


A15— ys‘*%
[C ¥ '

e

- FOOD :lD DEUG M-I ISTRATION eI
"'“‘OZﬁCG Messtrandum « uvsitep S‘i‘ATES GO VERNMENT . s’

" T0 3 PESTICIDT TWANCY DATE: June 25, 1959 . L%

Iv81.40

FROM : Division of Phararcology

A
ool SUBJBCT: Reauest for a tolerance for Dodine (dodecylgusnidine ecetxte)
R on apples, peers, and sour cherries.

Pesticide Petition No., 211 tmerican Cy=namid Co..;'

The petitioner requests a tolerance of 10 ppm Dodine on
apples, pesrs, and sour cherries, ond subnits the £517evine deta o1
from the American Cyanamid Comprny Central Medlcal Dapartment, -v X
. Industrial Toxicolegy Section, Stamford, Conn., to support this :
‘' reruest.

Acute Toxicitys ;”

;A BRalt - For determination of the scute orzl LD50, Dodine was B
E administerﬂd as a 10% ‘agueous suspension to young mwle ond femanle - Rt
rats (10 per dose) of the CFN strein. The wehicle w3 & solution .
T 0P 0,27 agor plus 0.1% "Twcen" £0. The following were the deter— T
. alied LD50's: _ _ : 5
1.D50'8 with 954 confidence limits mg/ke

U . . Males, fasted - 750 (660-870)
S ©" " Mnles, unfrsted - 270 (705-1030)
gL = - Females, unfasted ' 660 (575-220)

'8l .8 o¢ toxicity following lorge single dcses vere not
' unusual. A steadily Inecrecsing degr°e of depression with diarraerg
4.l commencing after 10 to 12 hrs is observed. Denth mey be deliyed
©" 277 two to three days. Post-mortem examinition revealed : iror egree
- of G.I, tract irritation with intestinzl contsnts corverted to =
-, - clear, vellowish, geletinouc mess, The stomceh and portiang of the
", intestine were frermiently distended with sus.

": B. Mice - Dodine was zdmiristered to voung mole mice (ten per
" e level) -s a suspensicn in wem<ous ggar. The LD50 =rd 57 son-
«) - fidence limits are crleulsied as 1720 (1197-2/80) mg/kz
< " Ce Robbits - Four groups of mele rabbits (4 per group) recrived
"~ 8! rle irplicrtions on the closely clirred skin of the shdomen.,

Tns _clevlated LI5O was 2.1 (1.5 - 3.0) =g/fke. At rross codcosy

the following observations were noted: diffuse rubctitrneous
* * hemmorrhege, enl-rgement of the mesenteric lwmrh rodes ond hyper-
emia of the stomach together with thickening of the pyleric erso.
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Dodine -~ cont.

A quantity of = »rovim-*elr 1) xp of the dry product was
introduced *nto th. conjunctlivsl suc of the rizht eye of each of
" 5 male albino rebbits. There followed inaedi: te diccomfort Fsllowed
' by tha development of savere conjunctivitis; at tke end of 74 hours
. the degrse of imjury wes asclmed a mexlmua score 110 eccording to
-% the scele of welghted scores fer grafing the severity of ocular
%% Jesions vsed by Draize et al. '

A volume of 0.1 ml of the 0.12% agueons disoersion was intro-
. duced into tre cenfunetival scc of the left eye of esch of § nale
albino rabbits. In two cases no irritation occuyyred. In the re-
- maining three a wary slight i1edde~ing end swelling of the con-
“Junctivae together vith moder:ste discherge vas noted at 4 hours.
,No sign of irritrtion remeined by 24 hovrs effer ap; ileztion of
“ the dose. :

: Svbacute Toxicitv: i :
A. . Rats — CFN rets (19M & 19F on control and ZOM & 18F on 3200

" ppm Dodine) were fed for 14 weeks. Histopathologlcal examinations o Cu
jg were mcde of 12 rats, 3 of esch sex from test and centrol grours. <

7

% 411 animels survived the 1, weeks, The growth of the m~let P
‘ gnd* fencles recelving 3200 ppm Dodine was immedistsly and mrr?nd1y a3
“"intibited; these animals hrd a reduced focd censumption. 2t cutensy : .
: neither gross nor mlerosconic study disclosed any pathelogy thet :
..could be related to ingesticen of Dodine.

