] L] [ ] Ld L] * ." L] 3
Severe edema (raised more than 1
millimeter and extending beyond
the area of exposure) e 2 e 4 0 e e 4

End of gquotation

An average score for each time period was attained by
adding all the scores for each time period and dividing by
- the number of test sites scored fOl that time perlod

o A pos1t1ve sen51t1zatnon reaction observed on the f1nal
(challenge) application day would consist of a marked 1ncrease
- above the reactions observed after the 1n1tial Greatment
. (sens1t1z1ng appllcat1on) '

. /ﬂ.

_exactly the same manner as the positive control animals, except 'g7Qf;ﬁ
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gggplts: L

The test uroup (&t:rrup—M) average tes t scuxe were 0.0
for the initial treatment, 0.0 for the final origipal test -
‘site treatment (treatment '0), and 0.0 for the d1 ‘terent '
(Virgin, challcnge test Site. _ o

i The average skin reaction €cores for E e posxt1ve control
group of 10 gu1nea pigs (2,4-dinitrochlorobenzene) were: ,ﬁf .
the initial scoring, 2.5 for the different (virgin) challen”f
‘test site, and 3.4 for the final (No. 10) sensitization ‘test -
site. - : S o S T T

Conclusions:

.11.’ The 2-4, dinitrochlorobenzene poSitive control énimélf

_demonstrated a marked (p051t1ve) sensitization sk1n
reaction.. : ‘

'Stirrup M, tested undiluted on male Hartley strain.
- ~guinea pigs, did not produce a skin senisitizing
greaction. T e e e e T

Cla551fxrat40ﬂ-' o ; S

~ Core- Guldel1ne batea (tentatlve) pendiqg éubmissioh.of
composition' and purity of test material, I . o )
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' DATA EVALUATION RECORD -

Subject: Acute_Otal Toxicity (LDgp) - Rat

. Test Material: .Farnesol (tezpene alcohol)
; ", /'Density 0.902 g/mL
”_Pur1ty not stated

EPA, F‘ e Symbol- — 38 7 | - E
Accession No.:‘ 264527 ' O

Testing Faciiity-, Stillmeadow, Inc.
' ' ‘'Biological Testing Labcratory
Houston, Tx 77036 '

§Epnsof: Fermone Associates, Ltd.
1523 North. Post Oak Road
Houston, Tx 77055

'Report No. /Date-w Pro1ect No. 4029-86,;Mayk7, 1986

'_Author-- Pro;ect Director, Joseph L. Maedgen, M;Sg

'Tox1q1ty Cateqo:y-' IVc;,

_ggﬁssifica;ion: Tentatively Core Minlmum DataI

005679

1




005675

Materjale and Methods:

Five male and five female Sprague- ~Dawley rats were each
aininistered single doses of 5050 ma/kg (5.60 mL/kq) undilutgd

Farnesol by intubation.

Ohservations for mortality and toxic effects were made 3X-
" on the day of treatment and at least once daily for 14 days.
Body weights were recorded pre- and postdosing on days 7 and 14,
Grosks! necropsy! examinationq were conducted on‘each animal at .

study term1nat1on.

Bgﬁults-

- NO mortality, a11 anlmals gained weight durinq rha study.
A variety of toxic symptoms were observed in both males and .
females prior to experiment termination, such as: piloerection
constricted or 'dilated pupils, diarrhea, polyuria, ptosis, and
activity decrease. At necropsy, no observable findings were

, noted for any animals.
‘Conelvsions: T - '#QL\M‘J\ PYVYPSE

o The acute oral LDsy > 5050 mg/kg (5.60 mL/kg) e@lcu1ated_a"ﬂ
;4 . by the method of thcﬁfleld and Wllcoxon (usan Farnesol). T

?. Toxicity Category' iv‘.. a R

., ‘." ’y M’

s

lclassif1cation' ' f' o , | i - “

. TEntatively CoE& M&nﬁmﬁ§fﬁﬁ$15* ERRERE must provide
the percent pur1ty and compositici -0f -the test mater1al)
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i ' DATA EVALUATiON RUCORD fw
| | N S
"egbjec X Acud ,oral Tox:city —:Ratn(Lngg) |
. ! ,
Test Mater1a1 v'NEROLIDOL (terpene alcohol) }? ~

"Testxng Fac111ty;, Stillmeadow, Inc,

A Density - 0.887 g/mlL ,
oo by Purity ‘not statéd E 0]

‘EPA}F“E symbel: - 53&14— e g e

nAccess1on No..» 264527

Biological Testing Laboratory
Houston, TX 77036

Sponsor: ‘FermoneuAssociates,'Ltd.
1523 North 0Oak Road
Houston, TX 77055

‘_Report No /Date' Pro;ect No. 4023 BG,,April 16, 1986 '

- Classificétidn: jTentatiVely Coféwhﬁﬁimdm Daté

JPro;ect D1rector, Joseph L. Maedgen, M S.

