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CERTIFIED MAIL - RETURN RECEIFT REQUESTED

Devember 19, 1994

Document Processing Center (1'S-750) fm
Section 8(¢) Coordinator

Office of Toxic Substances ‘ £
US. Environmental Protection Agency

401 M Street, SW
Washington, DC 20460 g s
Dear Sir: 84950000887 s

RE: TSCA FYI Submission for NFTh
* i-hydroxy-4-fluore-1,4-dirzonia-bicyclo(2,2,2)actane bis (tetraflzorohorate)

AlliedSignal is submitting summary information contained in a drat report of a rabbit eye
irritation study for NFTh. The test resulted in corneal opacification and conjunctival irritation.
Sufficient information is not available at this time to determine if significant risk is present
from the use of this chemical.

AlliedSignal is reporting this information as a “For Your Information” (FYT) submission and
is submitting the attached summary. This chemical is currently under Research &
Development evaluation, Hazard information has been forwarded to al} personnel handling
this material,
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We do =0t claim confidentiality for this report.

Very touly yours,

R. Greé Watson
Supervisor, Product Safety

Attachment: Draft Report of Rabbit Eye Trritation Study




kit 5

HFTH

EYH IRRITATION TO
THE RAUBIT

%




R B O e i SR e

CONFIDENTIAL R | ALY 49rmMpses/SE
' o *Spmnsor Piojeet Humber: SO0TITOX.065A

KFih

BYE IRRITATION TO THE RABBIT

Sporsor Testing facility

Allled Signal fnc,, Huntingdon Rescarch Centre Lid,,
Engiacered Material Sector, : P.O. Box 2,

PO Box 1139, . Huntingdon,

Morrisiown, Cambridgeshire,

NJ 07962-1139, PE18 6ES,
USA. - ANGLAND.

Report issued

Page 1 of 16

OI/E #9078 695 160 WQUTOAM . L GUOL RN




COMPLIANCE WITH GOOD LARORAT ORY PRACTICE §

QUALLTY ASSURANCE STATEMINT

RESPONSIBLYE PERSONNEL . .. . .. .

SUMMARY

INTRODVCTION

T‘HSTSUBSTANCH........q....

EXPERIMENTAL PROCEDURE . . . . .

RESULTS

CONCLUSICN ...... ... ., . ...,

TABLE

I, Ocular resctions observed after Instillation of NFTh .

O1/p #1508 53V 102

S{%m}ém Projuct Mumber

CONTENTS

FANDARDS |

ALS 49/19450540/SK
L Q0HTOU-065A

Pegs

3

12




: AL 49/9403544/51
Sponsor ProjJect Mumber: S4007/TOX-065A

COMPLIANCE WITH GOGI LABORATORY PRACTICE § (ANDARDS

Tho study described In this repert wis corducted in compliunce with the followlng Cood Luboratory
Practlco standurds and | consider the dats generated 1o be valiyg,

Goud Laboritory Practios, ‘The United Kingdom Compliunce Programme, Depariment
of Health & Soclu Securlty 1986 and subsequent revision, Department of Health 1949,

BE Council Directive, 87/18 FIZC of 1§ December 1986, (No. L 15/29),

Good Laboratory Practics in the testing of Chemicals OECD, I3DH 92-64-12367-9, Pacly
1982, subsequently republished ORCD Baylronment Monograph Nu, 45, 1592,

United States Environmental Protection Agency, (PIFRA), Title 40 Code of Fedoral
Regulations Part 160, Federal Reglster, 29 November 1983 and subsequent amendment
Fedoral Roglster 17 August 1949, -

7 "i/"/l\
Japan Ministry of Agriculture, Forestry and Fisheries, 59"5@%}5'E§oﬁﬁcaﬂcn Mo,

3850, Agricultural Production Bureais, 10 August 19847 S

7 ,;‘:\:. 0t
Unlied States Eavirommentad Protection Agency’f{@jé’)&}}y&iﬂe
Regulations Part 792, Pederal Roglster, 29 N)ve;_nﬁthjé) ) and sy
Fedcral Registor 17 Auguas 1989. i Ei:‘:;\ S

B¢

Na. 39 Environmentyl Agency%&ikyl)k\i@"*
T N

-

Jupan Ministry of Internations] Trmyﬁﬁggmgzy, DIEva31 Marg 1984 (Kanpogyo
o M‘l‘%f c) ‘ .'/'
Admipistratigh, Tifle: @d:;.dffF&'ieml Regulations Part

United States Food and D;ujf ______ g2l
58, Federal Reglster, 22 Decatiter}978, ik sitbigsqriont amendments,

