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The degree of primary irvitascy camsed by repeatad seplicatiens
of digiveidyl ether of l.4~butans disl wss jvvestisared in zale
snd femcls mice. Twn studies of four waeks duracion weve carrisd
sut, the firss ueing telusne 28 the sclvew: snd the sacons ueing
- poesona.

foch studins were carrled out using CFY niss (bred updss
ssecific pathosen~frae conditions ac Shall Texicelesy lLabozacesy
(Tumseall), houssd lodividually is pelyprepyiens cages and provided
wich water and cubed diec (Spratts &m;smsy Bist vl sepplisd
by Sprates Led., Basking, Eesex) ad 1ibiras. all mice wers gix
Weeks old vhen firm’: s&awﬁ.

 In beth smﬁisg & zange of dose levals wers ned wsing
£iva ¢ 8. poc dose lavel. ’

T the fivst study usisg colusme solvest, diglynidyl echer

af 1.6 diol wes taved as 0T, 108 35, 1%, 0.3 and

GedE wiv solurions. & fuzther dose growp of five male sod five
fesale sien vegsived tolusua selvent soly. I the second study
asing esetons eolvent, digivaidyl ather of 1,4~bucans disl was
ede aloveead a9 200, 108, 99, 18, 0.8, 6. 3;%, end O, wiv &@&@%W
T luesher dosa groups were sdded to this &
acatote solvest cily sud the mice 18 the othey growd weie shawed
gud lefe vntrssted.
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biscussion on tenicity of Tsosy ¢ wnds
Hinutes of 2 mserisg betwses S8eil and Cibe~Ceigy beld i
Lendon, 12th Hovesher, 1975,

Noskse, D. ¥. sed Ssudevson, D. ¥. {1968%.
4 method forv determining the derusl tomiecity of pesticides.

Braise, JaoBa, (1939).

‘Bermal Texicity' im 'Appralssl of the Sefesy of Chesmicals
in Fooda, Deugs sed Cosmetdes®.

4dssociation of Teod aud Drug officiale iz the Usized Scstes
of Amsvise.

Reubles, B.. ¥, (19635,
Dalawed contest hyper sivity in gulmss~pigs.
Azeh, Dermseol. 81, 171177,
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Table 4 = Primarv irvitstion of cccluded rabbic skinm after 2 simsle
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Animsl Skin response alter c%wli@ﬁg@ proecsdurs

Sex e T
mamber cisce | 24 hewrs 48 hours
Tremced SN
1 Mala 0 o Q
2 Msle g=1 o] o
3 Hale o ] G
4 Mals 01 ¢ b
g Male { o 0 Q
1 Female o1 o o
2 Female 2 [y Q
3 Femele | a o Q
& Female 1 Q Q
s Femals : & 2 Q
6 Male | 0 0 0
7 ¥sla 3 0 0
) ¥ale ; 1 b 0
g Male H i b a
10 Male | o-1 0 o
6 | Female | 0-1 o 0
7 { i i=2 Q ! a
8 | 1=2 ¢ i ¢
) § i G ; o
10 ' o o 0
mm?gg%ﬁ@l
1 " Male o g o
2 Male & @ g
3 ¥sle Q o ]
& Male o 0 g
5 Male 0 : e} ¢
i Fasals o ! Q Q
2 femsie o ; @ ' o
3 Female g : o ' a
5 Famale o ! o o
% Female o { o a
- o o - PR S O —
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SHELL TORICOLOGY LABOEATORY (TUNSTALL}

fuELL S

H LIMITED

APPENDRIX IX

ACUTE PERCUTANEOUR TOXICIT

The mathed uwsed was the seme ss that described by FHoakes
and Sandersos fov pesticides,

Four rats of sach sax, aged 1313 wesks, were used
4% esch dose lewsl. The tes: patamial was placed onmgo
che shora dovse=1 ¢ skis and bandsged inte comisct
with the skis using so imperseshle dressing of slusiniua

foll aund watsrproof plaster. The rass wers boused
inddviduslly sver the 24 bows exposurs peried during
which time the snimale weve daprived of foed but
allowed waiter ad Libitum

Afrer 26 hours the dressings vers resoved snd the
sxposed ares vas washed with 2 tepid dilute detargeut
solugion. The rats waxe them hwused im cages of fouwr
of ome sex and cbasrved for slgos of intowicaties during
the followiag ¢ days.

