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HISTORY:

SIDS Dosser and Testing Plan were reviewed at the SIDS Review Mesting in
September 1993 where the following SIDS Testing Plan was agreed.

no testing (X)
testing ()

SIAR was dready discussed a SIAM 3 (February 1995) where the environmental part of
the risk assessment was agreed. It was a0 decided that the results of NTP studies on
carcinogenicity, genotoxicity and reprotoxicity that were conducted a that time should be
integrated in the toxicologica part of the risk assessment.

COMMENTS:

Deadline for circulation:; 31 of July 1998

Dateof Circulation: 13th of Auqust1993
(To dl National SIDS Contact Points and the OECD Secretariat)
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SIDSINITIAL ASSESSMENT PROFILE

CAS No. 126-90-8
Chemical Name Chloroprene
Structural Formula H2C=CH-C(Cl)=CHa

CONCLUSIONS AND RECOMMENDATIONS

Environment

The chemicd is not readily biodegradable and has a low bio- or geoaccumulation potenti. PEC/PNEC
ratios are cdculated as less than one.  The chemica is currently consdered of low potentid risk and low
priority for further work.

Human Health
The chemicd is conddered as a carcinogen. In the Sponsor country, control measures are in place to avoid

sgnificant human and environmentd impact, including prevention of accidenta exposure. In  Stuations
where thisis not the case, risk assessment and if necessary, risk reduction messures are recommended.

SHORT SUMMARY WHICH SUPPORTS THE REASONS FOR THE
CONCLUSIONSAND RECOMMENDATIONS

The production volume of Chloroprene is ca 52,000 t/a in Germany, 36,000 t/a in France, 35,000 t/a in
Northern Irdland, 163,000 t/a in the USA and 87,000 t/a in Jgpan. It is used as intermediate, for the
production of polychloroprene. Chloroprene is "not readily biodegradable® and has a low bio- or
geocaccumulation potentid. The most sendtive environmental species to chloroprene is Daphnia magna
(21d-NOEC = 3.2 mg/l). The derived PNECis 32 pg/l.

In a recent 90-day inhaation study the NOAEL was determined to be 32 ppm for rats and mice. For the
hamster the NOAEL for repeasted dose (2-year-study) was 10 ppm. For reproductive toxicity no damaging
effects were recorded in rats in a study in which two successve generations of rats were exposed up to a
concentration of 100 ppm, dthough other poorly documented tests describe an influence on the made
fertility of rats a smaller concentrations. No effect on reproductive parameters was noted for rats and mice
in the recent 90-day-study after inhaation up to 80 ppm. No teratogenic effect was observed with rabbits up
to 175 ppm. In the recent 2year inhadation study chloroprene was found to be carcinogenic in rats and mice.
The data on short-term mutagenicity are conflicting; however, in the recent micronucleus test with mice of
the 90-day inhaation study no induction of micronucleated erythrozytes could be detected.

The aguatic PEC was edtimated to be 0.25 pg/l. No data on consumer or workplace exposure is available
yet.

NATURE OF FURTHER WORK RECOMMENDED

The chemicad is conddered as a carcinogen. In the Sponsor country, control meesures are in place to avoid
dgnificant human and environmenta impact, including prevention of accidentd exposure. In Situations
wherethisis not the case, risk assessment and if necessary, risk reduction measures are recommended.
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Full SSIDS Summary

CASNO.: 126-9-8 PROTOCOL RESULTS
PHYSICAL CHEMICAL
21 Mélting Point NA -130 °C
22 Boailing Point NA 59.4 °C (at 1013 kPa)
23 Density NA 9598 kgm3
24 Vapour Pressure NA 25 kPad 2 °C
25 Partition Coefficient (Log CLogP 22
Pow)
26A Water solubility NA 256-480 mg/l at 2 °C
B |pH / a °C
pKa /
212 Oxidation : Reduction / mV
potential
ENVIRONMENTAL FATE/
BIODEGRADATION
311 Photodegradation cdc. InairTyjp = cal8 hours
(Atkinson)
312 Stability in water T2 =/ days
(Photodegr.)
32 Monitoring data Inair = 000036 mgm3
Inurfacewater = ND ngl
In soil / sediment =ND ngyg
In biota = ND ngg
33 Transport and Distribution cdculated
(fugecity Inair 99.96 %
level 1 type) In water 0.036 %
35 Biodegradation OECD 301D | 10% after 28d
ECOTOXICOLOGY
41 | acutelprolonged toxicity to fish Lepomis NA LCx (96  hr) = 245 mg/l
meacrochirus flow -through
42 | acutelprolonged toxicity to Daphnia OECD GL 202 | ECy (24 hr) = 348 gl
aquatic invertebrates (daphnia) megna part1
43 | toxicity to aquatic plants Navicula NA ECxp(7 d)= 380 gl
e g dge sminulum ECy1 (7 d) = 87 mgl
44 | toxicity to microorganisms E. Coli DEV,L8 ECo(@4  hr)= 1000 Mgl
Pseudomonas DEV,L8 ECo(&4 hr)= 1000 mgl
fluorescens
452 | chronic toxicity to aquatic Daphnia OECD GL 202 | NOEC (21 d) = 32 gl
invertebrates (dgphnia) megra part2
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CASNO.: 126-9%9-8 SPECIES PROTOCOL |RESULTS

TOXICOLOGY

511 acuteora toxicity ra NA LD = 251450 mgkg
mouse NA LDy = 146260 mgkg

512 | acuteinhdation toxicity rat NA LCso = 11800 mgm34h
mouse NA lCgpy = 11800 mgm3zh

513 | acutedermd toxicity ret NA LDgspy = >200 mgkg

54 repeated dose toxicity ra 90-day - NOAEL = 12 ppm
mouse inhdaion | NoAEL = 32 ppm

90-day - -
hamster inhalation NOAEL = 10 ppm
NA (2-year-
study)
55 gendiic toxicity in vitro
bacterid test (gen mutation) S.Typhimuriu Ames-Test + (with metabolic activation)

m + (without metabolic activation)
nonbacteria in vitro test Chinese NA - (with metabolic activation)
(chromosomal abberations) Hamster V79

Human o

lymphocytes SCE positive

56 genetic toxicity in vivo rat & mouse dominant lethd | +and -
mouse as. +and -
micronuceus
57 carcinogenicity ra 2-year- increased incidence of tumors
mouse inhalation increasad incidence of tumors
hamster  2year- no increased incidence of tumors
inhaation
2-year-
inhalation
58 toxicity to reproduction rat (Wistar) NA (2- NOEL = 121 mg/m3 (parentd)
generdion- NOEL = 37 mg/m3 (Fl-offgoring)
study)
59 developmentdl toxicity / rat teratogenicity | NOEL = 10 ppm (parentd)
teratogenicity NOEL = 175 ppm (offspring)
. . NOEL = 175 ppm (parental)
rebhit terdtogenicity | NOEL = 175 ppm (offspring)
511 experience with human
exposure
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SIDS Initial Assessment Report

1. | dentity

OECD-name; 2-Chlorbuta-1,3-diene
synonym: Chloroprene

CASNr. 126-99-8

Empirical formula: C4HsCl

Structural formula: H,C=CH-C(Cl)=CH,
Purity of industrial product: > 99.7 %
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2. Exposure

2.1 General discussion

Production levels (1989):

Germany 52,000t (1993
France 36,000t

Nthrn. Irdand 35000t

USA 163,000t
Japan 87000t

In Germany dl the produced chloroprene is used as an intermediate in chemicd industry for the
synthesis of polychloroprene. Thereis no export.

In Sweden as wadl, chloroprene is used as an intermediate for polymers (no information about
volumes). In Denmark, it is found in 35 products with a typicd concentretion of 10%, and in
Finland it is found in two adhesve with a content of 15 - 18 % (no further data avalable).
According to the producer such high contents of monomers are very unlikdy and probably reflect
polymeric chloroprene contents. The resduad contents of monomeric  chloroprene in - polymeric
products is a maximum 500 ppm (polychloroprene latices).

2.2 Environmental exposure

2.2.1 General

In Gemany, the following amounts of chloroprene ae reessed into the environment (one

production gte):
ar. 268kga from the polymerisation process
295t/a from the drying process of polychloroprene
25kga from the use of polychloroprene endproduct (emission of
the monomer)
2251a from the use of Latex (emission of the monomer)
water 165 kg/a wadste water trestment effluents (production and
processing)

Additiondly 1100 t/a of wet wadste resulting from polymeisation and further processng ae
regularly landfilled. It contains up to 500 mg monomere per kg, i.e a totd amount of 550 kg/a of
free chloroprene.

According to the producer, the drying process of polychloroprene will be dtered in 1994 0 as to
incnerate dl the flue gases. The reduction of the emissons is expected to be ca 90% i.e the
remaining emissons to the amosphere will be ca 3 t/a

2.2.2 Environmental fate

Chloroprene has a wae solubility of 0.256 resp. 048 g/l (20°C, two different sources) and a
vapour pressure of about 250 hPa a 20°C. The caculated log Pow's of 1.73, 2.06 and 2.2 (different
methods) indicate that there is no rdevant potentid for bio- or gecaccumulation. With a fragment
incrementation method (Meylan et d., 1992), the Koc can be estimated to be 68 I/kg.

Based on the physico-chemicd properties, the preferred environmenta compartment of chloroprene
is the amosphere (Fugacity modd leve 1: >99.99%).
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A cdosd bottle tet according to OECD guiddine 301D demondrated that chloroprene is not
reedily biodegradable. There are no test data about inherent biodegradability.

There are no daa about abiotic degradation (photolyss, hydrolyss) in weter. Due to the rapid
volatilisation from water, those processes are not expected to be of relevance.

The cdculaed hdf-lives due to photochemicatoxidative degradation in the amosphere according
to the estimation method by Atkinson are 18.3 h (OH-radicas) and 9.9 d (Ozone).

2.2.3 Exposure assessment

a) Hydrosphere

In Germany 16.5 kg/a are emitted into the river Rhine. For a PEC cdculaion, a low flow (which is
exceeded in 90% of al times) of 690 mP/sis used.,

The predicted locd environmenta concentration is
165 kga

PEC | ocal water = ¥4 %2 ¥4 %1% = 0.76 ng/l
690 m/s

In the USA a concentration of 2.5 ppb = 2.5 pg/l in waste water effluent was estimated by the US
EPA. A dilution factor of 10 for waste water entering ariver should be used. In thiscasethe PEC is:
PEC ocal water =25 191 : 10=0.25 pg/l

b) Atmosphere

The prefered environmenta compartment of chloroprene is the amosphere, where the compound
isrgpidly degraded.

As shown above, about 30 t/a rexp. 3 t/a are emitted by the producing/processing plant. A gaussan
plume modd cdculaion (cf Appendix 1) shows tha a maximum downwind concentration of

PEC|ocal air = 23 pug/m3 a ground levd is predicted. With the planned emisson reduction, this
concentration should fall to ca. 2.3 ug/ms.

USEPA edimated a maximum concentration of 5.1 ppb ( = 187 pg/md) for ambient ar in the
vicinity of amanufacturing plant.
There are no further data available for other countries.

0 Soil

Exposure to soil could be expected in the vicinity of production/processng plants due to
amospheric  depodtion.  With the above destribed emisson rates, a depodtion rae of
2851013 kgm2sl resp. 0.2851013 kgm2.sl can be cdculaed (cf. Appendix 1). Based on a
default biodegradetion hdf-live of 500 days and a Koc-vaue of 68 I/kg, a PEC of 24 ugkg regp 24
Ho/kg is caculated. The pore water concentration is PEC oy soif = 20 po/l resp. 2 pg/l if the flue

gases areincinerated.
The concentration in groundwaeter is estimated with the same modd a 3.5 pg/l resp. 0.35 pg/l.

d) Regiond concentrations
Only dout 225 tla ae rdeased diffusdy to the environment through emisson of resdud

monomers from the use of Latex. Compared to the loca emission rate a production and processng,
the diffuse releases can be neglected.
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2.3  Consumer exposure

No data on consumer exposure are available yet.

2.4  Exposureviathe Environment

The highes exposure to the generd population via the environment would be expected through
ambient ar in the vidnity of a production/processng plant and through drinking weater processed
from groundwater.

The locd concentration in air was esimated a 2.3 - 23 ugm3. Based on the physical chemica
properties of chloroprene, a sgnificant remova during processng of ca 50% is to be expected due
to its high volatility (EUROPEAN SCIENCE FOUNDATION, 1984). Therefore, the concentration
in drinking water isassumedto be 1 - 10 pg/l.

2.5 Waorkplace exposure

No data on workplace exposure are avalable yet. Occupationd exposure limit vaues of 10 ppm =
37 mg/nt have been fixed in severa countries
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3. Toxicity

3.1  Human Toxicity

a) Acute Toxicity

SIDSdata:

-Animal data:

Independent of the way of application, the acute toxicity of chloroprene is moderate (rat, LDs ord
251-450 mg/kg bw; rat LCsy inhdation 11800 mg/m3, 4 h; ra, LDgy sc. 479-1916 mgkg bw).
Acute intoxication is characterized by centrd nervous sysem depresson. The locd irritation after
inhdation of letha concentration caused leson of the lungs Single inhdation has a systemic toxic
effect ontheliver.

-Human experience:

The primary effects of acute exposure to high concentrations (details not available) of chloroprene
in ar ae ceird nervous sysem depresson, irritation of skin and mucuos membranes and
repiratory difficulties.

Conclusion: moderate acute toxicity

Recommendation: no need for follow -up test

Priority setting: low priority or concern

b) Repeated Dose Toxicity

SIDSdata:

Short termvlong term toxicity

-Animal data

Mog of the dudies ded with the effect of chloroprene after repeated inhadation by rais. Only a
smdl number of sudies are adequately conducted and documented.

At concentrations in excess of 144 mg/m? (four-week sudy) and 3 37 mg/m® (chronic study)
chloroprene causes an increase in liver weight in ras with no higtopathologicd anormdities In a
subacute  study, microscopic liver lesons were visble only after lethd concentrations (3 593
mgm?). 26 weeks exposure to 368 mg chloroprenent® by inhaation caused no histopathological
changes. Sight liver cdl lesons are obsarved more frequently in rats following two years of
exposure to 184 mg/n13. The results of dinicad biochemigry determinations are normd in dl
gopropiate sudies. From the available information it is not possble to derive a NOAEL for the rat.
For the hamster the NOAEL was 37 mg/m® (10 ppm) in atwoyear study.

In arecent 90-day inhaation study in rats and mice the NOAEL was determined to be 12 ppm for
rats and 32 ppm for mice. In rats and mice exposed to 0, 5, 12, 32 and 80 ppm agenerdly smilar
pattern of toxicity was noted. A 200 ppm expasure group was aso included for rats only. In mice,
no lethdities occured but a dight reducion in body weights was seen a 80 ppm. No effect on
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reproductive parameters (§perm count and morphology and female estrous cydlicity or cycle length)
was noted. Hematology and clinical parameters were unaffected. Nonprotein sulfhydryl content of
lungs and liver were reduced a 80 ppm through wk 12. At necropsy, forestomech epithelid
hyperplasiawas seen in some 80 ppm mice. In rats, degeneration and metgplasia of olfactory
epithdium occurred 3 32 ppm. Additionaly, anemia, hepatocdlular necrosis (reflected in trangent
increasesin serum ALT, GDH, and SDH activities) and reduced sperm mobility was seen a 200
ppm. While rend weights were increased somewhet, no kidney histopathology was noted.
Neurobehaviora assessments showed no exposure-rel ated effects on motor activity,
fordimi/hindlimb grip srength, or dartle repponse. (Mdnick, R.L: et d., Toxicology 108, 79-91
(1996); NTP Technical Report No. 467, 1998).

-Human experience

Many symptoms of chronic chloroprene exposure a the workplace are desxibed. Because the
reported data give no information about exposure concentration and the purity of chloroprene, it is
not posshle to asribe the findings to chloroprene itsdf and to interprete them in terms of dose-
response relationship.

Carcinogenicity
-Animd data

To invedigate the carcinogenic potentid of chloroprene, it was tested in rats by ord, subcutaneous
and intratrached adminigration and in mice by skin application. No carcinogenic effects were
found. However these dudies are inadequate for drawing reiable condusons regarding the
cacinogenic potentid of chloroprene, because they are of bad qudity with respect to methodology,
information on the purity of chloroprene and the way of reporting.

There was no indications for carcinogenic properties of chloroprene in more recent long term
inhdation gudies in ras and hamster. However the study with the rats was conddered to be dso
inadequate to dlow an evduation of the carcinogenicity of chloroprene, because the mgority of the
lov dose animds died before the end of the study due to a technicd defect in the ventilation system.
Three groups of 100 Widar rats and Syrian golden hamsters of each sex were exposed by inhdation
to 0, 10, or 50 ppm (v/v) R3-chloroprene for 6 hday, 5 days a week for up to 24 and 18 months,
respectively. After 72 weeks a technicd fault in the chamber operation procedures resulted in the
accidentd death of 87 mde and 73 femde ras a 10 ppm unrdaed to R-chloroprene. Otherwise,
aurvival of the remaning 10 ppm rats and the rats exposed a 50 ppm was unaffected by exposure.
Survivd among both groups of hamgers was higher than the controls. All treated rats exhibited
dight restlessness during exposure, but only during the firg few weeks of the test. A 50 ppm, ras
dso showed an increesed incidence of dopecia, dight growth retardetion, and an increased
incidence of foci of dtered liver cdls, a change frequentely seen in aged rats. Hamsters showed
only a dight growth retardation and a dight reduction in amyloidoss a 50 ppm. No serious adverse
effects were seen in either species at 10 ppm. (Reuzel, P.G.J. & Bodand, M.C., CIVO TNO Report
No. R 6328, 1980; Trochimowicz, H.J. et d., 1998)

In another recent study, groups of 50 mae and 50 femde F344/N rats were exposed to chloroprene
a concentrations of 0, 12.8, 32, or 80 ppm by inhdation, 6 hours per day, 5 days per week, for 2
years (NTP Technical Report No. 467, 1998).

Surviva of maes exposed to 32 or 80 ppm was sgnificantly lower than that of the chamber control
group. Mean body weights of maes exposed to 80 ppm were lower than those of the chamber
controls after week 93. Masses of the torso were obsarved during the study in exposed femde
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goups and thee dinicd findings corrdated with mammary gland fibroadenomas obsarved &
necropsy.