Sapan Ministry of Heafi.and,
Affeirs Bureguy 3! ,M_axch"

g Ny pa
ek, Notifigatlon No, Yakuhats 313 Pharmaczutical
z #mendment Notification No, Yakuhatsy

k;<

870, Phagt ATT 1988,
Breada i, Parcell, M.i.l\.éi:,.'/"’ Date

Study Dizector, e
Huntingdon Research Centre 1.4d.
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Sine ALS 40/940548/50
Sposzor Project Number: YYHNTON-0654

GUALITY ASSURANCE STATHMENT

This report hiag been audited by the Huntingdon Ressarch Contro Quatlty Assurance Departmient. The o

medhods, practices and procedures seported hereln nto un sccurate deseription of those smpluyed at if;ﬁ
HRC during the course of the study. Chsorvitions and results presented in this final report form a ﬂ‘.‘é’ﬁ

Certaln studies such 84 that described in this regort, sre conducted at HRC In 4 setting which involves
frequent repotition of similar or idontical procedures, At or ahout the e the study described in this
report was in progress, ‘procese-based’ inspectlons were made by the Quallty Assuranue Denartraant
of critical procedures relevant 1o this study typs, The findings of theso Inspections were reporied
promptly to the Study Dlrector and to HR( Management,

Date(s) of inspection

Dale(s) of reporting inspection ﬁndiggs'/

to the Study Director and HRC MuRagement 4 uly 1994

Date of mpq;ﬁﬁ/
Study Director s

30 August 1994

P. Watson,

Systems Compliance Auditor,
Dopariment of Guality Assurunce,
Huntingdon Resesrch Centre Lid,

0L ¢ KTl




, ALS 49/940548/5K
31}9&,@: Projust Number: 94007/7GX-0654,

RESPONSIHLE PERSOMNEL

Brenda L Purcell, M.LAY,,
Study Dirsctor,
Depariment of Industrial Toxlcology.
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ALS 49/940548/8E
Spungor Projoct Numhor: HOTTOX G54

sUMMARY

A study was porformed to atseas the eys irrisution powential of NETh 16 tha 1alibli, " e mathod
followed was that deserlbed in EQC Methods for the detorniipation of toxieity, Amex to Directive
DAUCHTEL (OF No, L3B3A, 29.12.92), Pant B, Methad B.5, Acute t~xiclty (oys ircitation),

Fauv rubblts were eech udministered g singio ocular dosa of 64 g of the test substance uud obgerved
for a mesimum of 17 days after inatlilation, The oyes of three rakbits were rinsed with water
immediately afier Instillation for 30 seconds.

A single instiflation of NFIh Into the oo of the rabhit <t ‘ted porsistent corpes) opucification and
caasiderable conjunctival irritation, Rinsing of the eyes immedlately afir dosing reduced the ircitant
potential of MPTh although corneal opacification and well-dofined conjunctivel ireitation was geen,
Tollowing rinsing, all renctions had resolved 2, 4 or 7 days after institlation,

Although the full criteria has not besn med (i.e. only one suimal has boey wsed), considaration should
be given 1o isbeiling NFTh with the risk phruss R41 “Risk of serlous damage to cyes”, in accurdance
with Council Directive TH83/EEC, Annex Y1, Part 11(D) a3 described in Congizsion Directis
93/21/EBC, hased on the dus gonerated for onc animd.

o




ALS 49/940548/5H
Sponeor Project Number: 94007/ TOX-065A

INTRODUCTION

T R

‘The study wus designed to nssess oyo irritation potontied of NI'Th folles/Ing & single Instiliation b
the eye of the rahbit. The lest subsiancs may come into contuct with the eye during handling or wse.

The stedy was conducted In cempliance with BBC Msthiods for the determination of toxicity, Annex
to Divective 92/69/FRC (OF Mo, L3834, 29.12.92), Fart B, Method B.5. Acuts toxicity {eye
Istletion),

The albino xabbit was chosen s it has beon showa to bo & suitable model for eye irrliation studies
arid i5 the aniimal recoremended in the teat guidoline.

