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CAS #: BA-50-0 wf" '

Chemicai: Guthion (Azinphosmethyl)
, Caswell $#: 374
Carcinogenicity: Equivocal evidence of pancreatic islet cel) and adrenal corticzl
neoplasms in the rat. Judged to be & Category "D" tumorigen in the
abbreviated Peer Review of 5/28/86. Negative tumorigenic erffect in
two mice stucdies.

Systemic roxicity: See below.

Preparation Dzate: 6/12/86

Endpoint Experimental Doses UF RfD
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Mobay and Baver 5 ppm (0.125 mg/kg/day) 10 10 0.0013 mg/kg/Cay

1966 OkF NOEL
(1966) o

2-Year Dog Feeding 39.2 ppm (1.926 ing/kg/day)
Study (TWA) ChE LEL

dose-dependent decrease in cholinesterase (blood)

reduced feed and body 135.7 ppm (TWA) Systemic
weights; fine tremors effects
of limbs

Conversion factor (dog): 1 ppm = 0.025 mg/kg/day

Endpoint and Experimental Doses:

Noel, P.R.B., et al. {(1966)

Gusathion (Beayer 17147) Chronic Oral Toxicity Study in Dogs
Huntingdon Research 1656/66/184; Study No. 19798, Final report
received Apri) 7, 1970; sutmitted by Mobay Chemical Corp.

Four groups of 4 pedigree Cocker Spaniel dogs per sex were offered diets contain-
ing Azinphosmetnyl as folows: 0 ppm (control) and 5 ppm (low dose) for 105 weeks (TWA
= 5 ppm); 20 ppm for 36 weeks then 50 ppm for 69 weeks (mid—dose: TWA = 39,7 pPpm): and
50 ppm for 36 weeks, 100 ppm for 21 weeks, 150 ppm for 27 weeks and 300 ppm for the
final 21 weeks (high—dose; TWA = 135.7 ppm). Animals were subjected to standard
toxicological evaluation under satisfactory GLP conditions during campound ingestion.
Clinical signs included fine muscle tremors of the hind limbs, drooping of the head
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Endpoint and Experimental Doses (cont):

and staggering. These signs appeared in the high-dose animals only. Body weight and
food consumption were similar for the control and low and middle Gose &nimals but

these measurements were reduced in the high~dose animals after the dosage was increased
to 300 ppm at week 85, RBC ChE inhirbition was noteé¢ in the mid- and high—dcse animals.
No other adverse effects were reported for any clinical or histopathologicai
parameters. No tumors were reported in any animel.

Uncertainty Factors (UFs):

An uncertainty factor of 10 was used to account for the inter- and intraspecies
c¢ifferences in the extrapolation of ChE inhibition form dog to man.
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Modifying Factors (MFs;:

A modifying factor of 10 was used to account for the lack of adeguate chronic
data (a new rat study) and the lack of adeguate teratology-reproduction data.

Additional Coxmments:

The Toxicological Branch Abbreviated Review Committee meeting on 5/28/3%6
classified Azinphosmethyl as a Category D oncogen, eguivocal of tumorgenicity based
on an NCI study in rats.

Data Considered for Establishing the RfD

1) 2-Year Feeding - Dog ChE NOEL = 5 ppm (0.125 mg/kg/day), ChE LEL = 39.2 ppm (1.96
{1.96 mg/kg/day) {TWA) (dose—dependent decrease in cholinesterase (blood));
Systemic effects at 135.7 pom (TWA); reduced feed and body weights; fine
tremors of limbs; core grade minimium

2) 2~Year Feeding/Oncogenic - Rat ChE NOEL = 5 ppm (0.25 mg/kg/day), ChE LEL = 20 ppm
(1.0 mg/kg/day) (slight blood cholinesterase inhibition; 50/100 decrease
brain and blood cholinesterase); Oncogenic NOEL > 50/100 ppm; no core grade

3) 3-Generation Reproduction - Mice Reproductive NOEL = 2% ppm {3.75 mg/kg/day),
Reproductive LEL = 50 ppm (7.50 mg/kg/day) (HDT; redi-ced lactation index);
no core grade