Tox1c1ty Category- v




. 005679 .

'{émwrorxals ‘and Methods'f

.Five male and flfteen female Sprague-Dawley rats were o
dosed by intubation as follows:: '

Ouotpd from the tester s report: : '.i, jtf if°
?fﬁ" w&i ‘Dose (ma/kg) Male Female | -
B 4000 ""- | 5
sso . 5 . 5
6300 | 5

End of quotation

. Test animals were administered undiluted test material.
Observatiohs for mortality and toxic signs were made 3X on the
‘day of treatment and at least once per day for 14 days. Gross
necropsies were conducted on each animal dying, or at experiment
termlnation (14 days). : S b i i

esults:

0

Hortality.éccurred as folloWs: é Y

Dose (mg/kg‘_ " Mhrtality
4000 . 0/5 0/5
s0s0  0/5 35 . 3/10
6300 ,L o - 3/5 . | Qf/s

End of quotation o
A number of toxic signs were observed, such as: activity
decrease, ataxia, constricted pupils, dilated pppils, diarrhea,

#.  lacrimation, nasal discharge, piloerection, pt051s, and’ sallvatlbn;

‘.,1 € ofsc ctdi o re
No gross necropsy fxndxngs were ev1dent at the 4000 mg/kg ""
. dose level.

‘None of the male rats and two female rats at the 5080 mq/kg
dose level exhibited gross necropsy findings; however, the three
females that died showed signs of chromodacryorrhea, epistaxis,

polyurxa,_and dxscolored fluid in small intestines. : o

i




L 0055?9

The surv;van two females dosed at 6300 mq/ml showed no
" orose necropsy findings.. The remaining three females that died
at this dose level exhibited such findings as: salivation,
pelyuria, and dark brown liquid in~the intestinal tract.

510)'15: :,'; 51: e ;L - ‘\QMM’-LQ

T f|¢he acute\rat oral LD50 usiing Nﬁrolidol.|Qalculated by the,
method of Litchfield and Wilcoxon was 5486 mg/kg (95% CL = 4445 -

to 5773 mg/kq) T\—L Qe ts. e WD g ,t,J\. va.u..u wos Yy sg?pw&\ui‘,

Tox1c1ty Category- v

E Classficat1on'

Tentatively Core Minimum Data (the percent purity and
c0mposition of the test material must be stated).
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‘Signs observed for the respoctive Eexes at the noted doses - ¥
were as follows: o :

1,

"~ Ataxia was also. o._;
as 4 days &ndsds! ki A
- 8light to extreme p lyi’ria was also’ observed 1n 4/5

~4000 mg/k g femalest Slight to PXtréme piloerectxoh

was observed in females for as long 'as 10 days with as . -
many as 4/5 females responding through day 7. The

effect was reported as slight to extreme. Polyuria 'Was‘ffg5f

observed in 4/5 animals tHrough day 4 and was reported
as very slight to extreme. .

5050 mg( g. females. leoerectxon was observed for asv

" long as 12 days with at least 2/5 animals responding -
. .as late as 1l days. Severity was rated as glight to

extreme. Polzuria was observed for as long as 5 days. o
with as many as 4/5 animals responding through ‘day 3.

.Sevprlty was rated as very slight to extreme. Con-;vu<

stricted pupils were observed for asglong as 10 dayq -
with as many as 3/5 animals respondihq through day 4. .
The effect was rated slight to moderate. Ptosis was

' ‘also observed from days 1 to 5 in as many as 3/5
' anxmals° Severity was rated as sl1ght to e, treme.

‘.,6300 mg/kg: females: Slxghr to extreme plloerectlon was

observed through 14 days with at lehst 2/5 animals

“responding through day 8. Exogthalmbs was also’ obséfvédﬁfi~‘

Athrough day 7 with at, least 2/5 anip Fls responding ,. ! i | 4
slight to modera e.jg;l;

through day 6. The. effectfwas rate
ek Pl 4 W,,qumals for .as long -
: £ghe--to extreme.

At

animals through day 4.

5050 mg( g males- Slxght to extreme- plloerectlon was

observed in as many as 5/5 males for 8 days. Very

" slight to extreme polyuria was observed in 4/5 anlmals

for at least 2 days. Slight to moderate act1v1tz
decrease was observed for 5/5 males at day 1.

Body welght gaxn was noted in all survivors whereas thuse

;animals that d1ed on experlment lost weight.
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DATA FVALUATION

jSUQjﬁEE: Acute Dermal Toxicity; Rat

:  ;_Tes1 Materiﬁi: Férneso] (Terpenefalcmhol)

_ Purity not stated

EPh File synbol. W 5 G-
11 e i S

'AécesiiLn.No.:'|264527 o o |“

E;Testing‘Facil‘ity:; sfillheadow, Inc.
v o Biological Testing
‘Houston; TX 77036

ﬁ'sgogsor: Fermone A550c1étes, Ltd.
R ~ 1523 North Post Oak Road
Houston, TX 77055

S

ity Category: IIT

I
e
2

¥

;iﬁggﬁggz . Project Director, Joseph L.‘Maedgen, M.S.
D T HN DA e P

, ,Ciassificafion: jTentaﬁiVely CoreﬁMinimum Data

RECORD
’ l:ml
g r‘.!

