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| vomoving tte pool.
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- sihich wa subsoqoyntly establisioed =t L 3 &8s of Freah 21, 2969 for

1 yoor end exloniod to le,am 2%, 1871,
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- Oreupe of 1S male ol LS femrle Cwrles fdver rato wess placed on
dlota containipg Samwtennto igidrochloride at lovalo of 0, W0
(inorencod 0 200 at L2 wakm), 39, wad 100 ppee  JSadznls vere
clackad O:lly for sooisiity cnd sdoorsal bolmyiore Xood mmwﬂm
saa dotoxc-iond on altsrunte woals dixing the Lizot 13 wvooks aud
perlodiczlly {nsealtor, Jalunl veichis vere dotersined veekiy
during tbe fixad 13 szaks wd wmobthly thorooftos, Samntology (i,
hesatoozit, sbo, o & diffoventicl) cheawlatey (BOY, gluzcze, (AF,
5077) urinalysis {glusosc, albwiln, minrovoepiv, ud, op.gr.) ware
pexfomod oa § mts of eaol sax from tha ciatrod e.x»lhid\dn::o
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nlercocopionlly for ell eximile ceorificod of 13 wouks omd for
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at tommirabiens Jatmelds whlch i Seniry, oo cowse of the atudy
Waro audopried ead e eutolyyie did Ll moeclute, tieruss were
presxveds.  asoddimoe of Gmost Dna I violels paups W2
soportsd. o ' - ‘
IESOIETS In terns of tha parzntots oiulis? 'wiv were mo effects
promned wiadeh wore attzlbuinbile to 4w Svrgont piillieds fdotey oo
levels of 160 ppa fed Lo 2 jauct cnd 90 pws 48 for shout 14
osoathe ze tas wlthmt oppent olfwel, .
2, 0« 2 year tobdl.ng L .
Orowps of 5 male sad § foaale Yaugie Sugs wars plocad on dista
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(Qovols ta pya)s - _
d . . _. : ) '_"{:rt;.',.., ’
i ' ' o . .
" : fvwa. 2R el IR iy
] Control ) 3 5 '
X 10 i3] w03
i ‘ IX 20 B b0
e )¢ 44 100 <M o B
— Dogs vare exanined dnlly for ciiduwe of ryetenic toxlsity,
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Bawtolony (109, who, ib, bemsioaoxit, difforcntizl), cheatctyy .
(U, glucone, SiP, 0D, JLid), eni uwrinelyaoy (aldutn, gluoose,
pY, nlorousopic) were povforml at 0, 1, J, &, 9, 12, 16 sl 2l
R Enthte At 90 doyu 2 tloo ol 2 feaales Zomm erch grovp vare
— snorificeds At fixnt eairwm follewing 1 jusr of foollsyr osch ferale
;;;{; . 23 breld to a mele fiom tle wsus 210t Siouns Totultiny offevring
ey vore lald far four woeks after wolying (Lote ~ for reproduotiom
A vorxits 632 below Yo slton T yors il sontining fogs weva ‘
Grriiicud for greus €Elopay f4ab orgtn WiALs wae dotcradned foe
livas, kidnog, bowrt, brole, apleen, pomd, sdsomad, tbyrold omt )
pibuitary, 2539 oxgers oo woll s cogks, Lirgs ead 122l Inteotine, -
] ssoplozut, erds (Rl bladier, hwr, 1anh rods, chelstald wizolo,
— optio reTva, paLIGLd, celatic iavwe, proutints, caliveny glmd,
- ekin, apimed coid, stommmm, viouach, reolige, tongts, nlsoul,
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RN In toren uf the paramete:d vindied tia s vaoe no offoetn
proheneld which vors atlefllmdobis bo tha taot copuadde A dlobmy
lovel of 100 vea fod for 2 yoore waxdd timer ooy anm (0 de wi ..mt B
;ﬁp:mt offects im WBALtlonel 100 ypm fad for sppuczlninly _
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1, RAT = 3 pomexviicn

