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&‘ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

’ WABHINGTON, 0.C. 20480 N
/ ’ L:!LU‘873
E ' AR 30 1994
; MENORANDUN ' OFFICE OF
3 PREVENTION, PESTICIDES AND
v TOXIC BUBSTANCES

SUBJECT: TELONE II (Microencapsulated) - Subchronic Toxicity Studies
in the Rat (§82-1A) and the Mouss (§82-1A)

DP Barcode: D195984 Case: 818694
submissioa: 8451219 PC Code: 025001
Identitication MNo.s 0295001

MRID Mos.: 429548-02 (rat); 429548-01 (mouss)
Actiont 627 GENERIC DATA SUBMISSION

; FROM: Alan C. Lavy, Ph.D., Toxicologist o C tF
' 4 Review Ssction IV, Toxicology Branch II $-29.9
Health Effects Division (7509¢C)
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TOS Linda Propst/Judith Loranger, PM 73 ’
Special Review and Rerejistration Divisi®n (7508W)
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THRU:  Jess Rowland, K.5. Jese GETXNe Vigqrey
Toxicology Branch II
Health Effects Division (7509C)

and

S - PR~ et e

Marcia van Gemert, Ph.D., Branch Chief
TPoxicology Branch II N /'qq'
Health Effects Division (7509C) /2%

REQUEST: Review subchronic toxicity studies in rats and mice with
TELONE II (microsncapsulated)

B
KR N .

Registrant: DowElanco, Indianapolis, IN 1‘
o ,
BXBCUTIVE BUMMARIES!: .
RAT (MRID No. 429548-02)

In a subchronic toxicity study, TELONE II (1,3-Dichloropropene -
microencapsulated) was administered by dietary admix to Charles River
Fischer 344 rats (10/sex/group) at doses of 0, 5, 15, 50 and 100 ny/
kg/day for 13 weeks with an additional 10/sex in the 0 and 100 mg/kg/
day groups given basal food during a 4-wesk recovery pericd. The -
folowing parameters were exsmined: mortality, clinical signs, body
veights, food consumption, ophthalmclogy, hematology, clinical )
chemistry, urinalysis, macroscopic pathology, organ woigh&b and
microscopic pathology. : G ’“(5‘
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weights and weight gains as well as food consumption wers
reduced a%: 50 and 100 wg/kg/day in both sexes (gquestionable reduction
in male bafly veights/gains at 5 and 15 mg/kg/day). Doses of 15, 50
and 100 ng/kg/day caused hyperkeratosis and/or bassl cell hyperplasia
in the nonglandular portion of the stomach of both sexes. The NOBL
is § mng/kg/day and the LOBL is 13 mg/kg/day. ([MRID Mo. €253548-03)

Core classification is Mianimum. This atudy satisfies the data
requirement (§82-1A) for a 13~week subchronic toxicity study in rats.

MOUBSE (MRID No. 429548-01)

In a subchronic toxicity study, TELOWE IY (1,3=Dichloropropens -
microencapsulated) was administered by diet.ry admix to Charles River
B6C3PF1 mice (10/sex/group) at doses of ¢, 1%, 50, 100 and 175 mg/kg/
day for 13 wvesks. The following parameters weras sxemined: mortality,
clinical signs, body weights, food consumption, ophthalmology,
hematology, clinical chemistry, mecroscopic pathology, organ weights
and microscopic pathology. : 7

Body weights and weight gains were lower than the controls in
males and fewmales at 50, 100 and 175 mg/kg/day (27, 36, 39 and 58%
and 7, 22, 30 and 32% &t 15, 50, 100 and 175 mg/kg/day). There vas a
dose-response decrease in the leukocyte counts of males only. o
other parameters appsared to be aflected. The NOEL is 135 mg/kg/day
And the LOEL iw 30 mg/ky/day. ([HRID Ho. 4295 8-01}

Core classification is Ninimum. This study satisfies the data
requirement (§82-1A) for a 13-week subchronic toxicity study in mice.

In rates, 15, 50 and 100 wg/kg/day caused hyperkeratosis and/or
basal cell hyperplasia in the nonglandulay portion of the stomach
in both sexes. This observation wew not nade in mice at doses up
to 175 wygiky/day.
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Reviewed by: Alan C. levy, Ph.D. (da (- 3-29-94
seotion 137 Tox, Branch vy (7805¢) ¢ Aa"""a

reviever: Jess Rovland, M.5. Jese @Ewfen 2-3N-%Yy
Section IV, Tox. Branch Il (7%09C)

DATA EVALUATION REPORT

STUDY TYPE: Subchronic Toxicity Study -~ Rats (§82-1A)
TRST MATERIAL: TELONE 1I; 1,3-Dichloropropens (cis, trans)
SYNONYMS: none

MRID Mo.: 429548~02 PC Cods: 029001

STUDY NUKBER: M-003993~028
M-003993-028A (Individual Pathology Report)

SPONSOR: DowElanco, Indianapolis, IN

TESTING PACILITY: The Toxicol Research Laboratory B
The Dow Chemical Company, Hidland, MI ’

TITLRE OF REFORT: Telone II Soil Fumignat: 13-Week Dietary Toxidlté
and 4-Week Recovery Studies in Fischer 344 Rats

AUTEORS: K.T. Haut, K.A. Johnson, &.N. Shabrang and W.T. Stott
REPORT ISSUED: January 8, 1993
BXECUTIVE SUNMARY:

In a subchronie toxicity study, TELOWE II (i,3-Dichlorcpropene -
microencapsulated) was administered by dietary admix to Charles
River Fischer 344 rats (10/sex/group) at doses of 0, 5, 15, 50 and 100
Mi/kg/day for 12 weeks with an additionel 10/sex in the 0 and 100 mg/
kg/day groups given basal food during a 4-veek recovery period. The
following parameters were sxamined: mortality, clinical signs, body
weights, food consumption, ophthalmology, hematology, clinical
chemistry, urinalysis, macroscopic pathology, organ weights and
nicroscopic pathology. . _

Body weights and weight gains as well as food consumption were
reduced at 50 and 100 »g/kg/day in both saxes (gquestionable reduction
in male body weightu/gains at 5 arnd 15 r¢j/Rg/day). Doses of 15, 50
and 100 wmg/kg/day caused hypsrkeratosis and/or basal cell hyperplasia
in the nonglandular portion of the stomach of hoth sexes. Ths NOEL
is 5 mg/kg/Gay and the LOBL is 18 wy/kyg/dey. (NRID No. 429548-02)

Core classification is Misimum. This study satisfies the data
requiresent (§82-iA) for a 13-wesk subchronic toxicity study in rats.
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1. MATERAIALS, METHODS AND RESUL®S
A. Test Article

Name: TELONE II; 1,3~Dichloropropene (cis, trans) (Micro-
encapsulated in an 80/20 starch/sucrose matrix)

Pormula:
cL CHyet H LCHaC!
c=C c=¢C
P \ s/ .
M M Cl H
cis trans

Purity: TELONE 1II = 96.0%
Microencapsulated TELONE 1 = 39.1% loading by weight

Lot Numbers: TELONE II (AGR 0295646, DowElanco) 5
Microencapsulated TELONE II (9359-1B, Midwest
Risearch Institute) ' :

.3

&
Placebo Microcapsules (9359-1PB, Midwest Research
Institute)

i

i

i

i

I

; B. Statistical Aanalysis
§ | BARTLETT’S TEST FGR EQUALITY OF VARIANCES: body weights,

: body weight gains, organ weights, clinical chemistry
j data, appropriate hematologic data and urinary

E specific gravity

‘} PARAMETRIC OR NONPARAMETRIC ANALYSIS OF VARIANCE (ANOVA):
§ exploratory data &nalysis, based on outcome of

2 ' Bartlett’s test ,

+ . DUNNETT’S TEST OR WILCOXON RM"IK-SW TEST WITH A BONFERRONI
70 CORRECTION FOR MULTIPLE COMPARISON: followed ANOVA

aﬁ
i
é Alpha levels used:
‘%, ' Bertleti’'s test = ¢,01 -
§ : Parametric ANOVL = 0.10
Nonparametrlc ANOVA = 0.10
i bunnett’s test = .05, i-sided
! Wilcoxon Rank-Sum test = (.05 (Bonferroni correction,
i é-pided)
% outlier test = 0.02, 2-sided
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c. lniilato:y Compliance

-
avv,

A Good Laboratory Practice Compliance statement, Quality
Assurence scotoment and o liet of Juzlity Assurance inspections
vere included in the Report.

