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3. Primery Skin lrritstion Study in Rabbigg (4-hour gemi-occlusive
| applieation) _(mm-ms-om, MRID 423804-08],

4. Deleyed Countane I‘ﬁygs-@mamitivﬁ,ty in Albine Guineg Piga. ‘The Maurex
) . Gptinizetion Tege (Triforing) {102&9-467-007. 42380409,

CONGLUSTONS :

e groups of four bsagie dogs/sen for 1a4
weeks oo dogage levelg of 0, 10, 40 109, or 1000 o (&ppmxim&t@ly 0, 0.24,

6.9¢, 2,48, and 23.05 wg/ke/day, rs:, wetively), Chronic toxicity Y88 reported

, at 1000 ppm gs manifested by inereased hemosiderosig iIn the Kupffe

‘ siduresie of the bene marvew (ne data subpitted for vwifzcmcim),
increases i srythropolaeis, Sesed on thegg kesults, the LORz, ig 100 Peu (23,05
Bg/kg/day) sud the ROBL 15 100 ppa (2.56 ug/kg/day)
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STIRY_avees Chronic Feading Study (Dogy; Guideliag Ssries 83-1
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BELRBBER: 890 44
VRIR.IORE:  e23804.10

BRTAL: K,H'-[1 »Lepiperasing diylbia(z,2 ;zttrﬁahzam-mhyzm@mn .
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it Tedfering wag edninistored At the dlee te groups of four beagle
degaseen .y 104 weeks ap dszage levelg of 6, 10, 40, 100, o 1000 ppoy
(sapwmim@@y ¢, 6.26, C.96, 2,48, gng 23.05 p doy, Yespoceivelyy,
Chronte tontoley was boported at 1006 PPE a2 menfifegucn by fmerosgeg
hesoaidevogse An the Bupgger celle, sideresig of the bons maypes (22 daga
subnitted foy verifiocviony, and ilner inorsagen in ¢ Fhvopoleety, Baged o
theue resules, the Kopg &8d LOBL woyps 100 and 1000 B, Teapoetively (2.55 ang
23,05 uyfkpldoyy, :

g@“@mggm@g@ggﬁ% Gorve Sepplameneery Data., Tnig Study doss not moqg the
Bladmey Fequirenents pop foxth undap EP& Fipma Guidaling Sertes £3.1 for a
ehrente tonierey study 1 Sope. Inadequate foporeing of che M&%ﬁwﬁmmg
date (en Buppore findinge of h@:@mam@m&m and {nevesssg in m&wﬁk&mmﬁmm)
Gonatitutes o Bgjew t;‘;@ﬁ“g@mmy in thig atudy, o
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Giideline Series 83-1: Chronic Foxicivy
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Burity: 96. 68
Dssoription: Not reperted
Seebilivy: Not zeported
Bateh vunbez: T 3/7¢

Recelved: fugust 2%, 1971

Valdela: Hone was used. The tost matsris) was ad@ini@t@rw in
the diet.

Zost Sofncls

Speeles: Dog

Svesin: Boagle

Beurea: G.b. Bocheingsy Sohn, Bhefn, Cormany

fga: 10 Honths st start of study ‘

Polphe: Nalese-<11.0-14.8 kg at scars of study

Femsles-<8.7-13.2 kg et start of study

SERLIEETE

fndpal feslenaont

Animols were sselimated te lebovatory comditions for 8 weeks. During
this time, they were vaceinated ageirat d&f stempor, hepatitis, lepte-
spivesie, and parvevirus end vers elso devorusd tiedes. Anfmals were
aseignud by sex to the follewing tese groups:

Bogsge
Tagt level
group (ppn)

I ¢ & 4

It iG & &

Ixr &4 4 &

. W 106¢ & 4
¥ 1666 & &

“ne fenale dled on day 295 of the deging peried,

The eeudy euthors ¢id vt indleate how randembzation of the animsls wag
achlevod in the test greups.

dvisal Hashendry

. m@ig @ﬁ@«m@\%&-&ﬁﬁwmﬂmﬁyr- - Baelron mﬁ:&k' @wﬁf,ﬁi@”%ﬁ;ﬁéf s

gaported,
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Gui&ﬁum Sories 83-1: Chromie Tozieity

lens's 010572

Dosagus wore sclonted besed om the results of twe subchronie fonding

: : studies in beaglo dogs (study nusbors wet providad)y, The enace dosage

cL levels used in the firge subzhronic study wore not reported but the study
authors st.tod that dossges renging from 3500 to 30,003 ppm were
assosiated with significane redustions in exrythrosytes end hematocrit
valuss., 47 3500 Pom, redused howoglohin values ang increcsed raticulo-
¢yte counts wove observed, At dosages. levels &10,000 ppw, Inereansd
lovels of alkalius pvhosphatase, bilivubin, aug cholosterel were obgorvad,
Histopathologlcal chenges (drop-1ike fatty infiltrations in wyecardizl
£fibore end liver celles and siderosis of the Bupffer cells) were aleg
observed et sil ¢oge; o levels. & KOEL ¥az not established,

In the sscond subshronie study, animele veeslvsd diatary concanmtrations
ef 106, 690, or 3500 pen.  Ivenm depesics wgre sxosted in the splean,
iiver, and bowe mervew fmeng animels at 600 »as 3500 PRa.  Significantc
redustions in heweglebin, ved bloed cel”. count, hematocrie, total
prateing, albumin, ound globulin end fue ~ased relative splsen weight vere
okeexvad et 3500 Frpee The HOVL wse 100 P, .

