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8§3-3 - Teratclogy, Mcrnkey - No. 024 1026 "Teratological
nvestication of Capta Imidan and Thalid mide in Macaca
miiatta (Rhesus Workevc)" (Bicnetics 2zril 4, 1968)7

Cefizizncy XNo.

Ner 2 usuzal speciss,

SPA Resconss

The rzt and mous2 are -he speciss recommended :y the
Guidelines f{or terztogenicity testing. Use ¢f the Rhesus
monxey is not considered to te= a deficiency, because mo xex
are more clicsely related to humans than are rodents. refore
the results chtaired with the monkeyvs would be more valld to
humans than the results obta;red with rats or mice.

Ceficiency No. 2

Ne rational {(sic) presented for dcse selection and only.
marginal effects bn cheolinestsrzse.

T2 Respcnse .

The deose levels test ed‘ﬂﬂul orcobably have been increased.
Howevar, the cose levels selected (EDT = 8 mg/kg) were fairly
similar to thcse used in the rat teratoclogy study (<Zc levels
2C, 32, 2né €0 mg/kg) and the rat 3-generation 'eprocuct;on
stiiv {2 zné 4 mg/kg/day). The marginal effects on choiline
terase noted by CIFA were not czz2med to e real effects in.
cur evaluaticns. Toxicology Branch I (TB 1) believes that
teratology tests used with mornkeys are much more valid to
humans than are tests with rodents. Therefecre, TB I is
willing to accept this study as fulfilling part of the phcsmet
terztoilogy study reguirements (i.e., testlng reguired in two
scecizs) even though the highest dcse level tested &id not
iniuce an

effect.

Conclusion

Nonconcurrenge with Califormia. The study i{s acceptzable.
iIt is notad that this stuldy wzs nct designated as a data gaz.)



. Zepro rat:

- Terazo fa::

- Terato radsic:
Gane zuzatiocn
CoTazescoa:

’ h Y

U\(')lﬁ;"
g o A

[ 2K

r

MEDICAL TOXIZCLD

STMMARY OF TCXICCLSGY

2y

'ata

{

ap,

™

S0 data gap, pessidle

Baza gsp,
indicaced,

3

oo

zp, possible adverse
Caza gap,

dazta gap,

ARTMINT

h~rata L PN a8~
TIOT AND ag?

GY ERANNCH

cr

2aTA

-~

- TIET ™A
o

—da N

(

PHCS:

(o]
1123

2 ks g
\O - W
'ul '-‘
Wy O
0o (o

o)y ~

Tud s

on

(7]

iriziazad in 1358

<

inadeg:uate study, no adverse rapro effsetn
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zdequata studies, no zdvarse effec~ indizzzed
pessible advarse

no zdverse efface

290 acdverse effect

Indicatas acceptable sctudy

d face indicaces possible adverse effzcs

nginzl file naze S$31CT7FE2.JG1, raviaws Sv J. Gee; FEevised raxe:
-TFHT.J33, revised by D. Shizer and J. Gee, 1/35&.
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onACLZrlABLE (histopathology on F3b litters, csse seleccion with no evidance
earase

CoFa, MEZICAL TOXICILOGY BRANCH Octeter 28, 1335
SEICTFES.JC3 FHOSMEZT Rev. lanuarvy 29, 1983
- ‘ONCOGENICITY, MOUSE
** 044, 045 026895, 034143  "Tuo-Year Dietary Oncegenicicy Study in uice
with Izldan Techrnical.™ (Szauffar, 5,84) Phoszes, rechnicsl, %4.7w b
weighs; fed to 60/sex/group B26C2FL cice ac 6, S, 25 cr 100 pea for tuo
years; NOEL (cholinestarase) = 5 Fe®, NCEL (liver acenoma) = 25 o=,
ACCZFTASLE. The incidence of hepatoceilular adencmas in zales was 11,80
(22%) in control, 10/60 (17%) in 5 prz group, 14/60 (233) in 25 PE® gosus
and 2760 (45%8) in high dose group. In fezales, overail =te incidence ¢2
adenczzs was 6/30 ia centrels, 4/50, 3/39 and 11760 in l2w-. mid- ane hizx-
ccse groups. For carcinozas, the incidance in cales was 13/60 in csnirels,
11720, 11,830 and 14780 in casc grours. In fexzales, incicenmce was 5,/32,
£78C. 3/3% and 9/80. See 47358 fcr cszzarison wizh ancther cenisol gToup
ZTem a study conducted about ths saze tize ac Stauiier )
Yote: Docuzent 241-062, Racord = 050833, Guidanze for =te Reregisctrazicn of
TzsticiZs Froducts Containing Phoszez, E2A, Septazler 30, 1838, discusses
this sczudy and the incidence of neoplaszs cocrared with controls and wich
T2 historical corrrol walues. Althouzh in incidznce c¢f liver adenzmas in
high d:ose =males was insreased, there was n sizgnificanz increase in
carcilozas "...inmdizating zhare was no clear trend of prozression of benign
SuZors pregressing o maligzmancy.” JR(G), $/1.5/85

