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DATA GAP STATUS
 

Chronic toxicity, rat: No data gap, no adverse effect 

Chronic toxicity, dog: No data gap, no adverse effect 

Oncogenicity, rat: No data gap, possible adverse effect 

Oncogenicity, mouse: No data gap, no adverse effect 

Reproduction, rat: No data gap, no adverse effect 

Developmental toxicity, rat: No data gap, no adverse effect 

Developmental toxicity, rabbit: No data gap, no adverse effect 

Gene mutation: No data gap, no adverse effect 

Chromosome effects: No data gap, possible adverse effect 

DNA damage: No data gap, no adverse effect 

Neurotoxicity:  No data gap, no adverse effect 

Toxicology one-liners are attached. 

All record numbers for the above study types through 263277 (Document No. 52068-0129) were 
examined. This includes all relevant studies indexed by DPR as of 3/24/16. 

In the 1-liners below: 
   indicates an acceptable study. 

Bold face indicates a possible adverse effect.
  ## indicates a study on file but not yet reviewed. 

File name: T160324 
Revised by T. Moore, 3/24/16 



              

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

DPR HUMAN HEALTH ASSESSMENT Dimethomorph T160324       Page 2 of 15
 

NOTE: The following symbols may be used in the Table of Contents which follows:
 * = data adequately address FIFRA requirement 
 † = study(ies) flagged as “possible adverse effect” 

N/A = study type not currently required 


This record contains summaries of studies.  Individual worksheets may be useful for detailed 
assessment.  
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METABOLISM AND PHARMACOKINETICS 

Rat Metabolism Studies 
    022; 145448, 145451; "The Biokinetics and Metabolism of 14C-Dimethomorph in the Rat" (H. 
Schluter, Shell Forschung GmbH, Schwabenheim, Germany, Lab. Project ID # SHGR.90.006, 
8/24/90). Chlorophenyl-14C-dimethomorph (Batch # 2271-040, 98.5% radiochemical purity) and 
nonlabeled dimethomorph (Batch # H7879, 99.2% purity) were suspended in a 0.1% Tween 80 
solution (S.A. varied from 0.23 - 2.45 mCi/g) and administered as single oral doses of 10 mg/kg 
(5M/5F), 500 mg/kg (10M/10F) or as multiple oral doses:  pretreat 5 rats/sex daily with 
nonlabeled CME-151 for 14 days prior to pulsing with 10 mg/kg of 14C-CME-151 or received 10 
mg/kg/day radiolabeled CME-151 for 7 days. No radioactivity was detected in expired air within 
a 24-hour period after dosing.  Within 48 hours after dosing, 72.5% to 88.2% and 6.0% to 13.4% 
of the administrative radioactivity was excreted in the feces and urine, respectively. Urinary 
excretion in females receiving single or multiple oral doses of 10 mg/kg, was double that in 
males. However, following administration of 500 mg/kg, this sex-difference in urinary excretion 
pattern was not as distinct as after administration of the low dose.  There was no evidence for 
accumulation in tissues and organs. The major pathways of metabolism consisted of demethy-
lation of the dimethoxyphenyl ring and, to a lesser extent, oxidation of the morpholine ring.  
acceptable. (Leung, 7/15/96). 

    022; 145450; "14C-Dimethomorph (CME 151): Absorption, Distribution and Excretion after 
Bile Cannulation and Single Oral Administration to the Rat" (A. van Dijk, RCC Umweltchemie 
AG, Itingen, Switzerland, Lab. Project ID # 255172, 8/31/90). 14C-Dimethomorph (or CME 151, 
Batch S1050, 99% radiochemical purity) and nonlabeled CME 151 (Batch H7879, 99.2% purity) 
suspended in an aqueous solution of 0.1% Tween 80 and administered orally to 3-4 
Sprague-Dawley rats/sex at 10.8 - 11.2  or 402 - 503 mg/kg after bile cannulation.  By 24 hours 
after dosing, 95% and 35.8% of the administered radioactivity from the low and high dose, 
respectively, was eliminated in the bile. Urine and feces accounted for 6.4% and 5.8% of the 
dose at the low dose; whereas, urine and feces from the high dose rats contained 8.6% and 
12.5% of the administered radioactivity, respectively.  These results suggest that absorption of 
Dimethomorph is limited at the high dose level as compared to the low dose level. 
Glucuronidase-treatment of the bile collected from both sexes indicated that Dimethomorph is 
metabolized and mainly excreted via the bile after conjugation to glucuronides.  The major 
aglycone was Z67 and/or Z69, representing 28.0% to 46.6% of the administered radioactivity for 
the low dose, and, 19.4% to 21.0% of the administered radioactivity for the high dose. 
Supplemental. (Leung, 7/16/96). 

GUIDELINE ACUTE STUDIES ON ACTIVE INGREDIENT 

Acute oral toxicity, rat 
    009; 145393; "Acute Oral Toxicity to Rats of ZTH 236 250" (Kynoch  S.R., Huntingdon 
Research Centre Ltd., Huntingdon, Cambridgeshire, England, Laboratory Project ID. 
851074D/CMK, 10/29/85). 811. ZTH 236 Z50 (Dimethomorph Technical), Batch number L 5000, 
purity=98.5% a.i., prepared as a suspension in 0.1% Tween 80 in demineralized water, was 
administered orally by gavage to 5 CD rats, Sprague-Dawley derived, per sex per dose.  Doses 
of 3.2, 4.0, and 5.0 g/kg were used.  Mortalities occurred as follows: 0/5, 3/5, 3/5, respectively 
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for males and 1/5, 4/5, 5/5, respectively for females.  Piloerection, abnormal body carriage 
(hunched posture), abnormal gait (waddling), lethargy, decreased respiratory rate, ptosis, pallor 
of the extremities, and comatose-like condition were observed at all dose levels; increased 
lacrimation and diarrhea were observed at the 5.0 g/kg level.  Necropsy on the mortalities 
revealed congestion of the lungs, pallor of the liver, kidneys, and spleen, and congestion of the 
mucosal aspect of the stomach; necropsy on the survivors revealed no abnormalities. LD50 