A flagging statement for potential adverse effects, 40
CFR 158.34, was included and the study neither met nor
exceeded any of the applicable criterias.

A signed statement of no confidentiality claim was
provided.

Dose Galwction

1. Acute Oral Toxicity, TELONE II - LD50 (Fischer 344 rat):
males = 300 mg/kyg; females = 224 ag/kg .

2. Two-Week Distary Study - male and femals Fischer 344 Tats
fed diets of approximately 6, 10, 25, 50 and 100
ag/k3/day of microencapsulated TEIANE II

50 and 100 mg/kyg/day: 10-20% decrsase in body weight
gain and decreased focd consusption; histopath-
vlogically, slight thickening of nonglandular
portion of the stomach in most males and females;
hyperkeratosis in "a nuaber of affected rats®

NOEL wa» 10 mg/kg/day in mzles and 25 mg/kg/day in
fenales.

ltﬁly ﬁosign

V3 The subchironic stucy animals (i0/sex/group) wers dosed
(6, 15, 50 and 100 wg/kysday) for i) waeke. The recovery

. (10/sax for groups ¢ and 100 ng/kg/day) were given
placebo diet for 4 wesks nrter the ii wveeks.

A

Test Article Stebility, Concentration and Homogeneity

Tables 1, 2 and 3. Data extracted from Report Tables
1-4, pages 33-36.

00s
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3 TEST ARTICLE STABILITY IN A SUSCHRONIC TOXICITY STUDY IN

RATS WITH TELONR IIX

Parget come. = 2.78u10"%%
Cbs cone | 8td. Dev. t Day O

Obe ¢
®10° (% wiw) c | ul’

1.82x10a

1.80x10a
1.30%10a
1.10x10a
1.20x10a
1.54x108

a=10% p= 10
No. of Samples = §

$.68x10a
1.32x10b
1.23x10b
6.87x10a
9.70%810a
3.34x10b

Obs conc = Observed concentration

‘Table 2 | \
TEST ARTICLE CONCENTRATION IN A S/ JBCHRONIC TOXICITY STUDY.
) IN RATS WITH TEIONE 11 ~

Pomalos

l 3 Targoted dose

Average %

: ! 83,103,110,138 | ¢ 83,303,110,138

| | 67,81,91,113 . 84,93,93,108

| 76,91,95,116 77,85,95, 106

| 1 93,81,108,134 83,101,106,131

%- t = Por § targeted dose of 83, 67, 76, 93 and 90 (malss) and 83, 84,
‘. 77, €3 and 88 (femalaes), dus o laitial loces of TELONE I

i during the premix mixing process, 15% additicnal micro-

{ - encapsulated TELONE II was added for the mixing of the

prem.x to compensate for tinis less via a recommendation by
the study analytical clismist.

v Lulden 3
TEST ARTICLE HOMOGEWNEITY IN A SURCHRON.C TINICITY STUDY IN RATS
E’ : WITH TELONE IX
;’,- : mm ~mmmmyuxmmeww}m $ 8 K80 WD S R R AN
< L Rllgusts aas orgacved | Suandord
G@&G@ﬂt%@ﬁﬁﬁ& { Deviatien
£rig°n) {4 wiw}

i 4,33 i 0.000844
Lok g R R R R T R R T N R R e

GIRET e S T e e s S e s e R e
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Analytical data for stability, concentration and
homogensity wers considersd to be within acceptable limits.

Diotity Muizes

Appropriate distary concentrations vere prepared by serial
dilution of a premix with basal dist. Premixes were made every
2 vasks and diets, every wesk. Concentrations were adjusted
sach wvesX based on the most recsent body wesights and food con-
sumption. The 0 mg/kg/day (control) group received a placebo
(starch/sucrose matr.ix only) mixed with basal diet. The amcunt
of placebo was about the same as the wicroencapsulated test
article at 100 mg/kg/day (Highast Dose Testad) and was
prepared about every 4 weaks.

Animals

Hale and fomale, 6-8 waeks old, Fischer 344 rats wvers
raceaived from Charles River Research Laboratories, Kingston,
NY. There was an acclimation pericd of at least 7 days prior
to study start. The animalg vers housed individually in stain-
lesa stesl cuges, *... in rooms designed to malntain adequate
environmental cenditions (tewperature, humidity, and
photocyele).® [No temperature or humidity ranges were
provided. No hours for the light/dark cycls were provided.)
Food and water were available ad libitus.

Mortaliity, Moribundity and Ciimiesl Bi¢uns

Cagesids observations were made A.M, and £#.M. 7 days/week.
The animals vere handlec &rnd closely axamined woekly.

There wvas no mortality auring either the dosing period
(13 qunks) or the recovary phase (& weeks).

“ -We ¢linical migne were repurted which distinguished
treated from control groups.

\

Body vwaights

dnimals were weighed prier wo Che stare of the study and
veskly durine the txegtmnnm #né recovery phases. Table 4.

07
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AND 4-WEEK RECOVZRY 8TUDY IN RATS WITH TELONK IX
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GROUP NEAN BODY WEIGHTS AND WEIGHT GAINS DURING A 13-WEEEK DOSING

-Page 80

o LA LAY REETEE R IR !

MALES - BODY WEIGET
2 150 147 148 149 150
7 192 186 188 180+ 1800
14 218 210 210 202¢ 200+
21 238 226 228 216¢ 216+
a8 244 233 236 223% 222¢
19 | 237 294+ 2740 255w 250+
70 | 308 2930 2909 263« 261+
91 318 298+ 297+ 269+ 267+
san 323 - - - 276+
110 339 == - - 300+
MALES - BODY WUIGNT GAIN |
-2-38 T 88 88 74 72
28-49 i . 4 39 38 32 28
49-70 | 21 17 16 8 1
70-91 | 10 7 7 6 6
-2-91 L 160 151 169 120 i1
91-119% L - - - 33
FEMALES - %0DY WEIOET ;
-2 E 110 178 109 109 109
7 | 127 129 125 12¢ |. 123
14 F 136 132 133 132 131
23 L 14 139 141 137+ 136+
28 L. 149 i 143 139+ 137+
&9 i 166 161 160 156+ 152+
70 17y 171 189 162# 158+
91 {179 173 160» 162+ 159+
988 | 134 - - - 168+
1308 138 - - - 178+
FELES - 3007 WEIGHT GAIN | |
-3-38 I 5 36 34 30 28
28- 49 | 19 17 17 17 15
49270 Coo1 19 ¢ 6 3
70-91 L s © o & s 1
.. =2a3l . &9 &4 50 54 50
_91-119m | I S T 13

a = ng/kg/day

R = Recovery poriod (10 rate/group)

No. rats/group at each weighing :hrough day 91 (ng/kg/day): 0 = 20,

5= 10, 156 » 10, SO0 = 10 and 100 =» 20

Statistical Aralysis: # = p<d.of

Body weight gnirs caloulatsd by the Revicwer.
Data extracted from Report Tables 1017 payus 6275,

i
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For male body weights during dosing, thers were statis-
tically significant (p<0.0%) lower group mean waights at all
doss levels: days 49-$1 for 5 mg/kg/day; days 49-91 for 15 w3/
kg/day; days 7-91 tor 30 mg/kg/day; and days 7-91 for 100 wg/
kg/day. The percent differaences at day 91 wers (mqg/ ke /day)
S8, 15 =7, 30 = 18 and 100 = 14, Male body waiyht gains
were reduced from the control value at all dosas, but primar-
ily at 50 and 100 mg/kg/day. During the ¢ weeks of recovery,
the controls gained a group mean of 21 g and the 100 g /kg/day
group gainad a mear of 33 .