Bossge Sxenerasioy

Biets were prepossd waekly Em mﬂmm the tost substencs with the stondand
giet ard 900 vl of waeor, This mikturs was frovad for 30 plauter gad
then miged fn o Tuzbulle miner.

fusliyass for test-avelele senaentrations, for ths highest dese only, were
‘ ’ reported dm aseoelavisn with treatmen: dates of copreniustely 9 monchs
-7 (3/18/71) and 17 momehs (1/23/73 and /30773y, Ie 1 unslear {€ thoso
dateg corzespond to datss of diet prepazation er dlot anslyses. Reporead
values for 9/1$/71, 1/23/7%, eng 1/36/73 for voninal 1600 ppm were 924,
2 ‘ 847, and 647 Ppe, respectively, Addiclonally, test-sreiale comeen-
tratione, wvage aunalyscd st ths end o¥ tha study st all Createent levels,
Hesulee vere repovted for preopared diee prier te vizing with psae
(nomival: 15, 60, 150, and 1500 pow) and Presumshly for prepared dice
after nduing vith poae (neminal: 16, &0, 100, eud 1000 PRE). The resulty
adnal 13, €€, 190, ong 1509 ppm (ne moat) ware 15.3, 63.¢, 146.3,
3 IEE. 7 ppa, w meatively., The resules for nomlnal 10, 40, 100, ang
1000 ppw Celih moat) were roported te bs 10,3, a8, 102.6, eng
878.9 sy, raspoctively. Tho avchoss did noe epralfy 47 g Tazultg
obtadned afver Sing the mant were cktzined right aluar winfng wich the
8368 oy aftar & e of atoregs, N euslytical dete fom lower dosos
Guring ereatuont weye avallabie, '

-

The euthore alue piovided dute en sasples frop g difCorent atugdy (at 13,
60, 150, end 1500 veu) which vas completod in Decelber 1989, In thio
study, anslyses fop stanilicy (efeey ¥, 14, 21, end 35 days) revealed
S T oo uean values fyesm Y98 o 1054 af noninals with aocfflctont of varletion = - -
e XOBEL0E £E0B 1,66t 16,09, - dnelyess far :@m&mmﬁmﬁ‘éﬁfﬁmgéﬁéﬁj}f
ravealed meam valves frag $3% te 1030 of woninale wieh coeffiofente of
variotion ranging from 1.6¢ vo 12,45,
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Guldeline Serics 83-1: Chronte Toxicicy

_ c105%3

&nfusle peseived 306G g of foed (200 g-standardizsd povdorsd 'Heltungs-
Sutterfur Huads 4IK° [Jacob ZARK TT} with 160 g ‘Lats.Purin &rgentine
dricd beef [soures not etated]) daily throughout the study. Tap water
wes evalleble £4.1ihicus encept during the urins cellsction,

Stasdatics

The felleving Procedures weve used in analyzing hematology, elinical
chemistry, ovsan velghts end body walghts: Ponox test for honogensity of
veriance; ANOVA and Student's ¢-tese for homogensous data; snd Eruske? -
Wallis tost for haterogonovs detg, Orgam welghe dace were also analyzed
by covavisnce with body welighe,

Somnlismen

. & slgned Setavensas of He Bata Cenfideontialicy Cleins, dated June 2%,
1992, was providsd,

- 4 sigasd Suatement, doted Juna 25, 1992, indieauing shot the Btudy
o s et In cempliun  with mpa Cils, vae provided, The study ves
. comploted priey to toe daen that CLE standsrds were ingusd.
- & signed Statesent of Qualicy Assuranco, dated Harel 1, 1990, weg
providad,
BREHQNS AW Resnys

[

fndncls vere obeosved st regular intevvals throughout the day for
elinfeal signe wnd morbidity end ewice day fox Bortalicy,

Besules: Mo Goapsund-related morealiclog or elinfeal signs wors ebaezved
iz elther gov et any Cosage level, Oma female &t 100 ppm dfed em day
423. PBriew to d2ath, @ pusulent pagal Clschorge wag ehsezved, Rosrepay
Fevenled ssute paowmoals 65 the causs of death «  Insfdeneal elisfesy
elgin, ehsonvad in a1 Eraups, loalwded Iguid fecos, vamiting, GLLrous,
ealivatfen, mild treabling, emd rodprate sesxie, Bats fop {ndividusy
slinfeal efgne vave new preconted,