The incidences of sguamous cdl papilloma and sguamous cdl papilloma or squamous cell
carcinoma (combined) of the ord cavity in mae rats exposed to 32 ppm and mde and femde rats
exposed to 80 ppm were sgnificantly grester than those in the chamber controls and exceeded the
higtorical contral ranges.

The incidences of thyroid gland fdllicular cdl adenoma or carcinoma (combined) in maes exposed
to 32 or 80 ppm were Sgnificantly grester than thet in the chamber control group and exceeded the
higoricd control range. Though the incidences of fdlicular cdl adenoma and follicular cdl
adenoma or carcinoma (combined) in 80 ppm femdes were not Sgnificantly grester than those of
the chamber controls, they did exceed the histarica control range for these neoplaams.

The incidences of dveolar epithdid hyperplasa of the lung were dgnificantly gregter in dl exposed
groups of maes and femdes compared to those in the control groups. The incidences of aveolar/
bronchiolar carcinoma and dveolar/bronchiolar adenoma or carcinoma (combined) in 80 ppm maes
were dightly greater than those of the chamber control group. Although these incidences were not
sgnificant, they exceeded the higtoricd contrd range for these neoplasms. The incidence of
dveolar/bronchiolar adenoma, dthough not dgnificant, was greater in 80 ppm femdes than in the
control group.

The incidences of multiple fibroadenoma of the mammary gland in al exposed groups of femdes
were gregter than that in the chamber control group. The incidences of fibroadenoma (including
multiple fibroadenoma) in 32 and 80 ppm femdes were dgnificantly grester then that in the
chamber controls. The incidences of fibroadenoma in the chamber control group and in dl exposed
groups of females exceeded the higtorical control range.

The severity of nephropathy in mae and femde ras was dightly gregter than that in the chamber
controls. Pogdtive trends in the incidences of rend tubule adenoma and hyperplasa were dso
observed in mdes and femdes. Additiond kidney sections from mde and femde control and
exposed rats were examined to provide a cearer indication of the potentid effects of chloroprene on
the kidney. The combined dngle- and step-section incidences of rend tubule hyperplasa in 32 and
80 ppm maes and 80 ppm femaes and the incidences of adenoma in dl exposed mdes were
sgnificantly greeter than those in the controls.

A dight increese in trandtiond epithdium carcinoma of the urinary bladder was observed in 80 ppm
femdes. In addition, one 32 ppm mde had a trandtiond epithdium carcinoma and one 80 ppm mde
had a ftrandgtiond cdl papilloma These findings ae noteworthy because no urinay bladder
neoplasms have been obsenved in chamber control male or female 344/N rats.

In the nose, the incidences of arophy, basd cdl hyperplasa, metgplasa, and necross of the
olfactory epithdium in the nose in 32 and 80 ppm mdes and femdes and the incidences of arophy
and necross in 12.8 ppm mdes were sgnificantly grester than those in the chamber control groups.
The incidences of chronic inflanmation were sgnificantly increesed in maes exposed to 12.8 or 32
ppm and in mades and femaes exposed to 80 ppm. The incidences of fibross and adenomatous
hyperplasa in 80 ppm mdes and femdes were sgnificantly grester than those in the chamber
controls. Generdly, lesonsin the nasd cavity were minima to mild in severity.

Groups of 50 mde and 50 femde B6C3F; mice were exposed to chloroprene a concentrations of 0O,
128, 32, or 80 ppm by inhdation, 6 hours per day, 5 days per week, for 2 years (NTP Technicd
Report No. 467, 1998).
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Survival of maes exposad to 32 or 80 ppm and of al exposed femde groups was sSgnificantly lower
than that of the chamber controls. The mean body weights of 80 ppm femdes were sgnificantly less
than those of the chamber control group after week 75. Clinica findings included masses of the
head, which corrdated with harderian gland adenoma and/or carcinoma in 32 ppm mades and 80
ppm maes and femaes. Dorsd and laterd torso masses of femae mice corrdated with mammary
gland neoplasms in 32 and 80 ppm femdes and subcutaneous sarcomas in 12.8, 32, and 80 ppm
females.

The incidences of aveolar/ bronchiolar neoplasms in the lungs of al groups of exposed mdes and
femdes were dgnificantly greeter than those in the chamber control groups and generdly exceeded
the higoricd control ranges The incidences of multiple daveola/bronchiolar adenoma ad
advedlar/bronchiolar carcinoma were increased in dl exposed groups of mdes and femdes The
incidences of bronchiole hyperplasa in dl exposed groups of mdes and femdes were dgnificantly
greater than those in the chamber control groups.

Mae mice had a patern of nonneopledic liver lesons dong with Slver-gaining hdicd organisms
within the liver conggent with infection with Helicobacter hepaticus An organism compectible
with H. hepaticus was confirmed with a polymerase chain reactionrestriction fragment length
polymorphisn (PCR-RFLP)based assay. In NTP sudies with H. hepaticusassociaed hepatitis,
increased incidences of hemangiosarcoma have been seen in the livers of mae mice. Therefore,
hemangiosarcomas  of the liver were excluded fran the andyses of circulatory (endothdid)
neoplasms in maes in this gudy. Even with this exduson, the combined occurrence of hemangioma
or hemangiosarcoma a other dtes was dggnificantly increesed a  dl  chloroprene  exposure
concentrations in maes and in 32 ppm femdes. Incidences of neoplasms a other Stes in this study
of chloroprene were not conddered to have been dgnificantly impacted by the infection with H.
hepaticus of its associated hepatitis.

The incidences of harderian gland adenoma and harderian gland adenoma or carcinoma (combined)
in maes exposed to 32 or 80 ppm and femdes exposed to 80 ppm were dgnificantly greter than
those in the chamber controls. The incidences of harderian gland adenoma or carcinoma (combined)
in 32 ppm mdes and 80 ppm maes and femal es exceeded the hitorica control ranges.

The incidences of mammary gland carcinoma and adenoacanthoma or carcinoma (combined) in 80
ppm femdes were sgnificantly grester than those in the chamber control group. The incidences of
mammay gland carcinoma and of adenoacanthoma in 32 and 80 ppm femaes exceeded the
historica control ranges. Multiple mammary gland carcinomas occurred in exposed femdes.

The incidences of hepaocdlular cacinoma in dl exposed femde groups and hepatocdlular
adenoma or carcinoma (combined) in 32 and 80 ppm femaes were Sgnificantly grester than those
in the chamber controls, in the 80 ppm group the incidence exceeded the higorical control ranges
for cacinoma and adenoma or carcinoma (combined. The incidence of eosnophilic foc in 80 ppm
femaes was dso Sgnificantly greeter than that in chamber controls.

The incidences of sarcoma of the skin were sgnificantly grester in dl exposed groups of femdes
than in the chamber controls The incidence of sarcoma of the mesentery were adso increased in al
exposad groups of females.

The incidences of squamous cell papilloma in 80 ppm femaes was greater than that in the chamber
controls, the difference was not sgnificant, but the incidence exceeded the higoricd control range.
Mdes dso showed a postive trend in the incidence of squamous cell papilloma of the forestomach.
In mdes and femdes exposed to 80 ppm, the incidences of hypeplasa of the forestomach
epithdium were sgnificantly grester than those in the chamber controls.
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Cacinomas of the Zymbd's gland were seen in three 80 ppm femdes and two carcinomas
metastasized to the lung. Zymbd’s gland carcinomas have not been reported in control femae mice
inthe NTP historical database.

The incidence of rend tubule adenoma in 80 ppm mades was gregter than that in the chamber
controls. Though this difference was not sgnificant, the incidence of this rare neoplasm exceeded
the higtoricad contral range. The incidences of rend tubule hyperplasa in maes exposad to 32 or 80
ppm were sgnificantly grester than that in the chamber controls. Additiond sections of kidney were
examined from control and exposed mdes to verify these findings The combined sngle- and step-
section incidence of rend tubule adenomas in 80 ppm maes and the combined incidences of rend

tubule hyperplasa in dl groups of exposed mde mice were grester than those in the chamber
controls.

The incidences of olfactory epithelid atrophy, adenomatous hyperplasa, and metaplasa in 80 ppm
maes and femaes were dgnificantly grester than those in the chamber controls. The incidences of
hematopoietic proliferation of the spleen in 32 and 80 ppm mdes and in dl groups of exposed
femaes were significantly greater than those in the chamber controls”!

The results of two short-term carcinogenicity studies are contradictory. Chloroprene did not act as a
tumour promoter in a sudy with dimethylbenzanthracene asiinitiator.

- Human experience

The results of epidemiologic sudies of workers exposed to chloroprene of an  unknown
concentration and purity are not condstent and cannot be used to subdtantiate or refute a possble
cancer risk in occupationdly exposed workers.

Conclusion: Chloropreneis consdered as a carcinogen.

Recommendation: In the Sponsor country control messures are in place to avoid Sgnificant human
and environment impact, induding prevention of accidentd exposure. In Studions where this is not
the case, risk assessment and if necessary, risk reduction measures are recommended.

“Specific measures were teken in order to reduce dgnificantly the resdua monomer content in
polychloroprene ldtices. By operdting a dripping column, chloroprene content could be reduced
from 500 ppm to less than 30 ppm.”?

¢ Reproductive Toxicity

SIDSdata:
- Animd data

No adverse effects on the mde fertility of ras and mice could be determined after repeated
exposure to chloroprene in concentrations of up to 368 mg/n?(AppeIman, L.M. & Dreef-van der
Meulen, H.C., CIVO TNO Report No. R 6634, 1979). Contrary to this, other studies which give no
information about the purity of the chloroprene, the generation of the tet amosphere and the
andyss of the chloroprene describe an influence on the mde fertility of rats even with consderably
smaller chloroprene concentrations (e.g. 1.69 mg/nT).

! cited from NTP Technical Report No. 467 (1998)
% refersto correspondence dated October 13, 1999 BAYER AG to BgVV and internal cummunication BAYER AG
dated August 16, 2002
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The inhaation of chloroprene during gestation is, up to a concentration of 92 mg/m® (25 ppm),
without significant influence on the dams and offspring in ras Concentrations 3 276 mg/m’
(@ 7 ppm) have little maternd toxic effect. The offsoring of these dams show only decreased body
weights. A teratogenic effect could not be determined in any concentration (up to 175 ppm)
(Koeter, HBW.M. & Appeman, L.M., CIVO TNO Report No. 6387, 1980). Contrary to this are
the results of some dudies that cannot, however, be evduaed due to therr inadequate
documentation.

Chloroprene was not teratogenic and did not adversely affect fema e reproductive parametersin the
developmentd toxicity study in rabbits exposed to 175 ppm or less (Matt, T.J. et d.,
NTISDE94012384, April 1994).

A reproduction sudy, in which two successve generaions of rais (F¢ and Fi-generation) were
exposed to chloroprene (37, 121, 368 mg/nT i.e. 10, 33, 100 ppm), revedls no adverse effect on the
reproductive performance up to a concentration of 368 mg/nT . Growth retardation was observed in
the FO-generation a 368 mg/nt (100 ppm) and in the Fl-generation a 121 mg/nt (33 ppm) and
368 mg/nT (100 ppm) (Appelman, L.M. & Dreef-van der Meulen, H.C., CIVO TNO Report No. R
6225, 1979).

In the recent 90-day inhaation study in which rats and mice were exposed to 0, 5, 12, 32 and 80
ppm chloroprene no effect on reproductive parameters (§perm count and morphology and femae
estrous cydicity or cycle length) was noted for both species. In rats, for which a 200 ppm exposure
group was included, reduced sperm mobility was seen a this exposure concentration (Melnick, R.L:
et d., Toxicology 108, 7991 (1996)).

- Human experience

With respect to human reproduction there are wesk indications for disturbance of sexud functions
in both sexes and for negative influences on pregnancy after exposure of mae workers to unknown
concentrations of chloroprene (purity not specified). But overdl there were not enough rdigble data
available to draw meaningful conclusions.

Conclusion: The gppropiste studies show no adverse effect of chloroprene on reproductive
performance and devel opment.

Recommendation: No further studies recommended.
Priority setting: Low priority or concern.

d) Gendic Toxicity

SIDSdata:

- Experimentd data

The results of genetic toxicity testing are not uniform. The Ames test is podtive with and without
metabolic activation. Westphd e d. (1994) reported freshly prepared chloroprene was not
mutagenic wheress an aged chloroprene preparation was mutagenic, especidly in the presence of
rat liver S9. No induction of point mutation was observed in Chinese hamger V79 cdls. The SCE
rate was increased in human lymphocytes (no/no adeguatefull informetion on impurities is given).
Repeated inhadation did not cause an incresse of SCE in the rat bone marow. A non-dose
dependent increase in recessve lethd mutation was observed in Drosophila melanogaster. Recent
sex-linked recessve lethd assays showed no response to chloroprene by either feeding or injection
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(Foureman et d., Environ. Mol. Mutagen. 23, 208227 (1994)). Very low doses of chloroprene
(no/no adequaeffull information on impurities is given) caused dominant letha mutation in rats and
mice, while corresponding sudies involving higher concentretions produced negative results The
results of chromosome aberration studies in vivo are contradictory. The negative result of the recent
micronucleus dudy as pat of the 90-d inhdation study with mice (NTP Technica Report No. 467,
1998) supports the assessment that chloroprene does not induce micronucleated erythrocytes in vivo
which has been shown in the mgority of the data available up to the NTP study.

- Human experience

Because studies which describe an increased frequency of chromosome aberrations in lymphocytes
of humans do not specify the concentration and purity of chloroprene to which workers were
exposed, it isnot possible to draw meaningful conclusions.

Conclusion: The conflicting data of the short term mutagenicity tests make a find concluson with
repect to the mutagenic potentiad of chloroprene difficult. A possble explanation for the postive
results, mainly described in the bad reported studies, may be some unknown impurities.

Recommendation: Additiond investigations would be desrable In these efforts the purity of
chloroprene should taken in account.

Priority setting:

€) Other toxicologicd endpoints

Based on the systemic effect that was described after ord, inhdation and derma gpplication, it can
be assumed that an absorption tekes place after these routes of application. There is no knowledge
about the didribution of chloroprene in the body. In andogy to dructure related substances such as
vinyl chloride and isoprene, the formation of a mono- respectively diepoxides gppears probable.
Also, the further assumption that a conjugation with glutathione follows in the second phase of the
biotranformation has been verified .

With rabbits after a contact duration of 24 hours a mild to moderate redness with oedema formation
occurred after a dermd gpplication of 200 mg chloroprenekg bw. The indillation of chloroprene to
the conjunctiva sac of rabbits led to conjunctivitis lasting 10 days (no further details available).

Conclusion: There are no hazards which are gill described under the other toxicologica endpoints
of interest.

Recommendation: no ned for follow -up test

Priority setting: low priority or concern

3.2  Ecotoxicity

3.2.1 Aquatic organisms

The following ecotoxic effect concentrations, regarding aguatic organisms, are available:
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a) fish

Lepomis macrochirus %hL Cxy 245 mg/l

(flow through system; nomina concentration)

Leuciscus idus %hL Cy 200 mg/l
45hLCqo 500 mg/l

(detic, open system; nomind conc.; range finding test)

gadfish 24 L Cqg) 10 mg/l

(origind literature not available, test result could not be vaidated; data not incdluded in the SIDS)

b) invertebrates

Daphnia magna 24hECq, 348 myg/l

" 210NOEC 3.2mgll

(effect: reproduction; semi-gatic; nomina conc.)

c) dgee

Navicula seminulum 70-ECgq 380 mg/l
d- ECi11 87 mg/l

(effect: growth inhibition; tatic; nomind conc.)

d) microorganisms

Escherichia coli 24 NOEC 1000 mg/l

(nomind conc., effect: growth inhibition)

Pseudomonas fluorescens 24h NOEC 1000 mg/l

(nomina conc., effect: growth inhibition)

3.2.2 Terrestrial organisms

There are no data available.
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4. Initial Assessment

4.1  Human toxicity

On the basis of the recent NTP 2year inhdation study with rats and mice a carcinogenic potentid
of chloroprene is assumed. However the recent data on genotoxicity, in vivo, are negative.

4.2  Assessment of environmental hazards
a) Hydrosphere

According to the EU-Technicd Guidance Document for the risk assessment of existing substances,
the vaue of the safety factor is F = 100, as no longterm test has been performed with the acutely
mos sengtive species (fish), dthough longterm NOECs are available for dapnids and agee. The
low acute effect concentration with goldfish is discarded, asits vdidity could not be evaluated.

With the lowest long-term NOEC of 3.2 mg/l and the highest PEC of 0.25 pg/l:

320
PNEC = %%% % =32 g/l
100
025
PEC/PNEC = %%%:% =0.008
32

As PEC/PNEC < 1, chloroprene represents presently no risk for the aguatic compartment.
b) Soil compartment

As no effect data with terrestrid organisms are available, the aguatic PNEC is used on a first
gpproach to indicate if these tests are necessary or not. With a PEC of 20 pg/l resp. 2 pg/l in re
water:
20
(PEC/PNEC)ingic= %% %% =0.62
Y

AsPEC/PNEC < 1, no tests with terrestria organisms are currently necessary ..
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5. Conclusions and Recommendaions

Toxicity

Due to the carcinogenic potentia of chloroprene, there is need for limiting the risk. Risk reduction
measures have to be consdered.

Ecotoxici

A compaison of edimated environmental concentrations and the predicted no-effect concentretion
for aguatic ecosysems, based on longterm tedts, indicates that no risk of damage to agudic
ecosystemsisto be expected.

For the terrestrid compartment, there are presently no indications for the need of testing.
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Appendix 1: Calculations

ad 2.2.3 Exposur e assessment

Local concentration in air and atmospheric deposition:

The amospheric concentration and the deposition fluxes are proportiond to the emisson rate:
C,,=Emisson " Cstd,,

with:
Cair = concentration in air a 100 m from a point source [kg.m?]
Emission emission rate to ar [kg.s 7
(here: 30 t/aresp. 3t/a= 9.510"* kg/sresp. 0.9510* kg/s)
sandard concentration in air a source strength
of 1kg/s= 2410° kgm®

Cada r

=>  C,,=23ug/m? resp 2.3 pg/m?