In females, body weights during desing were less than

controle (p<0.03) at 50 and 100 mg/kg/day from days 21-91.
The percent differences it day 91 wers (mg/ky/day): 5 = 3,
15 = 6, 50 = 9 and 100 = 11, Body weight gains during the 13
weel: period vera 69, 66, 66, 54 and 50 g for the e, 5, 15, 50
and 1060 mg/kg/day groups, respectivaly. During the 4 weeks of
recovery, the controls gained & gruup mean of 16 g and the 100
mg/kg/jday group gained a mean of iy g.

K. Food Consumption

| Mesasurements wers made for the week prior to test article
{ administration and weekly throughout the dosing as wall as
recovery pericds. See Table 5. )

SELECTED GROUF MEAN FOOD CONSUMPIAUN (g/~at/damy) DURING A 13-WEEK
DOSTNG AND 4-WEEK RECOVERY STUDY N LMib WITH TELONE II

JEng: AR T AR % B R R B B 912

e RS

16.2

1-’ 19»0 18.3 17.8 7.3
16=233 9.4 19.1 18.6 8.0 8.0
30"37 1@03 17.% 17.90 16.9 1700
4483 8.4 17.5 17.4 17.9 r.7
59"6 1806 17-‘ + 1?43 1509 16.‘
12"79 1799 1701 § 16-@. 15-‘ I‘Dl
86-93 ) 18.2 17.3 ! 16.5 - 17.4 17.2
$3=119R - §i 17.8 - 4 w - 16.5

oy o CNTARE  BEAR Y Ml b, 2 T WS L ] SR L . PN 2 RS T
:
-.

T b A TR i e S S
.. . B

PEXALRS -
) ~8=3 12.8 12.6 12.3 12.5 13.8
. i-9 13,8 13.4 13.3 12.7 12.5
. 16-23 14.0 13.9 13.6 12.5 12.6
;‘( 30~-37 13.2 . 13.8 12.¢ 12.7 1.4
e 44-81 13.6 ¢ 13.6 2.¢ 13,7 12.0
: 59-66 13.8 13.9 $2.% 15.9 12.4

86-913 15.4 13.% 1d.7 1i.4

93-119m 15.3 . .

iz
e s T e—

& = mg/kg/dcy; R = Racavery perled (L0 patsfyroup)
No. rats/group i each solghing durlug dayu <3 ik Gagh 83 (mg/kg/day)
0=20, $«10, 15«10, 50=10 and L0O=20
- Data sxtracted frow Repsrt Tubles 18-23%, pogen 76-51.

"
e H % A .:-q*-’,'j! R
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~ Yood consumption (g/rat/day) wes gensrally below coentrol

: for males and femalas in the 50 and 100 mg/kg/day
groups. The Report Authors indicated that this decrease in
addition to decreases in body weights and weight gains,
"suggest a pelatability problem with the higher dosage
diets.® During the 4-week rucovery periocd, the 100 mg/kg/day
nales ate an average of 16.5 g/rat/day compared with 17.8 ¢
for controls; whersas, for famales, the food consumpticn was
about agqual (13.2 aad 12.8 group mean g/rat/day at 0 and 100
ng/kg/day, respectively).

Ophthainology

All animals were exanined prior to the start of the study
and at the time of necropsy.

There vere no findings which were considerad to be
related to test article adminiscration.

Clinicai Pathology ' %

After an overnight fzet, the animals were anssthetized
with methoxyflurane and blocd was removed at the tima of
necropsy from the orbital sinus. Urine samples were obtained
from nonfasted rate (manuul compression of the abdicaen)
during the week bufore the scheduled sacrifics. For recovery
groups, oHly prrameters statlazticallv differsnt from controls
during the i3-vweek dosing period were examined.

1. HEMATOILOGY

The followina parameters ware examined:

Hematocrite Leukocyte Differentialw
Hewoglokine Platelet wmorpanlogy

Lsukntyte counté bPlatelet counts
\igkwﬂhracy%a count# .
oy .

igg# EPA Guiceline Requirenent

The only statistically significant (p<0.0%5) difference
betwvesn treated and control groups at 13 weeks was an increase
in the group mean plateier countes (19%/cu um) in males at 50
and 100 mg/ko/day (contrel = 460 £ 8.7, of 29, 50 = 500 + 28
and Loy = 805 & 33) end fersles nt %0 »g;bg;duy (control =
463 = 56, “0 = 506 £ 28 wre LOG ® 445 & 6L}. Recovery males
(famuiae not oxamined] hed ¢roup velues of 451 43 for
contrule and %P i 36 for 100 wg/kgfday rats.

010
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. 2. CLINICAL CHENISTRY

i ' The following parameters were examined:

. Calciume Albumine Alkalins phosphatase

- Chloride® Creatinines Creatinine phosphokinase

2 Phosphorus* Urea nitrogen* Serum alanine aminotransferase*
& Potassiumn® Cholesterol Serur aspartate aminotransferase®

.. Sodium# Globulins :

i Glucose

1 Total bilirubins

i Total proteinw

" Triglycerides

? * = EPA Guideline requirements
gé : The following paraseters showed scatistical
| significance:

£

b .Tabla & ,

3 CLINICAL CHEMISTRY PARAMETERS WHICH SHOWED STATISTICAL SIGNIFICANCE

!
{
k
¢
1,
?
1
.

i

IN A 13-WEEK DOSING AND 4-WEEK RECOVERY STUDY IN RATS WITH TELONE II
- . 3 : :«'v I R N A S A R T M I R i

TR A R T

1

MALES (13 wvesks) .
Alkaline Phoa 142411 136%318 133813 12046~ 11918»

B Cholestercl €847 §318 £34-4 117 7815~
4 Triglycariden 9231 8722 F2kaw $hblie 59114+
- Creatinine 6.726.1 | 0.620.1* | o0.6%0.1 | o.&t0.0 | 0.7t0.1
:ﬁ i MALES (recovery)

bl ¢ Alkaline Phos 147%10 - - - 18615+

| ¥ Cholestercl E2%4 - - - 4912
1+ Triglycerides 91430 - - - 177+14
'H Cresatinine ! - o= _ - - -

M FEMALES (13 weeks) b |
% K Total Protein %; 6.8x0.3 8.T2Ued 1 6.520.2 | ©.580.2% | 6.320.3¢
:% Iz”‘ hlm&ﬁ o 3-‘10.1 3-310&1 ‘3".310.1 3-3“.1 3-210:1'
. Globulin C o 3.440.2 3.440.3 | -3.310.1 3.240. 2w 3.120.2+
?" % : FEMALES (razovrty) | ' ‘

e Total Peotali D P02 - -~ - $.740.3»
3 Albualn 3,830, 1 - 3.440.1
?} . Globulin . 3.8520,2 3,340.2»

FEErE B EBE  a hiyei% d
I ks

a = m/kq/day

+ = mean ¢ Standeard Deviet.on

- - ramster not o anined
Statistical Bigaificance: * = p<0./7%

Alkaline Phos - MU/IL - Cholsetersl - MG/DL
Triglyceridss - MG/I'L . Crootinine - MG/DL
Total Protein - G/DY + Albumin = G/DL

Globulin - ¢/DL
Data extracted from Repcrt Tables 31-36, pages 97-102. V]
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None of the statistically significant differences
in the clinical chemistry parameaters appesred to bs of
toxicological significance.