§ »ngm@g
Bedy m&é@xg &%@%éﬁ woge & vaorded weelily throughout the study,

Bosules: #o tonpound-related effosts on bo
elthey gey ap eny dosagn levell A gumpopy

0-104 vere sinilior in all groupe,

e s o e



Guidolinie Serigs 83-1: Chroni~ Toxlesty

Eeod Sonewrpiion. and, Co 0505 ;3

Food consumpeion dets vere recovdsd daily throughout the study and proup
sean food conswsption was esleulated waskly, Poog effleiency was not
reported,

Bapwlea: Ne esspeund-velared effects on food consumption ware observed
in either sow ap any oosagpe level. Hearly ell males consunsd the 300 g
of food vieh whied the ¥ woie provided. 4 fow fomslag conslatencly failed
Lo cat ell of their food, Hean tost materisl intake for weeks 1-104 were
0.25%, 0.93, 2.5%, and 22.%0 Bg/kg/day in nales end 0.25, 0,99, 2.56, and
23.60 mg/hg/day in fomsles et 10, 406, 100, ena 1000 PP, respectively,

fetthalnolosics), Prentncrions

The fundus of the eyis of all aninels wee «xisined prior to geudy
inteiation end during wooke 13, 26, 32, ", en¢ 104 using & Kowa Fundug
Camora. Prier co excminstion, pupils wers dilated wigh 1.2 dzops of
Foche sydristic agent, . '

NS Ho esupeund-veloted lesfons vore ohesrved in oither HE% 2% say
seuage level., Fasidsnesd findings Llocluded one male st 10 ppe wich
dloselovetion of ehe tlus ot ell eye exeminetions; eng fonals av

105 ppa a3d owo mole &t 1000 ppm wich kereticin wieh vestlarization snd
plgeontstion during veok 104; end one mals et 1069 Ppu with en faerg.
reviral henoerhags durlug week 82,

phelesy and Clinlesd @ Rdstry

Homatology snd elinfesi chenistyy persmoters vore determined at the start
of the study end during vesks €, 13, 26, 52, 78, and 104, The astudy
authors did not indicate from vhers the blood wee celiceted op if the
enimals waye fegted brisr te esilestiem. The fellowing chacked (¥%)
peTanstere were detere ! .

E:

wmsnlasy

Hansteewde (ligT)® Mesn gall hexmoglebin (MG
Homugleblin (Hop)e Hesm eall hemoglobin :
Ezythweoyte ssune £unc)ye comcantration (MCHC)
Dothecyts coune (2B0)° Hean soll veluma
Yoclweyte ¢18furenzia)l soung Thresboeyreg?

Lymphoeyts esung Prothreshin eine ‘
Henooyes coung Blead sedinentacion rave
Betieuloayve count Usmatie resistence
Biderecyras

62000 08 50 07 B e
]

4 5 28 b2 20 g

Emaovnentug by Bubdtvioden P Gatoden 15833 ¢

.--i—ﬂ»mﬁ&%M;%%@MH%@W@M&;*&&EM EEROeOREY, wars 0
evalusge . .

Beaples: oo stgniflosns senpound-related offucts vers ebparved an any
bomatelogioal endpolut, Inoldental diffevencen from aontrel vere

D | 8
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noteds Howover, no conslnteat dosaga-, 88%~, or Cipr- L. . TELern
was nsted for any endpeint, The study autherg repery . . - a4
for & dsss-valeted reductlon in red bleood cell paramecs. 3 10y gy .
and HCT) end sssocioted cell indfces in the treaved Eroupe _..i.ug weel
6...% The veviewors rote, hovever, thst even though there wes &
gensrally dess-related decrease in Hb, RBC, and MCT st 6 waeks,
egpecially in fondles, thers vere ng statistically signficent pairvigs
decresses end all mosm values wers within 8% of controls wich the
axgseption of Wy in fomsles et 100 and 1000 pa, viilel decresged by 10w
and 14%, vogspestively, 4% 6 weeks, the individy 1 anfmal valusg for
high-dosage femsles (but net males) were all bslow pretese valusg,
They wers, howevsy, einiler te pretese veluss at wesk 13 and ‘
thersafter, Betleulosyte councs ¥eze not affected. 2 slight fneresss
was noted in trested males at veslk 13; howsver, ne consistent Cimp. op
dosegs-related pattern wags sbaervad,

Bous merrew sweavs densnstysted o ahife te ‘ands erytliwopolonts in the
g@&@m&@wmgm«Mx"mmwm&ﬁm ratie £t the bigh-dosege level in cwo
males and thres fomales, Additionally, the. mitotie indez fn the
erythirepoletie systen of ong hiigh-dose female wag aleo sbevy werpal
Lintes,

§11 leal ohontsery )