The amount of test substance instliled wae chosen in complisnce with the guidelins,

The pratocol was approved by the Study Idirestor and HRC Management on 24 January 1994 and by
the Sponsor on 18 February 1994,

The experuvantal phase of the study was undertaken hetween 23 May and 23 June 1994,

DI/B HG0IS S8V 105




ldentity:

Chemival names:

Lot numher;

Explr:

Purity:

Appearance:

Storage conditions:

Datc received:

B1/01£:8065 58P 106

' : AL8 49/940548/5E
Spongor Project NMumber: 940077 TGX-065A

TEST SUBSTANCH
NETh

{-hydroxy-4-tfluore-1,4-dirzoni-
ableyelo(2,2,2)octans bis (tetrafluoroboraty)

449-94A

30 March 1995

~ 94%

Free flowing white-tan powder
4°C in dry conditions

30 March 1994

L0201 ¢ H-TI-IE




, ALS 4D/940548/5¢
Spansor Project Numbor: 94007 TOX-065A

BXPERIMENTAL PROCEDURE

ANIMAL MANAGEMENT

Four healthy adult rabblis of the New Zealand Whits strain were obtained {rom Froxfisld (U.K.)
Ltd., Petersfiold, Hampshire, England,

The animals were in the welght range of 2,2 t0 3.5 kg and approximately 10 ty 15 wesks of age,
prior to trestment (Day 1), All rubbits wers acclimatised to the experimental environment.

Tho rabhits were selected without conscious bins for the study, They were hioused individually in
oietal cages with perforsted floors In Building R 14 Room 5 and 1.

A standard laboratory diet SDS Stanrab (P") Rabbit Diet and deloking water were provided od Libltum.
Ths batch of diet used for the study was not snalysed for nutrlents, contaminants or micro-crganisms,
Rexults of routine physical and chemical exumination of drinking water at source ag conducted unuslly
weokly by the supplier, are made available to Huntingdon Rescarch Centre Ltd. as quarterly
summuries,

Animal room temperature was maintained at approximately 19°C and relatlve humidity at 30 - 70%.
Thesc environmental parameters were recoraed duily. Air exchange was malntalned at approximately
19 gir changes per hour and lighting wes controlled by means of 4 (me switch to give 12 hours of
artificial light (0700 - 1900 hours) in each 24 hours period,

Each animal was identified by & numbered gluminivm tag placed through the cdge of one ear. This
number was wniquo within the HRC Industrial Toxlcology Drpartment throughout the duration of the

study. Each cage, was identified by a colourcd labe) displaying the study schedule number, animal
number and initials of the Swuly Director and Home Offlce licensee.

TEST SURSTANCE FREPARATION
NFTh wag sdministered as supplied by the Sponsor.
Tho absorplion of the test suhstance was rot determined.

"The homogencity, stability end purity of the test substance were the responsibility of the Sponsor.

OU/TIMEIS B8V 100 (QUTOHH el PRI




ALS 49/940548/SE
Sponsor Project Number: Y4007/TOX-065A

TREATMENT PROCEDURY

The cyes of sach anlmal wers examine prios o instilation of the test substance to enzure that there
Was no pre-existing corneal damago, Iridial or conjunctival inflawmation,

One onimal woy treated in advanes of the othars, to ensuve that if 2 sovere reaponse was produced,
no fuither anivaals would be exposed (pllot animal

a0 Table 1). On this occasion severe ocular
reactlons were sous in the pitot animal and nip further

7 animaly wees exposed without tinsiog the eyes,
One further anlmal wus trested i sdvance of the others (o chixk the eftectn of ringing the eyes,

Approximately 64 mg of tic et substance, the weight ucon

pying & volume of 0.1 ml, was placed into
the lower everted lid of anc eye of each nnimal,

The eyeltds wero then gently held together for one second before releasing. The contralateral eye
romained un‘rested,

To investigute the effscts of remedial ircigatlon the treateil eyes of thres rabhits wers washed with
water immediately after instillation for a duration of 30 seconds,

OBSERVATIONS

Qlinicsd gigns

All animals wore ohserved daily for signs of ill health or toxlcity.
OGculer reaponses

Examination of the eyes wus made after 1 hour and 1,2, 3 (equivalent to 24, 48 and 72 hours afier

instillation), 4, 7, 14 and 17 days afler instillation. Observation of the 8ycs wis aided by the use of
a handheld light,

Oculsr igeltation was assessed uslng the preacribed numerical system:
Cornes
Opaclty: degros of deusity (urea most dense taken fur reading)

No ulceration or opagity

¢
Scattered or diffuse areas of opacity (other than slight dulling of normal lustre),
detalls of irls clearly vigible t
Eesily discernible translucent aress, details of irls stightly obscured 2
Nacteous arcas, no detaily of iris visible, size of pupll barely discernlble -3
Onaque comea, iris not discerniblo through the upacity 4

OI/ZTHSIIS 6B 102 QIO ¥H




ALS 497940548/151
.‘spm;;ar Pm;%& f‘%umixat. *}‘%Hﬁff‘{)x%%

Irig
Normal ]