(Lhgp)

o

Laboratory

" Report No./Date: Project No. 4029-86, April 9, 1986

s HRRER T MR s SRR

005675

nunsity'0.902“g/mL ,
s R



e Mntﬁrlalcqand Mpthgdq

we Five male and fxve meale NZW rnhhitq werp clipped freo of
;ﬂ-halr on the dorsal trunk surface to expose not less than 10 EE
;F;percent of the total hody surface on the day prlor to rrpatment.-}y

EERCIN qurq:cal gauze was applied to animal trunks at treatment’
_sites and held in place with tape. Fntire trunks were then.

:rrapped with q?mipermeable materia] to rprardlqvaporataon.

R ALY an1mals were treated w1th 2010 mg/kg (2.23 mL/kg) of SRS

’und11utpd test material by ingerting a syringe under the wrappjnqsf;g'““'
and gauze and spreading it evenly over the exposure area, to S
intact skin (no dermal areas were abraded). The tape was then

e resealed.,

Twenty-fouf hours following. treatment, all wrappings were -

“ i removed, and the exposed areas gently washed. Observations for

£ toxic effects were made at 1/2, 3, and 6 hours, and at least once-
# .. daily for 14 days posttreatment. Body weights were measured on .
« . days. 0, 7, and 14 or at time of death. A gross necropsy was

. "conducted on animals dying during the study, or at experxment o

o tes minatlon (14 days). _

: '§g§ults:

o - One female rabbit died on dﬁy 3. One male and another »
. {other .than the one that died) female rabbit lpst weight during
the observation period, while the remaininq rabbits gained we1ght‘

- Three male rabbits””"" F B ve1a- not exh1b1t‘, : .
. ‘necropsy findings. Two males . and three female rabbits (including : i
i° . the female that died) exhibited necropsy findings, such as: signs: o
v+ . of diarrhea and emaciation, discolored liquid in large intestine

. and ceceum, discolored livers, gas in gastrointesktinal tracts,
e ’
b

© Conclusions:

The acute dermal LDso using Farnesol in rapbits was 2010' ;
mg/kg (2 23 mL/kg) - intact skin only. ' 2

;Q Tbxicity.Categorxz I11

lclassiflcatxon-

L I

. Tentatlvely Core M1n1mum Data (the % purJty and compos1tion' '
uct be stated)




' , ;Tésfing Facility: Stillmeadow, Inc.

| 005679
DATA FVALUATION RECORD ‘ L o

Subject: - Acute Dermal LDgn - PRabbit

JfTest Matérial; Nerolidol. Density 0.887 g/mL. Purity and
- = composition not given. ' o x

EPA File symbol: wiliiil =201 - E o

Accession No.: 264527

Biological Testing Laboratory
"Houston, TX 77036 '

Sponsor: Fermone Associates, Ltd.
o 1523 North Post Oak Road
Houston, TX 77055 '

; Report'ﬁo./Date: P:oject No. 4024-86, April 9, 19863
” §g£hg£:; P#ojecF Diréctor{ Josepn ﬂ. ﬁégégen,’ﬁis.

t;foxiéiﬁy Cétegggx:"llll B | N | ~  € i;'=.' .'Qi;i’f3;ﬁ':;
;Class;ficatioﬁ:; Téntatively?éofe Minimum Data;p .  "'5 -;.1_; 1:¥u<€€

o 1

i
i
N )
.‘ ‘
:
| I
! :
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Materials and Methods:

The hair was'clipped from the dorsal surface of the trunk
nf five male and five female NZW rabbits, prior to the day of

testing. Two layers of surqical gauze wase applied to the trunk

of 'each animal and held in place with tape. The entire trunk
of each animal was then wrapped with semxpermeable material

1o 'the retard test material evaporation,

|||The test' material was introducéd under ﬂﬂe wrappinQS"
using a syringe needle to deliver 2010 mq/kg (2.27 mL/kg) Per

~each animal of undiluted Nerolidol, which was gpread over the

with water.

irritation were made at 1/2, 3, and 6 hours, &nd daily there- .

'ldwday observation period, Only one animal expib1ted flnﬂihgs

3?Conc1us1ons-

'Toxicity Catggogy' “III

VVC1assif1cation:

Results.

skln) is > 2010 mg/kg (2.27 mL/kq) . , ' B Ly

prepared .skin surface using the same needle. 'The wrappings
were then resealed and left in place for 24 hours, at which
time all wrappings were rpmoved, and treated s1tes were washed

Observations for toxic signs, mortality, .and skin

after for 14 days. Individual body weights were measured on -
days 0, 7, and 14. A’ gross necropsy examination on- each
animal was made at term:nat1on (14 days). o y

'No mortality. All animals: gained we:ght during the . -

at necropsy; a female showed signs of diarrheb, and gastro-_

intestinal tract distended wit

The acute dermal LDso using Nerolidol, in rébbits-(intaétt

~.-Tentatively Core. Mlnimum Data (the % purlty and chemlcal
ﬂsitibn of che test material must be stated).




