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Document Contrel Officer CERTIFIED MAIL

Chemical Information Division RETURN RECEIPT REQUESTED
Office of Toxic Substances (WH-557)

Environmental Protection Agency SANITIZED

401 M Street, S.W. T

Washington, D, C. 20460

Re: BEHQ-0386-0594 S, Octyltin Ester Mixture, Sugnlamental Submission

Dear Madam/Sir:

] requests that all inforuwation showa in brackets
in this letter and the attached toxicity study be trested as Confidential
Business Information., We enclose a sanitized copy of this letter and the
toxfcity study for the public fiile,

On March 21, 1986, | ] submitted a TSCA Sectiecn 8{e)
notice describing certain results, consistent with dicctyltin
immuno-suppression effects cbhserved in a 90-day dietary study in rats
with the subject octyluin ester mixture,

We have subsequently received another rerert, in Cerman, for this
mixture, entitled "[ J» Untersuchungen Zur
: 2ivi oommissiened the Exglish
translation of the report {excop. for the iadividual dsta tables waich
are understandable without “runsla.ion). le subject mixture was
compared in this study zgzainst dic-. -1tin chloride (DOTC), a well
characterized immunosuppressan#z in the rai. The main scope of the study
was to detail the weight chianges in the thewmus, spleen and liver. Thke
test substances were admiaistered orally Ly “ntubation for 10 days and
the unimals were necropsied on day 11.

The present s*udy confirms the thvris atropiny re2ported in our 8(e)
submission of *iarch 21, 1986. The subient mivture shows a statistically
significant chymus weight reductica which was jose related at 13 and 30
mg/kg and the VOEL wes determinad to be /.3 mg/kg, DOTC similarly shows
a statisntically sign:ficant thyuus weigi: reduction at 10 and 25 my/ike
but nct at 2 . mg/ks. Spleen and live: weights were not signifivantly
different {ro-w the control at any dose level tested for either the
subject mixture or DOTC,

A ~opr of the new report cited ahove, and its English translation,
eatstled "J 1, Toxicity Studies on Young Male
Kats" is enclosad,




We ar> in the process of gather“ag the information requested in Frank D.
Fover’s letter of April 16, 1986 and will respond to that request
separatelv,

Yours truly,
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Translated from German ﬁ'fa

[‘Odﬁlﬁn Ester Ha‘:hrej '
TOXICITY STUDIES ON YOUNG MALE RATS

s;dJ:
Dr. phil. nat’

s8d. C

August 22, 1979/jc

Animal species: Rat,[: :]
Test ‘substance:

Internal product N°-L_ -;J

Positive controls: DOTC (di-n-octyl-tin-dichloride)
Internal product No.
Manufactured by Schering AG
Batch 1279/78

Sponsor:
Test system No. r B!

. Positive control Project Na.l
Mode of administration: Oral, through metal esophageal tube,
once a day

Project No. g T] r ;7

Dosage in mg/kg per day: Test substance 4.3 / 13 / 30
I9TC: 2.5710/7 25

Solvent: Peanut oil (Oleum Arachidis, PHR VI
Siegfried)

Inception of study: July 26, 1979

Date of repdrt: August 22, 1979

X A Confidential Business Information 15 Bracketed




SUMMARY AND EVALUATION

E j an organic tin stabilizer, was tested by com-
parison with DOTC as ‘positive control' for toxic activity in the rat, spe-
cifically for a potential thymolytic effect. To this end, the test substance
was dissolved in peanut oil and administered orally by intubaticn to young
male aldino rats, once a day for ten days. Three dosage levels were chosen,
to wit 4.3, 13 ard 30 mg/kg per day.

The rats in the intermediate and high dosagg groups evidenced a significant
(dose-dependent) reduction of the weight of the thymus.

The remaining investigations, consisting of spleen and liver weighing and
macroscopic inspection of the organs, disclosed no deviations vis-a-vis the

controls.

At a dosage of 1C and 25 mg/kg, DOTC brought abeout a distinet :eduction of

laymus weight.

MATERIALS AND METHCDS

Young male albino ratsl- :}were reared under SPF conditions and

Separated from the dams on Day 24 after parturition and weaning. Thereafter,
the offspring were reared under standardized conditions in macralen cages,
five to a Broup, on a bedding of standardized wood chips, fed Nafag 890
rations and dottled water at will. Ambient tempevature was kept at 21 i»loc,

Air meisture 60% + SI, light exposure 10 hours per day (7 a.m. to § p.m.).