Chronic To;irttz _j‘f: = ,' . o . | i i

< A Rats - 40 males and 40 females per grcup were fed O, 50, 7CO
= and ap - »vm Dodine for two vears. 5 anircls of ench “P" rer level
Yowere saerificed =t 27 end 53 weeks, and 2 anlmels of each gex per
7 1level were sacrificed at 78 weels. After one yeer of feeding the
fi rats on the 200 ppm Dodine weished less and &lss had a lower food
. conswrotion. 2t the end of twe yesrs the cnlimels on £O0 ppm Dodin
.. 8111 wnighnd less than the nontrols. The mules or this lev 1 af;
% 8l3ghtly less then the controls. oOtherwise too ye-r fording of
" i Dodine to rzts demonstrated no specific torieity groszly or -icro-
. scorieslly.

. . . The effect of the feeding of Dodire on reproduction in rtts was
. ‘algo studied. 12 end 6F rats froz the £00 npa Dodine and = live
" number from the controls were msted. The F1 generation (first
_.descendent generstion) were weaned on the diets thelr verents hed
‘réceived snd m:intoined on these for 6 to 12 wonths. During this
"time the animals receiving 800 rpm Dodine exhibited the szme slizht
. retard-tion of growth :nd slichtly diminisked food intsks thai

| waa, noted in tbe case of their prrents. —Tke, F1 generztion vas )
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) Todine - ront. OP 1 84 ?

" mrted three succeszive tlren, The secnnd miniridion (F2) were
destroyad st werninz. -

Tte contimious feedin~ of 1CO ppm Dodine hed no simificant
effect an reproduction cad 1uct tion perferiance of twn guceecrive
A gmnrati_ons of rlbino rats. Purthermore the cnimrls of tle F1
"generation meintalned on 800 ppm Dodine shouwed ro delaterious .
. effects”either gro:sly or microscopically other thsn growth in-
hibition -nd slisht depression of food intake,

+ B.  Dogs - Two mele znd two femsle dogs per lovel were fed the
following levels for one yecr: €, 50, 200 tnd 200 »~rm. Mo slg-
nificant clterstions in hemoglobin, hemstocrit, total end diﬁ‘eren—-
 tial lenkocyte counts, blood sngzr were oosprved in any of the
14" test znimsls in comp-rison to their cantrols.

v . Grosely the thy'roid glend of tuo animels on 800 rpm were

: somewhsf drrker in rrrpesrznce. Microscoriczlly, the only changes

Pattributsble to Dodine were cbserved in the thyroid gliad of one

 enimal &t 200 ppm =nd of all four enimals at 200 ppm. The thyroid

. glands of the =nimslz at 8CO ppm showed definite stimilation with
’che very threshold of the effeet 2t 200 ppm.

ok ¥ “ Therefore the "no effect" dosage level for the one year dog
: sbldy Jies between 50 and 207 ppm. Due to the very slight effect
. ot 200 ppm we cen recsonably assume th t 100 ppm Dadine fed in
the _diet for one year would be a '"no effect" level in dosas.

f.Conclusiog ‘- . , _

T .-" Food Division has stated that with o 7 d=y pre-hervest intervel

o » . for arples snd pears, the rezidue will be 5 cp:n Dedine. They furthrer

S L state that the residue for sour cherries is 5 ppm Dodire, A tolerance
" of 5 nrm Dodlne for scur cherrleg, zpnles, -=nd pears is C"fﬁ, Sinece

. of the "o effect” Jevel for dogs, the most susceptible animslc used, is
207 approxim=tely 100 rcm Dodine, the establiskrent of 2 5 rpm tolercnce

© ' in a1l foods would allow a mergin of safety of 20. Forever, based umn
-" the per capita food consumption figures of the USDA, thre nse of DNodine
.an 211 frults and vegetables vould increase the margin of szfety to
77 since frilts and vezetcbles moke up about P€% of the totsl humen
.. food &8 sold in'grocery stores. This mergin world ircreass considar-

¥ ably when allowance is mzde for discec rding the rougha~2 rnd rinds

of fruits ond vegetables. Therefore, the set- blistment of ¢ tolerenee

.. of 5 ppm Dodine for -:ples, rezrs, rnd cour cherries will remlf in
" tke marzin of safety being sre~ter then 1CJ.
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