C57 47268 (Staulfer, 5/22/86) Addandun ¢o (0248CS comsisting ef
Ristorical conczrol daza wish 33C3F1l mice ar Stauifar for the inciderce of
tepatoceilular aderora, carcinocza and either ona or the other. The
incidence of adanoza iz =ales was 25/60 (&42%), circinmcza a= 10/60 and
scencza or carcincma, 31/60 (52%). in fezmales, the incidance cf acdenccas
vas 9,/60, zarcinomas ar 3,60 and adenc=a cr carcinema, 11/60. Stauifer rew
uses (2-1 mice so there is a very liziced cdatza tase on 36C3F1 strain. 3G,
1C,/28/85.

- FEPRCDUCIION, RAT
634 1027 "Izidan Three-Generation eproduczion Study in Rats.”

{Woolaré Reseaarch Corp., 5/20/63) hoszet, 99%, Zed in the dier to £
of 2C/se2x at 0, 40 cr 80 PPEZ, Three generaticns, 2 littars P8T genera

5
for m.t.d. and two deoses only, zean lizzar weigh:cs only, no cholinest:
T2asurezents.) NOEL > 80 ppz (HDT).

In the initial review, an eSfect on tha liver of the F3b anizals (cnly cnas
for whiceh histopachelogy was performed) was neted as a possidle adverse
eZlecz. This is not a reproduction acuerse eiZ2ct and reeds to be adcrassed
-3 a1 aczsplable chronmic/oncegenicizy study. JR(C), &4/38/85,

/86,
No arparent EPA l-liner.
Tr

034 1037 Suzzary of 1027. No daza.
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Gc:sbcerB, 13
Jansd:y 9,

-

s TR PHOSMET -Rev,

EPA l-liner: Minimum. Pep. NOEL
2g/kE; cholinesterase Cepression r
coses, less marked {n the derzally.

?LEO"zg/ig (HDTy . teratogenle ROEL > 1o

Eed slighe oo Tarked {n the threw oral

034 102s "Eabryotoxie Aczivicy of Soze Peszicides and Crupg Rnlmzéd
to Fhthalimide (Rabbizs) (Cagzan, Fhaltaa, zad Iz{dan) = Z:. x;*kz
Eospizal Medical School, Lendon, {1%635]. -Brief resore {n which d;;n
level(s) and nucber of New Zesland whisze Tabbizs are ot given, Contafng 4
Statezent that Izmidan digd ROt cause any sizns of exbry texlicicy uhen riven
cays 7 - 12 of gesctation, UNACCEIFTARLE (fngusfic '

s <3 . A lens fnforzazion for
éssesszenc.) SR(G), &/3C/85, S

C3is 13535 Suz=ary only, ns €z=s.

024 1025 "Terazologieal Investizazicn of Captan, Imidin ane
~nalideczicds in Racsca Mulzc-a (Fresus Minxevs) . Sisreties, Lra/88)
Technical FiSszet, no puricy s:tated, g€iven Sy oral gavage to 7 rhesus
zoTLeys as 2, 4 or 8 :g/kg/day (ne centrol) en davs 22 to 32 wizh
thalidozide esmrroal e Cays 25 o 27; as evicance for a teratogenic effacs:
¥ith phoszat while thalidszicde shewved Teratoganie affeces; LhACCEPTAZLE
(noz a ustal S5pecies, no rational FTésented for dosa selecticn and enly
Targinzl affazcrms cn cholines:e:ase). SR(G), L/30.88,

EPA 1-liner: Mipim - Teraza Ng:zi > =g kg/day (HDT).

