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Animals and Maintenance

Three hundred and ten male
(approximately 3 weeks old)

forty males weicht range 77-1133) and 240 femnles (body
weight rarge 76~97%g) with mmmuwwmwnzq ites were randomly
wmmigﬁmcim:motmthmmammmormthe
mmmid:mmwasomumsomw.

'Rumimhmbanedkﬂividmllyinhmimﬁt&-mhcm in an
ervironmentally controlled room. They were fed Purina Laboratory Chow No. 5001
or Certified Rodent Chow No. 5002. Water was available ad libitum,

The rats were ear tagged for individual identification at study initiation.

Test Compound Administration

Moncsodium phosphite was mixed in the dlet at the follawing concentrations:

2,000 8,000 and 32,000 ppm expressed as the annydrous salt (equivalent to 2,740
- 10,960 and 43,840 prm of the hydratod salt, the conpound containing 27%
water). The controls received basal latoratory rat chow.

Mmpbcphiumﬂ&dbﬂnhaldietmauightmwightbuu
and r_xed in a twin ghell blender wit - 4n intensifier bar for 10 minutess.

Fresh batches of control amd test diets ware
of the dlet mixee

The sbove ware recordsd on the day notad.
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Body Weight | 035444

Individusl body weights were recorded weekly for the first 13 weeks and once
Very two woeks » ’

Pood and Cempornd Consumption

Wmmmmwykmtmtnmmﬂm

wery 2 waeks theveafter. Arerage food and corpound consumption and food
eff!siency values, by sex and group, \are calculated, .

Opthalmoscopie Exmminstions
Thess were psrfomsd for all rats during the acclimtion period ard at 3, 6,

12, 18 and 24 months of study following pupillary dilation with 1% tropicamide
-oinﬂmmhqablmnnm'nmqhtﬂw. .

- [

Clinical Laboratory Tests

These were perfomed for 10 rats/sex/gromp 8t varicus intervals throoghout the
study. EBEsmstological tests were conducted &t &, 8, 12, 16, 20, 2¢ and 27
sonths 0 the following parsseters: Bemotocrit, hemcglobin,
erythrocyte camt, total and differential lexocyte counts, reticulocyte and
platelet counts, m2an corpuscular volime 0T}, memn corpuscular hemoglobin
(MCH) and mean cozpuscular hemoglobin concentration (MCEC).

Biochenical tests and urinalysis vere conucted at 6, 12, 18, 24 and 27 months
the paramters: chloride, potassium, sodim,

phospha
glutsmic oxals acetic transaminese (SG0T), ssnum glatamdic pyruvice
(SGPT), albumin, glucose, direct and total bilirubin, lactic
C2Z5), woal pooiein, gioctulin,.

Urinslysis includes measuwrement of volme specific gravity, p8, description of
wlor end ippearance, nimicumn&motﬂumh;m éunmm,
gluccse, kmtones, ocault blood protein, wobilinogen and nitrites.

Blood wes cbtained via puctire of the crbital sirms plems foon rats fasted
m:ni@t.

mmmmmm’mmmmnmom
ng@um,mmummmwmea
h @ A

Pathology

o Macroscople
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Tos f5llowing tests way

'r : = Bprtigtet PrropEiates enalysis of

Steel R e tsst for variance
Judge significance ? mﬁtﬂr g M'wmmxg“,ﬂ.m variances as




Theough 12 sonths of stidy, no runarkable differences or efdects were noted for
mm.ummmozam,mmmwzmmmmmm
lmrﬁmmmin.mmmpmwv&wmmaf&nh in the
12-19 scath interval. The desths sppasred to ccoxw over a relatively short
dm(ditﬁwmﬁ:rawgrmp)mdthmﬁlmmmmlmwtm

Femule sxavival, for all the trestad graups, was higher then the respective
controls. Smwvival at 117 weeks of study ws as followes

Dosage Level Number of mimgunbu initintesd
B3 14

male

16/50
21/30
20/%0

L)

Traxpoot the 117 weeks of study,~« statistically significant decresse
(p< 0.65 or p<0.01) in graup-mean body weight wes seen for both the male
m.wmmmm.ooomnmmmm

8t waek 117, The decrease is cnsidered compound-relatsd. ¥o resarksble
mmm-mmamummumz,mma,mm
mmwhme.mmmmm.mmuany
significant dacresss (p <0.003) at week 117.

*




Control 469

2,000 - ’ S06 (+7.9)
€,000 494 .{+5.3)
32,000 425 {-9.4)

- Food end Compound Conswiption

Trroughout 27 zonths of stu'r, the arerme food corsumption values for the
treated graps (males and ©  ales) wsre similer to the respective oontrol
graupe.

The efticiency of food utilizaticn showed no effects for the famies wheress
dacresse was noted for mid and high-dose malas. this decrease appears to bhe
related to the reduced body weights obasstved. .

ge aversge calcilated corpond consumption frum week L 2hrough week 11T wms g3
1lowss

s during the varicus cpthalmoeccpic
that would be expected for this
idering sge, sex &nd strain, ¥+ <'-lous trends in -
pathology suggestive of test material relatad resctions wers chesrved,

- Clinical Laborktory Tests

matology. Slight tut significant reductions in erythrocyte count, hemglobin
ey hEEatocYit were seen at the 12 moath but not at other inferval in the sid-
&nd high-doce males. .
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"1Z-month interim or were sacrified at texmination of the study.