(M)=4.3 (3.7-5.2) g/kg, LD50 (F)=3.5 (2.8-4.2) g/kg, LD50 (M/F)=3.9 (3.3-4.5) g/kg. NOEL (M/F)< 
3.2 g/kg. Toxicity Category III.  Acceptable. (Corlett, 5/29/96) 

    009; 145394; "Acute Oral Toxicity Test in Mice" (Cuthbert, J.A. et al, Inveresk Research 
International, Musselburgh, Scotland, Laboratory Project ID. IRI 235257, October 1986). 811. 
CME 151 (Dimethomorph Technical); Batch No. DW 11/86, purity=98.5% a.i., prepared in 0.1% 
Tween 80, was administered orally by gavage to 5 CD-1 mice per sex per dose.  Doses 
(females) of 1000, 1500, 2230, and 3340 mg/kg and a dose (males and females) of 5000 mg/kg 
were used. Mortalities occurred as follows: 1/5 for males and 0/5, 1/5, 2/5, 2/5, 3/5, 
respectively, for females. No clinical signs were observed in the male test animals other than 
prostration, piloerection, and soiled coat in the animal that died; in the female test animals, no 
clinical signs were observed at the 1000 mg/kg dose level, and piloerection, soiled coat, ataxia, 
prostration, and hyperkinesia were observed at the four higher dose levels with all signs clearing 
in the survivors by day 6.  Necropsy on the mortalities revealed fluid gut contents in some; 
necropsy on the survivors revealed no detectable  abnormalities. LD50 (M)> 5000 mg/kg, LD50 

(F)=3699 (2401-7927) mg/kg. NOEL (M)< 5000 mg/kg, NOEL (F)=1000 mg/kg.  Toxicity 
Category III. Acceptable. (Corlett, 5/29/96) 

Acute dermal toxicity
    009; 145395; "Acute Toxicity Study in Rats After Epicutaneous Administration" (Heusener, A. 
et al, Institute of Toxicology of E. Merck, Darmstadt, Germany, Laboratory Project ID. T12853, 
7/25/85). 812. ZTH 236 Z 50 (Dimethomorph Technical) Batch: 2/85, purity=98.5% a.i., 
moistened with deionized water, was applied to the shaved skin of 5 Emd: Wi-AF/Han (SPF) 
rats per sex per dose. 1 dose of 5000 mg/kg was used and the animals were exposed to the 
test material for 24 hours. No animals died. No definitive treatment-related signs were 
observed during exposure to the test material.  No intoxicating signs were observed after 
exposure to the test material. Necropsy revealed no treatment-related abnormalities.  LD50 

(M/F)> 5000 mg/kg.  Toxicity Category IV. Acceptable. (Corlett, 5/31/96)

    009; 145396; "CME 151 Technical Material: Acute Dermal Toxicity, Skin and Eye Irritancy" 
(Gardner, J.R., Sittingbourne Research Centre, Biotechnology and Toxicology Directorate, Kent, 
England, Report No. SBGR.89.143, 8/18/89). 812. CME 151 Technical Material, BPDU batch 3, 
purity=98.5% a.i., moistened with deionized water, was applied to the clipped skin of 5 Fischer 
344 rats per sex per dose.  1 dose of 2000 mg/kg was used and the animals were exposed to 
the test material for 24 hours, covered with an occlusive wrap. No animals died.  No clinical 
signs were observed.  No dermal effects were observed at the test site.  Necropsy revealed no 
macroscopic abnormalities. LD50 (M/F)> 2000 mg/kg.  Toxicity Category III.  Acceptable. 
(Corlett, 5/31/96) 

Acute inhalation toxicity, rat 
    52068-010, -075; 145403, 180870; "ZTH 236 Z50 Acute Inhalation Toxicity Study in Rats 
4-Hour Exposure" (Jackson, G.C. et al, Huntingdon Research Centre Ltd., Huntingdon, 
Cambridgeshire, England, Laboratory Project ID. CMK 10/86464, 7/24/86). 813. ZTH 236 Z50 
(CME 151, Dimethomorph Technical), Batch T2/85, purity=98.5% a.i.,  was administered as a 
dust to 5 Wistar rats per sex per dose.  One dose (mean reported analytical concentration) of 
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4.24 mg/l (gravimetric: 4.02 mg/l) was used. 56% by weight of the test material was less than or 
equal to 5.5 :m. Animals were exposed to the test material for 4 hours.  No animals died. 
Closing or partial closing of eyes, abnormal body posture, abnormal respiratory pattern, brown 
staining on whole body (females only), and test material on fur were observed with all signs 
clearing in all by day 8.  Necropsy revealed no treatment-related abnormalities. LC50 (M/F)> 
4.02 mg/l (gravimetric). Toxicity Category IV.  Study previously unacceptable but possibly 
upgradeable with the submission of the gravimetric data and the data and calculations used to 
determine the analytical concentration of the test material; information in vol. 52068-075, rec. 
no. 180870 was sufficient to upgrade study; Study acceptable.   (Corlett, 6/3/96, upgraded, 
Moore, 5/31/01) 