4) Teratolegy - Rat Terata NOEL > 5.0 mg/kg/day (HDT); Maternal toxicity = 5 mg/kg

(Decreased weight, reduced pup weight and decreased weanling survival); no
core grade

5) Teratology = Rabbit Terztogenic NOEL > 3 mg/kg/day (HDT); Maternal NOEL > 3
mg/kg/day (HDT); Fetotoxic NOEL > 3 mg/kg/day (HDT); core grade supplementary




Data Gap(s) | ) 007590

1) Rat Reproduction Study

Other Data Considered

1) 2-Year Oncogenic = Mice Oncogenic NOEL = 100 ppm (15 mg/kg/day), Oncogenic LEL =
' 400 ppm (60 mg/kg/cday)}(hepatocellular tumors, females); Svstemic NOEL <
25 ppm (3.75 mg/kg/day) (femzle - liver hyperplastic nodules, telampiectatic
and basophilic focus; male - spleen hematopoiesis; Male and Female -
stamach hyperkeratoeis); core grade minimum

2) l=Month Feeding - Human ChE NOEL = 1.5 mg/ka (highest level tested; plasma
eryvthrocyte ChE); no core grade

3) 4-Yeeks Feeding - Buman ChE NOEL > 6.0 mg/day (plasma or erythrocyte ChE); no
core grade

4) Teratology - Rabbit Terata NOEL = 25 ppm; no core grade
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Confidence in the RfD:

Study:/High’}:i « Data Base: Medium PED: Medium-Remh=

Eod :

The critical study is considered to be of e&c’ﬁ\-l-ent quality and is given a ht’gh/
confidence rating. The supporting data base is of good quahty but is deficient in
severzl critical area: such as reproduction/teratology ard a chrom.c rat study. The
RED is given 2 medium te=kigh confidence rating.
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Documentation of RfD and Review:

Registration Files
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Agency RfD Review: U.S. EPA Contact:

First Review: - ' Primary: PBavid-—EvRitter—sTS 5537375
Second Review: -

Verification Date: Secondary: RiPBruceJacgar —FT6-557-0699
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CHRUNIC TESTING
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83-1 Chronic Toxicity - Rodent and tion-rodent

study Type: Chronic Oral (feediny) in Doygs with Gusathion

Accession Number: 091498

MRID Number: 00083620

sponsor: Farbenfabriken Bayer AG; #19798

Contracting Lab: Huntingdon Research Centre, England

Date: July 13, 1966

Test Material: Gusathion, under the code of "BAY 17° 147";
Common name: Azinphos-methyl,

Test Animals:

Male and female pedigree Cocker Spaniel dogs of rno specified
age were housed individually in kennels with water ad libitum _
and acclimated to the laboratory for 2 months before the Stact
of the study. Each doy was fed 400 g of dry diet daily: half
in the morning and half in the afternoon. :

Procedure:
—_————a

Doys were marked withh a number and assigned to four ygroups
©f 4/sex each of whicn were fed dietary levels of Gusathion as
follows: :

0 ppm for 105 weeks (control)
5 ppm for 105 weeks (low dose)

20 ppm for 36 weeks, then 50 ppm for 69 weeks (intermediate
dose)

50 ppm for 36 weeks, 100 ppm for 21 weeks, 150 ppm for 27
weeks, and 300 ppm for the last 21 weeks {(high dose)

High and intermediate dose levels were increased at the
above intervals due to the absence of toxic symptoms, Gusathion
was mixed with a finely powdered dry diet at the indicated
concentrations by Farbenfabriken Bayer AG before shipment to
Huntingdon Research Centre. All dogs received the same gquantity
of food as before. Each dog also received 1/3 pint of milk at
noon during the first 6 months of the dosing period. All dogs
viere obhserved 3 or 4 times daily and weighed once weekly.
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Individual plasme and erythrocyte cholinesterase levels
were determined weekly during the 5 weeks immediately prior to
dosing and every 4 weeks thereafter. Routine nematology
examinations, clinical chemistry determinations and urinalyses
were conducted for all doys prior to dosing and after 6, 12,
24, 36, 52, 64, 76, 88 and 100 weeks of dosiny.