Elactralynas Othex
£ CGolofust & Albuptin®
£ Chloridgs® b4 Albunis/glebulin ratie
Hagnesties X Creatining®
£ Insrganic Phosphape® X Bleod upes nitrogen®
£ Potessiwm® X Totel cholesterel®
4 Godium £ Qlobuling
A Iroem X Glucage :
. & Total Biliruhins
Eorvnos X Total protoip®
& Caxben dicuids . ‘

¥ Llkaling rhosphetass (ALD)
Chelinsstorase
Cvoating Ll
& Alapine eut
& “BEpariste snl:

A
ransfevene (ALT/80pT)e
wirensferase (48%/8007m)e

arearraded by S divioteon § (Cotabon 1952} @nldeltngn
Rasules: Mo sign!
elinicsl chenlses

Y pRrsne
ingvessed with stntiotioal slgnificanse Versus contvols for wooks 13
26, and 108 im moles and veeks 13 and 104 in fomalos, therve WS nio

-- alear dosages ap tive-zaleted teend, Individual values in troated

Eioupe wore gensrstly whthimoh U TERgS of pritedt VElugm -
(0.66-0,11 Bgfdly. altheugh mosy chelestorel levele tonded o ba
higher then esntrels in boeh Bales and femeles ¥eselving 1000 ppm, st
et {ntevvels, ehe inereases vere slight, none were gtatistieal
eignifleant, end thore wes no trend over cims. MNoge valusg for

€
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. Guldelins Sexles 83-1: Chronic Torteity

indlvidusl anlusls were within the range of pretest valuse which were

. 168-224 wg/dl.. These increases in Bil{rubin snc cholestavel may huve
been corpeund related; howaver, they were not biolegically significane
since thay were wichin che normal vanges for this epseies (as reporesd
by ¢he study authoxs; ny hictorical control data were submitted). Fox
all othez ewdpeints, no consistent dssage-, sox-, or tims-related
pattorn vas noted.

Uelnelvels

Urinslysls wae psrformsd on ell animala prior to trestment end during
weohws &, 13, 26, 52, 78, end 308 . Uring ssmples vere sollected oveyr
e Zb-hour peried whils che enimals wers housed im wstebolisn cages.
The following chiscked (R) pareseters were determinad,

Yolume® Hatonag®
Lppearanse® X Acatong
£ pH £ Bilivebin®
& nselflie grovi. £ Sediment (mlercaceple)
. £ Froteln ‘ & Quoeulé bigod? .
X Glusess®

Teeomendsd by Sodtvisien § (Ootcter «288) Sutdelines

: HBe oo

: suted-velaved sffeots wors obesrved for any uwelinalysis
olnt in eith

¥ Jex et any desags level.

saextfios.and Pashology

ALY anlr is wore subjested te gros- pethologlesl ousmimation. Tha
msthod of seerifics eonprised deep ancsthasia followed by ex«
sanguinatlon via the cavetid aveerfes. Oress exsainacion consloted of
eng: }oand foterasl enmeninsulons incluilog & vecovded desaviption of
all gross loslens., The fellewing chackad (£} tlesume v 20 preserved
fn 10% eslefune-buffored formalln for histologisal examlustion.
dddielone] sentleve of advunals, kiduays, heert, and liver wers .
etalnnd with fat ged 7 b asd the Berlinm blus usthed was used fox
dutoetion of fven in the hesrt, luag, Liver, kidneye, avd spleen. In
eddinian, the doublis cheekad (XX) ovgans were valghad,

€ o
S

——— - s - g ¢



Birsasivn AvAHeR

£ Toengue b4
¥ Salivery-gh.®

¥ Beophegue® ) 4
£ Gtemach® . ¥
£  Doodenun®

g Jejus®

¥ Ileuw®

% Cocun®

: Colen®

i Koeetum

v $ivex®

% Venoreas®

nxdieananle

¥ bereis sueb
X Hesntd
r Bons neerew’
o Gpleen
# Shyess

Beuralople

w8 Brsin w/ehed

¥ Periphersl nerve®
w  Spiacl eoxd

i Pisuivary®

sdvensie® ¥% Eidnays ,
Lacriuwal X Urinary bladdsy
Hammary® K2 Testes (wich
olds® spididymidas)
Parathiyrolds® ¥¥ Frogeste glend
Havdarion Seminal vezicles
% Cvsries
Ucarus
Corvix
Bapal pelvis
Vagina

£ Traches?

2 Tamge® .
Lavynr
Fharym

Sthin

2 Sheletal musele®

% &hin®

% &1 gress lecloms
Boua®

2 By Gubdiviolbma B (Ustaln 10833 Tuldeliman.

safebitnt He empeunderelated cffoets oo waadjustad oxgen
ghte o welghts adjunted by eovarlsue with bady welghts weze
«f ¢ elthor sen ot eny dosage level.