Furthermore the depostion flux is dependent on the fraction of the chemica that is associated with
the aerosolsD

DEP g = EMisSON - [FRgrgoy - Dty + (1 - FRegroy) * DSty

with:

DEP;ot4 = total deposition flux [kg.nT2.sY]

FR 2ros0l = fraction of the chemical bound to aerosol [-]

Dstd = dandard deposition flux of aerosol bound compounds at source
drength of 1 kg/s (= 1:108 kgm2.s1)

Dstdgs = standard deposition flux of gaseous compounds as afunction of the

Henry's law congtant:  0logH < -2 51010
2<100gH <2 41010
OlogH > 2 31010

The fraction of the chemical associated with aerosol particles can be estimated on the bass of the
chemical's vapour pressure, according to Junge (described in TGD):

CONjjye " SURF g
FRagrosol =
VP + CONjpge - SURF
with:
CONjiye congant of Junge-equation [Pam]
SURF surface area of aerosol particles [m2.nr3]
VP vapour pressure [Pa] (here 25000 Pa)
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As adefault, the product of CONjyyge and SURF 4 is st to 104 Pa (TGD).
=>  DEPyy = 2.8510-13 kg.m2s1resp. 0.2851013 kg.m2s1

Cdculdion of the soil concentration due to amospheric deposition

With the PESTLA-computer-modd (described in TGD), the equilibrium concentration in the top
il layer can be determined. With a default biodegradation hdf-life of 500 days and aKoc-vaue of
68 I/kg, a concentration of 24 pug/kg resp. 2.4 pg/kgiscaculaed

The pore water concentration can be estimated with

PECg, - RHOg,;
PECail pore water = (ko]
Qu *+ Kp Qs RHOgjig
with:
Kp = Soil-water partition coefficient (here 1.34 kg/l)
Qw = volume fraction of pore water in soil (0,4)
Qs = volume fraction of solidsin soil (0.4)
RHO g = densty of bulk soil (1.5 kg/l)
RHOgiq = densty of solid phase (25 kg/l)

=>  PECgil porewater = 20 ug/l resp. 2 g/l

The concentration in groundwater is estimated with the same modd a 3.5 pg/l resp. 0.35 pg/l.
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| U CL

Exi sti ng Cheni cal
CAS No.

El NECS Nane

El NECS No.

Mol ecul ar Wi ght
Mol ecul ar Formul a

Producer Rel ated Part
Company:
Creation date:

Subst ance Rel ated Part
Company:
Creation date:

Meno:

Printing date:

Revi si on date:

Date of |ast Update:
Nunmber of Pages:
Chapter (profile):

Reliability (profile):
Flags (profile):

| D Data S et

Substance I D: 126-99-8
126-99- 8

2-chl or obut a- 1, 3- di ene
204-818-0

88. 54

C4H5CI

Bayer AG
06- MAY- 94

Bayer AG
06- MAY- 94
AKTUELL EEC
03- SEP- 98
02- JUN- 94
06- AUG 98

98

Chapter: 1, 2, 3, 4, 5, 7
Reliability: without reliability,
Fl ags: without flag, confidential,
(DE), TA-Luft (DE), Material
Assessnent, Directive 67/548/ EEC

2, 3, 4
non confidential, WK
Saf ety Dataset, Risk
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1. GENERAL INFORMATION Date: 03-09-98
Id: 126-99-8

1.0.1 CECD and Conpany | nfornmation

Type: cooperating conpany
Nane: Du Pont UK Ltd.
Town: SGL 4QN St evenage
Country: Uni ted Ki ngdom

1.0.2 Location of Production Site

1.0.3 ldentity of Recipients

1.1 General Substance |Infornmation

Subst ance type: organi c

Physical status: liquid

Purity: > 99.7 %ww

Remar k: Cooper ati ong conpany: DuPont

1.1.1 Spectra

1.2 Synonyns
2-chloro-1, 3-but adi ene
2- chl or oprene

bet a- chl or opr ene

1.3 Inpurities

CAS- No:

El NECS- No:

El NECS- Nane: 1- chl orobut a-1, 3-di ene
Contents: <= .3 %ww

1.4 Additives

CAS- No:
El NECS- No:
El NECS- Nane:

UK Ltd.,

Remar k: 92-84-2 10-phenot hi azine < 0.2 or
98-29-3 1, 2-benzenediol , 4- (1, 1-dimethylethyl)- < 0.2

1.5 Quantity

Production during the last 12 nonths: yes

Quantity produced :10 000 - 50 000 tonnes in 1993
Quantity
Remar k: no change of production volune 1996
19- JUN- 97

United Ki ngdom
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1. GENERAL INFORMATION Date: 03-09-98

Id: 126-99-8

1.6.1 Labelling

Label |'i ng:
Synbol s:

Not a:

Specific limts:
R- Phr ases:

S Phr ases:

as in Directive 67/548/ EEC

F

xn

D

no

(11) Highly flammable

(20/22) Harnful by inhalation and if swall owed

(36) Irritating to eyes

(2) Keep out of reach of children

(16) Keep away from sources of ignition - No snoking

1.6.2 Classification

Cl assification:
Cl ass of danger:
R- Phr ases:

Cl assification:
Cl ass of danger:
R- Phr ases:

Cl assification:

Class of danger:
R- Phr ases:

1.7 Use Pattern

Type:
Cat egory:

Type:
Cat egory:

Type:
Cat egory:
Remar k:

as in Directive 67/ 548/ EEC
har nf ul
(20/22) Harnful by inhalation and if swall owed

as in Directive 67/548/ EEC
hi ghly flammabl e
(11) Highly flanmable

as in Directive 67/548/ EEC
irritating
(36) Irritating to eyes

type
Use in closed system

i ndustri al
Chenical industry: used in synthesis

use
I nt er medi at es

Chl oroprene is only used as nononer in the production of
pol ychl or opr ene rubber

1.7.1 Technol ogy Production/ Use

1.8 Cccupati onal

Exposure Linmt Val ues

Type of limt:
Limt val ue:
Short term expos.
Limt val ue:
Schedul e:
Frequency:

MAK ( DE)
36 ng/ nB8

72 mg/ nB
30 m nute(s)
4 tines

1.9 Source of Exposure

1.10.1 Recommendati ons/ Precauti onary Measures

2%
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1. GENERAL INFORMATION

Date: 03-09-98
Id: 126-99-8

1.10. 2 Energency Measures

1. 11 Packagi ng

1.12 Possib. of Rendering Subst. Harm ess

1.13 Statenents Concerni ng Waste

1.14.1 Water Pollution

1.14.2 Mjor Accident Hazards

1.14.3 Air Pollution

1.15 Additional Renmarks

1.16 Last Literature Search

1.17 Reviews

1.18 Listings e.g. Chenmical Inventories
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2. PHYSICO-CHEMICAL DATA Date: 03-09-98
Id: 126-99-8

2.1 Melting Point

Val ue: -130 degree C
GLP: no
(139)
2.2 Boiling Point
Val ue: 59.4 degree C at 1013 hPa
GLP: no
(139)
2.3 Density
Type:
Val ue: . 9598 at 20 degree C
(22)
2.3.1 Granul onetry
2.4 Vapour Pressure
Val ue: 230.04 hPa at 20 degree C
Met hod: ot her (cal cul at ed)
GLP: no
(139)
Val ue: 239 hPa at 20 degree C
(48)
Val ue: 250 hPa at 20 degree C
(71)
Val ue: 267 hPa at 20 degree C
(52)
2.5 Partition Coefficient
| og Pow: 1.73
Met hod: other (calculated): according to Hansch and Leo
Year :
GLP: no
(23)
| og Pow: 2.06
Met hod: other (calculated): according to Leo
Year :
GLP: no
(23)
| og Pow: 2.2
Met hod: other (calculated): Leo, A, CLOGP-3.6 (1991) Daylight,
Chenical Information Systems Inc. Irvine, CA, USA
Year:
(24)
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2. PHYSICO-CHEMICAL DATA Date: 03-09-98
1d: 126-99-8
2.6.1 Water Solubility
Val ue: .256 g/l at 20 degree C
GLP: no
(139)
Val ue: .48 g/l at 20 degree C
(8)
Val ue: .25 g/l at 25 degree C
(70)
2.6.2 Surface Tension
2.7 Flash Point
Val ue: -20 degree C
Type:
Met hod: other: DIN 51758
Year:
GLP: no
(139)
2.8 Auto Flammbility
2.9 Flanmability
Resul t:
GLP: no
Remar k: 320 degree C
(23)
2.10 Expl osive Properties
2.11 Oxidizing Properties
2.12 Additional Remarks
Remar k: Henr y- const ant
7.97 x 1000 Pa nB/nmol at 20 degree C
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3. ENVIRONMENTAL FATE PATHWAYS Date: 03-09-98
Id: 126-99-8

3.1.1 Photodegradation

Type:

I NDI RECT PHOTOLYSI S

Sensitizer:
Met hod:

Year :
Test subst ance:
Remar k:

Type:
Met hod:

Year :
Test substance:
Remar k:

Type:
Met hod:
Year :
Test substance:
Remar k:

air

CH

other (calculated): estimation nethod by Atkinson
GLP:

t1/2 18.3 h

air

other (calculated): estimation according to Hendry and Kenl ey
(EPA-560/ 12- 79-001)
GLP:
as prescribed by 1.1 - 1.4
photolysis-air: t1/2 4,2 h (OH Radicals)
t1/2 3,56 h (O+ Radicals + Ozone)

(29)
air
GLP:
as prescribed by 1.1 - 1.4
photolysis-air: t1/2 1,5 h (EPA)
(42)

3.1.2 Stability in Water

Type:
Met hod:
Year :
Test substance:
Remar k:

GLP:

no i nformation

3.1.3 Stability in Soil

3.2 Monitoring Data (Environment)

Type of

measur enment :
Medi um
Remar k:

air: US: 0.36 ug/nB (nmean value) (1981) *;
wast e di sposal sites: 0.31 ug/nmB8 (1 sanple),
n.d. (94 sanples) (1985) *
* detection linmt: 0.04 ug/nB
wat er: CGermany: no information

Japan : N.D. (detection limt: 2ug/l) (1977)

3.3.1 Transport between Environmental Conpartnents

3.3.2 Distribution

Medi a:
Met hod: Cal cul ati on accordi ng Mackay, Level
Year :
Remar k: Chl oroprene is to be expected to about 100 % in the
at nosphere
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3. ENVIRONMENTAL FATE PATHWAYS Date: 03-09-98
Id: 126-99-8

Air : 99, 96 %

Wat er : 0, 036 %

Soi | / Sedi nent: 0, 00054 %

Partition between water and soil/sediment is not to
be expected. The half-life for partitioning fromwater
to air is about 4,9 h up to 1-4 days.

(139)
3.4 Mode of Degradation in Actual Use
Remar k: Phot ol yti cal degradation in air
3.5 Bi odegradation
Type: aerobic
I nocul um donesti c sewage
Degr adati on: 10 % after 28 day
Met hod: CECD Guide-line 301 D "Ready Biodegradability: Cl osed Bottle
Test™
Year : 1988 GLP: no
Test substance: as prescribed by 1.1 - 1.4
(139)
3.6 BOD5, COD or BOD5/COD Ratio
3.7 Bioaccunul ati on
Speci es:
Exposure peri od:
Concentrati on
BCF:
El i mi nation
Met hod:
Year: GLP
Test substance:
Remar k: Bi oaccurul ati on and geoaccumnul ati on are only to be expected

to a small extent (no neasured val ues).

3.8 Additional Renarks
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4. ECOTOXICITY Date: 03-09-98
Id: 126-99-8

AQUATI C ORGANI SMS

4.1 Acute/Prolonged Toxicity to Fish

Type: fl ow through
Speci es: Leponi s macrochirus (Fish, fresh water)
Exposure period: 96 hour(s)
Uni t: mg/ | Anal ytical nonitoring: no
LC50: 245
Met hod:
Year : GLP: no
Test substance: other TS: chloroprene, no indic. about purity
Remar k: Nom nal concentration, high volatility
Test condition: 18 degree C, DO = 5-9 ppm
(42)
Type: other: static, open system
Speci es: Leuci scus idus (Fish, fresh water)
Exposure period: 96 hour(s)
Uni t: ng/ | Anal ytical nonitoring: no
LCO: 200
Met hod: ot her: Bestimmung der akuten Wrkung von Stoffen auf Fische
Arbei tskreis "Fischtest" im Hauptausschuss "Detergentien”
(15.10. 73)
Year : 1974 GLP: no
Test substance: as prescribed by 1.1 - 1.4
Remar k: Nom nal concentration, high volatility, range finding test
open system
(139)
Type: other: static, open system
Speci es: Leuci scus idus (Fish, fresh water)
Exposur e peri od:
Uni t: my/ | Anal ytical nonitoring: no
LC100: 500
Met hod: ot her: Bestinmmung der akuten Wrkung von Stoffen auf Fische
Arbei tskreis "Fischtest” im Hauptausschuss "Detergentien"
(15.10.73)
Year : 1974 GLP: no
Test substance: as prescribed by 1.1 - 1.4
Remar k: Exposure period: 4.5 h
Nom nal concentration, exceeding water solubility, high
volatility; range finding test
(139)

4.2 Acute Toxicity to Aquatic |Invertebrates

Speci es: Daphni a magna (Crustacea)
Exposure period: 24 hour(s)
Unit: ng/ | Anal ytical nonitoring: no
ECO: 100
EC50: 348
EC100: 800
Met hod: CECD Gui de-line 202, part 1 "Daphnia sp., Acute
I mmobi | i sation Test"
Year: 1988 GLP: no

Test substance: as prescribed by 1.1 - 1.4
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4. ECOTOXICITY Date: 03-09-98
Id: 126-99-8

Remar k: Nom nal concentration;
Type: open system
EC50/ EC100 exceedi ng water solubility
(139)

4.3 Toxicity to Aquatic Plants e.g. Al gae

Speci es: Navi cul a sem nul um (Al gae)
Endpoi nt: other: growth reduction
Exposure period: 7 day
Uni t: ng/ | Anal ytical nonitoring: no
EC50: 380
Met hod:

Year : GLP: no
Test substance: other TS: chloroprene, no indic. about purity
Remar k: Type: static, batch growh rate test

Nom nal concentration, EC50 exceeding water solubility, high
volatility
EC11 87 ng/l, nominal concentration

Test condition: 18 +/- 1 degree C

(42)
4.4 Toxicity to Mcroorganisns e.g. Bacteria
Type: other: static
Speci es: Escherichia coli (Bacteria)
Exposure period: 24 hour(s)
Unit: mg/ | Anal ytical nonitoring: no
ECO: 1000
Met hod: ot her: Bestinmung der biolog. Schadw rkung toxischer Abwaesser
gegen Bakterien DEV, L8 (1968) nodifiziert
Year : 1974 GLP: no
Test substance: as prescribed by 1.1 - 1.4
Remar k: Nom nal concentration, exceeding water solubility
Endpoi nt: growth inhibition
(139)
Type: other: static
Speci es: Pseudononas fluorescens (Bacteria)
Exposure period: 24 hour(s)
Uni t: ng/ | Anal ytical nonitoring: no
ECO: 1000
Met hod: ot her: Bestinmung der biol og. Schadw rkung toxischer Abwaesser
gegen Bakterien DEV, L8 (1968) nodifiziert
Year : 1974 GLP: no
Test substance: as prescribed by 1.1 - 1.4
Remar k: Nomi nal concentration, exceeding water solubility
Endpoi nt: growth inhibition
(139)

4.5 Chronic Toxicity to Aquatic Organi sns

4.5.1 Chronic Toxicity to Fish

Speci es:
Endpoi nt:
Exposure peri od:
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Id: 126-99-8
Uni t: Anal yti cal monitoring:
Met hod:
Year : GLP:
Test substance:
Remar k: no infornation
4.5.2 Chronic Toxicity to Aquatic |Invertebrates
Speci es: Daphni a magna (Crustacea)
Endpoi nt: reproduction rate
Exposure period: 21 day
Uni t: ng/ | Anal ytical nonitoring: no

Met hod:

Year :
Test substance:
Remar k:

CECD Guide-line 202, part 2 "Daphnia sp.

1988 GLP:

as prescribed by 1.1 - 1.4
Test results: Concentration

ng/ |

100.0
Type: sem -static; nonminal concentration.

Reproduction Test™

%

74.
97.
87.
67.
54.

~NOoOnN o

no

Repr oduction rate

Based on the concentration-response rel ationship and
considering the biological variability, the NOEC for the

reproduction rate is 3.2 mg/l.