Primary eye irritation, rabbit 
    009; 145396; "CME 151 Technical Material: Acute Dermal Toxicity, Skin and Eye Irritancy" 
(Gardner, J.R., Sittingbourne Research Centre, Biotechnology and Toxicology Directorate, Kent, 
England, Report No. SBGR.89.143, 8/18/89). 814. 50 mg (0.1 ml equivalent) of CME 151 
Technical Material, BPDU batch 3, purity=98.5% a.i., was instilled into one eye of each of 3 New 
Zealand White rabbits.  No corneal opacity or iritis was observed in any treated eye.  Grade 1 
redness was observed in 2 of 3 treated eyes 24 hours after treatment clearing in both 48 hours 
after treatment. Toxicity Category IV.  Acceptable. (Corlett, 5/31/96) 

    010; 145404; "Primary Skin and Eye Irritation Test in Rabbits" (Heusener, A., Institute of 
Toxicology of E. Merck, Darmstadt, Germany, Laboratory  Report No. T12854, 8/7/85). 814. 0.1 
g of ZTH 236 Z 50 (Dimethomorph Technical), Batch: T 2/85, purity=98.5% a.i., was instilled 
into one eye of each of 9 IVA: NZW rabbits 3 of which were washed 30 seconds after instillation.  
No corneal opacity or iritis was observed in any nonwashed treated eye.  Grade 2 redness was 
observed in 6 of 6 nonwashed treated eyes and grade 2 chemosis was observed in 3 of 6 
nonwashed treated eyes 1 day after treatment with all signs of conjunctival irritation clearing in 
all treated eyes 5 days after treatment.  Toxicity Category III.  Acceptable. (Corlett, 6/3/96) 

Primary dermal irritation 
    009; 145396; "CME 151 Technical Material: Acute Dermal Toxicity, Skin and Eye Irritancy" 
(Gardner, J.R., Sittingbourne Research Centre, Biotechnology and Toxicology Directorate, Kent, 
England, Report No. SBGR.89.143, 8/18/89). 815. 500 mg (moistened with deionized water) of 
CME 151 Technical Material, BPDU batch 3, purity=98.5% a.i., was applied to the clipped skin 
of 3 New Zealand White rabbits.  The animals were exposed to the test material for 4 hours, 
covered with an semi-occlusive wrap. No erythema or edema was observed in any test animal 
at any time during a 7 day observation period following patch removal.  Toxicity Category IV.  
Acceptable. (Corlett, 5/31/96) 

    010; 145404; "Primary Skin and Eye Irritation Test in Rabbits" (Heusener, A., Institute of 
Toxicology of E. Merck, Darmstadt, Germany, Laboratory  Report No. T12854, 8/7/85). 815. 0.5 
g of moistened ZTH 236 Z 50 (Dimethomorph Technical), Batch: T 2/85, purity=98.5% a.i., was 
applied to each test site (1 intact and 1 abraded test site per animal) of the shaved skin of 6 IVA: 
NZW rabbits. No erythema or edema was observed at any intact test site at any time during an 
eight day observation period. Toxicity Category IV.  Acceptable. (Corlett, 6/3/96) 

Dermal sensitization
    52068-010; 145406; “Skin Sensitization Study in Guinea Pigs Using the Maximization Test 
According to Magnusson”; (A. Heusener; Institute of Toxicology of E. Merck, Darmstadt, FRG; 
Study No. T 12852; 7/19/85);  Sixteen Iva:PDH guinea pigs were treated with 6 intradermal 
injections, 2 each of 0.1 ml of Freund’s Adjuvant and Aqua pro injectione (1:1), ZTH 236 Z 50 
(batch no. T 2/85; purity: 98.5%) (2% w/v), and Freund’s Adjuvant (50%) and the test material 



              

   

 

 

 

 

DPR HUMAN HEALTH ASSESSMENT Dimethomorph T160324       Page 6 of 15 

(2%) (1:1) on the first day of induction.  Sixteen additional guinea pigs as control animals were 
dosed in the same manner except that only the vehicle, liquid paraffin, was injected rather than 
the test material. A week later, the skin of the treated animals was exposed to a patch soaked 
with a 25% (w/v) of the test material in liquid paraffin under an occlusive wrap for 48 hours.  The 
control animals were exposed to the vehicle in the same manner.  The treated sites were 
exposed to sodium lauryl sulfate (10%) 24 hours prior to the application.  Two weeks after the 
second induction treatment, the skin of all of the animals was treated with a patch soaked with a 
25% (w/v) dilution of the test material for 24 hours under an occlusive wrap.  It was noted in the 
report that none of the treated guinea pigs demonstrated a positive skin response at 24 or 48 
hours post-exposure in the challenge.  The control guinea pigs did not exhibit any dermal 
irritation as well.  In conclusion, the author noted that the test material should be considered to 
be a weak dermal sensitizer.  However, no individual animal data are presented in the report in 
order to assess the basis of their decision.  Insufficient information provided. Study 
unacceptable, possibly upgradeable with the individual animal readings in the challenge phase, 
positive control study data and preliminary study data detailing the choice of dosing 
concentration.  (Moore, 4/6/01) 

     52068-010; 145407; “CME 151 Technical Material: Skin Sensitization Potential”; (J.R. 
Gardner; Shell Research Limited, Sittingbourne Research Centre, Sittingbourne, Kent, ME9 
8AG, England; Report No. SBGR.89.184; 8/30/89);  The skin of 20 Dunkin-Hartley guinea pigs 
was treated with 0.45 mls of CME 151 Technical Material (batch no. BPDU batch 3, purity: 
98.5%) (50% w/w) in petroleum jelly for 24 hours under an occlusive wrap, 3 times/week for 3 
weeks in the induction phase.  Nine days after the last induction treatment, the animals were 
challenged with 0.45 mls of the same dosing preparation under an occlusive wrap for 24 hours.  
Ten control animals were challenged in the same manner.  No skin response to the treatment 
was noted at 0, 24 or 48 hours post-exposure.  The test material is not a dermal sensitizer in the 
Buehler test method.  Study acceptable.  (Moore, 4/9/01) 