01057¢

Guideline Series §3-1: Chronic Toxlcity

£18373

Be ccapowndsgalated gress findings woxe ehgorvad In
wy desege lovel, troldancal flndings inelwled

svst of the erlouspid, honatouss on the odgs uf the opleen, end

higtenathelegleal £1.@ings

gk

wle we e 1 The outhove stated that cuopound-gelated

vore cboorved ot 1608 pom. The euthers

stoeed that the eifests wore manifested o fmsxoased iven coDLAnE @

S

o8 grlnals Teceseing 100G pyn evd sidovesis

£~Z ¢he bone parred 48 G enduale ag 10600 ppn. Hewaver, blate-
pathelogy data in s T8 of thede asssrtiens vove Bet prass

ai ia the

susnary eebles er im e individeal histopethology shests. Thevefore,
& smmery of the inoldense of Bupfier eell

they con wot be vapitftd.
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Guideline Sevies 83-1: Chroule Toxisity

pidewoslo, a8 extvested from & tent table, 45 prevomved inm Table 2.
Sewroeley of this offect was inczeased at 1000 ppm.

Triforine vey ammm terod fn the diot to Lsagle dogs at dosags levels -

ef 1, 10, 40, 100, ov 1000 ppm for 104 wocks. Chrenic tomfcity wue
chaagved at 1000 pon ey evidoneed by incveaved Rupffer cell hawmo-
sidsrosis, gidevesis of the hone survew, end ninsr incregses in
eaythropoissie. The b em~e of any consistent reductions in red blecd
enll pmmmmm indleated chet the effect was mlld., ‘The BEOEL sod LODL
vory 100 end 10080 ppu, vespestively.

LEEARAL DR ECHR RO AT AR RET

\.w m zg, im?u i
st 26 w”‘w of th

BE &@mw m m@mﬁ m ﬁ%ﬁﬂ@s%@ mgm s‘:%m
e wmﬁg@ aersursd te body waighe sz falclacion,
for pabuee doge qmemmme@m Fovmgar dags
i have 'ﬁmr&m waed o this stody {y@@&m&m
: ewure gpuve with the study suvhors thes no
ng was ebserved in elinfesl signe, food
mmmﬁmmmk y w%mm urinelysds, ergen veights, eud gyese
£de ‘*%@g&z. Spovadic deviatfens from eoncesl in these povemators vers
wit fn the sereel werietion fov this speciss snd strain of dogs.
§3fghe efflsore were obucived in golected hemntelogy wnd eliniecel
enistyy porasstove. Howevow, these effests do net appear to be
ogieslly mg;fa Lienat end were freeuently within e histenissl
&:mﬁ, pange (&8 veported By the study enthovs; histericsl contrel
were not previded). Cespownd-pelated histipethelegiesl findinge
beeyved. Both fudleldusl pothology shosts and ewmewy pm%'i@g@'
les weve provids Huvewey, Chove soupess (Jeble 20 and Appendin
¥, GBI 644 not cwppore the veported findlege of ineressed”
aldave & tha bone mavpey o in the Bapffor eslls of ths liver.
o majew weporting delicleney in the busis fov clasaifying the sty
Supml rery. o «fditien, the Sellowing devistlens frewm EPS
Linpn vore woted:

-

s Seabd Liey, concantvatlen (encept spevedicslly), end W&@éﬁbmﬁy
vars Bo0 roportad for the sstual doscges in thie aty

w Fate on fudividenl olinfecal chaorvatliens were not smivved,

.. gﬁ&&&%ﬁé dewlations : wava uel Imeleded Is the swesary b’ & of
oty wniahes feod oo -

——
PR, B - P

«  fofmels vere L@-nonthe~eld ar itlenion ef the study. Themefors,
body walghts (poveleulanly i1 'es) wore nest thely mamimuse and
body walight galn data fn e * «aRlon ¥ not & geod efifest
$ndisater.

e
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Pags 13 of the report is missing. :
- Protocel and protocel deviations were not submitted.
CLPs wers not completely followed as the study was conducted before
- this requirement, -which may explain why the data reporting is
insufficient. ’

Lased on the above deficiencies, thls study was classlfied as Cove
Supplementary Data.

-
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Guideline Series 83-1: Chromic Toxicity

TABLE 1. Meem Body Yofghe (kg) az Representative Intervals in Bogs Fed
Tedforine for 104 Woahe®®

' - Bistery
Study Weok ¢ 16 & e
Hales
1 1351 13.8 12.9 13.0 13.3
- 2 1.7 12.2 12.3 11.9 12.5
6 12.2 12.2 12,6 12.9 12.9
sa 12.6 12.8 13.9 12.% 13.8
o 12,2 12.7 12.8 11.5 13.2
S04 125 13.5 13.8 12.3 13.9
if@:@’%«?@ﬁ estn -0.4 0.§ s 0.7 0.5
§ 10,6 50, 0.8 : 13,9 e
13 9.6 0.7 1.1 16,8 5.6
2 1.6 1.4 1.3 1.8 $.0
53 11.9 186 1.9 12,2 5.2
% 12,0 126 1.5 1.6 12.8
16 13.9 15.6 12.3 12.8 %.2
Hean wolehe goln .
¥osks G-100 X X 1.6 1.¢ 3.9
Tato wrs entesstod fran Study Ko TRUE-437-017, Tedie 2.
tenderd devistlion wasg ot pravidd,