(139)
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4. ECOTOXICITY

Date: 03-09-98
Id: 126-99-8

TERRESTRI AL ORGANI SM5

4.6.1 Toxicity to Soil Dwelling Organi sns

Type:
Speci es:
Endpoi nt:

Exposur e peri od:

Unit:
Met hod:
Year :
Test substance:
Remar k:

GLP:

no i nformation

4.6.2 Toxicity to Terrestrial Plants

Speci es:
Endpoi nt:
Expos. peri od:
Uni t:
Met hod:

Year :
Test substance:
Remar k:

GLP:

no i nformation

4.6.3 Toxicity to other Non- Mamm Terrestrial Species

Speci es:
Endpoi nt:
Expos. peri od:
Unit:
Met hod:

Year :
Test substance:
Remar k:

4.7 Biol ogi cal

GLP:

no i nformation

Ef fects Monitoring

Remar k:

no i nformation

4.8 Biotransformati on and Kinetics

Type:
Remar k:

4.9 Additional

no i nformation

Remar ks

Remar k:

Terrestrial Organisns:

It will be assumed that under normal conditions of
production and processing chl oroprene does not contam nate
the terrestrial environment.
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CHLOROPRENE

5. TOXICITY

Date: 03-09-98
Id: 126-99-8

5.1 Acute Toxicity

5.1.1 Acute O al

Toxicity

Type:
Speci es:
Sex
Nunmber of
Ani mal s:
Vehi cl e:
Val ue:
Met hod:
Year :

Test substance:

Type:
Speci es:
Sex:
Nunber of
Ani mal s:
Vehi cl e:
Val ue:
Met hod:
Year :

Test substance:

Type:
Speci es:
Sex
Nunber of
Ani mal s:
Vehi cl e:
Val ue:
Met hod:
Year :

Test substance:

Remar k:

Test substance:

Type:
Speci es:
Sex:
Nunber of
Ani mal s:
Vehi cl e:
Val ue:
Met hod:
Year :

Test substance:

LD50
rat

= 251 ng/ kg bw

GLP:

LD50
rat

= 450 ng/ kg bw

GLP:

other: (see nethod)
r at

= 50 ng/ kg bw
other: Class B poison test

GLP:

no deat hs were observed
freshly destilled chloroprene

other: (see remarks)
rat

= 384 ng/ kg bw

GLP:

(11)

(61)

(27)

Remar k: The m nimal fatal dose (MFD); MFD is taken as the
ambunt necessary to cause between 70 and 100 % of the
animals to die acute death
(145)
Type: LD50
Speci es: nouse
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5. TOXICITY Date: 03-09-98

Id: 126-99-8

Sex
Nunmber of
Ani mal s:
Vehi cl e:
Val ue:
Met hod:
Year :
Test subst ance:

Type:
Speci es:
Sex
Nunber of
Ani mal s:
Vehi cl e:
Val ue:
Met hod:
Year :
Test substance:

5.1.2 Acute |Inha

260 ng/kg bw

LD50
nouse

146 mg/ kg bw

ation Toxicity

Type:
Speci es:
Sex
Nunmber of

Ani mal s:
Vehi cl e:
Exposure ti ne:
Val ue:
Met hod:

Year :
Test substance:

Type:
Speci es:
Sex:
Nunber of

Ani mal s:
Vehi cl e:
Exposure tine:
Val ue:
Met hod:

Year :
Test subst ance:
Renmar k:
Test substance:

Type:
Speci es:
Sex:
Number of

Ani mal s:
Vehi cl e:
Exposure tine:

LC50
rat

hour (s)
11.8 nyg/ |

ot her:
rat

(see net hod)

2 ng/l
other: Class B poison test

no deat hs were observed; nom
freshly distilled chloroprene

ot her:
rat

(see net hod)

1 hour(s)

GLP:

(11)

GLP:

(61)

GLP:

(61)

GLP:
nal concentration

(27)
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5. TOXICITY Date: 03-09-98

Id: 126-99-8

Val ue: =72.4 nmg/l

Met hod:
Year :

Test substance:

Remar k:

Type:
Speci es:
Sex:
Nunber of

Ani mal s:
Vehi cl e:
Exposure tine:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

Type:
Speci es:
Sex:
Nunber of

Ani mal s:
Vehi cl e:
Exposure tine:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

Test substance:

Type:
Speci es:
Sex:
Nunber of

Ani mal s:
Vehi cl e:
Exposure tine:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

Type:
Speci es:
Sex:
Nunber of

Ani mal s:
Vehi cl e:
Exposure tine:

other: Class B poison test
GLP:

no deaths were observed; analytical concentration
(37)

other: (see remarks)
rat

1 hour(s)
= 57.5 no/|

GLP:

no deat hs were observed; nom nal concentration

(36)

ot her: (see remarks)
rat

hour (s)
8.42 ny/ |

I

GLP:
The Approxi mate Lethal Concentration (ALC)
chl oroprene freshly distilled
(27)

ot her: (see remarks)
rat

8 hour(s)
15 - 21 ny/|

GLP:

The minimal fatal dose (MFD); MFD is taken as the

anount necessary to cause between 70 and 100 % of the

animals to die acute death
(145)

LC100
nouse

1 hour(s)

3
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CHLOROPRENE

5. TOXICITY

Date: 03-09-98
Id: 126-99-8

Val ue:
Met hod:
Year :

Test substance:

Type:
Speci es:
Sex:
Nunber of

Ani mal s:
Vehi cl e:
Exposure time:
Val ue:
Met hod:

Year :

Test substance:

Type:
Speci es:
Sex
Nunmber of

Ani mal s:
Vehi cl e:
Exposure ti ne:
Val ue:
Met hod:

Year :

Test substance:

Type:
Speci es:
Sex:
Nunber of

Ani mal s:
Vehi cl e:
Exposure tine:
Val ue:
Met hod:

Year :

Test subst ance:

Type:
Speci es:
Sex
Nunber of

Ani mal s:
Vehi cl e:
Exposure time:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

= 3 ny/l

LG50
nouse

1N

hour (s)
3.48 ng/|

LC50
nouse

2 hour(s)
= 1.3 ng/l

LG50
nouse

= 2.3 ng/l

GLP:

GLP:

GLP:

GLP:

ot her: (see renarks)

nouse

8 hour (s)
= .6 ng/l

The m ni nal

GLP:

fatal dose (MFD);

(145)

(61)

(61)

(15)

MFD is taken as the

anount necessary to cause between 70 and 100 % of the
animals to die acute death
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5. TOXICITY

Date: 03-09-98
Id: 126-99-8

Type:
Speci es:
Sex:
Nunber of

Ani mal s:
Vehi cl e:
Exposure tine:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

Type:
Speci es:
Sex
Nunber of

Ani mal s:
Vehi cl e:
Exposure tinme:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

Type:
Speci es:
Sex
Nunmber of

Ani mal s:
Vehi cl e:
Exposure ti ne:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

Type:
Speci es:
Sex
Nunber of

Ani mal s:
Vehi cl e:
Exposure tine:
Val ue:
Met hod:

Year :

Test substance:

other: (see remarks)
nouse

1 hour(s)
=1 ny/

no deat hs were observed

ot her: (see remarks)
nouse

our (s)
.3 my/ |

"N
N o

nortality > 50 %
other: (see renmarks)

nouse

2 hour(s)
= 1.91 ny/l

nortality > 50 %
ot her: (see renmarks)

r abbi t

8 hour(s)
ca. 7.5 ng/l

GLP:

GLP:

GLP:

GLP:

(145)

(145)

(75)

(94)

Remar k: The minimal fatal dose (MFD); MFD is taken as the
anount necessary to cause between 70 and 100 % of the
animals to die acute death
(145)
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CHLOROPRENE

5. TOXICITY

Date: 03-09-98
Id: 126-99-8

Type:
Speci es:
Sex
Nunber of

Ani mal s:
Vehi cl e:
Exposure time:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

Type:

Speci es:
Sex
Nunber of

Ani mal s:
Vehi cl e:
Exposure tine:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

Type:
Speci es:
Sex
Nunber of

Ani mal s:
Vehi cl e:
Exposure time:
Val ue:
Met hod:

Year :

Test substance:

Remar k:

5.1.3 Acute Dernul

ot her: (see remarks)
r abbi t

2 hour(s)
6.8 - 8 ng/l

GLP:

mortality > 50 %
ot her: (see renarks)

cat

our(s)
.5 ng/l

11 ©
N S

GLP:

(75)

The mininal fatal dose (MFD); MFD is taken as the
anount necessary to cause between 70 and 100 % of the

animals to die acute death

ot her: (see renarks)
cat

2 hour(s)
= 11 ng/l

GLP:

nortality > 50 %

Toxicity

Type:
Speci es:
Sex:
Nunber of
Ani mal s:
Vehi cl e:
Val ue:
Met hod:
Year :

Test substance:

Remar k:

Test substance:

ot her: (see nethod)
rat

= 200 ng/ kg bw
other: Class B poison test

GLP:

no deat hs were observed
freshly distilled chloroprene

(145)

(75)

(27)
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5. TOXICITY

Date: 03-09-98
Id: 126-99-8

5.1.4 Acute Toxicity,

ot her Rout es

Type:
Speci es:
Sex:
Nunber of
Ani mal s:
Vehi cl e:
Rout e of admn.:
Val ue:
Met hod:
Year :
Test substance:
Remar k:
Test substance:

Type:
Speci es:
Sex:
Nunber of
Ani mal s:
Vehi cl e:
Rout e of admn.:
Val ue:
Met hod:
Year :
Test subst ance:
Remar k:
Test substance:

Type:
Speci es:
Sex
Nunber of
Ani mal s:
Vehi cl e:
Rout e of adm n.:
Val ue:
Met hod:
Year :
Test subst ance:
Remar k:
Test substance:

Type:
Speci es:
Sex:
Nunber of
Ani mal s:
Vehi cl e:
Rout e of adm n.
Val ue:
Met hod:
Year :
Test substance:

LD50
rat

s.c
= 1916 nmg/ kg bw

GLP:

with an observation period of 2 days
chl oroprene freshly distilled stored under nitrogene

(121)

LD50
rat

.C
958 ngy/ kg bw

1w

GLP:

with an observation period of 7 days
chl oroprene freshly distilled stored under nitrogene

(121)

LD50
rat

.C
479 ng/ kg bw

1w

GLP:

with an observation period of 2 days
chl oroprene freshly distilled, stabilized and stored for
several days under air

(121)

LD50
rat

s.cC.
= 479 ny/ kg bw

GLP:

Vi)
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5. TOXICITY Date: 03-09-98
Id: 126-99-8

Remar k: with an observation period of 7 days
Test substance: chl oroprene freshly distilled, stabilized and stored for

Type:
Speci es:
Sex
Nunber of
Ani mal s:
Vehi cl e:

Rout e of adm n.:

Val ue:
Met hod:
Year :

Test substance:

Type:
Speci es:
Sex
Nunber of
Ani mal s:
Vehi cl e:

Rout e of admin.:

Val ue:
Met hod:
Year :

Test substance:

Remar k:

Type:
Speci es:
Sex
Nunmber of
Ani mal s:
Vehi cl e:

Rout e of admn.:

Val ue:
Met hod:
Year :

Test substance:

Remar k:

Type:
Speci es:
Sex
Nunber of
Ani mal s:
Vehi cl e:

Rout e of admn.:

Val ue:
Met hod:
Year :

Test substance:

several days under air

LD100
nouse

58 ng/ kg bw

n v
©o O

GLP:

ot her: (see renarks)
r at

.C
19166 ng/ kg bw

n v

GLP:

The m nimal fatal dose (MFD); MFD is taken as the
anobunt necessary to cause between 70 and 100 % of the

animals to die acute death

ot her: (see remarks)
nouse

s.c
= 1000 ng/ kg bw

GLP:

nortality > 50 %

ot her: (see remarks)
rabbi t

s.c
= 958 other: ng/anim

GLP:

(121)

(145)

(145)

(75)
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5. TOXICITY Date: 03-09-98

Id: 126-99-8

Remar k: | et hal dose

Type:
Speci es:
Sex
Nunber of
Ani mal s:
Vehi cl e:

Rout e of admn.:

Val ue:
Met hod:
Year :

Test substance:

Remar k:

Type:
Speci es:
Sex
Nunmber of
Ani mal s:
Vehi cl e:

Rout e of admn.:

Val ue:
Met hod:
Year :

Test substance:

Remar k:

Type:
Speci es:
Sex:
Nunber of
Ani mal s:
Vehi cl e:

Route of admn.:

Val ue:
Met hod:
Year :

Test substance:

Remar k:

Type:
Speci es:
Sex:
Nunber of
Ani mal s:
Vehi cl e:

Rout e of admn.:

Val ue:
Met hod:
Year :

Test substance:

Remar k:

(145)

ot her: (see renarks)
cat

87 ng/ kg bw

n v
N O

GLP:
The m nimal fatal dose (MFD); MFD is taken as the
anount necessary to cause between 70 and 100 % of the
animals to die acute death
(145)

other: (see remarks)
cat

S.C.
= 4792 ot her: ng/ani mal
GLP:

| et hal dose
(145)

other: (see remarks)
rabbi t

i.v.
= 383 ot her: ny/ani mal

GLP:

| et hal dose
(133)

LD50
rat

ot her
ca. 520 ng/ kg bw

GLP:

the route of application is not clear, s.c. or i.p.

M
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5. TOXICITY Date: 03-09-98
Id: 126-99-8

(124)

5.2 Corrosiveness and Irritation

5.2.1 Skin Irritation

Speci es: r abbi t
Concentration

Exposure

Exposure Ti nme:

Nurmber of

Ani mal s:

PDI | :

Resul t :

EC cl assificat.:

Met hod: other: a single dose of 200 ng/ kg bw was applied to the
clipped trunk (occul sive) for 24 h,the wapping was renoved
and the skin washed with water;the ani mals were observed for
48h

Year: GLP:
Test substance:
Remar k: effects: 1 day - mld to noderate erythema with edemn
2 day - generally mld to noderate erythenmn
(27) (35)

Speci es: nouse
Concentration

Exposure
Exposure Ti nme:
Number of

Ani mal s:
PDI | :
Resul t:
EC cl assificat.:
Met hod: ot her: undiluted chl oroprene was applied onto the

i nterscapul ar region of the skin on backs in the quiescent

phase of the hair cycle (no further information)
Year : GLP:

Test substance:
Remar k: effects: after repeated application, thickening and scab-
form ng were observed on the 5th day
(153)

Speci es: rat
Concentration

Exposure
Exposure Ti ne:
Nurmber of
Ani mal s:
PDI | :
Resul t :
EC cl assificat.:
Met hod: ot her: 480 ng/ani mal was rubbed into the skin of the back

daily for one week
Year : GLP:
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Test substance:

Remar k: effects: imediately after the adm nistration the aninals
showed sone signs of local irritation (no further
information) the surface epithelium the sub-
epi thelial connective tissue and the sebaceous
gl and showed no signs of inflanmation.

(145)

5.2.2 Eye Irritation

Speci es: rabbi t

Concentration

Dose:

Exposure Ti ne:

Coment :

Nunber of

Ani nal s:

Resul t:

EC cl assificat.:

Met hod: other: no further information

Year : GLP:
Test substance:
Remar k: effects: conjunctivitis which lasted for 10 days
(49)

5.3 Sensitization

5.4 Repeated Dose Toxicity

Speci es: rat Sex: mal e

Strain: W st ar

Route of admin.: inhalation

Exposure period: 5d,

Frequency of

treat ment: 6h/d, daily
Post. obs.
peri od: 56d

Doses: 0.184, 0.368 nmg/l (50, 100 ppm

Control G oup: yes, concurrent no treatnent

Met hod:

Year: GLP

Test substance:

Remar k: nom nal e concentration

Resul t: During the exposure: reduced food consunption and bw | oss

Test substance:

Speci es:
Strain:
Rout e of adm n.:
Exposure peri od:
Frequency of
treat nent:
Post. obs.
peri od:

in both dose groups;

with the controls.
chl oroprene freshly distilled under

afterwards the bw gain was conparabl e

ni trogene
(58)

rat Sex:
W st ar

i nhal ation

5d

mal e/ fenal e

6h/d, daily

no

46
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5 TOXICITY Date: 03-09-98
Id: 126-99-8

Doses: 0.368 ng/l, (100 ppm
Control G oup: yes, concurrent no treatnent
Met hod:

Year : GLP:
Test substance:
Remar k: nom nal e concentration
Resul t: body wei ght gain was decreased
Test substance: chl oroprene freshly distilled under nitrogene

(148)

Speci es: rat Sex: mal e/ femal e
Strain: W st ar
Route of admin.: inhalation
Exposure period: 14d
Frequency of

treat ment: 5d/w, 6h/d
Post . obs.

peri od: no

Doses: 0.0883, 0.1693 ng/l (24, 46 ppm
Control Group: yes, concurrent no treatnent
Met hod:

Year : GLP:
Test substance:
Remar k: anal ytical concentration
Resul t: Sl i ght behavi oural disturbance and very slight growth

Test substance:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Frequency of

treat ment:
Post. obs.

peri od:
Doses:
Control Group:
Met hod:

Year :
Test substance:
Remar k:
Resul t:

Test substance:

Speci es:
Strain:

Rout e of admin.:
Exposure period:

Frequency of
treat nent:
Post. obs.
peri od:
Doses:
Cont rol
Met hod:

G oup:

retardation at both exposure |evels.

chl oroprene freshly distilled under nitrogene
(131)
rat Sex: mal e
ot her: ChR-CD
i nhal ati on
22d
4h/d, daily
no
0.085 mg/1 (23 ppm
yes, concurrent no treatnent

GLP:

anal ytical concentration
No clinical signs; weight gain pattern simlar to controls;
gross and hi stopat hol ogi ¢ exam nati on reveal ed no changes
chl oroprene with < 50 ppm of dinmer

(53)
rat Sex: mal e/ femnal e
W st ar
i nhal ati on
28d

5d/w, 6h/d
no

0.144, 0.593, 2.3 ng/l (39,
yes, concurrent no treatnent

161, 625 ppm
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5 TOXICITY Date: 03-09-98
1d: 126-99-8
Year : GLP:
Test substance:
Remar k: anal ytical concentration
Resul t: deaths (161, 625 ppn); decreased food consunption and body

Test subst ance:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Frequency of

treat nment:
Post. obs.

peri od:
Doses:
Control G oup:
Met hod:

Year :
Test substance:
Remar k:
Resul t:

Test substance:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Frequency of

treat ment :
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year:

Test substance:
Remar k:
Resul t:

Test substance:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

wei ght gain at all concentration |levels; increased relative
organ wei ghts of kidneys, liver and lung (all
concentrations); slight to severe degree of centril obul ar
Iiver degeneration and necrosis (625 ppmand 161 ppm only
the ani mal s which died during the experinment); slightly

enl arged tubular epithelial cells in the kidneys (625 ppm;
henorrhages, perivascular edema of the lungs (all animals
whi ch died during the experinent); blood and urine

exam nations: nor mal
chloroprene freshly distilled under nitrogene
(27)
rat Sex: mal e/ femal e
W st ar
i nhal ati on
91d
5d/w, 6h/d
20d (males), until litters had been weaned (fenal es)
0.037, 0.121, 0.368 ng/l (10, 33, 100 ppm
yes, concurrent no treatnent

GLP:

nom nal e concentration
No deaths; decreased bw gain (fermal es of the highest dose
| evel ); gross and m croscopi ¢ pathol ogical exam nations did

not reveal any treatnent-related abnormalities.
chl oroprene freshly purified
(9)
rat Sex: femal e
W st ar
i nhal ati on
24d
5d/w, 6h/d
no
0.736 ng/l (200 ppm
yes, concurrent no treatment
GLP:
nom nal e concentration
No deaths; growth retardation; al opecia (the occurence of
al opecia may depend on the typ of diet used).
chl oroprene freshly purified
(10)
rat Sex: mal e/ femal e
W st ar
i nhal ati on
26w