DATA EVALUATION RECORD

~§Hﬁﬂec5: Rabhit Eye Jrritation Study

005679

C ngt_Material: Farnesol. Cléar, pélé:yellow‘iiqhid."

Purlty not stated.

,amﬁue fymbol ‘“ \h-,‘,\]:7¢~ £ N

Acc9551on No 264527

Testing Facxllgx Stlllmeadow, Inc,
_ . " Biological Testing Laboratory
Houston, TX 77036

_§Eonsbré',Fermone Associates, Ltd.
- 1523 North Post- 0ak Road
Houston,,TX',77055

Report No./Date: Project No. 4030-86, March 20,

Author- Pro1ert Leader,'Joséph L. Maedgen
- ‘ . . - . v H :
Toxicity Categoﬁz 111

gggipssificatlon:ﬂ Tentatively Core Minimum Uataﬁ

} L XN hY
5o . " £
R IOO PN . Y,
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Materials and Methods:

)
1wy

One tenth mlL of undiluted test matnria]wwaf instilled ;
into the rioht eye of each of nine NZW rabhits by pulling the
lower lids away from the eyeball Eyelids were then gently -
held together for 1 seccnd. Three of the treated eyes were.
then flushed with water for-1 minute heginning 30 &econds
after treatment; left (untreated) eyes or the nine +9ﬂt rabblts-
‘5]¢‘ sﬁryed as. controls. _ - ‘ }i- : . C
‘ ' The eyes of all animala were examinad and scored for el
irritation at 1, .24, 48, and 72 hours, and at 4 days post-
treatment. The corneas of all treated eyes were reexamined
immediately after the 24-hour examination with 0.2% fluorescein
sodium ophthalmic solution, An irritation score was determlned,
apparently: accordxng to the method of Draize (total poss1b1e

score of 110). : . . -

ReSults:

~ Primary irritation score for unwashed oyés was 6.7/110
- (minimally irritating). The P.I. score for washed eyes was -
5 3 (minxmally 1rr1tat1nq) : o

Toxlcity Cateqory- xII

- Classificat10n-

K

Tentative]y Core Min:mum Data (the registrant must state
the percent purity and.gon m& gl s _wr materia] employed
in order to Plevate the fest t¢ Core
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" DATA FVALUATION RECORD -

vhiect: Rabhit Eye Irritation Study
-5t Materjal: Nerolidol, Clear pale yellow liquid,
, ' No statement on purity or composition

1 EPA Pile Synbol: WENEER S 257 -F ¥

 'Acce§sidn.Nof: :2645271

. Testing Facility: Stillmeadow, Inc,

Biological Testing Laboratory
'Houston, TX 77036

§Rggsor: Fermone Assocliates, Ltd.
1523 North Post Oak Road
Houston, TX 77055

Report No./Date: Projec; No, 4025-86, March 20, 1986

ég;hor: Project Leader, Joseph L. Maedgen D

.'zgxicity Category: III

Classification:' Tentatively Core Minimum Data .
T - , P | |
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Materials and Methods:

One tenth ml. of undiluted Farnesol was instilled into the-
conjunctival sac of the right eye of each of nine NIZW rabbits
by pulling the lower eyelid away from the eyeball., Eyelids

o-;were then qently held together for 1 second. Three of the

-o;Toxlcity Category:

- of the test material used must be prov1ded)

treated eyes were washed with water for 1 minute bealnh\hqgt

30 seconds after. treatment. Untreated left eyes sexved as

COnFrOJQ. x , , ,
' ! ; N i i

The treated eyes of all animals were examined and scored
for irritation at 1, 24, 48, and 72 hours and at 4 days after
treatment. The corneas of all treated eyes were reexamined
immediately after the 24-hour observatlon with 0.2%. fluoresceinu"

sodium ophthalm;c solut1on.‘

An irritatlon sSCOre was determined for ‘each animal at . ‘
each observation time for unwashed and washed eyes, according '
(apparently) to the Draize system. .

Results:

‘A maximum average irritation score of 8. 0/1]0 was

-’dptexmined for nonwashed eyes (minimally irritating). -The. .
- maximum irritation score for washed eyes was 7.3 (m:nxmally Lol

irritating). Conjunctlvat irritation was absent (oleared) by
riay 7.