T g o o ~smre
M SRWELLILTY, GIMU

034 1031 32r:zas Teference to & Putlicazicn by Yeriva, et al., Mutaticn
fes. 118: 1s€.215 (Z%983) in whia: Pheszet caussd anm increase in reversiens
in TALDO sue neT in TAISlS, TAL337, 721538 o TA8. This finding hzs now
been confizzeq - see 030729 below.

L]

¥ Evaluatien in Salzchella t7phlzuriua,
’-—
Ll

4
[e]
[+
[P

050729 "Mutagenic

i 2 o

(Szauffer, Lr2/88, Repors T-12815) Salzcznella, strains TA1S1S, TAl537,
1498 ard TAIGO, teszed wish and without rat and zouse liver activacion a: 0,
G.136, 0.313, 0.625, 1.25 or 2.59 zg/plate, iIn tTiplicaze, Iaican, iot waC
i0201-41-1, 55.7% pure; single crizl exzept fir Tal00; pessible acverse
€ifzzz wich increase :in Teversicn rate wiszh TalQ0 in both trials wiszh ra:
ang =ouse ace{vation and less increasa witheus aziivation; this confirms the
finding of Moriya, ez al., recori = 1231; inizially reviewed as unacceszable
tased en single trial wicsh three of zthe four strains (JG, 2/10,/87): upgraded
=2 ACCIPTABLT srzasus ip view of :he nodifiad g2ldelizes of May 20, 1587,
3G, Z/18/87 aza 1/ ¢/88. ’ '




o ) “----€I L0, 1986
- - —— - - A
e - ) PH'-;-U..’.. nev, _ré:-_-a‘_-y 2 , ‘1‘;25

Ma==zllan svscems

** 063 050730 "Mutagenicisy Evajuas

2ien in Mouse Lymphora Multiple
‘Endpoint Test: Ferward Muzaction assav. " (Szzuffer, 5/8/86, Repors Mo T,
12820) Phosmet, 95.7%, res=aca for esazenicizy In couge lymphoza LSiTay -
+/- assay; with and withous Tat liver activazisn 0.64,

6.cé. 0.07, 0.08 and 0.10 eg/zl, 4 hours, wva trials; ines ased
frequency without activation in both trials

WMT= e ey e tat L L T
sewalwliviLy L f, Lo lMosoNE

035 1c30 "Fhoszes swragenicicy Dz-3: Ch:::a:id-?y;e AdSerrazizas
Chserved :n Factory Workers Freducing Phesmer. ® 57ief suzmzazion of a
pedlicazioz b Riraly, e: al, in zren. Exwizsn, Comsam. Tcoxicsl. 8: 309.313
{1873) 'in whien ch:ama:id-:ype aterratisns “&Te observed ‘= Festicide
faziery workers ¢czrared wich nen-factery workars, [Reviaw o7 e
putlication indiczres that che STuly was conduzted en workers in Budzacest,
Aungary, wiherza Safidon 40 wzs zanufactures Twenty-five YoTKers ware
exazined, 25 =5 38 Fears of aza, ail zales, The raport s:tates they ara
checking znaw wvorkers and will cenduss a follow-up 2o cetermine {f rhe
chrezescra aterracions increase wish tize. A tctal of 20.61 & (261 of 126¢
Titeses) showed a chromatid-type of aterratian including gzaps ¢oztared wich
3.9 in the "nor=zi- conzrol and 10.57 in fac- Y ecployee control. } ’