48
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5. TOXICITY

Date: 03-09-98
Id: 126-99-8

Frequency of
treat nment:
Post. obs.
peri od:
Doses:
Control
Met hod:
Year :
Test substance:
Remar k:
Resul t:

G oup:

Test substance:

Speci es:
Strain:

Rout e of adm n.:
Exposure peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year:

Test substance:
Remar k:

Resul t:

Test substance:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of
treat nent:

Post. obs.
peri od:

5d/w, 6h/d

no
0.037, 0.121, 0.368 ng/l (10, 33, 100 ppm)
yes, concurrent no treatnent

GLP:

nom nal e concentration

No deaths; clinical synptonms during the first weeks (100
ppm); slight growth retardation (100 ppm males); slight
increase in the percentage of neutrophils and a decrease in
the percentage of |ynphocytes (100 ppm nmles); nore urine
with a | ower creatinine content (100 ppm females); increase
of the relative liver weights (all females in a dose-rel ated
manner, 100 ppm neles); increase of the relative kidney

wei ghts (100 ppm both sex, 30 ppm fenales); the

m croscopi ¢ pat hol ogi cal exam nation reveal ed no
treatnent-rel ated abnormalities.

chl oroprene freshly purified

(33)
rat Sex: mal e/ femal e
W st ar
i nhal ation
2a
5d/w, 6h/d
no
0.0368, 0.184 ng/l (10, 50 ppm
yes, concurrent no treatnent

GLP:

anal ytical concentrations; in week 72 an interruption
of the ventilation in one of the inhalation chanbers caused
death by suffocation of 87 males and 73 fenmales from 100
ani mal s each sex.
Mortality was not influenced by exposure to chl oroprene;
slight restlessness (10, 50 ppn) during the first few weeks;
grow h retardation (50 ppm) dinminished in the course of the
second year; relative lung weights were decreased (10, 50
ppm; increased number of animals with small foci of
cellular alterations in the liver (50 ppnm); animals of the
hi gh dose group were |ess severely affected by chronic
respiratory di sease
chl oroprene freshly purified

(130)

rat Sex:
no data

i nhal ation

max. 100d

no data

2h/d
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
1d: 126-99-8
Doses: 6 nog/l
Control G oup: yes
Met hod:
Year : GLP:
Test substance:
Remar k: no detailed information, evaluation inpossible
Resul t: i ncreased adrenal weight and chol esterol content in the
adrenal s; decreased spl een wei ght
(110)
Speci es: rat Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: nmax. 90d
Frequency of
treat ment: 2h/ d
Post. obs.
peri od:
Doses: 4 ny/l
Control Group: yes
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed information, eval uation inpossible
Resul t: gl utam nase activity (brain): unchanged (30d), decreased
(60d), unchanged (90d)
gl utam ne synthetase (brain): decreased (30d, 60d),
i ncreased (90d)
(90)
Speci es: rat Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: nax. 60d
Frequency of
treat ment: 2h/ d
Post. obs.
peri od:
Doses: 6 - 30 nmg/l
Control Group: no data specified
Met hod:
Year: GLP:

Test subst ance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of admin.:
Exposur e peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year :

no detailed information, evaluation inpossible
Reserves of endogenous thiosulfate in the tissue increased
(82)

r at Sex:
no data

i nhal ation

2- 3 nont hs

no data

2h/d

8 ny/l
yes

GLP:
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
1d: 126-99-8
Test substance:
Remar k: no detailed information, evaluation inpossible
Resul t: am notransferase activity decreased (blood, |iver, kidney,
spl een)
(83)

Speci es: rat Sex: mal e/ femal e
Strain: no data
Route of admin.: inhalation
Exposure period: 75d
Frequency of

treatment: 2h/ d
Post. obs.

peri od:
Doses: 6 ng/l
Control Group: yes
Met hod:

Year: GLP:

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat nent:
Post. obs.
peri od:
Doses:
Control @ oup:
Met hod:
Year :

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of adm n.:
Exposure peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year:

Test substance:
Remar k:
Resul t:

no detailed information, evaluation inpossible
The amount of glycogen in the liver and nuscl es decreased
the pyruvic acid content in the blood increased.
(107)
rat Sex: mal e/ femal e
no data
i nhal ati on
90d

2h/d

4 g/l
yes

GLP:

no detailed information, eval uation inpossible
The ampunt of glycogen in the liver and nuscl es decreased
the pyruvic acid content in the blood increased
(107)

r at Sex:
no data

i nhal ation

max. 3 nont hs

mal e/ f emal e

2h/ d
2 nmy/l
yes
GLP:

no detailed information,
Ti me dependent
brai n.

eval uation inpossible

i ncrease of the glycogen content in the

(2)
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OECD SIDS CHLOROPRENE
5. TOXICITY Date: 03-09-98
Id: 126-99-8
Speci es: rat Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: max. 90 d
Frequency of
treat ment: 2h/ d
Post . obs.
peri od:
Doses: 4 ny/l
Control Group: no data specified
Met hod:
Year : GLP:

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat nent:
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year :

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Frequency of

treat ment :
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year:

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of admin.:
Exposur e peri od:

Frequency of

no detailed information, eval uation inpossible

The content of free ammpnia in the brain increased;

content of glutamne in the brain decreased.

rat Sex: no data
no data
i nhal ation

max. 90d

2 no/l
no data specified

GLP:

no detailed information, evaluation inpossible

t he

(92) (102)

The respiration rate of brain mtochondria was tenporary

decr eased.

rat Sex: mal e/ fenmnl e
no data
i nhal ation

max. 90d

3h/d

max.
yes

8 nmg/l

GLP:

no detailed information, evaluation inpossible
tissue respiration in liver and brain was reduced,;

enzynme activities in liver and brain

r at Sex: no data
no data

i nhal ation

max. 90d

(1)

altered

(111)
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
Id: 126-99-8
treat ment: 2h/ d
Post. obs.
peri od:
Doses: 4 ny/l
Control Group: yes
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed information, eval uation inpossible
Resul t: brain tissue: the level of glutamate tenporary decreased,
the |l evel of aspartate and al anine increased
(91) (93)
Speci es: rat Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: nax. 75d
Frequency of
treat ment : 2h/d
Post . obs.
peri od:
Doses: 8 ny/l
Control Group: yes
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed information, evaluation inpossible
Resul t: activity of the carbonic anhydrase decreased in blood, brain
and gastric nucosa.
(108)
Speci es: rat Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: 45d
Frequency of
treat ment: 4h/ d
Post. obs.
peri od:
Doses: 0. 00036, 0.00605 ny/ |
Control G oup: no data specified
Met hod:
Year: GLP:
Test substance:
Remar k : no detailed information, evaluation inpossible
Resul t: bones: changes in the collagen fibers and in the bone tissue
(128)
Speci es: rat Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: 45d
Frequency of
treat ment : 4h/ d
Post . obs.
peri od:
Doses: 0. 00605 ng/ |
Control Group: no data specified
Met hod:
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OECD SIDS

CHLOROPRENE

5. TOXICITY

Date: 03-09-98
Id: 126-99-8

Year:
Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Frequency of
treat nment:
Post. obs.
peri od:
Doses:
Control
Met hod:
Year :
Test substance:
Remar k:
Resul t:

G oup:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat nent:
Post. obs.
peri od:
Doses:
Control Group:
Met hod:
Year :

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of adm n.:
Exposur e peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year:

Test substance:
Remar k:

GLP:

no detailed information, evaluation inpossible
Regeneration of bone fractures was prol onged
(142)

rat Sex:
no data

i nhal ation

max. 110d

no data

2h/d

8 ny/l
yes

GLP:

no detailed information, evaluation inpossible
cathepsin activity decreased in brain, liver and ki dney
(brain > liver > kidney)

(97)

rat Sex:
no data

i nhal ati on
100d

mal e

2h/d

8 ny/l
yes

GLP:

no detailed information, eval uation inpossible
13/ 25 rats died; decreased activity of alkaline and acid
phosphatase in liver, kidney and brain

(98)

r at Sex:
no dat a

i nhal ation

5 nont hs

mal e

6d/w, 4h/d
0.1 ng/l
yes
GLP:

no detailed information, evaluation inpossible

Resul t: hi stochem cal changes in the liver; a protective effect was
observed with an protein rich diet
(12)
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
Id: 126-99-8
Speci es: rat Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: nmax. 180d
Frequency of
treat ment: 2h/ d
Post . obs.
peri od:
Doses: 8 ny/l
Control G oup: yes
Met hod:
Year: GLP:

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of
treat ment:
Post. obs.
peri od:
Doses:
Control
Met hod:
Year :
Test substance:
Remar k:
Resul t:

G oup:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Frequency of
treat ment:
Post. obs.
peri od:
Doses:
Cont rol
Met hod:
Year :
Test substance:
Remar k:
Resul t:

G oup:

Speci es:
Strain:

Rout e of admin.:
Exposur e peri od:

Frequency of

no detailed information, eval uation inpossible

the cholinesterase activity in the brain decreased

(103)

rat Sex:
no data

i nhal ation

24w

no data

5h/d
0.000088, 0.00022, 0.00048 nog/l
no data specified

GLP:

no detailed information, evaluation inpossible

0.00022 ng/l: cholinesterase activity in the brain
i ncreased, sulfhydryl groups in the brain tissue decreased,
ATP activity increased, adrenal weight increased
0.00048 ng/l: cholinesterase activity in the brain
decraesed, el evated adrenal weight
(113)

rat Sex: no data
no data
i nhal ati on
24w
5h/d
0. 00056, 0.00306 mg/
yes

GLP:

no detailed information
dystrophy (brain) at

evaluation inpossible
both concentrations

(112) (117)
rat Sex:
no data
i nhal ation
28w

no data
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OECD SIDS CHLOROPRENE

5. TOXICITY Date: 03-09-98

Id: 126-99-8

treat nent:
Post. obs.

peri od:
Doses:
Control
Met hod:

Year :
Test subst ance:
Remar k:

G oup:

Resul t:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of
treat nment:
Post. obs.
peri od:
Doses:
Control
Met hod:
Year :
Test substance:
Remar k:
Resul t:

G oup:

Speci es:
Strain:

Rout e of admn.:
Exposur e period:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control Group:
Met hod:
Year :

Test subst ance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of
treat nent:
Post . obs.

2h/d

2 ng/l
no data specified

GLP:

no detailed information, evaluation inpossible
sone ani mal s were exposed during 2 weeks with a
recovery period of 4 nonths

i ncreased adrenal weights; macroscopically and

nm croscopically visible alterations in the adrenal
(irreversible?)

gl ands

(6)

rat Sex: no data

no data
i nhal ation
max. 9 nont hs

2h/d
8 ny/l
yes
GLP:

no detailed information, evaluation inpossible
After 3 and 6 nonths ammonia level in liver and kidneys has

increased, in the liver after 9 nonths reached the contro
| evel again.
(83)
rat Sex: mal e/ femal e
no data
i nhal ation
150 - 160d
2h/ d
8 ny/
yes

GLP:

no detailed information, evaluation inpossible
hexoci nase activity was depressed (skin > kidneys > brain >
heart nmuscl es

(100)
rat Sex: mal e/ femal e
i nhal ation
max. 180d
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OECD SIDS CHLOROPRENE

5 TOXICITY Date: 03-09-98
Id: 126-99-8

peri od:

Doses: 8 ny/l

Control G oup: yes

Met hod:

Year: GLP:

Test substance:

Remar k: no detailed information, evaluation inpossible

Resul t: t he amount of free gangliosides in the brain was reduced

Test substance:

Speci es:
Strain:

Rout e of admn.:
Exposur e peri od:

Frequency of
treat nment:
Post. obs.
peri od:
Doses:
Control
Met hod:
Year :
Test substance:
Remar k:
Resul t:

G oup:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of
treat ment:
Post. obs.
peri od:
Doses:
Cont rol
Met hod:
Year :
Test substance:
Remar k:
Resul t:

G oup:

Speci es:
Strain:

Rout e of admin.:
Exposur e peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year :

freshly distilled chloroprene

(13)
rat Sex: mal e/ fenal e
no data
i nhal ation
max. 120d
2h/ d
8 ny/
yes

GLP:

no detailed information, evaluation inpossible
brain content of free cerebrosides increased, content of
bonded cerebrosi des remai ned unchanged.

(99)
rat Sex: mal e/ femal e
no data
i nhal ation
30d
2h/ d
8 ny/
yes

GLP:
no detailed information, eval uation inpossible
The content of SH groups decreased in the brain, spleen
liver, blood serum and ki dneys.
(104)

r at Sex: mal e/ feml e
Fi scher 344
i nhal ation
16 days
6h/ day; 5 days/week
no

0, 32, 80, 200 or 500 ppm
yes, concurrent no treatnment
ot her

GLP: no data

UNEP Publications 57



OECD SIDS CHLOROPRENE
5. TOXICITY Date: 03-09-98
Id: 126-99-8

Test substance:
Resul t:

28-COCT-97

Speci es:
Strain:

Rout e of admin.:
Exposur e peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control Group:
Met hod:
Year :

Test subst ance:
Resul t:

28-0CT-97

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat ment:
Post. obs.

peri od:
Doses:
Control G oup:
Met hod:

Year :

Test substance:
Resul t:

28-COCT-97

Speci es:
Strain:

Rout e of admn.:
Exposur e peri od:

Frequency of
treat nent:
Post. obs.
peri od:
Doses:

other TS: purity: approx. 96 %

increased nmortality (200 ppm 500 ppn) but the nortality
pattern did not reflect the effect of chloroprene exposure
reduced body weight gain (200 ppm 500 ppm (f)); anemi a and
t hronbocyt openia (200 ppm (f)/500 ppm); increased |iver
enzyme activities (200 ppm (f)/500 ppm), increased |iver
wei ghts (200 ppm (f)/500 ppm; |iver necrosis (200 ppm 500
ppm epithelial degeneration in all exposed aninals

(120)

rat Sex: mal e/ fenal e
Fi scher 344
i nhal ati on
13 weeks
6h/ day; 5 days/week
no
0, 5, 12, 32, 80 or 200 ppm
ot her

GLP: no data
other TS: purity > 97.9 %
no effects on survival and body wei ght gain; anem a (200
ppm ; thronbocytopenia (200 ppm’ 80 ppm (f)); transient
increase of liver enzyme activities; liver nonprotein
sul fhydryl concentrations decreased (200 ppm); increase of
horizontal activity in neurobehavioral assessnent (>= 32
ppm; increased kidney weights (200 and 80 ppm (f));

i ncreased incidence of olfactory epithelia
32 ppm; liver necrosis (200 ppm

degeneration (>=
(88) (120)

rat Sex: mal e/ femal e

Fi scher 344

i nhal ation

2 years

6h/ day; 5 days/week

no
0, 12.8, 32, 80 ppm
yes, concurrent no treatnent
ot her

GLP:
other TS: purity: approx. 96 %
reduced survival (32 and 80 ppm (m); decreased nean body

wei ghts (80 ppm (m); for pathology findings s. chapter 5.7
(120)

no data

r at Sex: mal e
no data
gavage

20d

0.5 ng/ kg bw
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OECD SIDS CHLOROPRENE
5. TOXICITY Date: 03-09-98
Id: 126-99-8
Control Group: yes
Met hod:
Year : GLP:

Test substance:
Remar k:
Resul t:

Test substance:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat nent:
Post. obs.
peri od:
Doses:
Control Group:
Met hod:
Year :

Test substance:
Remar k:
Resul t:

Test subst ance:

Speci es:
Strain:

Rout e of admn.:
Exposur e peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control Group:
Met hod:
Year :

Test subst ance:
Remar k:
Resul t:

Test substance:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

no detailed information,
relative organ wei ghts of

eval uation inpossible
liver, spleen and gonads were un-

changed; activity of beta-gal actosidase in the bl ood serum
was increased and decreased in the seminal fluid; isoenzyne
spectrum of LDH in the sem nal fluid has changed
purified chloroprene in water
(73)
rat Sex: mal e
no data
gavage
28d
0. 0005, 0.005, 0.05 ng/ kg bw
GLP:
no detailed information, evaluation inpossible
0. 0005 nmg/ kg bw. relative organ wei ghts unchanged; activity
of bet a- gal actosi dase in bl ood serum i ncreased
0.005 ng/ kg bw. activity of beta-gal actosidase in
em nal fluid increased
0.05 nmg/ kg bw. relative organ wei ghts unchanged; activity
of bet a- gal act osi dase in bl ood serumincreased
purified chloroprene in water
(73)
rat Sex: mal e
no data
gavage
24w

0.0005, 0.005, 0.05 ng/kg bw

GLP:

no detailed information, evaluation inpossible
0. 005 and 0.05 nmg/ kg bw: | ethargy, body weight declined,
relati ve organ wei ghts increased (liver, spleen, gonads),
activity of beta-gal actosidase increased (liver)
purified chloroprene in water

(73)
rat Sex: no data
no data
gavage
9 nont hs
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OECD SIDS

CHLOROPRENE

5. TOXICITY

Date: 03-09-98
Id: 126-99-8

Frequency of
treat nment:
Post. obs.
peri od:
Doses:
Control
Met hod:
Year :
Test substance:
Remar k:
Resul t:

G oup:

Test substance:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Frequency of

treat nment:
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year :

Test substance:
Resul t:

Test substance:

daily

0.15, 0.8,
yes

1.5 ng/ kg bw

GLP:

no detailed information, evaluation inpossible
death, | oss of body weight, |owered blood pressure (0.8 and
1.5 ng/ kg bw); alterations in the heart, |iver and spleen
(gross necropsy) in the 1.5 ng/ kg bw dose group.
chl oroprene with 0.5-0.8 % di meres and polymeres in water

(60)
rat Sex: mal e/ femal e
ot her: BDIV
gavage
114 weeks

once per week

until 120 weeks
50 ng/ kg bw
yes, concurrent vehicle
GLP:
survival rates and body weights were simliar in treated

and control animals; treated aninals which died within the
first 23-35 weeks showed severe congestion of |ungs and

ki dneys; ani mal s autopsi ed 80-90 weeks after the start of
the treatment showed nultiple |iver necroses.

