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Although we a-e enclosing a full copy of the 28-day study entitled;

“preparation [K~11927, Report on the 28-Day Toxicity Study, Oeal -
Administration — Rat,” the results may be summarized as follows:

Rats received daily ga-age dcses c¢f 0, 60, 100, 300, 600 and 1000 mg/kg.,

for 28 days. The corresponding mortality rates for these respective
groups were as foilows: 0, 0, 30, 70, 80 and 106%Z, Where observations
could be rade, all dose ievels produced alterations in white blood ceil
parameters and thymus weight as well as lesions in rhe spleen, abdominal
ivmph nodes, and liver.

The lesions were lescribed as sbscesses which cccurred in 5 of 10 animals
ar 100 mg/kg and in 2 of 10 animals at 60 mg/«g. 1In addition to these
resions, there was a significant dose-related decrease in thymus weight
and thymic tissue atrophy. The decrease in the weight of the thymus for
cales was 427, 567 and 947 in the 60, 100 and 300 mg/kg groups,
respectivelv. TFemales showed decreases ¢! 10%, 46%, and 917 in the
corresponding cose group. Significant changes ir the white blood z2:11
parameters included marked elevations in the number of ieukocytes and
segmented neutrophiles, as well as dramatic reductions in the numter of
Ivmphocvtes.

Aside from the guestion of whether this information is 8(e)} reportable,
which we request the Agency to address, CIBA-GEIGY Corporation does not
believe the reportei effects present a substantial risk of injury tc
tipmen health for the following reasons:

al Workplace expusure to Tinuvin 144 is generally limited to initial
manuai transfer operations. GSubsequent mixing and iaster batch
ne ara carried in large scale
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wmixing equipment,

The product is flowable und particles adhere to omne ancther. Manual
transfer operations thus produce minimal dusting.

The mocerately high molecular weight and limited water solubility
should significantly reduce skin penetration.

The five major customers using this product are health and safety
censcinus and already employ protective equipment to reduce exposure
to solvents and other hazardous chemicals used in the same
operations. One customer requires "space suits" to be worn when
handling the product (because of other chemicals used).

Once formulated into polypropylene masterbatches, exposure to
Tinuvvin 144 is precluded as the polyolefin peilets are generally
1/16 - 1/8" in diameter. User exposure further downstream is also
largely precluded since the product is encapsulated within the
plastic substrate.







" LABEL PA-A 55

_For: Tinuvin 144

Read Material Safely Data Sheet Before Handlfng.

Liver, lymphoid, and blood system effects were seen in a feeding 7
conducted in laboratory animals. The relevance of these findings to
is urknown,
May cause skin, eye, and respiratory tract irritation.
Avoid inhaling dust. Avoid eye contact and repeated or
Wear chemical goggles and impervious gloves as
d handling precautions. Wear a NIOSH approved dust mask or respirator
i Wash thoroughly after handling. Use with adequate ventilation:
ainer tightly closed when not in use and during transport.

1 case of contact:

Flush eves with plenty of water for at least 15 minutes. Get
medical avtention.

Wash with nild socap and plenty of water.
Remove to fresh air.

if consciocus, give plenty of water, and induce vomiting. Get
medical attention.

Remove contaminated clorhing and wash before reuse.

. Use Only.
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TK 11 927 -

Preparation T¥ 11 927 was subjected to a 28 day toxicity
study in rats. The test preparation TK 11 927 was admi-
nistered orally by gavage once daily, seven days a week
at daily doses of 60, 100, 300, 600 and 10060 mg/kg.
Each aose group as well as the control group which had
the suspensio:n medium consisted of 5 male
ats. Mortalities and symptoms were
body weight gain 3 times and food con-
Laboratory investigations were
of the experiment and also earlier
emales of the 600 mg/kg/
to be sacrificed due to poor gene-~

rse of the experiment.

10090 mg/kg/cay-group died between éday 2
and 3 female rats of the 600 mg/kg/day-
tween day 4 and 7. Two females of this group
to be rificed due to poor general h=2alth on day 7.
Four rale 1 3 female animals of the 300 mg/kg-group
succurmbed between day 5 and 10. The remaining rats (1 male
and 2 females) had to be sacrificed because of poor gene-
ral condition. Three female rats of the 1l¢0 mg/kg-group
died between day 11 and 27. No mortalities occurred after
60 mg/kg/day.

The main symprons ubserved in all dosed group - except the
60 mg/kg-group - were muscular hypotonia, rough coat,
ataxia, meteorism, ptotic eye lids and kyphotic carriage.
The 1000, 600 and 300 nG/kg-group showed also diarrhea,
brownish evye discharge, stiff movements and, only the

1000 and 600 mg/kg-groups, soiled snout. Respiration was

slower in the top dose group.




electrophatogram showed a decrease while the o, - and zp

xglebekiﬁ'fractioner were ‘increased. Haemaocrit values
”;were found to be decreased and the number of leucocytes
i,to be increased. There was a relative decrease of lympho-
"reyEes and an- increase of neutrophils in the d1fferentia1
"blood count.
hfter 60 mg/kg/day a slight but significant increase of
leucocytes caused by an increase of neutrophilic cells
was noted at the end of the study. There was also a
relative' lymphopenia shown in the differential blqod

count.




rats used

the end of the study the animals were réfefrééﬂéb, ,
pathology and avtopsied. Spacial attention wasfpaid;to;ﬂ;f
the sympathetic nervous svstem and gangiia. In the latter
transmitter function was checked in some rats by histo- .

cherical

with 60 m3y/kg and 100 mg/kg
vived until the end of the experi-~
neutrophilic and eosinophilic
nd marked accumulation of large
the small intestine,
in the spleen were
Abscesses in the liver,
ymph nodes were found in twoc rats
and in 5 rats from the 109 mg/kg-
Mucesa i or i superficial ga.tric ulcers
the 100 mg/k1-grouy,
In rats “rom the 200, 600 and 1000 mg/kg-iusage groups
(which died or were sacrificed during the test period)
atrcphy of the thymic tissue and in males animals also

atogenesis were observed.

seperate report} of the noradrenaline
neurons in the iris, the superior cervical
ganglion and the vas deferens and the dopamine content
of neurons in the striatum did not reveal any difference

between treated and control animals.

L. Kriigér

PH 2.631/L¥K/at
June 29, 1979




tTR11 927 o ; »
resh. suspension with 0.5Z2 CMC*/tap water

: V?oliw-’jzrg 'fg:;od ,

':Gﬁﬁc;ntiltton”of active

. ingredient : 0.6, 1, 3, 6, 10%

Control group received equal volume of 0.5% CMC {Carboxymethyl-
N ' cellulose-Na, highly viscous, "Herkules 70 S")

RSt




Blood sacpling : retrobulbar venous- plexus (animals wundsr
light ether anaesthesia)

single oral administratica of 25 ml water/kg
vodyweight, urine samples of each rat are '
collected ovar a 2 hours period in

metatolism cages

Euthanasia exsanguination in ether anaesthesia

Observarions and Records

Mortality daily

Symptozs daily
Bodyweight 3 times weekly
Food consuzption

Blood chexistry

Haematology

Urinalysis

Body temperature

Eye examination

Auditory perception

The animals were referred to pathology on completion of the study

(for results see pathology report).