C13551ficat1on-

- Tentatively Core MinJmum Data (the purity and 0omposition7$f

28
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DATA FEVALUATION RECORD

ubject: Rabhit Skin Irritation’

:m

Test Material Farnesol. Clear pale yellow liquid,.
Percent purlty and composition were not

given.

| IEPA(File Symbol: — 6’5?71' e ¥

Accession No.. 264527

zgst1ng,Fac1lity:” Stlllmeadow, Inc,
~ ' : ‘Biological Testing Laboratory
Houston, TX 77036

Sponsor: Fermone Associates, Ltd. |
1523 North Post Oak Road ' i
Houston, TX 77055 | ¥

‘ Report No /Date- Projéct"No;”AOBl—Bs, March 20,'1986

Author: Proqect Leader,. Joseph L. Meadgen ~
Tox1c1ty Cateqory. W ' .
?f ; Classification- Teﬁtat1vely Core MlTimum Datﬁ\
éa& | ?'m:?ﬂﬁﬁmmmh_muuh
| 1!

Loel




:Materlals and ‘Methods:

i ‘One half mL of undiluted test material was placed under _
;U“surgical'gauze patches two layers thick secured at prev1ously
ffﬁclipped ‘skin sites on the anterior right auadrart of the dor-

-+ sal. trunkzarea of each of six N2ZW rabbits. Each natch covering

‘ treated ‘skin sites were then further protected by wrapping . = .
”"nimals' entlre trunk w:th a semlpermeable dressinq. I R

Four'hours following test applications, all wzappinqs T
wete_removed, and the test sites were washed with water. .~~~ 7'
- ‘€ﬁimals were obhserved for erythema, eschar, and edema -’”

? 24, 48, and 72 hours after wash1ng. : :

rr!tation scores were compiled, appnrently according : “fﬁff gfgi
‘mgthod of Draize, with a maximum possible score of 8.0 ' o
f“ He erythema and edema ‘scores were added and the

i score was 0.2, which 1nd1cates
"lly non*rrltatlnq material. :
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DATA FVALUATION RECORD

.S'bﬁeatik Rabbit Skin 1rritation

I
1

’fTest Material' Nexolidol.‘ Clear, pale yellow liquid,
N ¢ ¢ . Purity and composition of test substaﬁ%e was . S
. not provided. - L s

ool —53971-:: i

“c.: 264527

"’Testaﬁg Pacili;y.’ stillmeadow, Inc,
» : Biological Testing Laboratory
Houston, TX 77036 :

.{fFermone Associates, Ltd. ~ L L
'1523 North Post Oak Road o
34Houston, “TX 77055

7.11 I

 Report No /Date.f Projebt No. 4026-86, March 28, 1986

_ '111~‘ | o
1 i - | . :
B B [ . . : B
Classificat ion: Tentatively Core Minimum Data;[
: '% ; s T R - - .
1 ,
R
o |
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i .
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1
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EMater1a1s and Methods:

f‘ranproximately 24 hours prieor to test, One half mL of undiluted
~ Nerolidol: was placed under a double layer of gauze at the pre- ,
*, pared.skin test sites on each of the six rabbits, Gauze patches . .
gf»were éecured in place with tape, The entire trunks of the test
“%]animgis were wrapped with remipnrmnahlﬁ d:eqs1nq to prevent loss -

L of t

1€Conc1usions=

Slx NZW rabhltq were nreparpd for skin te:tinq by cllppinai“hw.?i

the rightxanterior quadrant of the dorsal trunk area free of haiv

test substance.r

u?ihouré after test application, nll wrappings were

*5;removed ffom ‘the rabbits and the treated sites were washed with

' watery - Each animal was scored for erythema and edema, apparently
'according to ‘the method of Draize, at 1, 24, 48, and 72 hours

- after washing, and at 4 and 7 days following washing. The

é;erythema and edema scores were added and the sum divided by the

'inumberfof|animals tested to determine the maximum gcore,

27‘?’ A maximum irritation score of 1.2 (p0551b1e score of 8. 0)
was determined which indicated that Nerolideol is a slight skin

irritant. Edema was exhibited at each scoring period through
‘day 4. .

N
i

i
|

»

' The primary dermal 1rrxtat10n score (P I. score) was 1. 2/8..f

hiﬁhlch indicated Nerolidol 15"5“§iﬂﬁf dermal irritant.

:_Toxlcity Categgpy~‘,111

‘Classification'

u,purlty and comp051tlon must be provided). ¢

Tentatively Core Minimum Data (the percent: test material




DATA EVALUATION RECORD

Subject: Rat Acute Inhalation Toxicity

- Farnesol. Clear, pale vyellow liquid.
percent pur:ty and composition were not
given, - j - i :

EPA File Symbol: (i@ = 3% ”7‘/ - IZ.