Soekes, D. #. and Seadevesen, U. ., (138%).
4 sathed for dotervining tesieicy of pesticides.
Be. !, imduser, Med., 26, 59-64.
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SHELL TONICOLOGY TABOBATORY (TUNSTALL)
| SHELL BESEARCH LIMETED

SEPENDIN 212

PRIMAEY THRITATION OF THE SEIN

The mathed used vas thet described by Drales.

Primecy irvizatien of the abraded snd istacc skin of
ssch of four mals sad four femmles rabbliis was sesswrad.
The dorsal hair batvsse the shoulders and the hindnusriarsz

was clossly sborn by mpans of elsewie clippars. &

2 = 2 & sves of the shorn shis ves abreded wlsg 2 fise
semie seedla, Injuries were deer scough s dsunwsh

e grelue corvaun but set sufficiessly desp to couse
blesdine. 2 2 1 am limg petohes werve spplied to the shraded
zod isgsct shis apd 0.7 o test msferisi wes spolied %o

asch. The ps ware coversd &y sm osalusive pelyathyless
film vhich wes secured in pesicion by sssws of am slasgis
adhesive bandege (3° Povopless). The pasches wars laft is

nlase for 36 houss.

Besosivne were assessed viswelly for the dagres of
SEY Th and oadems a8 shown i the table balew. fewms
davs after the spplicstion of the teew watarisl & flmal

visual aszevsmans wes made.

B srychems a @ He oadene = O
Bale pink s g fafc shin w1
Radnass = 2 Gadumss = 2
Savers vadnsss = 3 tore defiaise = 3
Seet vedoass L Zawsre ondemn ® &

Breiss, J. B., (1868},

‘Persel Towdeliey' i "Sppzaieal of the Ssfesy of Chemiesle
in Tesds, Druge and Cosmsgles™.

ssseciarion of Pood sud Drug Offlciels of e United Sontes
of dmevise.



SHELL TOXICRLOGY LABORATORY (TUNEVALL)

SIELL BESEASCH LIMITEW

ABPESDIX IV

SKIX SEHSITIZATION

The Sewhler mschod wes used o sssess che skin ssmaicizing potential of
che test matevial.

a preliminscy screen was carried out te determise the concemtratiens
of test mssarial $o be used for tue toplcal inductions and teplcal chellemge.

Tue esle sod twn female guinmes~pigs wars used for esch test conceamtratien.

Groues of tem msle snd tem femsle uimea-plgs were used for the tesg

s08 & furcher five ssies and five demales as contrels.

48 grs: 33 5 cm wss clesaly shaved on the lefs {lank of 20sh tesg
13

gnisal, by mesns of an eleatrig razer. 0.5 ml of the test msterial ag a8

retion ing slighe irricssien wag spplisd o a & x & om
sacch of vhetman do. 3 M filter paper and the pactch wes then placed
over the shavea ares. This wes covered by overlappimg impermeadble plastic
schesive (8 2m Blenderm) which in turn wes firmly sscuved b¥ a3 elastic
sahesive bandsge (3" Poroplast). This dressing was left ia plaecs for
14 hours. Treatments wers repssted once weekly for 3 wasks. Twe wasks after
the 148¢ exposurs, all test sod contrel 2simels were challengsd i the
sane movmer with dusllesse closzad patehes on the rigug flanmk usisg a
sop~irvitant concantresien of the macerial. The animsls were sxamined fov
2 semgitizatien resctisn 24 amd 48 hours after resoval of the patehas.
These houss befors the 24 hour rsading the cest sites ware clossly shaved

wish am slectrie razer.

Bauhler, €. ¥. (1583,

Jalsyed conteet hyperseneitivity im guwinss-sigs.

Azeh. Dewmszol. 81, 171-177.
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