SUBCHRONIC STUDIES  

Rat 4-Week Feeding Studies
    011; 145409; "4-Week Dietary Dose Range Finding Study in Rats" (K.Scott, et. al., Inveresk 
Research International, Musselburgh, Scotland, Lab. Project # 435025, 10/86).  CME 151 
(Batch # DW 11/86, 96.6% purity) administered orally in the diet to 10 Sprague-Dawley 
rats/sex/dose at 0, 2000, 3000, and 4000 ppm for 4 weeks (M: 0, 195.3, 285.8, and 372.5 
mg/kg/day; F: 0, 215.0, 290.0, and 398.8 mg/kg/day, respectively).  All animals survived the 
study until scheduled sacrifice.  Clinical signs including piloerection, swollen abdomen, yellow 
staining perigenitally and thinness were reported in high dose animals. All treated females and 
high dose males exhibited reduced body weight gain (F: 68, 42, and 30% of control, 
respectively, p < 0.05; M: 64% of control, p < 0.05) with decreased food consumption in high 
dose males and females and mid dose females. Liver weights were increased in mid and high 
dose males and treated females.  Liver hypertrophy were exhibited by mid and high dose males 
as well as treated females.  NOEL (M) = 2000 ppm (195.3 mg/kg/day), (F) < 2000 ppm (215.0 
mg/kg/day) based on liver weight changes and liver hypertrophy). supplemental. (Leung, 
7/1/96). 

011: 145410; "ZTH 236 Z 50 Preliminary Assessment of Toxicity to Rats by Dietary Admixture 
for 4 Weeks (Final Report)" (S. Warren et. al., Huntingdon Research Centre Ltd., 
Cambridgeshire, UK, Lab. Report # CMK 6/851056, 10/3/85). CME 151 (98.5% purity) 
administered in the diet to 5 Sprague-Dawley rats/sex/dose at 0, 200, 1000, and 5000 ppm for 4 
weeks (M: 0, 15.8, 80.9, 305.9 mg/kg/day, respectively; F: 0, 17.5, 81.1, 283.2 mg/kg/day, 
respectively). One male and two females from the high dose group died.  Body weight gain 
during the study was markedly reduced among male and female rats receiving 5000 ppm ZTH 
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236 Z 50 (13.1% and 0.6% of control, p < 0.01). Clinical signs including loose feces, swollen 
abdomen, hunched posture, piloerection, emaciation, weight loss, brown nasal staining, lethargy 
and yellow/brown staining of the urogenital region were observed in animals from the high dose 
group. Reduced weight gain with food consumption were also reported in animals at 5000 ppm.  
Increased neutrophil count and platelets were noted in the blood of high dose males and 
females. Pathological exam revealed that the stomach of 3/4 males and 2/3 females at the high 
dose was distended with ingesta.  Increased liver weights were reported in high dose males and 
females. NOEL (M/F) = 1000 ppm (M:80.9 mg/kg/day, F: 81.1 mg/kg/day, based on reduced 
body weight gain); supplemental; (Leung, 7/2/96). 

Rat 90-Day  Feeding Study
    011; 145408; "Toxicity to Rats by Dietary Admixture for 13 Weeks with a 4-Week Withdrawal 
Period" (S.A. Ruckman et. al., Huntingdon Research Centre Ltd., Cambridgeshire, UK, Lab. 
Project # CMK 7/8624, 7/3/87). CME 151 (Batch # T2/85, Dimethomorph Technical) was 
administered orally in the diet to 10 Sprague Dawley rats/sex/dose at 0, 40, 200 and 1000 ppm 
(M = 0, 2.9, 14.2, 73.0 mg/kg/day, F = 0, 3.2, 15.8, and 82.0 mg/kg/day, respectively) for 13 
weeks. An additional 10 rats/sex were added to the control and high dose groups and observed 
for 4 weeks to ascertain the reversibility of any treatment-related effects.  All animals survived 
the study until scheduled sacrifice.  No treatment-related clinical signs, body weight changes or 
food consumption were reported.  Reduced lymphocyte counts in males and increased absolute 
liver and heart weights without any abnormal histological changes in females were detected at 
1000 ppm. Except for the liver weights, all other changes were reversible.  NOAEL (M/F) = 
1000 ppm (73 and 82 mg/kg/day for males and females, respectively [No adverse effects]. 
NOEL (M/F) = 200 ppm (M = 14.2 mg/kg/day, F = 15.8 mg/kg/day, based on reduced 
lymphocyte counts and organ weight changes). acceptable. (Leung, 6/28/96). 

Dog 13-Week Feeding Study
    012; 145411; "CME 151: 13 Week Dietary Toxicity Study in Dogs" (R.J. Greenough and R. 
Goburdhun, Inveresk Research International, Musselburgh, Scotland, Lab. project ID # 635212, 
11/10/86). CME 151 (Batch # DW 11/86, 98.5% purity) administered in the diet to 4 beagle 
dogs/sex/dose at 0, 150, 450, and 1350 ppm for 13 weeks. All dogs survived the study until 
scheduled sacrifice.  Clinical signs consisted of lip licking, occasional subdued behavior, and 
few instances of body tremors in high dose animals. Elevated alkaline phosphatase reported for 
high dose males during week 6 and 13 were not considered to be toxicologically significant in 
the absence of any histopathological changes.  Increased absolute and relative thymus weights 
were noted in high dose males and reduced prostate weights were associated microscopically 
with an increase in fibrous tissue relative to glandular tissue. NOAEL (M/F) = 1350 ppm [No
adverse effects]. NOEL (M/F) = 450 ppm (based on clinical signs). acceptable (Leung, 
7/2/96). 