13
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s Guideline Sories 83-1: Chronic Toxtcity
- L oal Y
. ) . 10 W
£ 8. Jmeldonce of Fupffez Call Memosidarosis in Boge Fed Triforins fopr
106 weske®?
- bt \
& ] . i
G 38
' » 48 &8 &3 26 8
*0 318 &8 28 et 8
46 $48 cen 28 vse &8

Betny ware entrasted fron Stuly Ro. 10208-437-017, £o 3

Yhe stusly sthees @14 not previde fadividet er owRary data to o
varfous degrese of sgverity,

Bogree of oldurents

¢ thie rar dfd they cofine the

“nty el enlosts wattoble; eo fumis dicd eng @0 enfaal was Aot exeningg,

B e e S e S e e = - .
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Reviewed by: Alberte Protzel, PFh.D.
Ssctiom IXX. Tuw, Brench II(H7509C)
Sscondary revisver: Jasee B. Rows, Ph.b,
Section 1XX, Tox. Breweh TI(R7509¢)

DATA EVALUATION RETORY

Frimezy eys ivvitation in rebbice;
EPA Guidsline £1-4

MEIB KO 62380407

AEREAL:  Triforime Tschuical
ke Ws24.3u; CHEPLTTIO; Funginex

STV JOBISER:  Sheit 10247-466.019
SROREOm:  SHELYL AGMAR G, & CO. K@. Postfaech, D-6307 Ingslhsis/fheln.
Cernay, . .

SEIEERYY  Pesceredh and Gm&itmg Covpany AG, Itinpon / Sedtgariond,

© Lt Prismssy Eye Izrication Study with Tyiforine Tockhnleal iw

X Lo Ulleem, 7. Forelesile.

SUERIESUER: July 8, 19438

Tonieity Getugovy: IV

Sove Classifiostion: Hinloun

Erimary Bye Ieeltatlon Eating: Mst a primery eye fezie o,
HATIRTALS:

1. Zest s s Tedferins Tachnieal, Besaripelon: Colevless to erons
powdor of erystels, Raowgh o 4764, Fumity: ¢g.1 20.9% g.4,

2, Xess. onieala: Species: rebbis, Strain: New Zsimg White K (gep.
Gualivyd; | hge: 146 wooks (zules) & 18 waely (fomalen): Welghe: 2.5.4.¢
{sales) & 2.5.%.7 {fenalan); Souroe: Klofntier Sapy Kadeszin &8, g &414
Feollinsdonf / Swltgorlend,

S ~ hfeer w &eday ssclinatization, gig rabbits (3 males, 3 fomalas) vecolved. | _

& elugle-Gidl-g : .ﬁm’m@mgm‘“ﬁ?"&m cenfunceivel ese ef the lefn
6ye. The eyelide of trecped Eyse vare wers helg togather for ehouts 1 seaond; the

Sy
Lo
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¢yes were exanined for lesions ac 1, 24, 48, ang 72 hours afeep troatment: and
then tha anltcde were sosrificsd, The cornos (opasityy, 1sig and eonjunctive
(rednane, chomvels and sutsat of diseharge) ware seored g spocified in Cuideling
B8i<&. In adidition, the aninals Wors examined for toule aymptenn/ mortalicy and
bady vailghte. Individesl eye irritastion seores for csch vablhile “Ere presented.

Individual rosults end irrication gradss Wers presentsd. N corneel opecitien
(scere 0) or irvis irritetion (vecore ) ware observed in the eix zehbieo. 411
treatsd conjumotivas shosed signe of reduess (gxads 1) after 1 hour and ware
clasy, eusept for oms (greda 1), at 26 howes. 2431 trestad conjunctivas showed
eualling (grade of 1) sfter 1 hour and ware noympl (score = 0) by 24 hours, 211
trastad conjunceivas showed discharge (gradas 1-2) by 1 hour sne w0 discherge by
%6 hours (score o 8j. He eye irvieation offants were Present efter 24 howrs
(seere « 03,

fo moveslicy ov elgns of evevamfe tonielty wore ahoezved,

c9ed on the presenss of conjunetival redneag in one rabbic ae 24 boure (seove
= 1} whieh cloaved by 48 hours (ssexe = @) s the chemicel ig plasod in Tenteley
Cebogory YIT fer sye ireliezciom,

8lpned and dated statianents of Guality assuranss aud GLE sompliants worg Present,

s

P e o
S s e e e - ~ T
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Reviawad by: Albsrte Protzel, Fh.D. ‘ [ (7 93
gantion 11X, Pou. BEvsosh Zilﬁ?ﬁ!}@c)

Sceondary reviower: . Janos N. Lowe, Fh.D, ﬂ/ﬂé’wﬁ- Upl2 .
Seatien 11X, Tom. Branch LI (H7509C)

-

DaTA EVALUATION REPORY
STUDY TYPR: Frimery dsrmel fxvicetion in rabbiecs; EPA Guideline 81-5
g%,
M ot 423804-06

NG 89084

TEST MATERIAL: Trifovine Techuicsl

SYHORYME: WH24-EH; CHE?ATT0; Punglnex
AURE N
SECMISOR . SERLY, AGRAR @R & CU. BB, ?@%S@m. 2+6507 Ingelhoin/fhein. GCerwany.