AccesSion No.: 264527

"Test'Materlal

Testiﬁg Fﬁcility:_ Stillmeadow, Inc. ,
y o N Biological Testing Laboratory
. BEES Houston, Tx 7703@

B j«SEonsor°”‘ﬁermone Associates, Ltd.
s ; {1523 North- Post Oak Road
, Houston, T 770585 '

. f'_Report No /Date' Project No. 4032-86, June 24, 1986

j}‘ '_Authorr PrOJect Leader, Joseph L. Maedgen

§

[ “[Toxicity category-_.li

Cla551fication:_ T@ntatlvely Cor@‘Guide11ne Data

'
.

i | 1

|
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' The aerosol was also measured nominally by dividing the total

005679

‘Materials énd Methods :

: Twenty male and twenty female praque -Dawley ratq were
divided into four groups of five males and five females each, .

and separately exposed for 4 hours (high dose) to four different - .

aerosol concentrations of undiluted Farnesol (amount of exposure -

controlled by exposure time periods), |

, During thelexposures, the animals were housed in a 500
_ Hﬁterlétainless steel dynamic flow inhalation chamber.

: ; Tne aerosol was generated by pumping the test material

- through a pressure-operated air nozzle, and the concentrated
aerosol was ‘then diluted with dry filtered air and was then
drawn into the exposure chamber, Air flow into the chamber
, was requlated by a cr1tical, callbrated orifice.

The aerosol ‘chamber concentration was measured
‘Mana]ytlcally at least once per hour (Tracor model S60 gas

© chromatograph), ‘and was also measured gravimetri *ally once

- per hour .(taken from the animal breathing zone and passing a

- known volume of aerosol through a preweighed filter and divid-
.ing the passed volume of air into the filter collected weight)..

* amount of air passed through the exposure chamber into the
“weight ‘loss exhibited by the test material reservoir at the"

“end of an exposure perlod.‘ , L

P fr | -

._"15 Treated animals were observed for'mortalitL, pharmacologlc/
‘ toxic effects freguently on théNa# ot and at least
once daily thereafter for 14 days.‘ Body weights were recorded
on days 7, 14, and. at time of discovery after death., Gross

. necropsies were conducted at termination, or at time of
discovery after death. .

Partlcle size measurements were made using an- Anderson
cascade impactor. . _

Resultsﬁ.'n

! ‘lcal Aerosol Concentrat1ons - Note that different -
ntrations were achieved by varying the length of exposure
ft1me, ‘rather. than the varying concentration of teést material to-

be. aerosolized.

By gas chromatoqraphy-
Ave:age of ‘4 samples per ooncéntrétion: _ _
B U PR T R Y
Mean Concentration 0.389 0.704 0.974 1.54
(mg/L)-

FIEE S WIS I N




" (Th§syNo. 1 qroup of animals bhreathed an ‘arrocol cencentration . o
of 0,389 mg/L: No. 2, 0.704 mg/L: No. 3, 0,974 mg/L; and group
Ne. 4, 1.54 mg/L.) ' o

‘ Gravimetric Aerosol Concentration - Calculated from paqq1ng
- known samples of air collected near animal heads through er'

"welghed filters.

ﬁverage of 4 sampleq ppr concentration

i

1 02 LI VR

Mean Concentration 4,19 4.96 6.32  11.33 ;f
: (mq/L ' _ ,

; ,Nominal Aerosol Concentration - Total column of air passed .-
:hrough exposure chamber divided into total amount nf test Co

material expended

1 12 43 #4

Mean Concentratlﬁn 11.5 18.1  27.9 58.4
' (mq/L) ' ' : ‘

%FPart1cle size determ1nat10n~

i : ,
! ) ; i

I

)

l Dose #1

Mass medaan aerodynamic diameter = 2L693 m1crometers
Geometrlc Standard Dev;atlon = 2 250 -

7fnose tz

Mass median aerodynamic diameter = 2,815 micrometers
Geometric Standard Dev1ation = 2 163

'Dose #3

Hass median aerodynamic diameter = 3,259 micrometers
Geometrlc Standard Deviatioh = 2,295

Dose #4

Mass median aerodynamic diameter = 3.041 m1crometer=
- Geometric Standard Deviation = 2,356 ; ,

[ WESTAWAILABLE carY |
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SO AL R B

e e B e B BN R

!
o

AMortallty (uc,lnq the 1na1yt1va]1y Adetermined dose 19\:910)3679
o l: _

Quoted from the tester's report:

(Lf-! Ivl B &

l’{ Dose (mg/L) Dead. Treated Mortality / _t;‘ '  $£
. ’ ) 24 . e
0.389 0 10 ' 0 o A
oo o 04704 . ¢ o 100 1 tlﬂ ; v .
N 0.974 6 . . 10 6011 s
L 1. 540- ' 10 10 100

STO »ﬁv‘” [

End of quotatzon. ‘ !