3. URINALYSIS (not required by EPFA Guidelines)

The following parameters wers examined:

Celor Appearunce Spacitic gravity
PH Sediment Protein

Glucose Ketones Bilirubin

Blood . Urobilinogen

There were no apparent differsnces between treated
; and control groups regarding any urinalysis paransters.

¥. Sacrifice and Pathology

At the time of schaduled necropsy, animals wers anesthe-
tized with methoxyflurane and, after the trachea was exposed
and clamped, they were decapitated. A complete gross examina-
tion was conducted. The fellowing organs were weighed and
organ-to-body weight ratios ware calculated: brain, liver,
kidneys, heart, adrenals and tastes/ovaries. All tissues from
the 0 and 100 wy/ky/day raca were processed and examined by
light microscopy. The followiny tissues from the 5, 15 and
50 mg/kg/day animals were processed and examined: lungs, liver,
kidneys, stomach, mesenteric tissues (fenales only), tissues
with gross lesions and target tiszues identified in the 100
»g/kg/day rats.

For recovery animals, nil organs weighed at the 13-week
hecropsy ware weighed. Macrascopic pathology observations vers
made. Tiseves sxamined microscopicelly ware only those iden-
tified as torget tissues at the li-wesk sacrifics.

The folliowing tiesuce weras p&éuuxvma and axamined; those
with an “x" wars waighed:

E . RESPIRBYORY YRQGENITAL
Tongue Traches® #Kidneys»
Salivary glandsv Lung*® Urinery bladdert
Esophaguat s ¥Tastesw
Stomach= SRS LEHAT Ppididynides
Duodenun® ARG Froatate
Jejunume vhga i ~ Eaninal vesicles
Tlieums Bont walpuye xGvaries
Cacum* . Lywph podept Utezusw
Colon# o Bpleens Cerviy
Rectums © Thynusd Oviducts

xLiver® Veusine

Pancrean®

02
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‘o . - 11 -
: llﬂlggﬂﬂlﬁ GLANDULAR QLHER
xBrafn® xAdranals® - Roned
Peripharal nervev Lacrimal gland® Skaletal musclet
imel cord (3 levals)* Harzrderian gland gkin
Pituitarye Meramary aland# All gosss lesions
Eyes® . Purathyroid® and masses¥
. ' Thyroide - Babacsous gland
4 - Coagulating gland
E Larynx
s Nasal tissues
) Oral tissues
‘ * = PPA Guideline Requiremznis
: 1. MACROSCOPIC
i
i The only reporied gross necropsy findings wvere
i decrsased body fat of wost 50 and 100 wy/kg/day
i females. This obsarvation was noted toc ba most
i apparent in masometrial adipose tissua. The Report
i Authors pointed out that this decreass in adipose

tissue was not observed in males even thiough they had
greater body weight decrsases than did females. There
ware no 4-waek reosovaery findings which were considered
£o ba relatad to TELONE II administration. :

2. ORGAN WEIGHTS (Sasn Tabla 7)

Taple.

GROUP MEAN ABSOLUTE AND RELATIVE ORGAN WEIGHITS iW A 13-WEER DOSING
AND 4-=-WY"K RECOVERY STUDY IN RAYS WiTd TELONE II

RS SRR Y 1. 4SS RN O AL DT I
b , * Live:

lg$!c03b 1«9/-‘@ '@7,}’u? 1.9/036 3:*%’;1’3.;77 3
«08/.02 | 1.9/.69 B47,32% | 1.9/-67 | 7.7/2.86 | 3
273 .087.02 1.9/.8¢ LuYf.828 1.8/.68 | 7.4/2.8 | 3
246+ 06/.02 | 3 186 | J2994.38 ) 1.77.70 | 7.0/2.89
2458* (B8 02 VR B/ 0 | JTLF AL 570,06 1 T B/E.B0

e

e

e

D o M A L R PR,
o R iu L .

.08/.02 1.9/.62 i .93/.39
o8

305‘.‘%“‘ ' oﬂui(‘oﬁl i “
1 i SRR RN YT R i

6.6/2.7

; Ubdkn%ﬁ
R B S

13
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.08/.03 .617.38 | 1.27.73 | ¢.4/2.8 | .07/.08
155 .08/.03 1/1.1 .607.39 | 1.2/.76 | 4.4/2.8 | .07/.04
149w .057.03 | 1.7/1.2¢ | .s6/.39 | 1.27.78 | 4.372.9 | .07/.08

.08¢/,03 | 1.771.2% | .85, 38 | 1.17.79 | ¢.1072.9] .07/.08

1.2/.78

4.5/2.8

.07/.04

a = ng/kg/day
b = absolute weight (g)/relative weicht (g por

-88/.36 § 1.3/.70 | $.0/2.8
‘r. o.'ﬁ 'n uv"ia e & w:.
R n&%ﬁ ;‘y mr i r: @

Body Wt = fasted finnl body welght (¢l
- = not aoxamined 4
Statistical S8ignificance (Dunnett’s or Wilcoxon’s Toots):

* = p<O.05; § = p<d.05 for both akuolute and relative
Number of rats: 10/sex/group
Data extracted from Report Tablos 39-42, pages 10%5-108.

109 g body wuql!t)

A1l stetistical.y slgnificant (p<0.05) differences
in absviute or relative organ weights appear to be a
roflection of lower fasted final body weights in

treated amivais.,

RICRUBSLUPIC PATHOLAGY

|

Lhd only Sppesdat. 260 arlices zWiatiud findings

involved the stomach.
The

Table 8.

Wlandula= pertion of the stomach showed

hyperidasovin in soch saldes and ferales primsrily at
50 aia a0V my/kg/duy and iwal call hypospiasia in
both winles end fewdales &t 28, 50 anmd vy oy/Rg/aay
&€ the ord &f the id3-week 4daaing poried.

of »

AZter 4 veeks

eoovory, 6/10 malos and 6/10 females showed very
slight basal cell khyvorplasis.

014
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NICROBCOPIC STOMACH FINDINGS IN A 13-WEEK DOSING AND A 4-WEEK

- REZOVELY STODY IN Lakay WALl TELLRE I3

; 2 [ Lus |ss oo

! 13-WEEE DOSING ‘
e Wunber of tlesues exaninaed .. 0 ) 0 | 0110 10 § 107 10 ] 10 210] 10
within nosrmal 1imits <csvcoce | 7 3 3 © ] 4 L 10 8 0 o
g - Cystic dilitation,glandular ‘ .
B wucoss, focal-very slight . || O 2 ] b L+ ] 2 1
B Hyperksratosis, nonglandular |
é; m-.luht tebeoadBEBYNE 0 Q‘ 0 ﬂ 0 3
i Rineralization,glandular ‘
sucose,multifocal-vary :
BLIGAE c.cvecncnosavsonsnse 1 3 & & & 8 » ] 9 [1] [+] o
Ryperplasia,Besal cell, t :

nonglandular mucoaa= o
m.lm RRARCOBOBUERORND ’2 0 @ &‘ 9 'ﬁ F :& 3 3 10 3 ‘
Nyperpl.sia,Basal celi, ; ‘-

monglandular wucoss= : ; ; ; :

IAWBE €% 8B ES S 8023022090008 %ﬂ 0 tj Q Mi’ 4 i G 0 ° ° ‘
Number of tissuss axaninad .. || 10 o] B §n 10 j16] 0§ 0
"thu wm& lmfﬁﬂ s AN aw l 3 = a : = as
Cystic dilitstion,glandulsar ; . j : ,

micoza, focsl-very slight . ;| 0 | = | = w 0 | 2 | =] = = 1
Mineralisstion,glandular g j i ; d ‘

micoss,avitifocal- i | | ‘

““ .li'hh U ABIAAHNRNDSSII . ? ’ - '
Byperplasia,Basa)l esll, .

nonglamdular Bucoss~

Y @

; m;' niswannoisavese | @ - s 8 |1 0 = - - 6

- = pet exaninsd
Date extrzactel from Report Tables 45 and 46, paces 120 and 124.

o

o

1.0
o
(-}

Analytical dats for test articla stabdblilily, concantration amd
homsgenaity weze usnsidered to be within acceptible liaits. ,

Thort wAC #o rovetalits Surine althrr the desiny °OF recovery
phases of the study. MNo clinicnl signs attributed to TELONE II
administrat.on were roeported during the tresutm:ert or recovery
pozticiic of ud Boely.