Beginning on Day 25 after birth, and for ten consecutive days, the animals

were treated orally once a day by intubation.




. Peanut oil,pasruaed;:l lrlolvgn:., The quantity of fluid administered in

Ltiahfinstahecmvaséﬁfswlimpesi100msvpf~body~uni;ht7 One control group

received thoraolyong only.

There were 15 rats in each dosage group and control group. So-called

'positive controls' were treated with DOTC[:T :]

A daily record of the body weight was kept throughqut the treatment period.

Signs of intolerance to the product were also noted.

On Day 11, that is one day after the last treatment, the rats were dissected,
bled, and weighed. The thymus gland, spleen and liver were weighed and

major abdominal and pulmonary cavity organs were examined macroscopically.

Th. raw data relating to body weight and the weight of the organs were

-compiled as an appendix to this report.

FINDINGS (c.. Table 1 and 2)
In the intermediate and high dosage groups, there was a cose-related sig-
nificant reduction of the thymus weight as compared to controls.

findings were noted im the ‘positive control® group (cf. Table 2).
In addition, these animals displayed a reduced rate of weight gain.

" TABLE 1.
Weight of organs as a percentage of body weight

Group - % weight gain Thymus Spleen Liver

4.3 mg/kg +50.1 0.37 0.35 5.45
12 mg/ke +51.9 0.25" 0.39 5.29
30 mg/kg  + 51.7 o.11” 0.37 : 5.42
Controls + 52.3 0.38 0.36 5.52

*) Significant reduction compared to controls (one-way t test; P<0.01).




TABLE 2. (Positive controls, DOTC>

Weight of organs as a percentage of body éeight
Group 2 weight gain Thymus Spleen Liver

2.5 mg/kg + 50.2 0.36 0.34 5.70

10 mg/kg + 48.5 0.20° 0.37 5.64

Y

25 mg/kg + 45.0 0.08 0.29 5.76

Controls + 52.3 . 0.38 0.36 5.52

*) Significant reduction compared to controls (one-way t test, P <0.01).

APPENDIX

Individual readings: Body weight of rats on day of dissection
Weight of thymus gland
Weight of spleen

Weight of liver
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UNTERSUCHUNGEN ZUR TOXIZITAT AN

JUNGEN MANNLICHEN RATTEN

~2. August 1979 / jec



[j :]TOX!ZITXT AN JUNGEN MANNLICHEN RATTEN

5
Tierspeczies: Ratte,[j :]
Testsubstanz: [ .
Interne Produkt-Nr.:[? ']
Positiv-Kontrolle: Di-n-octylzinn-dichlorid (DOTC)
(T : Interne Produkt-Nr.: [: :]
Herkunft: Schering AG .

Charge: 1279/78

_Sponsor: r‘ j}

Testsystem-Nr.: [j j]

Projekt-Nr : [T ]

(Projekt-Nr. Positiv-Kontrolle:[ﬁ— i}.

Art der Versz-folgung: oral (Metailschlundsonde), einmzl t#glich

Dosierung (mg/kg/Tag): Testsubstanz: 4,3 /13 / 30
h DOTC: 2,5 / 10 / 25

e e e e =
e (A
.

Ldsungsmittel: Erdnussdl (Oleum Arachidis, pyy VI,

Siegfried)

Beginn der Studie:  26. Juli 1979

Berichterstattung: 22. Augqust 1979




[ T]tox1zitkv AN JUNGEN MANNLICHEN RATTEN

2USAMMENFASSUNG UND BEURTEILUNG

Der OtganozinnstabiliSltor(? :]
wurde, vergleichend mit DOTC als "Positiv-Kontroile",

auf toxische Wi-Yuugen bei der Ratte gepriift, namentlich
unter dem Aspekt eines m3glichen thymolytischen Effekts.
Hierzu wurde die Testsubstanz in Erdnussdl geldst und per-
oral durch Intubation an junge minnliche Albinoratien ein-
mal td¥glich wihrend 10 Tagen verakfolgt. Es kamen folgende
drei. Dosierungen zur Anwendung: 4,3; 13 und 30 mg/kg,/Tag.

Die Ratten der mittleren und hohen Dosisgruppe zeigten
eine (dosisabhingige) signifikante Verninderung des Thymus-

gewichts.

Dis Ubrigen Untersuchungen (Gewicht von Milz und L.ber, ma-
kroskopische Inspektion der Organe) ergaben keine Abwei-
chungen von der Kontrolle.

DOTC fihrte in einer Dosierung von 10 bzw. 25 mg/kg zu
einer deutlichen Reduktion des Thymusgewichts.