All surviving dogs were sacrificed under anesthesia after
2 years exposure to Gusathion, All dogs rnat died during the
study and &ll sacrificed dogs underwent complete post-mortem
examinations. The following organs were weighed: brain,
pituitary, neart, lungs, liver, spleen, pancreas, thyroids,
thymus, adrenals, kidneys, gonads and uterus/prostate.

_specimens from the following tissues ané organs were
reported taken from all dogs and fixed in buffered formalin for
subsequent histopathological examination:

Aorta-~arch ruode num
Aorta-abdominal Jejunum
Trachea Ileum
Heart Colon
Lungs Skin
Thymus . Skeletal muscle (3 levels from
Lymph nodes—cervical hind limb)
and megenteric Brain
Liver Cerebral cortex
Gall blagder : Basal nuclei
spleen Mid=brain
Pancreas Medul 1la
Kidney Cerebellum
sladder Eye
Prostace/Uterus Qptic nerve
Jvaries/TE€stes Pitui tary
Thyroid Sciatic nerve (2 levels above
Adrenals and below stifle joint)
Salivary gland Spinal cord (3 levels)
€sophagus
Stomacth
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Results:

One high dose male doy died during the Y94th week of dosiny,
the 10th week of ingesting 300 ppm Gusathion, The detfinitive
cause of this death was cholangitis which was acconpanied by
yeneralized jaundice,

Clinical symptoms were observed only in doygs in the hignh
dose group after the dietary concentrations of Gusathion was
finally increased to 300 ppm at week 85 of dosing. Fine muscle
tremors of the hind lirbs of the doys were freguently observed,
These tremors appeared with no ordered regularity or predictability
from weeks 85 througyh 104, usually during periods of inactivity
or abnormal guietness., Drooping of the head and staggering
gait were observed periodically alsn,

Mean body weight gains and mean food consumption were
comparable throughout the majority of the dnsing period,
Howevet, there was reduced food consumption and body weight
less in dogs in the hiyh dose group after the dietary concentration
of Gusathion was increased to 300 ppm at week 85 of dosing,

Erythrocyte cholinesterase (ChE) was significantly inhibited
at doses of 20 ppm and higher. There was slight plasma ChE
inhibition at the 50 ppm dietary level and significant plasma
ChE inhibition at 150 and 300 ppm, Laboratory data (hematology,
clinical c¢hemistry, urinalysis) revealed no differeces petween
treated and control groups to sugyest an effect of Gusathion on
these dojs. Gross and microscopic examination of orygans and
tissues detected no consistent changes or abnormalities which
were dose/compound related, wWeights of selected orgyans were
within normal limits in all doygs and no tumors were observed in
any of these dojs,
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conclusion:

The study began with four yroups of male and female doys
which were fed dietary dose levels of Gusathion at 0, 5, 20 and
50 ppm. After 36 weeks of dosing, tne intermediate and high
dose levels were increased to 50 and 100 ppm, respectively, due
to the absence of toxic symptoms. The high dose level wasg
further increased to 150 ppm after 57 weeks and finally to 300
ppm after 84 weeks of dosing, The ingestion of Gusathion by
dogs at stated dose levels for 2 years produced no lesions or
alterations in morphology which could be dose/compound related.
Erythrocyte ChE inhibition was detected at 20 ppm or more while
plasma Cht inhibition occurred at 50 ppm and higher. Clinical
symptoms (muscle tremors, weakness, letharjy), reduced food
consuymption and body weight loss were observed in tre high dose
group after the final increase to 300 ppm.