chl oroprene, purity 99 % containing 0.8 %

1- chl or obut adi ene

(127)
Speci es: rat Sex: no data
Strain: no data
Route of admin.: dernal
Exposure period: 41d
Frequency of
treat ment : 1 week once a day, followed by an interruption of 14d, then
again 34d daily
Post. obs.
peri od: at the end of 71 days
Doses: 1. phase 480 ng/rat; 2. phase 1440 ng/rat
Control Group: yes
Met hod:
Year : GLP:
Test substance:
Remar k: only one control aninmal
Resul t: Sonme signs of local irritation; mld nephrosis, the spleen
was hyperenmic , testicles were nore or |ess degenerated and
calcified in certain areas, the liver of 2 animls showed
si gns of degeneration.
(145)
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OECD SIDS CHLOROPRENE
5. TOXICITY Date: 03-09-98
Id: 126-99-8
Speci es: rat Sex: no data
Strain: no data
Route of adnmin.: s.c.
Exposure period: 30d
Frequency of
treat ment: daily
Post . obs.
peri od:
Doses: 0.5 ng/ kg bw
Control Group: yes
Met hod:
Year : GLP:
Test substance:
Remar k: no detailed information, evaluation inpossible
Resul t: i ncreased adrenal weight and chol esterol content in the
adrenal s; decreased spl een wei ght
(110)
Speci es: rat Sex: no data
Strain: no data
Route of adnmin.: i.p
Exposure period: nax. 60d
Frequency of
treat ment : daily
Post. obs.
peri od:
Doses: 51.1 ng/ kg bw
Control G oup: no data specified
Met hod:
Year : GLP:

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of adm n.:
Exposur e peri od:

Frequency of

treat ment:
Post. obs.

peri od:
Doses:
Control G oup:
Met hod:

Year :
Test substance:
Remar k:
Resul t:

Test substance:

Speci es:
Strain:

Rout e of admn.:

no detailed information, evaluation inpossible
ti me dependent danmge of the liver (elevated activity of
uro- cinase and histidase in the blood, decreased enzyne
activity in the liver)

(101)
muse Sex: mal e
Swi ss
i nhal ati on
14d

5d/w, 6h/d

56d
0.0368, 0.368 g/l (10, 100 ppp)
yes, concurrent no treatnent

GLP:

nom nal e concentration

No deaths in the 10 ppm group, 8/ 11 died during the first
week of treatnent (100 ppm; food intake and bw gain were
conparable with the controls.

chloroprene freshly distilled under nitrogene
(57)
nmouse Sex: no data
other: C57BL/6
i nhal ati on
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OECD SIDS CHLOROPRENE

5. TOXICITY Date: 03-09-98

Id: 126-99-8

Exposure peri od:

Frequency of

treat nment:
Post. obs.

peri od:
Doses:
Control
Met hod:

Year :
Test substance:
Remar k:

G oup:

no data
no data
0. 000054, 0.000064, 0.00013, 0.00032, 0.00185, 0.035 ng/l
no data specified
GLP:

no detailed information, evaluation inpossible

Resul t: no systemc effects
(136)

Speci es: nmouse Sex: mal e/ femal e
Strain: B6C3F1
Route of admin.: inhalation
Exposure period: 16 days
Frequency of

treat ment: 6h/ day; 5 days/week
Post . obs.

peri od: no
Doses: 0, 12, 32, 80 or 200 ppm
Control Group:
Met hod: ot her

Year : GLP: no data

Test substance:
Resul t:

other TS: purity: approx. 96 %

all aninmals exposed to 200 ppm di ed; reduced body wei ght
gain (32 ppmand 80 ppm (m); no deviations in hematol ogy
and clinical chem stry paranmeters; reduced thynus weights

(80 ppm; increased relative liver weights (80 ppm; liver
and thym c necrosis (200 ppm; squanous epithelial
hyperpl asi e of the forestomach (80 ppm
28- OCT-97 (120)
Speci es: nouse Sex: mal e/ female
Strain: B6C3F1
Route of admin.: inhalation
Exposure period: 13 weeks

Frequency of

treat nent: 6h/ day; 5 days/week
Post . obs.
peri od: no
Doses: 0, 5, 12, 32 or 80 ppm
Control Group: yes, concurrent no treatnent
Met hod: ot her
Year : GLP: no data

Test subst ance:
Resul t:

other TS: purity > 97.9 %

no effect on survival; reduced final body weights (80 ppm
(m); changes of hematol ogy paranmeters (32 and 80 ppm (f));
no biologically significant organ weight effects; an

i ncreased incidence of squanous epithelial hyperplasia of
the forestonmach

28-OCT-97 (88) (120)
Speci es: nmouse Sex: mal e/ femal e

Strain: B6C3F1

Route of admin.: inhalation

Exposure period: 2 years

62

UNEP Publications



OECD SIDS CHLOROPRENE
5. TOXICITY Date: 03-09-98
Id: 126-99-8

Frequency of

treat nment:
Post. obs.
peri od:
Doses:
Control Group:
Met hod:
Year :

Test substance:
Resul t:
28- OCT-97

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat nent:
Post. obs.

peri od:
Doses:
Control Group:
Met hod:

Year :
Test substance:
Remar k:
Resul t:

Test substance:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year :

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of
treat nent:

Post. obs.
peri od:

6h/ day; 5 days/week
no
0, 12.8, 32 or 80 ppm

ot her

GLP:
other TS: purity: approx. 96 %
reduced survival in all females and 32 and 80 ppm nal es;
decreased nean body weights (80 ppm(f)); for pathol ogy
findings s. chapter 5.7

no data

(120)
nouse Sex: no data
no data
der mal
14d

daily

5 drops
no

GLP:

no detailed information, eval uation inpossible
At the end of 2 weeks half of the animals were dead and the
rest were stuporous, no change in the hair
purified chl oroprene

(132)
rabbit Sex: no data
i nhal ati on
24w

4h/d

0.1 - 0.5 no/l
yes

GLP:

no detailed information, evaluation inpossible
reduced liver glycogen content; increased blood pyruvic
aci d content
(119)

r abbi t Sex:
no data

i nhal ation

180d

no data

4h/ d
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Doses: 0.8 - 1 my/l
Control G oup: yes
Met hod:
Year : GLP:
Test substance:
Remar k: no detailed information, evaluation inpossible
Resul t: decreased activity of the carbonic anhydrase in the brain:
cerebral cortex > cerebellum > nmedul | a obl ongat a
(108)
Speci es: dog Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: 20d
Frequency of
treat nent:
Post. obs.
peri od:
Doses: 8 - 20 nmg/l
Control Group: no data specified
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed information, eval uation inpossible
Resul t: jaundice; the filtering and reabsorption actions of the
ki dneys wer e changed.
(84)
Speci es: dog
Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: 21d
Frequency of
treat ment : 4h/ d
Post . obs.
peri od:
Doses: 0.1 - 0.5 no/l
Control Group: no
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed information, evaluation inpossible
Resul t: reversi bl e hypogl ycaem a
(118)
Speci es: dog Sex: no data
Strain: no data
Route of admin.: inhalation

Exposur e peri od:

Frequency of

treat ment:
Post . obs.
peri od:
Doses:
Control Group:
Met hod:
Year:

Test substance:
Remar k:

3.5 - 4 nonths
4h/ d
0.1 - 0.5 ng/l
no
GLP:

no detailed information, evaluation inpossible
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Resul t: reversi bl e hypogl ycaem a
(118)
Speci es: dog Sex: mal e
Strain: no data
Route of admin.: inhalation
Exposure period: 24w
Frequency of
treat ment : 2h/d
Post . obs.
peri od:
Doses: 6 - 20 mg/l
Control G oup: yes
Met hod:
Year : GLP:

Test substance:
Remar k:
Resul t:

Speci es:
Strain:

Rout e of adm n.:
Exposur e period:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control G oup:
Met hod:
Year:

Test substance:
Remar k:

Resul t:

Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Frequency of

treat nent:
Post. obs.

peri od:
Doses:
Control Group:
Met hod:

Year :
Test substance:
Remar k:
Resul t:

no detailed information, evaluation inpossible
suppression in the absorption of glucose and pyruvic acid by
the brain, amount of pyruvic acid in the blood increased and

the amount of gl ucose decreased.
(96)
dog Sex: mal e
no data
i.V.
r epeat ed
10, 20, 40, 80, 160, 320, 640, 1000 ny
yes
GLP:
no detailed information, evaluation inpossible
the di nension of the dose remai ns uncl ear
60-100 ng: hyperactivity, salivation, nydriasis
1000 ng: death
repeated chl oroprene adm nistration caused a decrease in
bl ood coagul ation tinme
(95)
gui nea pig Sex: no data
no data
i nhal ati on
max. 6 weeks
2h/d
up to 0.34 ng/l
no data specified
GLP:
no detailed infornmation, evaluation inpossible
liver damage, altered |ipid and carbohydrate metabolism
(26)
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Speci es: gui nea pig Sex: no data
Strain: no data
Rout e of admn.: der ma
Exposure period: 14d
Frequency of

treat nment:
Post. obs.

peri od:
Doses: 1n
Control G oup: no
Met hod:

Year : GLP:

Test substance:
Remar k: no detailed information, evaluation inpossible
Resul t: At the end of 2 weeks half of the animals were dead and the

Test substance:

Speci es:
Strain:

Rout e of admn.:
Exposur e peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control Group:
Met hod:
Year :

Test subst ance:
Remar k:
Resul t:

Test substance:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat ment:
Post. obs.
peri od:
Doses:
Control Group:
Met hod:
Year :

Test substance:

0.144, 0.596, 2.391 ng/l (39,
yes, concurrent no treatnent

anal ytica

at 39 ppm body wei ght gain:

ot her:

rest were stuporous,
pure chl oroprene

no change in the hair

(132)
other: Syrian Gol den hanster Sex: mal e/ femal e
i nhal ati on
28d
5d/w, 6h/d
no

162, 630 ppm

GLP:

concentration

100 % nortality at the highest concentration within 24 hr
after the first exposure, some deaths at 162 ppm no deaths
normal (39, 162 ppm;

irritation of the mucous nmenmbrane of the nasal cavity (al
concentrations); alveolar and perivascul ar edema of the

lungs (animals which died); necrosis and degeneration of

hepat ocytes (nost of the survivors of the 162 ppm group).
chloroprene freshly distilled under nitrogene

(27)

Syrian Gol den hanst er Sex: nmal e/ female

i nhal ati on

18 nont hs

5d/w, 6h/d

no

0.0368, 0.184 ng/l (10, 50 ppm

yes, concurrent no treatnent

GLP:

Remar k: anal ytical concentrations
Resul t: Mortality in both test groups was |lower than in the
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Test substance:

5.5 Genetic Toxici

controls; no abnormalities in behavior; growh retardation
(50 ppm; a slight reduction in anyloidosis (50 ppm
chl oroprene freshly purified

(129)

ty 'in Vitro

Type: Anmes test
Syst em of

testing: Sal nonel | a typhi murium TA 100
Concentration: up to 5 unol/plate
Met abol i ¢

activation: wi th and wi t hout
Resul t:
Met hod: other: gas-tight preincubation nmethod according to Maron and
Ames, Miutat. Res. 113, 173-215 (1983) with variations
Year : GLP: no data

Test substance:

other TS: freshly prepared (destillation froma conmerci al
solution in xylene) and aged chl oroprene

Remar k: result: negative (freshly distilled chloroprene); weak
positive (aged chloroprene without S9 m x); positive (aged
chl oroprene with S9 mix)
28- OCT-97 (147)
Type: Anmes test
Syst em of
testing: Sal nonel I a typhi nurium TA 1535, TA 1537, TA 1538
Concentration:
Met abol i ¢
activation: wi th and wit hout
Resul t: negative
Met hod:
Year : GLP:
Test substance:
(38)
Type: Anes test
Syst em of
testing: Sal monel | a typhi nurium TA 1535, TA 1537, TA 1538, TA 98, TA

Concentration:

100

Met abol i c
activation: with and wi t hout
Resul t:
Met hod:
Year : GLP:

Test subst ance:

Remar k: result: negative, positive (TA 1535 with activation)
(39)
Type: Ames test
Syst em of
testing: Sal monel | a typhi nurium TA 1535, TA 1537, TA 1538, TA 98, TA

Concentration:

100

Met abol i c
activation: with and wi t hout
Resul t:
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Met hod:
Year : GLP:
Test substance:
Remar k: result: negative, positive (TA 1535 and TA 100 with

activation) ambi guous (TA 1535 and TA 100 wit hout
activation)

(41)

Type: Anmes test

Syst em of

testing: Sal nonel | a typhi nurium TA 1535, TA 1537, TA 100, TA 98

Concentration:

Met abol i ¢

activation: wi th and wi t hout
Resul t:
Met hod:
Year: GLP:

Test substance:

Remar k: result: negative, positive (TA 1535 and TA 100 with
activation) ambi guous (TA 1535 and TA 100 wit hout
activation)

(40)

Type: Anmes test

Syst em of

testing: Sal nonel I a typhi murium TA 1535, TA 100

Concentration:

Met abol i ¢

activation: wi th and wit hout
Resul t:
Met hod:
Year: GLP:

Test substance:

Remar k: result: positive (TA 100), no data (1535)

Test substance: chl oroprene purity 99 %

(17) (19

Type: Anes test

Syst em of

testing: Sal monel | a typhi nurium TA 100

Concentration:

Met abol i c

activation: with

Resul t: positive

Met hod:

Year : GLP:

Test substance:

Test substance: chl oroprene purity 99 %

(17) (20)

Type: Anmes test

Syst em of

testing: Sal monel | a typhi murium TA 1530, TA 100

Concentration:

Met abol i ¢

activation: wi th and wit hout
Resul t: positive
Met hod:
Year : GLP:
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Test substance:

Type:

Syst em of
testing:
Concentrati on:

Met abol i c
activation:
Resul t:
Met hod:
Year :

Test substance:

Remar k:

Type:
Syst em of
testing:

Concentration:

Met abol i c
activation:
Resul t:
Met hod:
Year :
Test substance:
Remar k:
Type:
Syst em of
testing:
Concentration
Met abol i c
activation:
Resul t:
Met hod:
Year :

Test substance:
Test substance:

Type:

Syst em of
testing:
Concentrati on:

Met abol i c
activation:
Resul t:
Met hod:
Year :

Test substance:

Type:

Syst em of
testing:

Concentrati on:

(18) (21)
Anmes test

Sal nonel I a typhi nuri um TA 100, Ta 98, TA 1535

with and wi t hout

GLP:

result: positive (TA 100, TA 1535)
(150)

Anes test
Sal nonel I a typhi murium TA 1535, TA 1537, TA 1538, TA 100, TA
98

with and wit hout

GLP:
result: positive (TA 100, TA 1535)
(149)
Ames test
Sal nonel I a typhi muri um TA 1537, TA 1535, TA 100 , TA 98
with and without
negative
GLP:
chl oroprene purity 50 %
(151)
Anes test
Sal nonel l a typhi nmurium TA 1535
uith
positive
GLP:
(43)
Ames test

Sal nonel | a typhi muri um TA 100
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Met abol i ¢
activation: with and wit hout
Resul t: positive
Met hod:
Year : GLP:
Test substance:
(146)
Type: Mammal i an cell gene nutation assay
Syst em of
t esting: Chi nese Hanster V 79
Concentration
Met abol i c
activation: with
Resul t: negative
Met hod:
Year: GLP:
Test substance:
Test substance: chl oroprene purity 99 %
(34)
Type: Si ster chromatid exchange assay
Syst em of
testing: human | ynphocyt es
Concentration
Met abol i ¢
activation: no data
Resul t: positive
Met hod:
Year : GLP:
Test substance:
(146)
Type: Yeast gene nutation assay
Syst em of
testing: Saccharonyces cerevisiae D4
Concentration
Met abol i ¢
activation: with and wit hout
Resul t: negative
Met hod:
Year: GLP:
Test substance:
(38) (39)
5.6 CGenetic Toxicity "in Vivo
Type: Dom nant | ethal assay
Speci es: nmouse Sex: mal e
Strain: Swi ss
Route of admin.: inhalation
Exposur e peri od: 14d, 5d/w, 6h/d
Doses: 0. 0368, 0.368 ng/l
Resul t:
Met hod:
Year: GLP:

Test substance:
Resul t:

No dom nant | etha

nmut ati ons were i nduced
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(57)

Type: Dom nant | et hal assay

Speci es: nouse Sex: mal e

Strain: other: C57BL/6

Route of admin.: inhalation

Exposure period: no data

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remar k:
Resul t:

Type:
Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remar k:
Resul t:

Type:
Speci es:
Strain:

Route of admin.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Resul t:

Type:
Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remar k:
Resul t:

0. 000064, 0.00032, 0.0035 ny/l

GLP:

no detailed informati on, evaluation difficult
The frequency of dom nant |ethal nutations was

significantly increased at the highest concentration.

