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Aims: Investigation of the toxicity of pesticide mixtures is essential for the risk assessment of
combined exposure situations. The aim of the present work was to study the effects of NOEL
(No Observed Effect Level) doses of cypermethrin (CY, NOEL=11.1 mg/kg) and amitraz (AM,
NOEL=10.6 mg/kg) on the immunotoxic effects of LOEL (Lowest Observed Effect Level) dose
of dimethoate (DM, LOEL=28.2 mg/kg).
Methods: 4 weeks old male Wistar rats (24 animals per dose group) received the following
combinations: DMLOEL+CYNOEL+AM1 pt; DMLOEL+CYNOEL; DMLOEL+AMNOEL; CYNOEL+AMNOEL; DMLOEL
(internal control); and vehicle only, for 28 days. The animals were divided into 3 groups: 8
rats were used to determine certain classic toxicological (body weight gain, organ weights
of thymus, lung, heart, liver, kidneys, adrenals, testicles, and popliteal lymph node), and hematological (WBC, RBC, MCV, Ht, Hb, cell content of the femoral bone marrow) parameters,
8 for PFC assay, and 8 for Delayed Type Hypersensitivity (DTH) reaction. The IgM-PFC content
of the spleen was determined by the Cunningham method, the DTH reaction was measured
by footpad swelling assay.
Results: Except for the CYNOEL+AMNOEL combination, where RBC and MCV decreased significantly vs. vehicle control, interactions were detected only in the changes of organ weights
and in the PFC assay. The DMLOEL+CYNOEL+AMNOEL combination increased the relative liver weight
and decreased the PFC content of the spleen, the DMLOEL+AMNOEL combination increased the
relative weight of testicles and the PFC response. The DMLOEL dose has changed the structure
of PFC response (decreased PFC/106 cells and increased spleen cell number) without altering
the PFC content of the spleen, and diminished the relative spleen weight. The latter effect
was antagonized by the DMLOEL+CYNOEL and DMLOEL+AMNOEL combinations.
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