RBC ChE NOEL = 5 ppm
Plasma ChE NOEL = 20 ppm
NOEL (other than ChE) = 150 ppm

Classification: Core-~Minimum

TS-769: ROBINSON:811:X73710:4/3/86 Card New
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? mteum ud. unq (n-u)

URSORY. - Guchion &:L-dv b-m-l !.J-bmo:uutn 3(&‘-" ‘ B i
phorphoro(%t oate), tolérences Tequested at 0.3 ppm on beans (dry)..'. AR
. blackeyed peas, filderts, pecans, potatoss, asud valauts; . !
' . at. 0.2 ppm; in -m (Wu tuuu) at 0.01 m .u u
cﬂulm, e S S 1

' umeme'q' ju;o, -
.safety of ms- of this compound (ﬂf. m ~ lly ll. Qun.uc. LS
:_:. March 26, 1967, .40 7P M. THOSIM. o G g

T viewed balow,

= Bertinent new toxicitgg tudies; Cpmila
2,4:, "i-x.ar fuding-st.udy. .. .
I -t Study carriad Dut at \.he Inltitu: ﬂ!r '.l'od.kologil of Patbnnflbtiku 3&1.: )

T~ T

AG.. Vuppertal-Elberfeld, Oemny. nnta were ot Uiaur strain.

Rats and Dosac-levels . -: ,;.'. S .

Croup ¢ ppm Suthion in diet Yo. of rats ﬁ) N&. 'of' ntl (F

50-100% 30' _10 73010
20 3 ‘10 . 30
5 . 3 .10 0
Control .3 w0 30
‘ 2.5 30 . 10 30
Contgol 20 710 20

i

CI‘U.IJ?’UIJH

* C'\an"ed to 100 at veek 67. . o
i "'-oupc ¥5 and 6 added o study 5 mqnths after first -'o h;.'oups'
¢ e }45 211N
P dcnotea main group: S denotes subsidury group uud for ub. tu,u
‘(urinalyaf.t, blood cholmestc'au. ste,) until enougt‘\ uts had died °

At te 3 on.in e T et (R PCS
NOV 241959
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. FAR No. OHe2430 ' x,?“ Siie e TR

buration., ‘2 years )
R mum " upum-c du!u- !tu thn m&»{@'\‘"
, ," "_- PWERLS. B ) |‘ g AETEE J;g) ‘“’v'";; e Ciargst A den '_
EARE Dody wushe. 'IO mum cuue u M ted c-ﬁwqtuu.
' c!!tctucy o! !ood uduutton. :

. . ““
'\Il _c*.‘.- 1‘

“" Otgeh Wolght. uo éffect on organ wtgbtu (ulrmll, bu!.n. hurt. '
. kidnsys, liver, lunge, onrtu or cu:u. ul:otuh or m-uto.
: lpluu. md thyroid). .. . S

.'-...-._ g e
. - ..__-_.' T R -

: .";_'. czmea hbcutory 'l.'uu. No Olf.ct on results o! mm,-u at 2,

.. 52, and 96 wesks (for pH, sp.gr., protein, reducing ubstneu. -:
- < glucose, ketonas, bMle pigmsnts, bile salts, urobilisegen) or PG
ot of mievoscopie sxamimation st sams intervals. ' No effect at 2,5 ol ;" :
CTe 3 Sy bed 96 wesks on hematelegieal values' (for ‘packed cell volums, . - ..
s L ey RBG, VBGC and differsutisl count, ‘meas.corpuscular MY countent, N ;;-
"+ snd osan cell Polume) for rats in ;tuupa 1 and & and clu at 96 C T
jvuksforrauinsrouplSanda. S B

Mnuunu (o) Vuluu. Annyu udo on pl.ux- nd crythrocytu. et
.5 !ouo‘m L s

| ';uuhod . ; ..”n - ' “h""“i- chka Lo

. Michel® . ... ... . -1 e&...-2, 20, and 26 - v iaiin
. 2

" Williams, Fravley, - . 1 - & - 39, 52, 65, 91, and 97 - Jes
qnd_!uygt** - 10, 26, 39, 52, 65, 78, 91, and 97

(At week 2, no assays made on rats of groups 2 and 3.)

At termination, brains were assayed by merhod of Frowley, Hogan,
and Pitzghugh, J., Pharm. exp., Ther, 105, 156 (1952).