(136)
Dom nant | ethal assay
nouse Sex: mal e
other: C57BL/6
i nhal ation
no data
0. 000054, 0.00013, 0.00185 ng/l

GLP:

no detailed information, evaluation difficult
The frequency of dom nant |ethal nutations was
significantly increased at the highest concentration

(136)
Dom nant | ethal assay
rat Sex: mal e
W st ar
i nhal ation
5d, 6h/d
0.184, 0.368 ng/

GLP:
No dom nant |ethal nutations were induced
(58)

Domi nant | ethal assay
rat Sex: no data
other: white rat
i nhal ation
10w

0. 000057, 0.00014 ny/l

GLP:

evaluation difficult
| ethal nutations was increased at

no detailed information,

The frequencyof dom nant

t he high concentration.
(136)
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Type: Dom nant | ethal assay

Speci es: rat Sex: mal e

Strain: other: white rat

Route of admin.: inhalation

Exposure period: 22w, 4h/d

Doses: 0. 000051, 0.00015, 0.00169 no/l

Resul t:

Met hod:

Year: GLP:

Test substance:
Remar k:
Resul t:

Type:
Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Doses:
Resul t :
Met hod:
Year :
Test substance:
Remar k:
Resul t:

Type:
Speci es:
Strain:

Rout e of admin.:
Exposur e peri od:

no detailed information, evaluation inpossible

An increase of over-all enbryonic nortality (accounted for
by pre-inplantation | osses) was observed at the highest
concentration

(31)
Domi nant | ethal assay
rat Sex: mal e
other: white rat
i nhal ati on
10w
0. 000051, 0.00015 ng/l
GLP:
no detailed information, evaluation inpossible
No influence on the over-all enbryonic nortality was
observed at both concentrations.
(31)
Dom nant | ethal assay
rat Sex: mal e
other: white rat
i nhal ati on
48d, 4h/d

Doses: 0. 0000038, 0.000039 ny/|
Resul t:
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed information, evaluation inpossible
Resul t: An increase of the over-all enbryonic nortality (accounted
for by pre-inplantation |osses) was observed at both
concen- trations.
(30)
Type: Drosophila SLRL test
Speci es: ot her: Drosophila nel anogaster Sex: mal e
Strain:
Route of admin.: other: feeding and injection
Exposure peri od:
Doses: 0, 1800 ppm
Resul t: negative
Met hod:
Year : GLP: no data
Test substance: other TS: purity approx. 99.9 %
06- AUG- 98 (44)
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Type: Drosophil a SLRL test

Speci es: ot her: Drosophila nel anogaster Sex: mal e

Strain: other: wild-type strain Berlin K

Rout e of admn.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Resul t:

06- AUG- 98

Type:
Speci es:
Strain:

Rout e of adm n.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Resul t:

06- AUG- 98
Type:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remark:
Resul t:

Test substance:

Type:
Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remar k:

ot her: feeding
up to 72 hours
up to 34.3 nM

GLP: no data
other TS: purity 99 %
no indication of a concentration-effect relationship; when
all the data were pool ed and conpared with the pool ed
material from7 control experinments, the difference was
significant at the 1 % condi dence |eve

(143)
M cronucl eus assay
nmouse Sex: mal e/ femal e
B6C3F1
i nhal ati on
13 weeks
0, 5, 12, 32 and 80 ppm
other: as presented in Mac Gregor et al. (1990)

GLP: no data

other TS: purity approx. 96 %
no induction of mcronucleated erythrocytes in periphera
bl ood

(120)
M cronucl eus assay
nouse Sex: mal e
B6C3F1
i nhal ati on
12d, 6h/d

0. 044, 0.118, 0.294, 0.736 ny/l

GLP:

100 % mortality in the highest dose group
No significant alterations in the frequency of
m cronucl eat ed nornmochromati ¢ and pol ychronmatic erythrocytes
in the peripheral bl ood
chl oroprene purity 98 %
(140)

M cronucl eus assay

rat Sex: mal e/ femal e
W st ar

i nhal ation

5d, 6h/d

0, 0.368 ngy/l

GLP:

body wei ght gain was decreased conpared with
controls
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Resul t: The incidence of micronucleated erythrozytes and the ratio

of poly- and nornmochronatic erythrocytes in the bone narrow

was not affected by treatnent.

(148)

Type: M cronucl eus assay
Speci es: nmouse Sex: no data
Strain: no data
Route of admin.: inhalation
Exposure period: 2d, 2h/d

Doses:
Resul t:
Met hod:
Year :
Test substance:
Resul t:

Type:
Speci es:
Strain:

Route of admin.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remar k:
Resul t:
Test subst ance:

Type:
Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remar k:

Resul t:

Test substance:

Type:
Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

0. 0015, 0.0666, 0.4643, 0.763 ny/l

GLP:

The micronucl eated pol ychromatic erythrocytes were el evated
in a dose dependent matter (no information about the number
of nornmochromatic erythrocytes).

(76)
Si ster chromatid exchange assay
nouse Sex: mal e
B6C3F1
i nhal ati on
12d, 6h/d
0.044, 0.118, 0.294, 0.736 ny/l
GLP:

100 % mortality in the highest dose group
No significant increase in sister chromatid exchange
chl oroprene purity 98 %

(140)
ot her: (see renarks)
nouse Sex: mal e
B6C3F1
i nhal ati on
12d, 6h/d
0.044, 0.118, 0.294, 0.736 ny/l

GLP:

100 % mortality in the highest dose group
test type: bone marrow average generation was exam ned
No significant alteration in the bone marrow average
generation tinme
chl oroprene purity 98 %

(140)
ot her: (see remarks)
nouse Sex: mal e
B6C3F1
i nhal ati on
12d, 6h/d

Doses: 0.044, 0.118, 0.294, 0.736 ny/l
Resul t:
Met hod:
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Year: GLP:

Test substance:
Remar k:

Resul t:
Test substance:
Type:

Speci es:
Strain:

Rout e of admin.:
Exposur e peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remar k:
Resul t:
Test substance:

Type:
Speci es:
Strain:

Rout e of adm n.:
Exposur e peri od:

Doses:
Resul t:
Met hod:
Year:
Test substance:
Remar k:
Resul t:

Type:
Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remar k:
Resul t:

Type:
Speci es:
Strain:

Rout e of admn.:
Exposure peri od:

100 % nmortality in the highest dose group
test type: bone marrow mitotic index was determ ned
The mtotic index was el evated, with the increase being

significant only at the hi ghest dose eval uated.
chl oroprene purity 98 %

(140)
other: Cytogenetic assay bone narrow
rat Sex: mal e
no data
i nhal ati on
16 w, 5d/w, 4h/d
see remarks
GLP:
no details reported, evaluation inpossible
i ncreased chronpbsonenaberrations
m xtures of chloroprene (0.00196 ng/l)/ dodecyl nercapt an
(0.00502 ng/l)/ammonia (0.0198 ng/l) and chl oroprene
(0.0028 ng/l)/ methylacrylate (0.004 ng/l)
(14)
ot her: Cytogenetic assay bone marrow
rat Sex: fenmal e
no data
i nhal ati on
48 d, 4h/d
0. 00000038, 0.000039 ny/l
GLP:
no data
no details reported, evaluation inpossible
i ncreased chronpsonenaberrations
(30)
ot her: Cytogenetic assay bone marrow
nmouse Sex: no data
ot her: C57BL/6
i nhal ati on
8 w
0. 000064, 0.00032, 0.035 ng/|
GLP:
no details reported, evaluation inpossible
i ncreased chronosonenaberrations
(136)
other: Cytogenetic assay bone narrow
nmouse Sex: no data
ot her: C57BL/6
i nhal ati on
8 w
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Doses: 0. 000054, 0.00013, 0,00185 ny/l
Resul t:
Met hod:

Year : GLP:
Test substance:
Remar k: no details reported , evaluation inpossible
Resul t: i ncreased chronosonenaberrations

(136)

Type: other: Cytogenetic assay bone narrow
Speci es: nouse Sex: mal e
Strain: B6C3F1
Route of admin.: inhalation
Exposure period: 12 d, 6h/d

Doses:
Resul t:
Met hod:
Year :
Test substance:
Remar k:
Resul t:
Test substance:

0. 044, 0.118, 0.297, 0.736 ny/l

GLP:

100 % nmortality in the highest dose group
No significant increase in chronosonmal aberrations
chl oroprene purity 98 %

5.7 Carcinogenicity

Speci es:
Strain:
Rout e of admn.:
Exposur e peri od:
Frequency of

treat ment:
Post. obs.

peri od:
Doses:
Resul t:
Control G oup:
Met hod:

Year :
Test substance:
Remar k:
Resul t:

Speci es:
Strain:
Rout e of admn.:
Exposure peri od:
Frequency of

treat nent:
Post . obs.

peri od:
Doses:
Resul t:
Control Group:
Met hod:

Year:
Test substance:
Remar k:

nouse Sex: no data
other: Mongrel albino mce

der mal

no data

once

30d

no data specified
ot her: Sebaceous gl and test
GLP:

no detailed information, evaluation inpossible
The sebaceous gl ands showed no particul ar changes.

rat Sex: mal e/ femal e
W st ar

i nhal ati on

2a

5d/w, 6h/d

no
0.0368, 0.184 ng/l (10, 50 ppm)

yes, concurrent no treatnent
GLP:

anal ytical concentrations; nost of the animls of

(140)

(45)
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the lowlevel group died in week 72 by suffocation because
the ventilation was interrupted.
see also chapter 4.4
Resul t: No evi dence of carcinogenic activity in rats at the 50 ppm

Test substance:
06- AUG- 98

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat nent:
Post. obs.

peri od:
Doses:
Resul t:
Control Group:
Met hod:

Year:

Test substance:
Resul t:

28-0OCT-97

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat ment:
Post. obs.

peri od:
Doses:
Resul t:
Control G oup:
Met hod:

Year :

Test subst ance:
Resul t:

Speci es:
Strain:

Rout e of admin.:
Exposur e peri od:

Frequency of
treat ment:
Post. obs.
peri od:
Doses:
Resul t:

| evel
freshly purified chl oroprene
(130) (141)

rat Sex: nmal e/ feral e
Fi scher 344
i nhal ati on
2 years
6h/ day; 5 days/week
no
0, 12.8, 32, 80 or 200 ppm
yes, concurrent no treatment
ot her

GLP:
other TS: purity: approx. 96 %
concentration dependent increase of
nonneopl astic effects in the nose;

no data

i nci dences of
i ncreased incidences of

neopl asnms of oral cavity, thyroid gland and kidney in males
and femal es; increased incidences of neoplasms of lung (m
and mamary gl and (f)
(120)
nouse Sex: no data
ot her: Kunm ng al bino nice
i nhal ati on
28 w
6d/w, 4h/d
4 w
0. 0029, 0.01918, 0.189 ng/l
ot her: yes
other: short termtest for the induction of |ung tunor

GLP:

No lung tunors were found before the 6th nonth. The tunor
incidence in the 0.0029 ng/l group increased significantly;
t he higher the concentration, the higher the incidence (no
i nformati on about nortality).

(32)
nouse Sex: mal e/ fenal e
B6C3F1
i nhal ati on
2 years
6h/ day; 5 days/week
no
0, 12.8, 32 or 80 ppm
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
Id: 126-99-8
Control G oup: yes, concurrent no treatnent
Met hod: ot her
Year : GLP: no data

Test substance:
Resul t:

28-COCT-97

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of

treat ment:
Post. obs.

peri od:
Doses:
Resul t :
Control G oup:
Met hod:

Year :
Test substance:
Remar k:
Resul t:

Test substance:
06- AUG- 98

Speci es:
Strain:

Rout e of admin.:
Exposur e peri od:

Frequency of

treat ment:
Post. obs.

peri od:
Doses:
Resul t:
Control G oup:
Met hod:

Year :

Test substance:
Remar k:

Resul t:
Test substance:

Speci es:
Strain:

Rout e of admin.:
Exposure peri od:

Frequency of
treat nent:

Post. obs.
peri od:

other TS: purity: approx. 96 %
concentration dependent increase of incidences of
nonneopl astic effects in the nose and spleen of both sexes;
i ncreased incidences of neplasns of the lung, circulatory
system and harderian gland in males and fenmal es; increased
i nci dences of the forestomach and ki dney (n) and manmary
gland, liver, skin and nmesentery (f)

(120)
hanst er Sex: mal e/ femal e
ot her: Syrian gol den
i nhal ati on
18 nmont hs

5d/w, 6h/d

no
0.0368, 0.184 ng/l (10, 50 ppm

yes, concurrent no treatnent

GLP:

anal ytical concentrations; see also chapter 4.4
No evi dence of carcinogenic activity in hanster up to an
exposure | evel of 50 ppm
freshly purified chl oroprene
(129) (141)

rat Sex: fenale
ot her: BDIV

oral unspecified

once

120w

100 ng/ kg bw

ot her: yes, vehicle

GLP:

on the 17th day of pregnancy the animals got the
singl e dose, see also chapter 4.8

No evi dence of carcinogenicity of chloroprene.
chl oroprene purity 99 %

(127)
rat Sex: mal e/ femal e
ot her: BDIV
oral unspecified

117w

twice a week

no

8
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OECD SIDS

CHLOROPRENE

5. TOXICITY

Date: 03-09-98
Id: 126-99-8

Doses:
Resul t:
Control G oup:
Met hod:
Year :
Test substance:
Remar k:
Resul t:
Test substance:

Speci es:
Strain:
Rout e of admn.:
Exposur e peri od:
Frequency of

treat nment:
Post. obs.

peri od:
Doses:
Resul t:
Control Group:
Met hod:

Year :
Test substance:
Remar k:

50 ng/ kg bw
yes, concurrent vehicle
GLP:

see also chapter 4.4 and 4.8
No evi dence of carcinogenicity of chloroprene
chl oroprene purity 99 %
(127)

ot her: (see remarks) Sex

GLP:

Chl oroprene does not cause neoplasns in nmce and
rats when applied by gavage, intratracheally, s.c. and
dermal ly. In conbination with dimethyl benzant hracene
chl oroprene showed no pronoting activity (inconplete
reporting of the studies, in- sufficient duration of the
experinents).

(153)

5.8 Toxicity to Reproduction

Type:

Speci es:

Strain:

Rout e of adm n.:

Exposur e Peri od:

Frequency of
treat ment:

Dur ati on of test:

Doses:
Control G oup:
Met hod:

Year :
Test substance:
Remar k:

Resul t:
Test substance:

Type:

Speci es:

Strain:

Rout e of admn.:

Fertility

r at Sex: male
W st ar

i nhal ation

5d

6h/d, daily

0.184, 0.368 my/| (50, 100 ppm)
yes, concurrent no treatnent

GLP:

nom nal e concentration; see also chapter 5.4 and

5.6
No adverse effects on fertility.
chloroprene freshly distilled under nitrogene

(58)

Fertility
r at Sex: mal e

ot her: Charles River

i nhal ation

UNEP Publications 79



OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
1d: 126-99-8
Exposure Period: 22d
Frequency of
treat ment: 4h/d, daily
Duration of test:
Doses: 0.092 mg/1 (25 ppm
Control Group: yes, concurrent no treatnment
Met hod:
Year: GLP
Test substance:
Remar k: nom nal e concentration
Resul t: The reproductive capability of the males was not inpaired.
Test substance: chl oroprene 99.9+% pure and contai ned fewer than 50 ppm
di ners
(28)
Type: Fertility
Speci es: rat Sex: mal e
Strain:
Route of admin.: inhalation
Exposure Period: 48d
Frequency of
treat nment: 4h/ d
Duration of test:
Doses: 0. 0000038, 0.000039 ny/l
Control Group: yes
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed information, evaluation inpossible
see al so chapter 5.6
Resul t: The fertilizing ability of the males did not suffer; the
notility of the spermazozoa was unchanged
(30)
Type: Fertility
Speci es: rat Sex: mal e
Strain: W st ar
Route of admin.: inhalation
Exposure Period: 91d
Frequency of
treat ment: 5d/w, 6h/d
Duration of test:
Doses: 0.037, 0.121, 0.368 ng/l (10, 33, 100 ppm
Control Group: yes, concurrent no treatnent
Met hod:
Year : GLP:
Test substance:
Remar k: nonm nal concentration, see also chapter 5.4
Resul t: Fertility was not adversely affected; m croscopic

Test substance:

Type:

Speci es:

Strain:

Rout e of admin.:
Exposur e Peri od:
Frequency of

exam nation of the testicles did not show any abnornmality.
freshly purified chloroprene
(10)

Fertility
rat

no data

i nhal ati on
24w

Sex: femnal e

80
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
1d: 126-99-8
treat ment: 6d/w, 5h/d
Duration of test:
Doses: 0. 030 ny/
Control Group: yes
Met hod:
Year : GLP:
Test substance:
Remar k: no detailed information, eval uation inpossible
Resul t: No adverse effects on the female fertility.
(86)
Type: Fertility
Speci es: rat Sex: mal e/ femal e
Strain: Fi scher 344
Route of admin.: inhalation
Exposure Period: 13 weeks
Frequency of
treat nent: 6h/ day; 5 days/week
Duration of test: 13 weeks
Doses: 0, 5, 32 or 200 ppm
Control Group: yes, concurrent no treatnment
Met hod: ot her: sperm norphol ogy and vagi nal cytol ogy eval uati ons on
subchronic study rats
Year: GLP: no

Test substance:
Resul t:

28-COCT-97

Type:

Speci es:

Strain:

Rout e of admin.:
Exposure Peri od:
Frequency of

treat ment:
Duration of test:
Doses:
Control G oup:
Met hod:

Year :

Test substance:
Remar k:

Resul t:

Type:

Speci es:

Strain:

Rout e of admin.:
Exposure Peri od:
Frequency of

treat nent:
Duration of test:
Doses:
Control G oup:
Met hod:

Year :

other TS: purity:

approx. 96 %

a decrease of spermnotility (200 ppm

Fertility
nouse

no data

i nhal ati on

8h

0.548 ny/|
yes

no detailed information,

The nunber
unchanged.