[: :}TOXIZITKT AN JUNGEN MANNLICHMEN RATTEN

MATERIAL UND METHODE

Junge minnliche Albinoratten[: 't]wurden unter
SFF-Bedingungen aufgezogen und r.~-ch der ErntwShnung am 24.
Tag post partum von den Mvttertieren getrennt. Die ifaltung
der Jungtiere erfolgte dann unter konventionellen Bedinungen
(Sexr-Gruppen) in den iiblichen Makrolohschalen, Einstreu:

standardisiertes Holzgranulat, Futter (Nafag Nr. 890) und
wasser (Trinkflaschen) ad libitum. Temperatur im Tierhal-
tungsraum: 21° ¢ + 1° C, Luftfeuchtickeit: 60 % + 5 &, Be-
leuchtungsdauer: 10 Std. tdglich (07.00-17.0C Uhr).

Die Tiere erhielten wihrend 10 Tagen einmal tdglich, be-~
ginrend am Tag 25 post partum, die Testsubstanz peroral mit

der Schlundsonde verabfolgt.

Als Ldsungsmittel diente Erdnuss$l. Die verabfolgte Flissig-
keitsmenge betrug jewei. s 0,5 ml/100 g Kdrpergewichr. Eine

Kontrollgruppe erhielt nur das Ldsungsmittel.

Pro Gruppe (Dosisgruppen und Kontrolle) wurden 15 Ratten an-

aesetzt.

——

i —
Als "Positiv-Kontreolle" diente DOTCL_ _j

Wdhrend der Eehaadlungsperiode wurde tdglich das Kérperge-
wicht registriert. Symptome einer Produktunvertriclichkeit

wurden notiert.

Die Sektion der Ratten erfolgte am 1l. Versuchstag, d.h.
einen Tag nach der letzten Behandlung. Das K&rpergewicht

wurde am entbluteten Tier festgestellt una die Gewichte von




T Jroxizrear AN JUNGEN MXNNLICHEN RATTEN

.

Thymus, Milz und Leber wurden bestimmt. Die Hauptcrgane von
Brust- und BauchhShle wurden makroskopisch beurteilt.

Die Rondaten beziiglich K¥rpergewicht und Organgewichte sind
in einem Anhang zum vorliegenden Bericht dargestellt.




:]YGXIZETXT AN JUNGEN MANNLICHEN RATTEN

BEFUND | {vgl. Tabellun ! uid %)

e ——

1

Dosisabhingig fand sic* bei der ®ITLaviEn . aet oy Nszic -

gruppe eine signifikante Verminderung des Thymusyswichts
im Vergleich mit der Kontroclle.

Ein entsprechender Befund wurde flir die "Positiv-Kontrolle"
(Tabelle 2) erhoben. Hier war Uberdies eine Reduktion der

K8rpergewichtszusahme zu verzeichnen.




iglr7:,f*r;}foﬁlzlfif?Aﬁ;éﬁﬂﬁﬁN'ﬁRNNLICHEN RATTEN

TABELLE 1

RBrperéewicht§~ Organgewichte in % K&rpergewicht

Gruppe zunahme in & Thymus Milz Leber

4,3 mg/kg + 50,1 0,37 '0,35 5,45
13 mg/kg + 51,9 0,25* 0,39 5,29
30 mg/kg , | + 51,7 0,11+ 70,37 5,42
Kontrolle + 52,3 0,38 0,36 5,52

*Im Vergleich zur Kontrolle signifikant vermindert
~ (t Test, einseitig; P <0,01)




ijTOXIZIYXT AN JUNGEN “ANNL ;CHEN RATTEM

TABELLE 2 {'Pesitiv*KontroIle‘: DOTC)
—_ .

Organgewichte ir ¢ Kﬁrpergewicht'

Kdrpergewichts-
Zunahme " in g Thymus Milz Leber

Sruppe

2,5 mg/kg + 50,2 0,36 5,70

10 mg/kg 48,5 0,20
25 mg/kg 45,0 0,08*

Kontrolle 52,3 0,38

*Im Vergleich zur Kontrolie signifikant vermindert

{t Test, einseitigqg, P<0,01)




ANHANG

Bi;n'zel:l#tem Kﬁipﬁrgewicht der Ratten am Sektionstag
Thymusgewicht -
Milzgewicht
Lebergewicht
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lex&ﬂnﬂﬁwhn&fﬁﬂ'i
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Dosis ( cg/kg/®ag ) :
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