Results, No effect on plasma cholinesterase or on R3C~ChE in male or
fe~ale rate at 2.5 or 5 ppm. Rats at 20 ppm had occasional plasma
ChE values less than 80% of control values and RBC-ChE values as
low as 607 of controls, with very wide fluctuations {n RBC-ChE.
3oth plasma and RBC levels of ChE were significantly depressed--to
a8y low as 40% of control levels«-in male and fczale rats at the
50-to-100-ppm level, Braio ChR was significantly dapressed only -
in the highest-level group and much more so in fexzale than in
c:ale rats,

*. J. Lab, Clin. Hed, 34 1,564 (1949).

- . . ey
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Neoplasna. " No effect,

L TTEMIE \RA RS

’ n-uxunuu A tew !-h rats bad conwlltom uftu tho dou-hvd
iy, fow muh&wlm uluduloo PP, . T Twe v gk

. .
sl .p,, ,.‘n..

: Hutopatbology. No -!tut.

"No-xffccc I.wcl." 5 PPa, based on hck of ChE inhibition in plunl
or RBC's. Overt "no-effect lavel" is 50 m. _

19-wegk stu f f!oc.t olinuuuu:
-llo.ofm.-l.o. !.uuullrm;tup. ;
ruuu-l.mu.. 0 20 50. 100. 200, m 4-00 nn.

lﬂnct on m. ux trund chgl chmd Gll mzbuuu (ﬂwh blood)
vhich resched & maximum at the 4th or 5th week; it varied from..
about 33% in 20-ppa doge to about 30% in 400-ppm ones, the d.gno
of inhibition bging in proporticm to dose. . Dogs at most dose~ ... .7 "
levels generally showed lees fnhibition in succesding weeks. By ...°: - <.
the end of the tpst-period, those at 20 ppm had lese than 20% . .
‘ishibition, However, {a 6 of 20 test-intsrvals, inhibition for '
" this group cxcuded 202. :heu!oro, 20 ppm {s an "ef!ect-hvd.

..\cn'.

A npo,ntt cmrtueuc umd to show that time of uy ce uh!.eh ST
blood samples are taken (with respect to time at which animals

receive the Cest compound in the diet) does _mot Mnancn blood o
ChE results in chronic feeding tests. .’ .

" . Body Weight; Dogs at 20 ppm lost no vaight. "u:u of 50 ppn lnd :
higher caused reductions in body weight. M Only the ¥ dog at &00 s
ppa lost weight. a . S
Behavior. Dogs at 50 and 100 ppm "appeared weakened and 111 "
Those at 100 ppm had occasional muscle spasas and’ tre-ors,
Those at 200 and 409 ppa had treadbling and seveze nuscle spasms.

Mortality, The F dog at 400 ppm died after t.he 9:h weck 1n "uchctic )
condition."

tio~-Effect Level. gion shown (but at least 20 ppm) wvith rup.ct to
ChE in blood; 20 ppn a for overt effect, :

* Carried out in Germany at Instituc fdr onﬂtologj,e ok Farbgnﬁbriken
Bayer A-G,
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" Dog, 2-year fseding-study:

. Study estried out at the Mstitut filr Toxikologle of lubunhbrﬂn Payer ‘' v
Ay Hupp.rul-llbcldl. domny. Doge vere "hdigrud eoehr cpuul.l. _

No, o!hmh. 4uandlo!pcr;roup. ’ , -
~ Fesding-Levels. O ppn; 5 ppm; 20 ppm for 36 weeks then 50 ppm for
15 months; and 30 ppm for 36 weeks, 100 ppm for 21 vuko, 130
ppm for 27 weeks, and 300 ppa for 21 weeks.
. Duratiom. 2 years,

e lody Velght. Zossible num» dacrease 1a body m;h: 1a w after - .

umtw to 300 Poa; otthu. mo effect, . . - L ‘;' D :-g~; W ;

o

- sedviod, In dogs at 300 ppw, the followicg eyaptoms vere hcqun:ly
" ssent “Iremor of body’ muscylatufe, abnormal quietness, and

muscular veakness of nack or of hind limbs." (ALl dogs m ud.-:'.:.