Dog Supplemental Feeding Study
    012; 145412; "CME 151: Dietary Maximum tolerated Dose Study in Dogs" (R.J/ Greenough 
and R. Goburdhun, Inveresk Research International, Musselburgh, Scotland, Lab. Project ID # 
635228, July, 1986). CME 151 (Batch # DW 11/86, 98.55 purity) administered in the diet to 1 
beagle dog/sex in the following regimen: 1000 ppm for 7 days, 750 ppm for 7 days, 900 ppm for 
7 days and 1200 ppm for 7 days. An additional pair of dogs (1M/1F) were dosed for 14 
consecutive days at 1200 ppm. Clinical signs were confined to the male dogs and consisted of 
occasional incidences of emesis, subdued behavior and increased micturition.  Males treated at 
1200 ppm for 14 days exhibited slight body tremors.  No adverse clinical signs were reported for 
females. Body weight losses with reduced food consumption were noted in male dogs treated 
with 1000 ppm (1.1 kg) or 900 ppm (0.3 kg). No treatment-related effects on hematology, 
biochemical or gross pathology were detected in dogs treated at 1200 ppm.  No adverse 
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effects. Maximum tolerated dose of CME 151 when administered to dogs in their diet is > 1200 
ppm. Supplemental. (Leung, 7/3/96). 

Rat 4-Week Repeated Dosing Dermal Toxicity Study 
** 52068-0128; “Repeated Dose 28-Day Dermal Toxicity Study in Wistar Rats”; (R. Buesen, V. 
Strauss, M.C. Rey Moreno, E. Fabian, B. van Ravenzwaay; Project No. 33S0271/01249; 
10/28/10); The skin of 10 Wistar rats/sex/group was exposed to 0 (vehicle: aqueous 1% 
carboxymethylcellulose), 100, 300 or 1000 mg/kg/day of BAS 550 F (Dimethomorph technical); 
batch no. COD-001244; purity: 99.8%) for 6 hours/day, 5 days per week for 4 weeks.  No 
treatment-related effect was noted for the mean body weight gain or food consumption.  No 
localized dermal irritation was evident at the application site. The FOB, motor activity, 
hematology and clinical chemistry evaluations, urinalysis and ophthalmology examination did 
not reveal any treatment-related effects.  In the necropsy examination, although the mean 
absolute and relative adrenal weights for the male treated groups were greater than the control 
values (NS, p<0.05 or 0.01), no apparent treatment-related effect was evident.  No treatment-
related lesions were noted in the histopathological examination.  No adverse effect indicated. 
Rat 28-Day Repeated Dosing Dermal Toxicity NOEL: (M/F) 1000 mg/kg/day (based upon the 
lack of treatment-related effects upon both sexes in the 1000 mg/kg group).  Study acceptable.  
(Moore, 8/10/15) 

CHRONIC STUDIES 

Chronic, rat  
** 013; 145417; "104 Week Dietary Toxicity Study in Rats" (D.J. Everett, et. al., Inveresk 
Research International, Tranent, Scotland, Lab. Report # IRI 435140 5778, 9/27/88). SAG 151 
(CME 151, Bath DW 11/86, 96.6% a.i.) administered orally in the diet to 20 Sprague-Dawley 
rats/sex/dose at 0, 200, 750, and 2000 ppm for 104 weeks.  Calculated mean concentrations for 
males: 0, 11.04, 42.75 and 116.14 mg/kg/day, respectively; females: 0, 13.85, 61.13, and 
164.26 mg/kg/day, respectively. No treatment-related effects on clinical signs, survival rates, 
hematology, clinical chemistry and urinalysis were detected.  Reduced body weight gain was 
reported in high dose males (weeks 65-104, 83% of control, p <0.01) and females (weeks 1-40 
and 45-96, 83% of control, p< 0.05). In addition, mid dose females exhibited reduced body 
weight gain during the first 88 weeks. Increased incidences of dilated mesenteric blood vessels, 
arteritis and testicular interstitial cell proliferation (7/20 vs. 2/20, p < 0.05) were noted in high 
dose males during histopathological exam.  Increased liver pigmentation and hypertrophy were 
detected in high dose females. No adverse effects. NOEL (M/F) = 200 ppm (based on 
reduced body weight gain). acceptable. (Leung, 6/17/96). 