nicity Zvaluatiecn inm H¥ouse Lizchora Mulzinle
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Indpoinz Test: Cyzogenezic Assav.* (Stauifer, 5/8/86, Rezort Yo, T-12820)
Theszez, 535.7%; chTozbsome aberrations and sister chromacic exchanges
Caterzinad with z-¢ withous rac liver &ctivazion; 4 hour expesure to 9,
0.c6cs, c.c1, 0.215, ¢.€2 or © 04 zz/m1 wi=h aztivation and 0, 0.04, ¢c.c3,
0.C6, 0.28 or 0.10 Bg/zl wishous activation; statistically signifizan:
incraase in siszer chromactid exchanges wizh zng without aczivation bus no
22fect on chrozesomsl aberrations was T2porzad. Duplicata cultures, scored
3 cells ser cul=ousr « 300 ceils faor zitstic imdex. ACCEPTaals. 3G,
Z/10/87. :
** 070 57345 "Phoszet Repor:t of 3 Miezeonucleus Tes:t in the Mouse."
Beechax Pharzaceustcals Reseazch Civision, Gera:zie Toxicology Unir, raport
o 755/756/;hosae:. 12-88) Phcs:e:, %, vas tested in 3 Prelimingr

§5 '
study wifh €235 ¢n1 (ICR) 2R pice az 15, 20.0 and 30.0 mg/kg with all
anizals ¢y¥izg at 39 2g/kg, 1/3 fezales a= £3/Xg. The main tes: used 17.0
S5/%g as the treatmant level; S/sex sazTificed a: each of .24, 48 and 72
fours, Crelephesphazide was - the posizive ceon 5/sex, samzled ac 24
hours. Yegative controls wvers 1% zezhvl ce: + 5/sex. Scored 1000
cells/anizal. Ne increase in Tlcronucleazad Felvzihrzzarzic eTythrocvtes at
any ¢ zhe sampling tizes. ASCEIPTAS . Stizer, 1-5-88 and Gee, 171488,

- memga i o

XTasINIzITy, DXNe/0TEER
=aticn of Balb/3T3 Cells.®
= $

-7%; Bald/373 calls
. €.008, 0.010, 9.912 or
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CoFa, MEDIcAl TOXICOLOGCY BFRaN-H Octcber 28, 58
5.0°FH0.JGC3 PHISMIT Rev. Januarv 29, 1328
SD‘U .

0.014 wmg/zl, 3 days; no increase in foct Feporzed; 15 flasks Ter
concentration, two ftrials with the cloning ef:‘iciency in the firsc trial a-
9% - below acceptable level so Tereated; ACCIFTalrr. 3G, 2/10/87.

063 ©s0732 "Effects of Izilzn ¢nm Huosmzan Fi%reblass CRa. " (Stauffer,
5/30/£6, Report No. T-12823) Thoszez, 95.7%: Ruman foreskin £idrabl sts
incutazed for 1 hour wis=h and withoutr rac liver activation az 0, 0 25, 0.5
or 1.0 (limit of 'solubilizy) Eg/2l; sasdizentation of ruclecids {n 15 - 32%
reutTal sucrose gracdienzs; Tate of saéizentazien cozzared vith contrsi: na
change In raze of sedizenzzzicna: .supplezenzal inforzacisp - not an
accestatle assay. v JG, 2/10/87
NECROTIXICITY
= 036 13- "szute Lelaved Neurstoxicity Study Wish Izidan Technical in
Aduic Hens." (Stauffzr, Piechzmong, €,/%/82) Thoszet technical, S4. 7%, givan
5y eral cassule =5 10 Rens/grouz at 0, 0.02, 0.2 or 2.05 g/xg follcwed v
ancther Zdise afrer 2 cays; I0C? as pesitive control; atropirze and 2-7A4

PT : 4CCIPTARIZS with no eviZence acute delsyed neuropathy

, .

G35 1244 "De:yelina:icn‘S:udy in the Chizxen (Izidan).” (woodard
Resezarch Corp., 2/27/63.) <R{G}, &/3C/83. Fheszez, no Puricy sctated, fed
in the diez Sor §-7 weeks to kems at 0, 100, 315 or 1000 PF3, 10 fer group;
TSCF as posizive control; histszathclogy om 3/gzoup only; UNaClirTazl:
(dese selection - no texicity at hizh dose, cannot detarmine = urotexicicy
from the s=udy.)
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