Markedly deepened rugas, congestion, swelllag, moderals circumeorsal hypersomis or
liJection, any of these or combination of any thareof, trly wb] remstng 1o Hght

(aluggish rezetlon is posltive) $
No reaction to light, haemorrhage, gross destruction (any or all of thege) 2
Conjunstivae

Rodness (vofers to the most severe readlog of palpebral and bulbar conjunctivas, a3 comparcd
to the control sye)

flood vessels normal 0
Some blood vogscls definltely hyperasmic (injected) 1
Diffuse, crimson colour, individual vessels not eusily discornible 2
Ditiuse beefy red 3
Chemosle (lds and/or nictating membranes)

No swelllop 0
Any swelling above normal (Includes nigtating membranca) i
Obvious swelling with partial eversion of lids 2
Swelling with lids about half-closed 3
Swelling with ilds more than helf-closed 4

Any other leslon not covered by this scoring system, was described.

ARCHIVES

Al raw data and study relaled documents generated during the course of the study at HRC, together
with a copy of the final report will be lodged in the Huntingdon Research Centre 1.td., Archives.

Such records will be retained for a minimum period of five years from the date of issue of the final
report. At the end of the five year retentlon period the clicnt will be contacted and advice sought on
the future requirements. Under no clreumstances will eny item be discarded without the clicnt’s
knowledge.

DY/GIRIG0NS S8Y 105
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ALS 49/940548/81
Sponzor Projoct Number: 94007/ TOX-065A

RESULTS

CLINICAL SIGNS

Thore were no gigns of toxicity or Il bealth In any rabblt durlog the observatlon perind.

OCULAR RESPONSHS
‘The numerical values given 1o the acular reactions eliclted by NFTh are shown In Tabls 1.
Unringed ey

A Cicado 4 corneal opacity developed 1 hour ufier Instillation and persisted throughout the observatlon
period. Vascularlgation over the dumaged arer was seon,

No Iridial intlammation was observed,

A diffuse crimson or beefy red colouration of the conjunctivas wag geen accompanied by considersble
swelling with the cyelids mora than half closed. Necrosis was scen on the pletating embrane, An
abcess developed on the eonjunctivae 17 days after inatiliation,

The animal was killed 17 days 3#ter tnstillation due to the severlty of the rexctiong,
Ringed oyes v

Dilling of the cornca was seeu in all three animals, Cornes! opacification developed in one animal.
No iridial inflammation wxs seen In any of the animals.
A diffuse crimson colouraﬂon of the conjunctivas was seea in two animals sccompanied by swelling
with partial eversion of the eyclids, Blunching on the nictating mermbrane was seen in one pnimal one

hour uftec instillation onty,

.

The eyss were normal 2, 4 or 7 days afer instiilation.




- - ALS 49/940348/58
Sporsor Projest Mumber: SATITOX-0654

CONCLUSION

Instillatlon of NFTh into the rabblt eye cliclied corncal opucificatlon end considerable conjugctival
Irvitution.

Rlusing of the eyes for 30 seconds Immedistely after instilletion reduced the irritant potantial of
NI'Th

4
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Sponsor Projoct Number

Ocular resething observed sfler ngtillation of WIFTH

ALY 49/540548/58
D SROOTTOXG65A

Rubiblt Ose Dy stter instillston
raisbos Reghin of eyo E@ dosorsiem o R
st wox il I T T T PO
Cormes 414 4 4 4 4 b4 b
5120 ke olo o o ¢ a0 06 o
Hednsa 82 &Y 231 4 a2 g2 (]
Conjunclive foms - - :
Chepsnsds 4 4 3 2 1 i 3
Corman pjlo o ¢ o0 o
s elo o o o o
63284+ | . - 3
Hedrwess &f H 0 1} g 1]
Conjuractive -
Chemonia 1 0 0 9 0 [
Cuormnesy D ¢ o0 0 o 0
Irls 630 a6 o o o
64398 -
Redness 2 1 G (¢} a (1}
Conjunctiva .
Chumoxis 2 e 0o u 9 g
Coraca D 1 i ] ¢ 0
13 0 0 [} 0 a3 0
64494 )
Rednens 2 2 2 2 1 9
Conjunotiva
Chemosis 2 2 2 2z 1 0
* Pilot srital- unsinged sye
*¥ Plknt aidoals ringed cye
# Rinsed wyo

& Nocrogis on nlvtating membraas snd lower lid
b Vasoulurissti

¢ Abcess an lowsr and upper lida

D Bulling of the cornea

9 Blanching of alointing menbrane