Ta: Shall 1024F-465-016

Ty

AT Emseavah aud Comgulting Coupeny AG. Itingem / Switzsylsnd.

Polueny $hie Irglcsiolon Soudy in Babbics (S-bour copl-ooalusive

L. Uilman, T. Posriesile.

Juns 34, 1684

Tonfaiey Gstogery: IV

Core Clesnification: Hind

Briwsyy Ghiun Irvivctlon Boving: Mot a primaxy dermsl fveitent,

%eifisrlue Teckmieal, Dasoription: Colovless to oromm
Bateh ¢ 2766, Pupicy: 98.1 & 0.9%

Spneles: 7abbie., Strainm: Wew Zeland Whive, ar 16-15
2& 3.0 Bg. Souves: Kleinelerfarm ladoszin A‘?. ’Iéﬁ &AL
viend, Aeclimation povieds 4 daye.

Sin yebbies (¥ walos, ¥ fonsles) were shaved (10 on £ 10 em dovsal avsa}
el 24 houzs loter wers devmally trested with o single epplication of the test

. patoetsl. Tie teut-uateriak 88 gr-wonrmolotonsd with tep woter, Gpplied to the  — —

shawsd s¥es ef o m eud eovared with surglesl gause. The geves was covered with

‘ i8
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& senmi-ocelueive dressing end enchored te the abdomen with an elastie bandsge.
Four hours afeep Ereatnent, dressings were removed and test ercas were flushsed
with lubswery tsp water for scoring for erythems end edoms a3 specifiecd in
. ) Guideline §81-6. Treated sites ware scored for erythems and edems at L, 26, 48,
N end 72 howrs after removal of the dressing and test sreiele, In addition, the
animale wers exemined fop tonlc syuptone/mortality end body wvelghtse.

Individuel vesulte sag irritation grsdes were Presanted. No sigas of skin
irritation wore cbsorved gt eny tive: all fndividus) skin irritetion scores wEre
€ at all times. Ne mortality orp aigns of systemie tozicity wers observed.

—

Bussd en the sboence of obzervable shin frritation, triforins technicsl is placed
fn Torteiny catogery IV for slinm frrication,

Signed an” daved statonents of quality essursnce and CLP compliance WEES prosent.

B R T R < ki
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Roviewed by: Alberte Protzel, Ph.D.
Seatien LXIE. Tum., Branch II(H75049C)
Sccondery roviowsr: Jemss H. Rouws, Fh.D,
Section IIX, Tom. Dzeush IL(HISOSE)
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DATA EVALUATION REFORT

3

PR: Dermel sensitization in

EPA Gui. line 81-6
1 T. GHE IO: 6908A Suwinea Ry

BRID Ke,: 483806-09

TEST MOTERIAL: Teifevinge Teshnies’
SENOWRE: WI2L-XX; CHETATTO; Yunglinewm
SEHUY R

e Shell L0ZAD-4G7-007

B 6307 Ingslhein / Bheim, Fodeyal Reopublie

BN 0 KIS Sy b
SO B
ARSEIRR R

FLETN: Pesnaneh and Conaviting Coupany AG. Ioingon / Swiszoriend.-

£ Doleysd Cuntant Myperssnsitfvity fan Albime Culires Plgs. Tha
Leation Test (Triferine).

LUTRORIEY s L. Ullman and B, Suesy
RATORE.JE8URN:  Awguet 10, 1984

GHGIIRTON:

The ekin sonsitizstion potentisl of thie ratertal canmos be ascertained pending
eubmlsslon of the edditionsl date indlec” ¢ balow.

GO GLASRINTGATIAN  CORE Supplonentary, Although tho suthors {mdleated thet
“In & sopayats test (Juma 1984) the insidsnce ef the guines pig ztweln to
ellerple rocotlons wao tested®, oo information wos ghven on the conditlions of the
togt, the pootitive eunimel wed, the rvesults ebtained, or the corvesponding
ineldences cupponting the vosulus ef the positive test. Thls study mpoy ba
upgraded to GOUE Binlmun L€ the chove infermation Lo eubmitted aud fs conaldayed
sstlsfactory to the Agensy. '

»

BATRRIALS

L. Jest sopoomnd: Triferine Techufesl. Deseription: white pouder. Batel
€ 2230, Purity: 99.9%. v .

2. Teakandmelei—Spectestouines plge Stratnl Dukin-Hartley albles (DUMA
RF) . bLge: eppromimately 7-8 woalks; Faight: 395.433 g (males) end 400-443
& (femsles) g, Souree: Klolntlerfsrn Madoerim A2, O 4434 Fusllinsderf /