. 005444
Grouo Fean Brvehrorrte Count at the 12-Month Interval
(=i 2iiz.s/5ex,Grour)

Contrul 2,000 8,000 pom 32,00 ppm
males 7.6120.59 7.&3.!69! 6.8020.35* 6.50+0,33%
fermales 6.8140.34 6.63:0.33 6.50:0.43 6.6540.34
“Statisticslly significant for p <9.01.

Mean lobin Level at the 12-Month Interval 00 =!)
B gronp) -

Control 2,000 pea 8,000 prm 32,060 pem
males 16.841.14 16.231.29 15.3:0,71* 15.3:0,80*
females 16.341.05 15.840.84 15.521.11 15.740.78

*Statistically significant for p<¢0.05.

mviwottbehdzctmistaqcrprogmqiminﬁmemiatmmﬁwywem
not considered to be of toxicological significerce,

« Blood Chenistry

memwamamrc:vahmmtbemtﬁgrwpuhid:unligniﬂmﬂy
d&mt&mmlmlmmwmwcwmmmm
natiwe. In males these wave occasionsl results for glucose, alkaline
phosphatese, SGPT, LDE, albumin, globulin and total protein,

In females, they were for gluccse, BUN, SGPT, LDH, cholesterol, albuzin,
globulin and total protein. Thase variations were not doss velated nor
mis_unttrcnmuminatimmtuv_u to the next and were therefore not

muxﬁun;:uu.uuv«oiw«m&mm
sdninigtration,

The reductions seen in cslcium end potassium valuves at some intervals only are
mywcmmmmmmumnmﬁummu

mumawmmmsmmmmm. The increases

mmmvammmmmmuunmammyumme
sEER CAUSS,

Urinalysis

Thare ws a tendency to a reduced & (acidification) in males.tx Toe 31080 tc.n
&m_ Vatzel (oMMOPSLD 1O LOMEALIs InsaLS (Ccnunps\vm:%; 32020 oy, cams
S omons © $:). PMIRL.OGY '

— 1

Mnsmcmmam-rmtdmicmiummmlescrﬁmues '
Mﬂdmm,mmiﬁmdmm,m i at the ']
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asles 747 3.27£0.39 0.7940.23 0:.1120.0¢
fennles 470 3.6220.6% 0.726G.12 0.3420.05%
2,000 prm

tales €8S 3.19%0.47 0.80£0.17 0.3220.06
fexales 504 3.4220.78 Ce7280.15 0.3420.07
8,000 ppm

eales 631 .. 3.882).48 1.0720.45 0.3720.08*
femnles 456 3.6840.6) 0.73a0.22 0.3420.09%
32,000 ppm |

sales 633 3.8820.85* 1.15%0.37* 0.4366.12°
Sexnles P e 2.05m5.02 o3zl o2® Conlzieci
*Signiticantly different fram control group mean for p 0.08.

Hstopathology .

Toxe vere Sow changes in of the male or femals Tose fov
Eesant wre mm%& eal frequency among animals in esch
of the group and between males and famles. v changes,
principallly inflammtory and hyperplastic wre alss foxd with similer
mumumm:mmm st fregquent of
the mﬂ.—wg.lnm wre pewmonitis of the Lngs and
cixonic nphritis of the e lung charge consisted of increased
tiickenirg and inflasmstory in the interalveular septa with varying
éagrees of congestion. Cronic npiritis (M‘mnh—m; of
e kidnays was cheracterised by a fer to tubules containing
Foteins verying degrees of intertubular meornclear inflammatory cells and in
exe cases faoe of ve tibular epithelim. This lesion cbsezved
Wee Coewquently in muum.:ummmw»
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» Terminal Sacrifice

mnm.mnqummmmwmmmsm
rats sacrificed st terminstion of the study than in those sacrificed at 12

zonths. The d.anges ware generally those expected in ary comparable group of
rats.

Jsorg necplams, tumors of the pituitary and mmmmry glard were much more
mzmz—‘mmm. Distribution of these tswrs wes spproximstely

- -

cocidence of Pituizery end Yswmsry Tumors

. Tumer Type Cantrel Lor Deose ¥{4 Dose Bigh Dose

Hales Femsles Moles FPemales Males TFesales ¥ales PFemwles
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Tomer S Tsble

Dese Level Controls 2,000 ppm 8,000 ppe 32,000 ppa

Moles PTenslas (Meles Yemsleas Hales Yemsles Moles Femsles

Totel number ;

of enimals 60 60 60 60 60 &0 60 60
fnitiated

oa study

Total pumber

of snieals 60 60 60 60 .60 60 60 60
exenined

Totsl Bumber . ’
of salmels 37 © 53 40 50 43 352 36 350
vith tumors

Totsl munbsy

ot sramass 2% 50 ) I 25 5 - {5
with benign

tunors

Totsl sumbar -
of seimals 14 15 - 17 14 19 16 17 2
with mlig-
288 tunors

. 111
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When orally administered through the diet to rats of both sex for 117 weeks, at
ooncentrations of 2,000, 8,000 end 32,000 ppa (as anhydrous salt) monosndium
phosphite 4id not induce any clinical signs of toxicity, increased mortality or
hema‘ological and biochemical alterations which could be attributed to the
cumpound. No treatmsnt related increased incidence of non-necplastic or
necplastic lesions was induced.

WWMu&mmwcmmmmm in rats.

THE SYSTEMIC NOEL is 6,000 ppm; the IEL is 32,000 ppm (soft stools in males, re-
duoed mean bor®- weights in both swoss, reduction in calcium and potassium values,
increass in w inary sodium velues).

Clazeification: minimam