" 018
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. Statistically (p<0.035) lower mala body weights were observed at
50 and 108 mg/kg/day throughout the li=-waek trsatwent period; and at
5 and 15 mg/kg/duy, this significant (p<0.05) observation was made
from day 49 until sacrifice. Body weight gains wers reduced by 10,
11, 29 and 208 %or melom at 35, 1%, 50 and 100 eg/ky'dzy for the
13-wesk pericd. During the 4-week recovery pericd, the 100 mg/kg/day
male wveights remained less (p<0.05) than controls, although thers was
a group mean gain of 33 g compared with a control group msan gain of
21 g. An sffect on day 91 group mean body vw.ights in the 5 and 15
wg/kg/day groups is questionable us the standard deviations weras
13.1-16.5 with mean differences of 17-21 g. .

e
e
i
3y
2 )
Pl
Sy
7.
i
&
EE
[
R

G i

T e oY

For females, group nean body welghts were luse than controls
(p<0.05) from duy 21 until day 9i at %0 aid 100 wg/kg/day. Although
the day 91 group mean weight of the 15 wg/kg/day ruis was significant-
ly (p<0.05) less thun controls, ithe values were 169 g versus 179 g.
Body walght gulus wexe 4, 13, Iz ana 244 lews Chan he control at S,
15, 50 and 100 mg/kg/day doses. Duving the é-wesk recovery period,
the controls gained & group mean of 16 ¢ and the 166 wy/kg/day rats
gained a group wean of 1% g. Thereiove, in fewaiss, there is & test
article affect on body welght &t 56 and 100 meg,/ky/day. :

Food consumpilon was genervally iess than in the rutpoctivi
control group for males and females at 50 and 100 mg/kg/day. This
coincides with the body weight cuservitioms. :

There were no ophibtiuic findings asssolated with test article
adminiutesticu.

R

The only hasacolaylical puranaeter wvhicik had u diyiereice between
treated and contirel groups was an increcsie {(p<v.05) in group mean
platelet countes at week 23 in the S50 and 100 .y day males, and in
femnles, oniy at 50 uy/kg/day. Bwen Zhough ¢lhuore wele statistically
1 signiticant differences, it is not considered that these observations
‘ are of toxicologicul significancs. Rasoveiry males (iedalss not exam-
i ined) ha¢ similer yroup weans (453 a1el <58 10%/¢w wa).

i8 The statistically eignificant (pun.¢8) differences reported for
b clinicel chanlvtey pureketers did hot oppedd o e of toxicological
ik eignificanpe «8, net enly vers the crovr mrem dirforonces relatively
B suall, but tho paveretrrs effeslied wore neted in cnly sne pext and the
3 values were Wwithaihn wip.Gtes iivatus.

There wake 5t appefeRt CO8Y trilnile «i9Mel o of sy ukinalysis
PAraetors. : .

Groue neorepsy Lindings Feveslet an dppérant decresse primarily
in the aweount ¢r Musoucbriwl atipere ¢leave in v wid 100 mg/kg/day
fenmales only.

)
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- Althesugh thers vere statistically sigmnificent (p<0.05) differ-
ences in absolute and/or relative (to body weight) organ weights in
sales and femzlas at 50 and/or 100 mg/kg/day, these differences

ad to be a reflection of the fasted final body weights. The
same was avidont for Che rosevesy aGludle. -

2 TEIONE II appeared to cause microscopic changas in the nongland-
i ular portion of the stomach. Hyperkeratosis was notad prisarily at
50 and 100 mg/kg/day in males and females. Basal cell hyperplasia
vas reported for both sexes at 15, S0 and 100 mg/kyg/day. Basal cell

3 hyperplasia was reported in 6/10 nales and 6710 females after the
g recovery period (none in controls). The ssverity of these changes
B vers considored by the pathologist o bu “very wlight™ or "slight.®

B
‘M TRIONE il did not induce any hictopackiologlees. changes in the

K nonglanduiar or glundulay porcicis oy the stomach of 2ice fed diets
containing TELSKE X ac 0, 1%, 90, LGu ws 175 mg/kgfday (MRID No.
; 429548-01) .

ke
i3

'E IIT. COMCLUSIONS: ' 4
In & subchronic toxicity study, TELOWE IT (1,3-Diculoreprogene -
N wicroencapuuiated) ves adninlstered by dlstary adein to Charles River

Fischor 344 cals (10} wei/yrous) «f GoBue of O, %, i3, 50 and 100
ng/kg/day for 13 wesks with an additional 10/sax in the 0 and 100
M/kg/uay groups gluak bagald fuod duiirg 8 d-wien ecevery period.
The £0Li0Waldt RARELALGLE WORe exwwd ods 10utae..ty, wlinices signs,
body weigits, lcod coisuwaption, wphihalwology, nuwaeteiogy, clinlcal
chemistry, urinalysis, macroscopic pathology, organ weights and
aicroscopic pathology.

s e

- Body welghis and wveight gains an wall as food consumption wers
reduced at 50 and 100 my/ky/day in bDoth sexes (guestionable reduction
in male body walghta/guine at 3 ond 1Y% wyskg/dav). Doses of 1%, 50
and P00 mg/kG/day cRLLE6E hyperkacsbosin Auviser bhuald Gull hyperplasia
in the nomglancular pueitiovn of the sbouuoh 0l both sures. The NORL
Ao b Wy kg eny aBd v LOEL A wb BB E0Y. LRI Bh. 625848-8)

Core elemrifions .o di Bluibkd  Pow a0uwey sevieliiee the data

roquiranmt (862-1A) for & l3-waelh subohronic toricity study in rats.

0i7
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Revieved by* Alan C. Levy, Ph.D. Gt ) ‘3_29.9'
Section IV, Tox. Branch II (7509C) Alams C .ﬁuzi 4

s.caﬁdury reviever: Jass Rowland, M.S. Jeos Qulfn 2 -2R-2Yy,
Section IV, Tox. Branch II (7309¢) ‘
DATA BYALUATTION TEPORS

STUDY TYPE: Subchronic Toxicity Study +« Mice (§82-1A)
TEST MATERIAL: TELONE iI; 1,3-Dichloropropens [cla, trans)
SYNONYME: none

MRID Wumbors 429548-01 #C Code: 029001
STUDY NUMBER: M-003993~029 ’
SPOMSOR: DowElanco, Indianapolis, IN

TEETING FACILITY: The Toxicoloyy Reswarch Luboratory
' The Dow Chemical Company, Midland, NI

TITLE OF REPORT: Telone II Soil Fumignat: 13-Weel Dietary Toxicity
Study in B6CIFl Mice .