: - eolid or uquid stools~~ascribed to the dry du: used, ) N

iy .y_

'-lbenlte*'. 'y !uqh dog disd during the 94th wuk of obl:mtiv. Rt )

jnundtu dus r.o choungieu afr.or £t had been ou 300 pom for 9
v«lu.

. Gheligedtarase (Chl) Levill. . s o
" Plasma: Dogs at 5 and 20 pm--no effect; thou at 50 ppn--snshe "
. (op £0..25%) inhibition after about a year; dogs at 100
te 130 ppm-<slight-to-modarate (up to 35%) inhibition;
animals at 300 ppm-~-pronounced (ca. 50%Z) inhibition.

Dogs at 5 ppm=-no effect; those at 20 ppm--modeuu (up
to 35%) inhibition; dogs at 50 ppa-~pronounced (up to
55%) iohibition; those at 100 to 150 to 300 ppm--severe
(up.to 80%) inhibition. (Both plasma and RBC-ChE
values were determined 5 times before dosage and monthly
thereafter,)

Hematologic Values, No effect., (Examinations included: Platelet
counts every § months. Erythrocyte sed, rate (E5R), packed ceil
volume (PCV), hematocrit, ilb, RBC, WBC and differential white
cell count, reticulocyte count, prothroabin index, and MNCUC* and
MCVitee ¢ach determined once before dosing commanced and after
6, 12, 24, 36, 52, 64, 76, 83, and 1J0 weeks after docing bepan.)"

M
* lICHC = Hb (g-%) X 100 divided by PCV.
** HICV = PCV (7) x 10 divided by RBC (millions per cubic ra),
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Biochemical Assays. No effect, except ia the ons dug that died (Cf.
~ (other than ChE)  under "mortality"); she had at various timas _
T N T TP . .slevetsd ESR, high bilirubss lavel, high sezvem . ° .- '
Wy 4o vl gikoling phosphatass, -and high 8-GIT and 8-GOT and isocitrie . .l
SEpee U dehydrogenase; these wete dus te obstructive jeundice with less . v L0t
o marked hepatic parenchyms) damsge. (Exaainations included: R
Blood ureu, dl04d sugar, fotal serum proteins and alphay, alphay, .. .
bata, nd gamm globulins and albuain-globuliam (A/8) xicio, sebum ...
. alkaline phosphatass, serum glutamic-pyruvic-transaminase, i
isocitric dshydrogeunass, and serum bilirubin, esch determined ai ‘.
same times as were hematologic vslues.) (Urinalysis included: ,
pH, sp. gravity, sp. grav. coucentration test, protein, redusing .:
| substances, glucose, ketopes, bile pigments, bile salts, and - - - . .
. urobilinogen deterainations sad, also, microscoplc exsminstion . . .- .|
1.7 - of the spun daposit for spithelial cells, pelymsrphomuclest - N R
... leucocytes, mounonuclear leucocytes, erythrocyten, organisms, - .. .
¢ . easts, and other abnormal constitusats:) ' Guthion had no affect - -
on these values, . - e O

. te . . . . . . PRI ‘ . .. -
" Neoplasms. DNone sesn. o B T A R
.. ' . LI i :

-

:
PR

' 6:3:5 Weight. No affect on weights of bratn; pttutazy; hiu'c-. luuo.

liver, splesn, pancreas, thymus, kidneys, uterus/prostats, - ... .
thyroids, adrsnals, or gonads, _ R e
Histopathology. No effect. (Following tissuss wers examdned:- - - ol
Spinal cord (lumbar and cervical enlargeoents), eye, sciatie 7 -
and optic nerves, aorta, sglivary gland, varjous layels of the
alimentary tract (esophagus, stomsch (2), duodeocus, jejunum,-
1leun, colon (2)), gsll bladder, urinsry dladder, lymph nodes
(cervical and mesdntaric), skeletal muscle, tkin and bone - -
marrow.). No evidence of demyelfnation {n QS was seén, .
“lio-Bffect” Level. 3 ppm (becausa of inhibitiou in ABC-ChE in dogs.
at 20 ppm).’ Overt mo-effect level is 150 ppm.’ ‘ :

- -
.