: 50 determined by the method of Litchfleld & Wilcnxon =
a. 9171 mg/L (95% c. L. of. 7711 to 1. 0907 mg/L), '

‘ Pharmacolggic/tox1c effects included: activity decrease,.y

aggoressiveness, alopecia, ataxia, constricted pupils, diarrheéa,
dilated pupils, emaciation, lacrimation, nasal discharge,
piloerection, polyuria, ptosis, respiratory gurgle, salivation,»'
. -and sensitive to touch. (Li& roArwn~~cha l\rM ».A..,ua).-.f wWhodKe
" MLLT\AA'\~“‘\H\<%H\(JLL~L¢L . Q)

u-wGrOSanecropsy findings considered to be passibly related to,

d finistration were noted such as: = alopecia,. chromoda—f}f
'*cryorrhea, ‘diarrhea, emaciation, nasal discharge, polyuria, N
salivation, G.}l. tract distended with gas, hair coat matted,
discoloration of the liver and angs. and testes drawn into
abdominal cavity.» :

" A, n "
; Mol .

Cone 1 usi o ns:: oo RS0

The LCgp calculations were made using the method of
‘Litchfield and Wilcoxon.

' The LCsp determined in rats using Farnesol (for males,
females, and combined):

95% C.L. (mg/L)
Males (mg/L)

= 0.828 .Undefined
'iFemales (mg/L) = 1,02 0.723-1,45
~“Overall (mg/L) =

0,917 0.771-1.09

T mmmm .

I

Tox1city Category-‘ 11

o C1a551f1cation-

o T ntatlvely Core Guideline Data {the req:strant must subm1t o
the pu 1ty and compos1t10n af the test material used).

[
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ﬁ* :Strj: te Rat Acute Inhalation Tox1rxty Study o

UMK T SR TSI AN T E R

DATA - FVALUATION RECOPD

fTert Material |Nerolidol Clear pale yellow Yiaquid,
!qupq . | Percent purity and composiltion net stated,

'{i‘f}EPA Flle Symbol‘ ' ” AN H - I .
ST T b ol
fAccession No..“ 264527_‘ _ '

;rTesting Facilxty Stillmeadow, Inc.
o ‘Biological Testing Laboratory

-HOuston, X 77036

 SQopsorix”férmohe Associates, Ltd.
1523 North Post Oak Road
Houston, TX 77055

Report Wo./Date: Project No. 4027-86, June 24, 1986

‘Author:J Project Leader, Joseph L. Maedgen

‘Toxicity Céiegory: 1§

Classificétion; ?Tentatively Core fiuideline Data,

R SRY % ST T s e
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Materials and Methods:

. Twenty male and twenty female Spraque-Dawley rate were
divided into four groups of five male and five female rats-each.
Fach group was eéxposed for a given length of time, to create
four different aerosol dose levels (the usual method for generat-.
: ' Eferent lnhalation doqe levels 1s by varyinq test solutlon_;

.pns)@

! i l

"The ‘exposure chamber was a 500 liter stainless steel
dynamic flow chamber. The aerosol was generated by pumping
the test material through a pressure-operated air nozzle, The

. concentrated aerosol was then diluted with dry filtered air and
"drawn into the exposure .chamber through a critical calibrated

orxfice.

o The concentration of the aerosol .in the ex'. sure chamber
was determined analytically (by gas chromatography) at least

- once per hour, gravimetrically once per hour (draw a known
volume of aerosol sample from animal head vicinity through a

- preweighed filter. Divide the measured air volume into the
collected aerosol weight to give mg/L), and finally determined
nominally by dividing the total weight of expended test material
volume by the total volume of air passed through the eprSure
;chamber durlng a given expoeure period :

: Particle size. determlnations were made usinq an Anderson .
caecade impactor. . N ; _ . . .

PRE Treated ‘animals were ohsepyued, faramortality and. toxic-
-jeeffects ‘several timed on the™¥ay Ot €xXpOSUTE &
daily to termination at 14 days Individual body weights were
" . r¥ecorded on days 0, 7, and )4, or at the time of discovery
. after death,: Gross necropsies were conducted on a11 animals
"t,termlnation, or on dlscovery after death,

aBEEElEg.'=%?'-~
fol The dose levels Qenerared and mortality are presented as
'f0110w3... ‘

Ouoted from the teqter 8 report:

Dead/Treated
: ' S _ Males & Females %
-'Dose (mc/L)  Males - Females Combined ' Mortality -
0.423 _lef"' 0/5 0/5 0/10 0
. 0. 752 - 2/5 . 0/5 2/10 20
- 2.470 : 3/5 5/5 ) 8/10 : 80

- 3.450 . 4/5 5/5 9/10 %0

End of quotation,
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The acute'LCgg (overall - male and female) with 95%. ' D

confidence lxmxtc (determined according to the method of , SR
1tchfie]d and'wWilcoxin):

1)‘

LCsp = 1. 4484 mg/L (95% C.L. of 0.82R2 to 2.5331 mg/L).