. Greupe of B pnle asd 16 fecwle Chordas fivey :*.x*.cx. uzod for i.h&s
study, wore fei dlata ocdnining u:xwtm..: i u,.a. siondde nt o
doacgp lovele of O, 10, 20 awl M0 ., Swop diovasy levels boing
gq;lmtl Laooghout the etutye 1o Wweign o e ovperdmal vas an
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2" Jttors wvere dlecnxded folleving vornlng. Jody u-iﬂhto of
parenizl salanle were delorulrad swolly mtu Eabing 7 flen ob
saceifics. =1l purviving mile jasvnts txi & famxle p- razxizx fyea
esck grony In essh perexction wers nsariliced fov gocos exainziion.
Veights of liver, kidnay, aplm. aoeed, loart sl ‘b*z.ir. vore
detenninod at thet tizo,. dorowcoplo exvainstion win 030 of thoss
orgrus ce wall e traalms, lweg, povevess, stcawh, oell eni lares
ateatine, lymph nofo, nednary bleddes, procinte, ulorws, pituitiny,
sdsomnl, subeaxillary, tiprold, ;xocihyeeid, ckalobol wusels, bom
nursow, sciatie nerve, sezinal vooleley, coonke gy, oyinil eqed Jon
g mrle tnd Uivo foiwlos of o contrsl end bhigh lowol grcupde”
Btinr weo inftiated Jor each proeniil gongrciion wiw® Un catmals
weze 106G lopa eld. Tom Aoy felloulns woonlay of 0o "ot 1itisry
meting v tmstituted for productics of tho 'b 184terws 210 -
w.4ings worge witlhia tho yesseotive f3elligs groemas 1.8 osles wed
16 tasndea from the "B littery wwie usad in esch suceessive
povental exeamye A1l pups wevw ecsalnd for sdzosmalisicn at Blrtb.

S Uittors vore redocod te 4 imclmm of 10 aon at lwiztion &F 5.
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"3” ' mz Xo effects upon reproductlon wae speront S M&wﬁ Yy
—f ; Tertizity, wating snd lactetion indleds. it {ata vith rospoct to
o the mean litter size sugrests the vossibility of &n effect ot tho
e B 100 p:m lowvel, dats muittod 1 this ragued bulngs o
.."., :‘: i 5
f:: : yarsat  litter o Tog gy GO :
i CGwn e Cotet Wom  Poam. JRum
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o : - 1.6 . 13 12,2 1.0
v M - . . . ) X s
- Flh F2§ | 9.1 1.2 9.2 ?.5
Esak B R o 2‘ ’ 9.9 1006 10.9 m.9
_.;tw% , j‘a 7 ¥3a_ 10.7 ‘ 9.l 10,2 - BaB-
o _ 3 10,7 1 8.8  T.6
pith respocs to murvivel of Dw young the S-duy arvival indlcos
~ zeported wero 3 followss ~ :
] pexamt  litter Dorirs CROUD .
’ ‘ 1b 96.3 63.0 7.6  69.6
1. Yn yz& 9908 mos 1903 ] 6105
ek ’
;; . A %, T 00.7 62.2 67.9 0.7
4 .. - : » ’ 80.3 gB8.L The? 37-3‘
Theoe dotn indigste that saxvival to $ dcys weo affeoted ot all
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Ukile these Lfucreases way be due to tue direct toxic effect of the

ccapound itself, tus possibility of wuta ecic sl{loct is ot ruled out
and wust be loored fnto. :

SOHCLUS IOW :

2. Tha texlcological safety of formetasate uydrocaleride has not been
estebliohed., . o S '

‘2. Deta with respact te the effact of chronic iu, estion of formetanate
~ bydrochloride upon ¥st dloud sad brain cholineaterase octivity are
. required. Co : | .

3; The xeduced S-dey survival seea in all dosa s 3"“?‘ of tus
- Jepamsrating rat study must ba explelsed. ,

4. The question of possible mutaenicity rafced by the increased , .
.. nwebere ef resorptions meen in ctre terato anicity study cust be
¥esolved by suitable investizaticn. . ' S

Me. M. B. Gietes
Bivisiea of Toxicology
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