AUTEORS: K.T. Maut, K.E. Stebbins, 5.k. Shabrang and W.T. Stott
REPORT I86UKD: January 9, 1993
EXECUTIVE SUlGLABY ¢

« TELOKE IZ {i,3-bichioroprupene - microshcupsuiuted) was admin-
istered by dlietary sdmlx to Charles River B6C3riL mice (10/sex/group)
at doses of 0. 15, 50, 100 and 175 mg/kg/day for 13 weeks. The
following paremieters wure exauined: wortality, ciinical signs, body
veights, food consulption, oplichalueiogy, hematology, clinical
chemistry, macroscopic patholegy. orgen waighta and microscopic
pathology. '

Body weightes end weight geire wore lower than the controls in
malos and females at- 50, 100 and 17% mg/kg/dey (27, 36, 39 and 58%
and 7, &3, J0 &nd 32% at 13, 30, 100 and 175 mg/kg/day). Thers vas a
dose~-response decrearo in the lJevkecyts courts of rneles only. No
other peraweters Appearéd Lo b edzecredl. Do Lokl ds 18 Rg/Ry/day
and Che LOBL iv 80 ww/ily/duye IRaD bo. 489560-0i)

Cord vangdificutron i hihdes. Yhao study satisfies ¢the data
requirenent (§83-ih) for & li-weéadt suscaronic cexicity study in mice.
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I. MATERIRLE, NETHOLE AMD RESULTES
A. Tast Articls

Hame: TELONE Xi; i,3-Dicuicrcpropene (clis, twans) (Micro-
enczpsulated in an 80/20 starch/sucrose matrix)

Formula: C\L ,CHgCL . }_‘, ’ ’C HgCl.
c=C C=C
’ \ 7/ J
H H cl H
' ¢LS trans

Purity: TELONE II = 96.0%
Microencapsulated TELONE [1 = 39.1% loading by weight

Lot Numbers: TELONE II (AGR 0295646, DowElanco)
Microencapsulated TELONE IXI (9359-1B, Midwest
Research Institute)
Placebo Microcapsules (9359-1PB, Midwest Research
Institute)

B. statistical Analysis

BARTLETT’S TZST FOR EQUALITY OF VARIANCES: ody weights, body
welght galns, organ welghis, clinical chemistry data and
appropriate hematologic data

PARAMETRIC OR NONPARAMIVRIC ANALYSIS OF VARIANCE (ANOVA):
exploratory data anaiysis, basad on outcome of Bartlett'’s
test

DUNNETT’S TEST OR WILCOXON RANK-SUM TEST WITH A BONFERRONI
CORRECTION FOR MULTIPLE COMPARIBON

AULPHA LEVILS USED:

Bartliesc  cant w 0.9

Parauet:. ic ANOVA = 0.10

Nonparanetric ANOVA « 0. .10

Dunnett’s test = 0.0%, 2-pidad

Wilcoxon Rank-sum 2ese = 0.05 (Bonfarroni correction,
2-8idad)

Cuciler test = 0.02, 2-sided

Regulatery Complinnea

A Good Inborntory Prasticc Compliance atatement, Quality
Assurance steteaent and a L .0¢ of Quality Aaaurancs inspections
vere incsuadd on e Report.
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A flagging statement for potential adverse effects,
40 CFR 158.34, was included and the study neither met nor
exceeded any of the applicabla criteria.

A signed statement of ~o confidentislity claim was
providaed.

D. Dose Balection

1. ACUTE ORAL TOXICITY, TELONE II - LD50 (Fischer 344
rat): males = 300 mg/kg; females = 224 ng/kg

2. THO-WEEK DIETARY PROSE STULY - male and female
BSC3IFL wice fed diets of approximately v, 28,
$0, 100 and 175 mg/kg/day TELONE II [Report,
paga id, diu not say MICROENCAPSULATED ]

100 and 175 mg/kg/day - depression of body weights
in males at 100 and 175 mg/kg/day; depression
of body weights in females at 175 mg/kg/day;
decreased food consumption at 175 mg/kg/day;
decraase in slze of hepatocytes in most ulu
av i75 my/kgfany
NOEL: males = %0 mg/kyg/day; females =

i0v wmg/kg/day
B. Btudy Design
Ten mice/sex/dose lavel: O (placebo), 15, 50, 100 and
175 mg/kg/day.
¥. Tost Article Xomogeusity, weubiliaty and Concentration

. Tables 1, 2 and 3. Data axiractad Lrxroi Report Tebles
1-4 ¢ bagea 29~32.

Iakle 1

TEST ARTICLE HOMCGENEITY IN A SUBUHRONIC TOXICITY STUﬁY IN MICE
WITH TELONE ¥I

YRR AR WEAETIR.] IO I BaE SR B PP D B L A e R SHIREN N L £k ]
Sample No. Topget Ligan ﬂbﬂ@ﬁ?@ﬂ}‘ £sandaxd Ralative
Al iovoty

cor Tansratien (mmJa¢f41~ Noke v Dret LBELOR atandard
jadé’ %[ P 4% wfw) deviation
]
|

8.82x1018 | et S 000848 | 12,59

15 mg/kg/day |
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Target conc. = 2,78x10'%

] Y I R
iie 02800

Iable 2

TEST ARTICLE STABILITY IN A SUBCHRONIC TOXICITY STUDY IN MICE
WITH TELONE I

age 21 of

(10873

Target cong, = 1.70x10" s

Obser. cone
(x10°%)

3.D.

1.82z10a

(S w/w)

% Day ©
—_—e

Obesy .

cone
(::10“) 1

_Cone

8.65210a

% Day O

2.5%9 1.80x10a re 1.8% 1.32x10b 97
2.49 1.30x10a 86 1.78 1.23z10b 94
2.89 1.10xi08 103 5.88 €.87n10a 99
1.20%10a N i.82 9.70x10a
1.54x10a 89 i 1.76 3.54x10b

a=103 b= 352
Number of Samples = §
Data extracted from Report Tables i-1, pages 29-32.

) TEST ARTICLE CONCINTRATION IN . SULCHROUIC TOXICITY STUDY IN MICE
3 WIv: TELOWE I

i SR )38 Nt.- R R
?: ) Hales Pomaules

| xm,,we”oa 107 A :07,108,:04

i 104, 85,99 93 101,84,103

130,103,108 122 133,100,103

2 98, 89,117 161 129,100,114

91,103,122 i 101,94, a

v ‘ 1Rk i) *x—-’mm TR R W AR D AFE 0RO i mwmtmww

E Data axtrnctw fror Ruport Tables 1«4, pages 29~32.

AP Ql'fpg 4 m»@ X3 flﬂn& mm,.,‘-g '&i@z{ R Rt @mﬂwgﬁgy &m ﬂ,x’namntr‘_
tien wore concidered to be within mcﬂ-ﬂmtrhlm linita.

@. Dletery Mmizeu

Serreprlola ZiCter, ol 3::1‘!‘.&’;.2.’2..&””\.3 S8y srspared by
seriel du.ntmrs of & prowiz ¥ith basal dist. Premixes were
BAdS GVery & weihke and CLede, SV wm. vancontretions were
adfuseod each wesk baced om She Giat pucent Sudy waights and
food consumption. The O mgfhy/de (control) grovp received
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a placebo (starch/sucrose satrix only) mixed with basal diet.
The amount of placebc was about the same as the microencap-
sulated test article at 175 mng/kg/day (Highast Dose Tested)
and vas prepared about svery 4 waeks.

Animals

Male and female, 6-8 veeks old, BECIFL mice were received
from Charles River Ressarch Laboratories, Portage, HI. There
vas an acclimation period of at lsast 7 days prior to study
start. The animals were housad individually in stainless
steel cages, ¢ ... in rooms designed o maintain adeguate
environuental conditions (tewperature, numidity, phokocycle) .®
(No teuperature or humidity ranges were provided. No hours
foritﬁu light/aark eycle were provided.] Food and wvater were
available gd. libitum.

Mortality, Moribundity and Clinicsl Signs

Cageslde observacions were wade A.M. and ¥.M. 7 days/
wveek. Yhe snimals were handled el closely examined weekly.

There was o BOrtality dwwirng tha sy,

Wo wlinloeel signe were vapcosee which distinguished
tvatda Kol GOnCrol grulps,

Body Weights ‘
Animals were welghed pricr te the etart of the study and
weskly vhereuwfier. Yable 4, .