v In 11fe toxic signs included- act1v1ty decrease, alopecia,
ataxia, bradypnea, chromodacryorrhea, constricted pupils, cor-
eal ﬂpacity, farrhea, dilated pupils, emaciatﬁan, lacrimation,
asai discharge, piloerectlon, po]yurla, ptos;g, salivation,

swollen face. Y

. Gross necxopsy findings considered unusual included-
alopecia,. chromodacryorrhpa diarrhea, ep! qtaxls,,lacrimation,
nasal discharge, polyuria, salivation, gastrointestinal tract.
distended with gas, discoloration of lungs, lungs ‘edematous,
nodules on lunags, stomach empty, d1scolorat10n of urinary

bladder contents. : .
. b

"'Conclus1ons-

’ Rat acute 1nhalat1on LC50 using Nerol1dol 1.4484'mg/n o
-‘(95% C. L", 0. 8282 to 2 5331 mq/L) o e _—

T0x1c1ty Cateqq_x II . . |

Classificationvz S I

A [ : ’ . “. P! y&’
Tentat1Vely Core Guidellne.pata (the registranr must’ provide .

the percent purity anﬂ compo@ﬁﬁi=¢}»wvhagfﬁ;x«uniterial used 1n T eReSend

this- test). o ‘
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DATA FVALUATION RECORD o - 005679 B

Subject: Published Study: Screeningiof Tohacco Smoke

~Constituents for Mutagenicity U51nq‘

thP Ames' Test.

@eét'ﬁaterialz"Two hundred and thirty-nine compouhds‘ldéﬁtifled‘./u
' . in various phpses of tobacco smpke were assayed .
he list of - tested’

'Jjgk_wﬂ - ‘for mutagenicity. Included in t
i DU compounds was Farnesol, All tested. compoundq
were checked for purity using thin-layer '

chromatography, gas chromatography and nuc]ear

o WT w_;ai»d3; magnetic resonance (NMR).
A rile Symboi: — 5331~ E

3Acce551on No..' 264527,

’fTeStlng,Fac111ty: Dépta of Bacteriology} Karolinska Institu;é’ f

§-104-01 Stockholm,
-and

Research Departient

-Swedlsh Tnhacco Co.,
. : RN P.0, Box 17007, g~ 1046? Stockholm.
,mponsor. Swedish Tobacco Co. | F A

?Report No /Date'

hlsev1er/North Holland _
Scientific Publishers, Ltd.

Authors{-'lngér Florin, Lars Rulberg, Margareta Curvall, and
Curt R. Engell ‘ : o

Classification: ‘Not Acceptable (see Conclusions belaw)
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g?_ﬁqj,e_ri'als and Me:ihods: : . OOSé??
Salmonnlln typhimurivr histidine deficfertbmutants ueed: '
TA-98, TA-100, TA-153%, and TA-1537. Al) compounde were tested
hoth with .and without metahnlit activation using a liver frac-
tion (S 9) from Aroclor 1254 or methylcholnnrhrenc indyced rats.
, The exper:mental protocol states that:

'f1|,- 'qPoted from- the tester's report-u ‘|‘, 

’The viable (bacteria) count  was determined- .fﬁﬁf:
The number of spontaneous revertants was measured; .
‘The presence of rfa-mutation was checked by crystal :

violet inhibition~

The presence of the plasmid pKM 1010 in'sttains TA-98
and TA-100 was checked by resistance to ampicillin;. .
- The response to the poq1tivp con .ols N-methyl-N"'-
nitrosoguanidine (not requiring metabolic activation)
and 2-aminoanthracene (regquirinag act1vat1on) was '
- checked.

£'quotat10n.. L o .fus:»f L RN stfgﬁ

g Each“substance ‘was tested at 3 umol/plate Wincludlng
Farnesol) o

' b
Substances giving an uncertain result in t%e spot test were S
. Rf ! f,"\.-”, B ( 0.0 3 ’ 0 3 ' 1 0 ' R .

and 30 umol/plate) 8

The testarq stated that some of the potential mutagens
tested precipitated on the plates, and that "results with these |
substances are difficult to evaluate," -

"Results:

The testers stated that, in this experiment, Farnesol was
not found to be mutagenic. However, the testers also stated
that Farqesol prec1p1tated on the plates. » -

Conclus1ons

: . Farnesol precipitated on the spot test platés- and the
_testers stated that those preparati-ns which précxpltated 1n the
‘spot tests P"were difficult to evaluate,” S

o The exact concentratxon nf Farnesol tested is assumed to
“be 3 umol/plate. : ‘

Ay i
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The testers did not state how many rnnlicatb plates per -
s m"pntrat 1rm teosted we e e (atould be a dunlicate ret ot

drast).

c ‘The poqxtxve and neaative control results were not
pxespntpd

: Proof that the Farnesnl concentration tested approached
.ﬁhat| hich demonstrated S. gxph:mur1qm cell )qghal1ty was not
,pxesé ted.

The abovelcited experwmenta] deficiencies preclu_g
acceptance cf this Ames mutaqenmc:ty study.,

C1a551f1cation-

Thls studv is not acceptable to demonstrate a lack of gene
mutation potential for Farnesol.
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