Chronic, dog
** 012; 145414; "SAG 151: 52 Week Dietary Toxicity Study in Dogs" (R. Goburdhun and R.J. 
Greenough, Inveresk Research International, Musselburgh, Scotland, IRI Project # 636876, 
11/11/88). SAG 151 (Batch # DW 11/86, 96.6% purity) administered orally in the diet to 4 beagle 
dogs/sex/dose at 0, 150, 450, and 1350 for 52 weeks (M: 0, 4.9, 14.7, and 44.6 mg/kg/day, 
respectively; F: 0, 5.0, 15.7, and 47.0 mg/kg/day, respectively).  Convulsive seizures lasting for 
30-60 seconds were noted for one high dose male in Weeks 44 and 47.  This animal also 
exhibited signs of salivation, ataxia and subdued behavior.  Elevated alkaline phosphatase from 
week 13 to termination with increased liver weight (M: 433.82 g vs. 368.14 g, p < 0.05, F: 
412.26 vs. 280.25, p < 0.01) was reported in high dose animals.  NOAEL (M/F) = 1350 ppm 
[No adverse effects].  NOEL (M/F) = 450 ppm (M: 14.7 mg/kg/day, F: 15.7 mg/kg/day, based 
on elevated alkaline phosphatase and increased liver weight). acceptable. (Leung, 7/3/96). 
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Oncogenicity, rat 
** 015; 145425; "104 Week Carcinogenicity Study in Rats" (D. J. Everett, et. al., Inveresk 
Research International, Tranent, Scotland, Lab. Report # 435140, 9/27/88). SAG 151 (Batch 
DW 11/86, 96.6% a.i.) administered orally in the diet to 50 Sprague Dawley rats/sex/dose at 0, 
200, 750, and 2000 ppm for 104 weeks. Calculated mean concentrations for males: 0, 10.50, 
39.72 and 110.02 mg/kg/day, respectively; females: 0, 13.02, 52.45, and 144.82 mg/kg/day, 
respectively. Reduction in body weight gain was detected in mid and high dose females (77% 
and 62% of control, respectively, p <0.05) and high dose males (86% of control, p<0.05) without 
any significant changes in food consumption.  Gross necropsy revealed the presence of cysts in 
the lumbar lymph nodes (9/50 vs. 2/50, p<0.05) and dilated mesenteric blood vessels (13/50 vs. 
1/50, p<0.05) in high dose males, whereas swollen hindfeet (15/50 vs. 4/50, p<0.05) were noted 
in high dose females.  Histopathological exam showed ground glass foci in livers from high dose 
animals (M: 27/50 vs. 17/50, p<0.05; F: 18/50 vs. 12/50, p<0.05).  Possible adverse effect: 
Equivocal effect on the incidence of testicular interstitial cell adenoma in 2000 ppm males 
(10/50 vs/ 5/50, P>0.05, historical control range from 4 - 20%, mean 10.4%+ 6.6%). NOEL (M) 
= 750 ppm (39.72 mg/kg/day), F= 200 ppm (13.02 mg/kg/day), based on reduced weight gain; 
NOAEL(M) = 750 ppm, (F) = 2000 ppm (based on testicular interstitial cell adenoma); 
acceptable. (Leung, 6/27/96). 

Oncogenicity, mouse 
** 016; 145429; "104 Week Dietary Carcinogenicity Study in Mice" (A. Smith, et. al., Inveresk 
Research International, Tranent, Scotland, Lab. Project # 435088, 9/13/88). SAG 151 (Batch # 
DW 11/86, 96.6% purity) administered orally in the diet to 50 CD-1 mice/sex/dose at 0, 10, 100, 
and 1000 mg/kg/day for 104 weeks.  No treatment-related clinical signs or survival rates were 
detected. High dose males showed a decrease in body weight gain from weeks 17 to 92 (83% 
of control, P<0.05).  Gross necropsy and histopathology did not reveal any evidence of 
treatment-related lesions.  No signs of carcinogenicity were detected in either sex at dose levels 
up to 1000 mg/kg/day. NOAEL (M/F) = 1000 mg/kg/day [No adverse effects]. NOEL (M) = 100 
mg/kg/day (reduced body weight gain), (F) = 1000 mg/day/day (no effects at HDT). Acceptable
(Leung, 6/27/96). 

GENOTOXICITY  

Gene mutation 
** 52068-020 145436 842  "Bacterial Mutagenicity Test on ZTH 236Z40" by F. Oesch, Institute 
of Toxicology, University of Mainz, Mainz, Germany (project #SP 783; 11/28/85). Salmonella 
typhimurium his- strains TA 100, TA 1535, TA 1537 & TA 98 and Escherichia coli trp- strain 
WP2 uvrA were exposed to ZTH 236Z40 (batch #X84; 97.8% purity) in 2 separate expts. using 
duplicate or triplicate dishes. Doses in the presence of S9 were 0, 5, 15.8 (only TA 1537, expt. 
1), 50, 158 (only TA 1537, expt. 1), 500*, 1580* & 5000* ug/plate (asterisks indicate the 
presence of a precipitate), and, in the absence of S9, 15.8 (only TA 1537, expt. 1), 50, 158, 
500*, 1580* & 5000* ug/plate. Despite the success of several positive control agents (+S9: 10 
mg/plate benzo[a]pyrene, 10 or 50 ug/plate 2-aminoanthracene & 90 ug/plate 3-methylcholan-
threne; -S9: 1 ug/plate benzo[a]pyrene 4,5-oxide, 10 ug/plate MNNG & 15 ug/plate ENNG), the 
number of revertant colonies did not increase at any test article concentration, -/+ S9 
microsomes. Toxicity, measured by survival of a known number of exogenously added his+ TA 
1537 spontaneous revertants in the presence of his- bacteria (usually TA 1537), was not 
observed. ZTH 236Z40 is not mutagenic in the Ames assay under the conditions tested. 
Acceptable. (Rubin, 6/4/96) 

** 52068-020 145437 842  "Detection of Gene Mutations in Somatic Mammalian Cells in 
Culture: HGPRT-Test with V79 Cells [CME 151-Z50]" by H.G. Miltenburger, Laboratory for 
Mutagenicity Testing, Technische Hochschule Darmstadt, Germany (project #LMP 180 B; 
5/11/87. After plating 8x105 cells/175 cm2 flask on day 1, cultures were exposed for 4 hr to a 
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range of CME 151-Z50 (batch #Dw 11/86; technical product) concentrations on day 2, 
subcultured on day 5, subcultured on day 9 at ~6x105 cells/80 cm2 flask (5 replicates) in the 
presence of the selective agent (11 mg/ml thioguanine) and fixed/stained for colony counts on 
day 16. 6 separate experiments -/+ S9 microsomes were conducted at a concentration range 
between 0 & 230 ug/ml (-S9) and between 0 & 300 ug/ml (+S9). Preliminary experiments 
generally showed severe toxicity (inhibition of plating efficiency of ~50% or greater) at ~200 
mg/ml. Despite the success of the positive controls (-S9, 1 mg/ml ethyl methane sulfonate; +S9, 
15.4 ug/ml dimethylbenzanthracene) in increasing the # of mutant colonies per 106 cells (i.e., 
the number of cells capable of forming colonies in the presence of the selective agent), no such 
behavior is seen at any concentration of test article regardless of the presence or absence of S9 
microsomes. The test article is, therefore, not considered mutagenic under the conditions 
tested. Acceptable. (Rubin, 6/6/96) 