Ir males and fenalam. ¢here wern dano-deponder? lower
group Donn body weights pravuridy in dhie B4, 100 and 173
ag/kg/day oroups throvghout e study with atutisticel sig-
nificanea (Pp<0.08 Lt arroM® evary welghing interval with the
major dectersue delny duriayg the first 4 wveeks., Group wean
body welght gains for males were 6.6, 4.8, 4.2, 4.0 and 2.8 ¢
during the 13 weeks for the 0, 13, %0, 100 and 175 mg/kg/day
groupy, respsctively. In faroles, the group mean body weight
gains wvare 7.6, 7.1, 5.9, 5.3 and 3.2 ¢ for the respective
dose graupi. 4o lovar waight 8i%0 wero poimacily during the
first 4 veeks oy Che uewiy.

g e 1
§ Apids i

i i ‘i»fg P woin? st st Do
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._ f,- GROUP MEAN BOLY WEIGHTS AND WEIGHT GAINS IN A 13-WEEK DIETARY
ADMIX MOUSE STUDY WITH TELONE II
“‘; Numbar of mice =« 10/wax/greup at sash ioterval
i NOTE: Eody waigat gains caleulated oy the Ravisvar,
] Statistical Significance: yndaxlsng = pen. 03
q GAIN = Body wWeight G i» (g
% ¥ Data extracted from Repoit Tables 8-10, pages Si«43.
|k
%g K. Food Cousumption
g Measurements were mada Yo the waek prior to tost article
adninistration and weuliy vortcugaoue whe studv. Table 5.
Thurfe was & deLUlusd L. 106d conguaption (g/animal/day)
in maler anly /3ll doweg) covinag the fievrt § veske of thae
Btudy. Femdlus Jdosdd with id0 and 175 me/kg/day had decroased
congumption during the int wee:. Tas depor: huthors suggested
that thie obasyvation, plus desreases in body welght gain,
indicuted a palatability problesm with, at lesst, the 2 higher
dosas. Animals at the highor dise levels animals were reported
O o, "seratoh tnelr faed move than the animals fed the control
i i and lowor dose ilevals.¥ [7he Report stated that. YA subsegquent

TELOME 44 dietnPy shady e ng addi=domsl scrateh resistant
MESRAR LG At retuged (16 SUBeEPE. o &% Che haglisr dose
levaln zalativa te cor?rolc whie> ie covroborsting avidance
Ehat o pdelculrisdty Prowi€t ORivi® &t thne Bieker desie lavels
(WPel shoaBacy Padm)
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SELECTED GROUP MEAN FOOD CONSUMPTION VALUES (g/mouse/day) IN A
13-WEEK DIETARY ADMIX HOUSE STUDY WITH TELONE II
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NOTE: valuas are means from 8-10 mice.
Data extractad from Report Tables 12 and 13, pages &§4-87.
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Opathulwology

All enimale were axum'.nad priovr te the stn“t of the study
b and a. the tira of nacropsy.
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B M. Cliniczd Patholsoy

‘ Animals were anesthetlzed with methoxyflurane and blood
I 2 wais removed at the time ¢f necropsy frem the crbital sinus.
1: {The Report did not say whotle: or not the nice wers fasted.)
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the feiseving puranoeeld vere examined:

Hematoerits Iaukseyte counte

ey L6ibanw Laukseyes differentials

Frythrocyte count* {drytirecvta, leukocyte and platelet
Plevelel councs worphology
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Yhe only aaatietdeally ol mmifiernt e A0y ALgParence
reported van ¢ decroase !n thi greup nean louhocyte counts of
Bales whly at b o75 wyswy,duy eewe. roup sean * 8.D. values
for the male G, 13, 50, i00 end 179 mg/ke/day groups "“02
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2.0£0.5, 2.0%0.6, 1.710.6, 1.%30.6 and 1.1%20.8 x 103/CU MM.
. : The individual mouse counte were: contrel = 3.0, 2.6, 2.4, 2.2,
i ) 2.2, 1.8, 1.6, 1.6, 1.6 and 1.4; 175 mg/kg/day = 2.0, 1.6, 1.4,
3 ) 1.2, 1.2, 1.2, 0.8, 0.8, 0.6 and 0.6. Asg thore was a dose-
response GdCreans 45 WHE GUeup Buiui YRMLE, LU appsars that
this observation may be relatad to test article administration.
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CLINICAL CHEMISTRY @
The following parameters were examined: g

il Sodium® Urea nlitrogens Alkaline phosphatass
L Potasuium® Creatini nev hlanine aminotransferase*
A Phosphorus® Total protaine Aspartate aminictransfarase®
% Chiorina® Alivumina ;
4 Caiciwa~ daobulin ;
i Glucosa® !
Totsl bilirubine
i : Cholestarol :
g Priglycerides *
g ‘¢ = EPA Guideline Requirewent
; The followiny puramsters shovod statisca.cel signiflcance:
7f Tahle.
i
E STATISTICALLY SIGNIYiCAWY CLINICAL CHEMISTRY PARAMETERS IN A

C13~WEEK DIETARY ADMIX SIUDY IN MICE WITH TELONE IIX
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£ Ures nitrogen | toas o | 2/ 27
23 GLlucoe®. .04 | LY e , bl B LR
: Triglyceridus § .
i Chleelin® .co0 Ji 33? A
Y PN T R T e e R
3 Urea nitragen =~ HG/DL
0, Glucose = LG, L ,

Triglycerides = MG/DL

Chlorine = MMUL/L

Statistical 8 gnifigeazay » m pod, 0%

Data extracted f£irom Rapore Yabled 18 and L9, pugew 80-13.
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T ase difrsvonoss wers 1ot cotsidered vo be of toxicolog-
for? gornifinonor ac ThEyr HRLI LIl A00d JIDINISUt andfer
wero obsarved only in ons aax and/or wara within expected
randas andyor Llanked histopathelogical corzoboration.
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- - Re Saoritice snd Pathology
0 At the time of scheduled necropsy, nonfasted animals were
§ anesthetized with methoxyflurane, and after the trachea was
8 clarnod . they were damopitoted, N omaplero srose ogenination
' was conducted. The following orgens were welghed and organ=
g to-body welght ratios were calculated: brain, liver, kidneys,
L - heart and testes. All tissuas from the 0 and 175 mg/kg/day
5 nice were processed and exemined by light microscopy. The
b following tissues from the 15, 50 and 100 mg/kg/day animals
‘ vexe processaed and examined: lung, liver, kidney, stomach,
gross lesions and target tissuaes identified in the 175
" - ug/ kg /fauy mice.
%- The fullowing tissues were preserved and examined; those
% organs with an “x" were weighed:
B - DRIGESTIVE RESFEIRBAORY VRGN LTI,
¢ . Tongue Tracheas ‘ ®hidneyat
§ Balivary glands Lungs Crinary bladder?
i Escphagus® - Xlestaeny
% Stomachw  CARILOV { HEF Epldidysades
‘N Duodnuy. hogtod Prostate
3 Jejunu? xHearte Seminal vesicles
% Ileum* Bone marrowh Ovaries
M Cecum#* Lympel: nodens Uiarusd
£ Colon® Spaemy Coperiy
B Rectum® Thynug#® Oyl drotn
: xLiver+ vaetna
K Pancrouse
! Gallbladder
! oA ds GLANPLTAR SO HNP,
; xBrain# hdiadal gh BOHew
: Peripheral nerve® lacrimnal gland® skaeletal musclet
Spinal cord (3 lavaels)+ Mammary glande skin
Pituitary® Paravhyrelds &1l gross lesions
Eyas® ThuroLar &nd nasses®

s
e

cokgulating gland, Larynk, Kesal tissues. seueceous gland,
Harderian glend, Ora) tloicves

v o« EPA Guidelins Pogulranaents

MI.CROECOPIC

There weie no grows neeropsy findlires which were con-
sidered to bo tent ert.c.u Fllabed.
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ORGAN WEIGHTS

NOTB: FIMAL BODY WEIGHTS - Report page 17 stated that
vrerminal, noufasted [bold by Reviawer) body
weights waprn waroeded for 2 nice R

Report pages 55 and 57 (Tables & and 9) present the

group mean day 90 body weights. Report pagss 84

1 X and 85 (Tables 20 and 21) present the group mean

& ' “pPinal Body Weight¥. The following are the values
:: (0, 15, 50, 100 and 175 mg/kg/day):

24.9
€2.8

25.9,
23.9’

naleag = 28.5,
neies = 26,8,

27.1,
25»‘44

26.4,

Page
rage

55,
84,
23."7'
22.3,

23.4
21.9

E’@mﬁbi{%m = ﬁ@n&g ;‘.!\:&i‘c“&g ?léla“%g
fenalas = 25.2, 23,9, 23.1,

Pl
Page

57,
85,
The differences between cthe day 90 and final

body weighvs (nonfested) are not conéldered by the
Reviewer to have a negative impact on this study.