Fertility
nouse

no data

i nhal ation

8h

0.544 ny/|
yes

(88) (120)
Sex: mal e
GLP:
eval uation inpossi bl e;
of pregnant nice decreased; the litter size was
(145)
Sex: femal e

GLP:
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
1d: 126-99-8
Test substance:
Remar k: no detailed information, evaluation inpossible;
Resul t: The nunber of pregnant rats was unchanged; normal litter
si ze.
(145)

Type: Fertility
Speci es: nouse Sex: mal e
Strain: Swi ss
Route of admin.: inhalation
Exposure Period: 14d
Frequency of

treat nent: 5d/w, 6h/d
Duration of test:
Doses: 0.0368, 0.368 ng/l
Control Group: yes, concurrent no treatnent
Met hod:

Year : GLP:
Test substance:
Remar k: nom nal e concentration; see also chapter 5.4 and

Resul t:
Test subst ance:

Type:

Speci es:

Strain:

Rout e of adm n.:
Exposure Peri od:
Frequency of

treat ment:
Dur ati on of test:
Doses:
Control Group:
Met hod:

Year :

Test substance:
Resul t:
28-OCT-97

Type:

Speci es:

Strain:

Rout e of admin.:
Exposure Peri od:
Frequency of

treat nent:
Duration of test:
Doses:
Control G oup:
Met hod:

Year :

Test substance:
Remar k:

5.6
There was no indication of antifertility effects.
chloroprene freshly distilled under nitrogene

(55

Fertility
nouse
B6C3F1

i nhal ation
13 weeks

Sex: mal e/ femal e

6h/ day;
13 weeks
0, 12, 32 or 80 ppm

yes, concurrent no treatnent

ot her: sperm nor phol ogy and vagi na
subchronic study rats

5 days/ week

cytol ogy eval uati ons on

GLP: no
other TS: purity: approx. 96 %
no effects in conparison to the chamber controls
(88) (120)

other: (see remarks)

rat Sex:
W st ar

i nhal ation

13 or 26 weeks

mal e

5d/w, 6h/d

0.037, 0.121, 0.368 ng/l (10, 33, 100 ppm
yes, concurrent no treatnent

GLP:

nom nal concentration, spermcell abnormalities

Resul t: No induction of spermcell abnormalities or changes in the
sperm concentration
(56)
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
1d: 126-99-8
Type: ot her: (see remarks)
Speci es: rat Sex: mal e
Strain: no data
Route of admin.: inhalation
Exposure Period: 22w
Frequency of
treat nment: 4h/ d
Duration of test:
Doses: 0. 000051, 0.00015, 0.00169 ny/l
Control Group: yes
Met hod:
Year: GLP:

Test substance:
Remar k:

Resul t:

Type:

Speci es:

Strain:

Rout e of admin.:
Exposure Peri od:
Frequency of

treat nent:
Duration of test:
Doses:
Control G oup:
Met hod:

Year:

Test substance:
Remar k:

Resul t:

Type:

Speci es:

Strain:

Rout e of admin.:

Exposure Peri od:

Frequency of
treat ment:

Duration of test:

Doses:

Cont rol

Met hod:
Year :

Test substance:

Remar k:

Resul t :

G oup:

no detailed information,
see al so chapter 5.6

0. 000051 mg/l: no effects
0. 00015 and 0.00169 ng/l: an increase in the over-al
enbryonic nortality; cases of atrophy of the testicles;
spermat ozoa with reduced resistance to an acid medi um and

eval uati on i npossi bl e,

reduced nobility
(31)

ot her: (see renarks)

rat Sex:
no data

i nhal ation

10w

mal e

0. 000051,
yes

0.00015 ny/|

GLP:

no detailed information,
see al so chapter 5.6

eval uation inpossible,

0. 000051 ng/l: no effects
0.00015 ng/l: spermatozoa with reduced resistance to an acid
medi um and reduced mobility
(31)
ot her: (see renmarks)
rat Sex: femal e
no data
i nhal ati on
16w
5h/d
0.5 no/l
yes, concurrent no treatnent
GLP:
no detailed information, evaluation inpossible
The esteral period was prol onged; changed vagi nal snears
(87)
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
Id: 126-99-8
Type: ot her: (see remarks)
Speci es: rat Sex: femal e
Strain: no data
Route of admin.: inhalation
Exposure Period: 28w
Frequency of
treat ment: 5h/d
Duration of test:
Doses: 0.5 ng/l
Control G oup: yes, concurrent no treatnent
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed information, evaluation inpossible
Resul t: The esteral period was prolonged; changed vagi nal snears;
during the estral period the number of prinordial follicles
decreased; the nunber of atretic follicles increased; the
wei ght of ovaries increased.
(87)
Type: ot her: (see remarks)
Speci es: r at Sex: mal e
Strain: no data
Rout e of admin.: gavage
Exposure Period: 20d
Frequency of
treat ment:
Duration of test:
Doses: 0.5 ng/ kg bw
Control G oup: yes
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed information, evaluation inpossible;
see also chapter 5.4
Resul t: relative wei ght of gonads unchanged
Test substance: purified chloroprene in water
(73)
Type: ot her: (see renarks)
Speci es: rat Sex: mal e
Strain: no data
Route of admin.: gavage
Exposure Period: 28d
Frequency of
treat nent:
Duration of test:
Doses: 0. 0005, 0.005, 0.05 ng/kg bw
Control Group:
Met hod:
Year: GLP:
Test substance:
Remar k: no detailed informati on, eval uation inpossible;
see al so chapter 5.4
Resul t: wei ght of gonads and the semen were unchanged
Test substance: purified chloroprene in water
(73)
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OECD SIDS CHLOROPRENE

5. TOXICITY Date: 03-09-98
Id: 126-99-8

Type: ot her: (see remarks)

Speci es: r at Sex: mal e

Strain: no data

Route of admin.: gavage

Exposure Period: 24w

Frequency of
treat nment:
Dur ati on of test:
Doses:
Control Group:
Met hod:
Year :
Test substance:
Remar k:

Resul t:

Test substance:

Type:
Speci es:
Strain:
Rout e of admn.:
Exposure Peri od:
Frequency of
treat ment:
Duration of test:
Doses:
Control G oup:
Met hod:
Year :
Test substance:
Remar k:

Resul t:

5.9 Devel opnent al

0.0005, 0.005, 0.05 ng/kg bw

GLP:

no detailed informati on, eval uation inpossible;

see al so chapter 5.4

0.005 and 0.05 ng/ kg bw. relative wei ght of gonads

i ncreased; the notility tine of the spermatozoi ds decreased
0.05 nmg/ kg bw. reduction in the osnotic resistance of the
sper mat ozoi des

purified chloroprene in water

(73)
other: (see remarks)
nouse Sex: no data
other: C57BL/6
i nhal ation
8w

0. 00006, 0.00032, 0.0035 ny/l
yes

GLP:
no detailed information, evaluation inpossible;
see al so chapter 5.6

0. 00032 and 0.0035 ng/l: adverse changes in spermatogenesis
0. 00006 nmg/l: no adverse effect

(136)

Toxi city/ Teratogenicity

Speci es:
Strain:
Rout e of admn.:
Exposur e peri od:
Frequency of
treat ment:

Duration of test:
Doses:
Control Group:
Met hod:

Year :
Test substance:
Remar k:

rat Sex: femnal e
W st ar

i nhal ation

11d

6. -16. gestation day

0.037, 0.092, 0.276, 0.644 ng/| (10, 25, 75, 175 ppm
yes, concurrent no treatnent

GLP:

NOEL Maternal Toxicity: 10 ppm
remark: anal ytical concentration
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5. TOXICITY Date: 03-09-98

Id: 126-99-8
Resul t: 0.276 anf 0.644 nmg/l: sone foetal growth depression

Test substance:

At concentrations up to 0.644 ng/l

exert any teratogenic effect.
chl oroprene freshly purified

chl oroprene did not

(72)
Speci es: rat Sex: femal e
Strain: W st ar
Route of admin.: inhalation
Exposure period: 13d
Frequency of
treat nent: 4.-16. gestation day
Duration of test:
Doses: 0.037, 0.092, 0.276, 0.644 ngy/l (10, 25, 75, 175 ppm
Control Group: yes, concurrent no treatnent
Met hod:
Year: GLP:
Test substance:
Remar k: NOEL Maternal Tox.: 10 ppm
remark: anal ytical concentration
Resul t: 0.276 anf 0.644 ng/l: sone foetal growth depression
At concentrations up to 0.644 ng/l chloroprene did not
exert any teratogenic effect.
Test substance: freshly purified chloroprene
(72)
Speci es: rat Sex: femal e
Strain: other: Charles River
Route of admin.: inhalation
Exposure period: 18d
Frequency of
treat nent: 3.-20. gestation day
Duration of test:
Doses: 0.0037, 0.037, 0.092 nmg/l (1, 10, 25 ppm
Control Group: yes, concurrent no treatnent
Met hod:
Year: GLP:
Test substance:
Remar k: NOEL Maternal Tox.: 25 ppm
remark: anal ytical concentration

Resul t:

A significant increase was found in the nunber of dans that
had resorptions follow ng exposure to 10 ppm An increase in
the average body wei ght of fetuses from dans exposed to

chl oroprene. Fetuses from danms exposed to 10 and 25 ppm were
significantly longer. No skeletal or soft tissue

mal f ormati ons were observed

Test substance: chl oroprene 99. 9+% pure and contai ned fewer than 50 ppm
di mers
(28)
Speci es: rat Sex: femal e
Strain: ot her: Charles River
Rout e of adm n.: i nhal ati on
Exposure period: 12d

Frequency of

treat nent: 1.-12. gestation day
Duration of test:
Doses: 0.0037, 0.037, 0.092 nmg/l (1, 10, 25 ppm
Control Group: yes, concurrent no treatnent
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5. TOXICITY Date: 03-09-98
Id: 126-99-8

Met hod:

Year : GLP:
Test substance:
Remar k: NCEL Maternal Tox: 25 ppm
remark: anal ytical concentration, enmbryotoxicity study
Resul t: No enmbryonal toxicity at chloroprene levels up to 25 ppm

Test subst ance:

Speci es:

Strain:

Rout e of adm n.:

Exposur e peri od:

Frequency of
treat nent:

Duration of test:

Doses:

Contro

Met hod:
Year :

Test subst ance:

Remar k:

Resul t:

G oup:

Speci es:

Strain:

Rout e of admin.:
Exposur e peri od:
Frequency of

treat ment:
Dur ati on of test:
Doses:
Control G oup:
Met hod:

Year :

Test substance:
Remar k:

Resul t:

Test substance:

was observed.
chl oroprene 99.9+% pure and contai ned fewer than 50 ppm
di nmers

(28)
rat Sex: femal e
no data
i nhal ati on

22d
1.-22. gestation day

0. 0000156, 0.00013, 0.0006, 0.003, 0.004 ny/l
yes

GLP:

no detailed information, eval uation inpossible
Exposure to concentrations of 0.003 and 0.004 ng/l led to
reduced fetal weight, an increase in the overall enbryona
nmortality and to teratogenic effects (reduced | ength of the
di aphase (??) of the fenur and fibula, disturbances in the
vascul ar perneability). No such changes were denpnstrated in
the ot her dose groups.

(134) (135)

r at Sex:
W st ar

i nhal ation
13w (Fo),

mal e/ f emal e

10w (F1)
5d/w, 6h/d

0.037, 0.121, 0.368 ng/l (10, 33, 100 ppm)
yes, concurrent no treatnent

GLP:

NCEL Parental: 33 ppm

NCEL F1 Offspring: 10 ppm

NCEL F2 O f spring:

remark: nomi nal concentration

Fertility of males and femal es, nunber of young born per
litter, general condition, appearance, nale/fenmale ratio
and nortality of the young were not adversely affected.
There was no indication of increased intra-uterine
nortality. Gowmh retardati on was observed in the
Fo-generation at the high dose level and in the
Fl-generation at the md- and high-dose levels. The relative
wei ghts of the liver and the ovaries of the high-Ievel
femal e rats (descendants fromuntreated fenal es

and treated nmal es) were el evated.

chl oroprene freshly purified
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5 TOXICITY Date: 03-09-98
Id: 126-99-8
(9)
Speci es: rabbi t Sex: femal e
Strain: New Zeal and white
Route of admin.: inhalation
Exposure period: 6 through 28 days of gestation
Frequency of
treat ment: 6 h/day, 7 days/week
Duration of test: day 29 of gestation
Doses: 0, 10, 40, 175 ppm
Control G oup: yes
Met hod: other: no data
Year : GLP: no data
Test substance: no data

Resul t:

in observable toxicity to either
any concentration tested; no
i nformati on

chl oroprene did not result
the dam or the offspring at
i ncreased of fetal malformations (no further
avail able fromthe abstract)

06- AUG- 98 (85)
Speci es: rat Sex: femal e
Strain: ot her: BDIV
Rout e of admin.: gavage
Exposure period: 1d
Frequency of
treat nent: 17. gestation day
Duration of test:
Doses: 100 ng/ kg bw
Control Group: yes, concurrent vehicle
Met hod:
Year : GLP:
Test substance:
Remar k: see al so chapter 4.4 and 4.7
Resul t: Litter sizes and pre-weaning nortality were not different
in chloroprene treated aninmals fromthose in controls.
Test substance: chl oroprene, purity 99 % containing 0.8 %
1- chl or obut adi ene
(127)
5.10 Ot her Rel evant |nformation
Type: | munot oxi city
Remar k: Chl or obut adi ene can exert inhibitory effects on
cellular and primary hunmoral imune function, toxic effects
on thynus and bone marrow when inhaled for 2-3 weeks at
concentrations up to 0.4 nmg/l in mce (no detailed infor-
mati on, eval uation inpossible)
Test substance: chl orobut adi ene
(78)
Type: Met abol i sm
Remar k: After incubation with mouse-liver nmicrosones volatile
al kyl ating nmetabolites could be trapped by reaction with
an excess of 4-(4-nitrobenzyl)pyridine.
Test substance: chloroprene, purity 99%
(17)
Type: Met abol i sm
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OECD SIDS CHLOROPRENE
5 TOXICITY Date: 03-09-98
Id: 126-99-8
Remar k: I n honpgenates of liver, kidney, spleen and brain of rats
the content of SH groups decreased after incubation with
chl oroprene (no further informtion).
Test material
(109)
Type: ot her
Remar k: A review of the data on health effects in man is given by
I ARC
(54)
Type: ot her
Remar k: A decrease in the imunity to transplantati on was observed
in rats when adm nistered 1-5-s.c. injections at 0.5 ul/kg
(no detailed information, evaluation possible)
test substance:
(4)
Type: ot her
Remar k: The antibody form ng cells in the spleen decreased when
injected s.c. at 0.5 ul/g into rats before, during
or after they were i mmuni zed with sheep erythrocytes
(no detailed information, evaluation inpossible)
Test substance:
(3)
Type: ot her
Remark: I nhal ation of 0.001 ng/l for 5h/d for 7 nonths del ayed
the reversal of primary or secondary notor -defense
conditioned refl exes. However chronic inhalation of
0.03 and 1.4 ng/l accelerated the reversal of conditioned
refl exes.
Test substance:
(5)
Type: ot her: Biotransfornmation
Remar k: rat (male, wistar), 0, 50, 100 ng/kg bw, single dose by
stomach tube: rapid decrease of hepatic GSH, dose dependent
increase in the excretion of urinary thioethers.
(138)
Type: other: Cell transformati on assay
Remar k: Normal hanster lung cells treated with chl orprene showed
mal i gnant transformations 14 weeks after treatnent.
(81) (89)
Type: other: Cell transformation assay
Remar k: In primary cell cultures of Syrian hanster enbryo cells
treated prior to virus inoculation with chl oroprene no
i ncreased frequency of adenovirus transformation was seen
But chl oroprene will enhance the transformation when added
after virus adsorption and cell transfer.
(25)
Type: other: Hepatoxicity in vitro
Remar k: The TC50 for primary rat hepatocytes is reported to be

0.78 mg/ M . After incubation with chloroprene >= 0.96 ng/ n
the activities of GOT and LDH decreased.
Test substance:
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(79)
Type: ot her: Hepatoxicity in vitro
Remar k: LDH rel ease of primary rat hepatocytes did not rise

significantly above control until addition of 885 ug
chl oroprene/m . Wthin 15 and 30 nmin 46 and 55 % of the
total LDH activity was found in the cell nedium
Test Substance: unstablized chloroprene, purity > 99.7%
(138)

Type: other: acute inhalation toxicity

Remar k: Fasted rats (Sprague Dawl ey, nmale) were exposed to
concentrations of 100, 150, 225, 300 ppm (0.368, 0.551
0.827, 1.103 ng/l) for 4h and killed at 24h. One death in
the 225 and 300 ppm group; elevated liver weight (150, 225
300 ppm; increased serum sorbitol dehydrogenase activity
(225, 300); increased serum | actate dehydrogenase activity
(300 ppm); increased non-protein sulfhydryl concentration in
liver all concentrationen); no acute lung injury; PCB
pretreatnent prevented liver injury.

(126)

Type: other: acute inhalation toxicity

Remar k: Fed and fasted rats (Holtzman, nale) were exposed to concen-
trations of 500, 1000, 2000, 4600, 10000 ppm (1.84, 3.68,
7.36, 16.928, 36.8 ng/l) for 4h. Fed rats: one death in the
10000 ppm group, el evated serum al ani ne- al pha- ket ogl ut arate
transam nase AKT activity (4600 and 10000 ppm). Fasted rats:
deaths in all dose groups, dose dependent increase of the
serum AKT activity.

(62)

5.11 Experience with Human Exposure

Remar k: Exposure of man to high concentrations of chloroprene vapour
produces sinmilar effects to those seen in aninals.
(115) (121) (123)

Remar k: A wi de range of adverse effects are described in chloroprene
exposed workers. Anmpong these are effects on the central
peri pheral and autononic nervous system the respiratory
system the liver, the kidneys, adrenal gl ands, blood, the
i mmune system and the bones.
In many papers describing these effects the extent of the
exposure and the purity of the chloroprene are not stated.
It is also likely that exposure to a variety of other
cheni cal s occured
(16) (46) (47) (63) (66) (69) (80) (105) (106) (114) (116) (122)

Remar k: Exposure to the diner may be responsible for the occurrence
of hair loss which is recognised in workers in chloroprene
pl ants.

(7) (74) (123) (137)
Remar k: Reports of a study carried out in the USSR suggest that
there is an increased incidence of cancers in chloroprene
exposed workers while a nore recent study in the USA has not
found chl oroprene to be a human carci nogen
(67) (68) (125)
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Remar k: It is the opinion of the authors that the results of a
recent case-control study and a cohort study suggested that
chl oroprene exposure increases the risk of devel oping
cancer.
(77)

Remar k: One case of |iver angiosarcona has been reported in a worker
who had extensive exposure to finished polychl oroprene (no
i nformati on about the amount of residual nmononmere in the
pol ychl or oprene).
(59)

Remar k: An increase in the incidence of chronosonal aberrations in
| ynphocytes has been reported in several surveys of
chl oroprene workers in the U S. S. R
(64) (65) (136) (152)

Remar k: Reports fromthe U S.S.R have attributed infertility and a
nurmber of gynacol ogical conditions as well as premature
births to chl oroprene exposure. Long-term exposure of nale
wor kers has been described as affecting sexual function
senen vol une and the norphol ogi al appearance of spernatozoa.

(136) (144)

Remar k: An eval uation of the biochem cal and hematol ogi cal status of
active chloroprene workers at Du Pont Conpany plant does not
i ndi cate that the workers have bi ochenical and hemat ol ogi ca
alterations of nedical significance.
(50)

Remar k: No increasing of sister chromatid exchange in workers
chronically exposed to chl oroprene was found.
(51)
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