Aabbie, regroductﬁn study:

Tuirty T lew Zealand Uhite rabbits, supposedly mated, were purchased, -

Sath group of 10 received either 0, 5, or 25 ppu?}uthibn fn the diet from

the 3th through 16th day of gestation.. :ialf the rabhits 'in each group

vere xilled on the day before delivery, and fetusas anc reproductive tratt

of mothers scanned for abnormalities, 2abbit fetal skeletons were examined - .
zitor clearing and stalning vith alizarin red. Surviving rabblts were
allowed ¢o delivar and nurse youn3 to weanini. Thesd vouag were killed-

at 30 days and euaained grossly. ' - ..
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. 2esults are tabulated: U

Loeani e .
. Pt

g

arturit e

Ro. mated ' . EE
llo. pregnant . .
No., of living fetusas
No, of dead fetusea
AvE. 14itter size

'/ Group.B (ehat deltversd UL

mursed
No. mated ' .
ilo., pregunant

. No. of young born aldve - .. 27
No. of young allve at 30 days 16 .
S 2

- Avg. liteer size - .

grogs Pathologic Qbuivnt:lnnl‘ in Group A Rabbits -
Suthion ..Avetage Sex Av.1lt. Lenath Average no.' - Av.' tio.'
4in . . No. 0f L - L. of . (Cwoum to . ..of Corpora of

- _diet Fstuses Fstuses Rﬂ) Lutea Imuatures

(ppm)  L.Horn Reilorp H__J {cm) = L.Ovary R.Ovary Fetuses

0 .
S . . . .
5 .

2

In sross exanination of fatuses, the laft hemidiaphragn vas found avsent
{in one .. fetus from a rabbit in the S5-ppm group. Exanination of cleared
and stained skeletons disclosed a "vertrebral sncmaly at C4-T4" in 8l
fetus from a rabdbit on 25 ppm Guthion, , ’

gomaent:

~
~

This study shows no effect o” up to 25 ppa Guthicn on fertility of rabbits
or on viability of fetuses, both at birth and at 30 days. (Death of so
nany of the ysung before this laties interval is attributed to the szall
cages used such that mother rabbits eould not move without injuring off-
=artai.) or 4s an effect ol Guthion on 1{tter~-size shoim,
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The lesser vaizh: of fetuses in the S-Ln group is attributed to the number

of immature fetusas prasent, aot to an effect of Guthion. The relative

- . dietribution.of Setuses in the uterine horus, the 3gx ratiom, and the - -
2 numbers of cotpora. lutes domnd were uch equnbh in ubbtn in eou::ol

and i.n Guthm-doud m.o -
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- ,nesardin‘ tho lluhul .nonlly i.n :h. S-m foeus, reti.ttoncr lur.u,
‘valthough we have bsen unable to Iind reports of similar abnormalities ia
" rabbit futuses...both tha type of anomaly and its incidence (1/31 fetuses . . --

examined in the 25-ppm group) suggest it wus unnhtod to pruenu o! T

.- insecticids in tlu dlet."

ror this leudy om nproduct:lon (md tmmmuo) u r.hc ubue du

"ng-sffsct lavel" u. unumuvnly. S n-. mt umy. hutm :Lf. u -
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as hi;h as 25m, Woe L T e '
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These -tudtu uwly nhuncud here hm "no-ttuct lmh. ' as uum- B .
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Rat, 2-yr.-feeding: . 5 PP ] i _ 50 ppm ’,
- Dog, 2-yz.~faeding: - 5 ppm = 150 ppm
Dog, 19-week~feeding None eatab’liohc& lmw " 20 ppm
dose (20 ppm) caused
x.nhi.umn. .

B.abbit, teruoguu.c. canlemttvely. 3 ppm; -
probably 25 ppm '
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