20
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Switzerlond. Acelimstizasion perfed; 1 wask.

ravn.Assienenang
%ﬁ%ﬁﬁ%&%ﬁ@%@%ﬁ@.@%@ dona with tho Yauer optimization re. . Tesive waleg
end 12 females wers assigrod to vehiels conteol groups and 12 weles end 12
fomeles vere assigned cept article-troatnone greups. Positive controls (10 pales
end 10 famales) wove tested for sonsitization in g i3parate auperiment dated June
1884, Thege ecoutrols wene nesrly eontemperanseus wvith the tese arelels
treatuentefobsarvations, vhich vare done from Juns 23 te duguos 10, 1994,

i ] .
bent dnvelved fadustion doses during wacks 1, 2 end 3, felionad by twe
challenge treatmente:

Vesk 1: & 6.1 ®l ders of the test arefele (¢ 0.1% solution in seline with
pelyprepylens glyeel 1:1) wae infeotad inceadarnsily inte the shaven flank sndt
back en Honday end fute the hask en Wednoadey and Priday.

Veeks 2 and 3: 4 ¢.1 8} dose of the teat srticle (prepared o chove aud misned 1:1
with Prowde ediuvant) wap Infected fnte the washal skin on Hendad, Wndnnaday
sl Peldsw

o atter the Last fnduonien duss, 0.1 5l of ths 28t antisls
2 o3 for vesk 1y wix infectod fn an owon of untrested £iomlk,

Chaliovme 2: 13 deyy efter the fivae challongs, & filcer pateh with tess artlole
45 & 0% dluelen in vaseling, wom epplied e untresced, shaven shin, end
anchored with en esalv ve bendage for 24 heure,

fodn
wars
aderepeles

 ware oehasrved Loy morealicy angd tonielity cyaptons daily; bady welights
i oat ecolimatlion, on day L end se toradnation of che gtedy, ¥s
ware povfovend,

is vare suenfued fox crythens formacfon 24 hours aftor injestlon on veel

¢ L, avd &4 houes aefesy pateh pevevel foz Chullongs 2.
Eeythoms vesovion ofgew Injeotion vae sesessed by msasurling the dismeter of the
ey 0arse sh the elin feld thichness to eonpute o *rasecion valumes (1o
#1%, & ol

2 2 Ghallamge 1 van obesln 42 tha recotion veluns abosrved afiav thy
challonge evaesded the poam 4 1 standard deviesion of the teratfon volumes
ebinined for e w sk doning Ll & pesielve Challengs 7 wes fudicntsd &¢

2 eleayly doearnibic reddoniog av the site of challongs; ne erythesa
veelved & sabic of @,

B

R

- _is ahovi below-and- fn Attachunt &, &/t% notey Bl L/1T Ceed iRe0eT 8 paateten

teeprune afvar {ntracutansous ehaklenge (Challangn 1); theze vesules &id ney
&iffay alignificsasly (Flshez's enage test) with eongrel values (2/12 pesinive in

&2
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reles end G/12 in feusles). "No pesitive Fesponses vere chsaerved {g any enfmal
aftor oploutanssus {pavclh) testing (Challengs 2).

No tonie eyepeoms attriduredble to the tese erticle vere chsorved: bady welghe
gale was aeg affosted-by the tege procedure, :

Teble 1. Husheyr ef animale with o positcive songitization resction.

Chellenga Vehiels Gontrols Triforine Trocted
Hals Fenale Kale Female
(W20 (H=12) (B=12) (N=12)
Challengs 1 2 ' () 2 1

{ Infrasutonaousy

Challenge 2 ¢ ¢ ¢ ¢
(Shin pateh)

“F fu the Totel musber of sniuslo in the teot grouy, .

flgned srd dated Quelivy fosursnce and OLD Compllanse statements WER® PESEORE,
&lthough the suthors fndfzuted thae *In & gopevate tset (Jupe 1986 ehe nsidupen
of the gulnss plg steala o allergls reastlons wag teated®, ne inforustion was
glvan on the sondfeions of ehs tese, the pseltive eentrel ussd, the g seleg
ebtalned ev the cerraspe. ing data supporeing the results of the positive e,

et T r T ———— T R,
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' 010573
bekechuont ), Bovmel sensitizaticn tese in guinse pigs. Individusl frritacion
) fuores. Froem py. 26 end 25 of the Study Repore (10248-467-007, upIn 423804-09) .



Pageﬁéﬁ&,is not included in this copy.

Pages "“through are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients.

___ Identity of product inert impurities.

____ Description of the product manufacturing process.

____ Description of quality control procedures.

___ Identity of the source of product ingredients.

_____ Sales or other commercial/financial information.

A draft product label.

______ The product confidential statement of formula.
Information about a pending registration action.

::;Zi FIFRA registration data.

_____ The document is a duplicate of page(s)

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please
contact the individual who prepared the response to your request.