** 52068-020 145438 842  "Bacterial Mutagenicity Studies with CME-151" by T.M. Brooks & 
D.E. Wiggins, Sittingbourne Research Centre, Kent, England (project #SBGR.88.241; 1/9/89). 
Salmonella typhimurium his- strains TA 98, TA 100, TA 1535, TA 1537 & TA 1538, and 
Escherichia coli trp- strain WP2 uvrA pKM101 were exposed to CME 151 (batch #T3/85; 94% 
purity) in 2 separate expts. using triplicate dishes. Doses - & + S9 microsomes, were 31.3, 62.5, 
125, 250, 500, 1000, 2000 & 5000 ug/plate. Test article precipitation occurred at 1000 ug/plate. 
Despite the success of several positive control agents, the number of revertant colonies did not 
increase at any test article concentration, -/+ S9 microsomes. Toxicity, evident in the 
degradation of the background bacterial lawn, occurred only in the TA 1537 strain 
(concentration range not reported). CME-151 is not mutagenic in the Ames assay under the 
conditions tested. Acceptable. (Rubin, 6/7/96) 

** 52068-020 145440 842  "Evaluation of the Mutagenic Activity of Dimethomorph in an In Vitro 
Mammalian Cell Gene Mutation Test with V79 Chinese Hamster Cells (with independent 
repeat)" by E.J. van de Waart, RCC NOTOX B.V., Hambakenwetering, The Netherlands (project 
#058747; 8/7/91). 6x106 suspended cells (106 cells/ml)/dose were exposed for 2 hr to (-S9) 0, 
10, 33*, 100*, 133*, 180* & 237 ug/ml Dimethomorph (batch #KSLA/2; 98.6% purity) and (+S9) 
0, 33, 100, 133*, 180*, 237* & 333* ug/ml (doses established by cytotoxicity screens; asterisks 
indicate the concentrations chosen for mutation frequency analysis). After exposure the cells 
were rinsed twice, resuspended for a 7-day expression period and replated at 105 cells/9-cm 
dish (10 replicates) in the presence of the selective agent 6-thioguanine (5 ug/ml) for 7-10 days 
before enumerating mutant colonies. 2 independent experiments were conducted using single 
cultures at each dose. Despite the success of the positive controls (-S9, 6 mM 
ethylmethanesulfonate; +S9, 8 mM dimethylnitrosamine) in increasing the # of mutant colonies 
per 105  cells (i.e., the number of cells capable of forming colonies in the presence of the 
selective agent), no such behavior is seen at any concentration of Dimethomorph regardless of 
the absence or presence of S9 microsomes. Dimethomorph is, therefore, not considered 
mutagenic under the conditions tested. Acceptable. (Rubin, 6/20/96) 

Chromosome damage  
** 52068-020 145439 843  "Evaluation of the Ability of Dimethomorph to Induce Chromosome 
Aberrations in Cultured Peripheral Human Lymphocytes" by E.J. van de Waart, RCC Notox 
B.V., Hambakenwetering, The Netherlands (project #058725; 8/23/91). Peripheral human 
lymphocytes in whole blood from a healthy male volunteer were cultured for 48 hr (0.4 ml blood 
in 5 ml medium) prior to exposure to test article (batch #KSLA/2; 98.6% dimethomorph), -/+ S9, 
for 2 hr followed by incubation for 21-23 hr or for 45-47 hr. Cell division was arrested during the 
last 3 hr by 0.5 mg/ml colchicine and chromosome spreads were produced for analysis. Doses, 
based on 2 cytotoxicity screens for inhibition of mitotic index (with the total # of cells with 
aberrations (-gaps) per 200 metaphases expressed in parentheses) were 0 (0), 10 (1), 100 (2) & 
333 (2) ug/ml (24-h fixation) and 0 (6), 333 (2) & 422 (17) ug/ml (48-h fixation) in the absence of 
S9, and 0 (2), 1 (3), 10 (3), 333 (0) & 422 (48; p<0.001) ug/ml (24-h fixation) and 0 (1) & 422 (3) 
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ug/ml (48-h fixation). Duplicate cultures were used. 100 metaphase spreads/culture were 
examined for aberrations. The results indicate that the number of aberrations increases at 422 
mg/ml in both the absence and presence of S9. Most of the increase is associated with 
chromatid or chromosome breaks, or chromosome exchanges. The increase may be associated 
with high toxicity (expressed as an inhibition of mitotic index greater than 50% compared to 
controls) in those experiments in which a rise in chromosome aberrations is detected. The 
evidence suggests that dimethomorph is clastogenic in this system, at least in the presence of 
high toxicity. Acceptable. (Rubin, 6/19/96) 