Tabla 7

GROUP MEAN ABSOLULL AND RELATIVE CRGAN WEIGHIS IN A& 13-WEEX D1ETARY
ADMIY STUDY TN MICE WITH TELOME X7 '
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Braln Heazt Ridneyns Liver Testes
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«49/2.1% .14/.58 SH5%/1.9 1.1%/4.8 .23/.98%
49/2,1% Aref we b .43e/1.8 | 1.1%/4.7 | .22/.96e
| l
(B072.0 | .85 J37/1.4 | 1.475.4
05'3}'303» E \.1:‘5“"5 Ad ] cwi;‘éila& i 3 2&/501
972,10 | J13%7.86 | .34%/0.8 | 1.29/6.2
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; nz;'ﬁ‘/?.:ﬂ' ; all'/of& ! 0315,":\03 101{£01Q
B R T M L LA TN IR T SRR S S5 SN S/ R APE VDU N EPE PSPPI - SPF RPN 5. APUNS RS JROPE P54 £V 5 83 0 <

FEM = PFEMALES

a = mg/kg/day

b = absolute weight in g/relative weight in ¢ per 170 g body weight

Body Wt. = nonfasted final bedy wulght

statisticul signifivwnce (Tunr'c’% or Wilcoxon’s Tests): * = 0<0.05
€ = p<0.05 for shsoluta gl celatlve wealghsn

Number of mice/sexfyuvrup = 10

pata extracted fros lopost Tectlws 0 and 2L, paget 3¢ and 85.
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All statistically significant (p<0.05) differsnces in
absolute or relative organ woifhu appear to be a reflection of
lower nonfasted finel body weights in treatoed animals.
MICROSCOPIC PATHOLOGY .

Kidney and liver changss may have bean dua to test
article administration. Table 8

Iakle. 8

MICROSCOPIC KIDNEY AND LIVER FINDINGS IN & 13-WAEK DIETARY ADMIX
SIUDY IN WICE WXTH TELOWE IX

T S s B R R RE R SR )

Malos (wmg/ke/day) Pemunlow (mg/kg/da

Number tissuss examined 0 | 10 | 10 10 10§ 10 ; 10§ 10 10 10
within normal limita ... i 7 ¢ S I8 0 130F 9 9 i0
Aggragute(s) of wonenuge § | | ‘,
lear (prodomlinaely | 4
lymphold) eells, iative
stitium, uallatersl, i
!Mﬂi-v.ry Eliqht aans ‘ 2 4] 1 9 3 «} 0 O 4] 0 )
Aggregate(s) of mononut- | .
lear (prevominacely i
lymphoid) c¢ells, inter-
stitium,bilateral, o) J | : ; ; j
sultifocslevery shight ' o | 5 ¢t o b 2l o F o sl 3l o o
Degenstation, tubule(s), @ ‘ % , . !
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The Report Authors indicated that these observations

i » .., were considered secondary to the lowerad body wsight
. of animals at these dose levels and thelr reduced nutritional

: status.® In tho kidney, very svlight unilateral focal tubular

egparazutior nd fgevenaad tukylar veticiztiom rers veported
in 2/10 and 3/10 mice, respectively, in 175 ug/kg/day uales
compared with 0/10 in controls. Regarding the livar, there
vas an increasse in the number of only male mice (verius
cgntral) vith very slight, diffuse, decreased hepatocellular
ﬂ'!.a"

IX. DIBCUBSION

Anuiyticai daca for cest urcicis scability, concentration and
homogenaicy wers considersd to be within sccepcable iimits.

There wai no morcalicy. No cuinlcai signs wers atiributed to
TELONE II administration.

In both wales and fomules Thore vere lower group mean body
veights and weight gains primarily at the 50, 100 and 175 mg/kg/day
domes. Day 90 body weights of the 15, 50, 100 and 173 mg/kg/daey
groups wars Chs £3llowing percent lass than tha raspactive control:
males = 5, 7, 9 and 13; fewalass = 3, 7, 20 and 11 Tha major treat-
ment related effect occourred during the first 4 wanks of dosing.

. Thaee wi o slioht redositier in food consuped for 21) dosed nales
B during the first 2 weaks of the stady and in the 107 and 175 no/ky/

: day femslos during the ist veak. This colnc.des wich a decreass in
body weight gain ani is probably malated to palatahility.

3 Theve wore no ophthalmic findings associaced wich test arcicle
: administration.

1
3J,xp The only hemavology parasuster ecffected appesred to be a dose-

o responss decreass in group mesn léukccyts counts in maies only.
statietlca. pignificaiss (p<d.03) occurzsd only ia wan 175 myg/xg/day
mice. ‘™Mis Ancresse may b attributad to lowar By ly walghts and/or
tO & reduced nucritional s atus (seconaary efiecos) rather whan to
treatusal . & LROLE were 1o correbarative aletopatho. agacel changes in
the boms was 30 148 was 4 Simiiar decrsase nocsd 1o Joaales.

No ciinizal chamistry parazasar lilferaises ware osmsiderad to
be of tacicosgloal sigmficaine,

Thers ware nn mecroacopis tass »réis’e relatal findings.
Absolute and/or <o laclse (fo=wdy Jeigot) oryad wiaghr didflarences
appsared o ve & roflustion e lowar aondasted ©ll pody waights in
treuted wice. :

Ridnay asd Liver afepoescenis famding® e 46€ iy very slight,

 bak wers 'nosian Gawv, wd ownos esndldaced tv tnn shuady Auchors to
 have BeIN e acved o a docriave ia poedy welgar jain, ne coesrva=-

ko o 029




tions do not appear to be of severe toxicelegicsl mignificance. &
[{NOTE: There ware no reported chenges im the histepathology of the
nonglandular portien of the steomach as wvas the cbservation in the
13-wask rot study. (MRID No. 429548~02))

IIX. COMCLUSIONS

In a subchronic toxicity study, TELONE II (1,3-dichloropropene =
microsncapsulated) was administered by dietary admuix to Charles River
B6C3F1 mice (10/sex/group) at doses of G, 1%, 50, 100 and 175 mg/kg/
day for i3 weeks. The following paramstaers vare examined: mortality,
clinical signe, body veights, food consumption, ephthamlinclogy,
hematology, chinical chemiwtcry, wavroscoplc patholeyy, vryun veights
and microwcop.¢ puthoiogy. '

Body veights and welght guing wvare loveyr ehan the controls in
nales and femalas at 50, 100 and 175 mg/kg/day (27, 36, 39 and 58%
and 7, 22, 30 and 32% at 15, 50, 190 and 175 mg/kg/day). There
was a dose-rasponse decreasae in the lsukocyte counts of males only.
No other parametors appearad co bo alfected. The HNOM 48 i3 wy/Rg/
day and che LORL is Sv wy/Rg/day. [UWRYID So. 42954l6i=04)

Core clasmification is Hirlovwm. This etuey seciotles the data.
reguairameant. (f82=14) f4r a 2ewsiik sutbehronlie toniclty stody in nice.