** 020 145442 843 "Chromosome Aberrations in Cells of Chinese Hamster Cell Line V79" by 
H.G. Miltenburger, Laboratory for Mutagenicity Testing, Technische Hochschule Darmstadt, 
Germany (project #LMP 180 C; 8/14/86). CME 151-Z50 (Dimethomorph Technical; batch #Dw 
11/86). Preparation of metaphase chromosome spreads was done 7 hr (high dose), 18 hr (low, 
mid & high dose) & 28 hr (high dose) after the beginning of the 4-hr test article treatment. Doses 
were (-S9) 0, 12, 60 & 160 ug/ml and (+S9) 0, 13, 60 & 170 ug/ml. For the 7-hr interval, 
colcemid was added 2 hr before harvest to cause metaphase arrest. For the 18 & 28-hr 
intervals, colcemid was added 2.5 hr before harvest. The cells were trypsinized, lysed, fixed and 
metaphase chromosome spreads prepared. 200 metaphases (100/duplicate culture) were 
analyzed at each dose. Positive controls were run only at the 18-hr interval. For the 7-hr, 
interval solvent control and treated percent aberrant cells excluding gaps was (-S9) 0.50 & 4.00 
and (+S9) 0.50 & 3.50, respectively. For the 18-hr interval, these values were (-S9) 3.00, 2.50, 
2.00 & 4.00, with the 0.94 mg/ml ethyl methane sulfonate positive control at 4.50, and (+S9) 
0.00, 3.50, 1.00 & 1.00, with the 1.40 ug/ml cyclophosphamide positive control at 12.50. For the 
28-hr interval, these values were (-S9) 0.50 & 1.50 and (+S9) 0.50 & 1.50. An apparent increase 
in % cells with aberrations thus occurred -/+ S9 at the 7-hr interval and -S9 at the 18 & 28-hr 
intervals. Chromosome breaks appeared to be the aberration most consistently induced. Note 
also that the system sensitivity is not high -S9 as evidenced by the apparently low percent of 
aberrant cells induced by ethyl methane sulfonate. CM-151 Z50 is a potential clastogen in V79 
cells. Acceptable. (Rubin, 6/21/96) 

** 020 145443 843 "Chromosome Aberrations in Cells of Chinese Hamster Cell Line V79" by 
H.G. Miltenburger, Laboratory of Mutagenicity Testing, Technische Hochschule Darmstadt, 
Germany (project #LMP 275; 4/27/87). CME 151-Z50 (Dimethomorph Technical; batch #Dw 
11/86). Preparation of metaphase chromosome spreads was done 7 hr (high dose; -/+ S9) and 
18 hr (low, mid & high dose; -S9 only) after the beginning of the 4-hr test article treatment. 
Doses were (-S9) 0, 12, 60 & 160 ug/ml and (+S9) 0 & 170 ug/ml. Colcemid was added 2 (7-hr 
interval) or 2.5 (18-hr interval) before harvest to cause metaphase arrest. The cells were 
trypsinized, lysed, fixed and metaphase chromosome spreads prepared. 400 metaphases (100 
per quadruplicate culture) were analyzed at each dose. Positive controls were run only at the 
18-hr interval. For the 7-hr interval, solvent control and treated percent aberrant cells excluding 
gaps was (-S9) 1.25 & 3.50 and (+S9) 1.25 & 6.75, respectively. For the 18-hr interval, these 
values were (-S9) 1.25, 1.75, 1.25 & 3.50, with the 0.94 mg/ml ethyl methane sulfonate positive 
control at 6.50, and (+S9) with the 1.40 ug/ml cyclophosphamide positive control at 13.00. The 
increases in % cells with aberrations -S9 at the 7- & 18-hr intervals were statistically significant, 
but their biological significance is obscured because they were within the historical control range 
(0-4%). A larger effect was evident +S9 (7-hr interval). Chromosome breaks and, perhaps, 
isobreaks & fragments appear to be the aberrations most consistently induced. While 
cytotoxicity is observed at the high doses (20-30% inhibition of mitotic index), it is not 
considered overwhelming. CM-151 Z50 is thus considered to be a clastogen in V79 cells. 
Acceptable. (Rubin, 6/24/96) 

** 52068-021 145446 843  "Mouse Micronucleus Test on CME 151 Technical Material" by K.J. 
Proudlock et al, Huntingdon Research Centre Ltd., Huntingdon, England (project #SLL 
169/89932; 10/17/89). CME 151 Technical Material (98.5% purity; batch #3 SRC Ref 
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ST89/116). 15 mice/sex were exposed by intragastric gavage to 0 (aqueous 1% methylcellulose 
control, 20 ml/kg) or 5000 mg/kg test article (5/sex received 12 mg/kg mitomycin C as the 
positive control). 5/sex were sacrificed at 24, 48 & 72 hr post dose (positive controls at 24 hr 
only) and separate bone marrow smears prepared from each femur (though only 1 smear was 
ultimately analyzed). Smears were examined for micronucleated cells per 1000 polychromatic 
erythrocytes (PCE) per animal. PCE/NCE (normochromatic erythrocytes) was determined as an 
indicator of toxicity. There were no deaths. Clinical signs included piloerection and hunched 
posture, clearing by 4 hr post dose. Despite the success of the positive control in inducing a 
significant increase in micronucleated PCEs and a decrease in PCE/NCE, the test article had no 
discernable effect. Acceptable. (Rubin, 6/27/96) 

** 52068-021 145447 843  "Micronucleus Test in Bone Marrow Cells of the Mouse with 
Dimethomorph" by E.J. van de Waart, RCC NOTOX B.V., Hambakenwetering, The Netherlands 
(project #058736; 7/31/91). Dimethomorph (98.6% purity; batch #KSLA/2). 15 mice/sex were 
exposed by intraperitoneal injection to 0 (DMSO control, 5 ml/kg), 20, 100 or 200 mg/kg test 
article (5/sex received 50 mg/kg cyclophosphamide as the positive control). 5/sex were 
sacrificed at 24, 48 & 72 hr post dose (low dose group at 48 hr only & positive controls at 24 hr 
only) and bone marrow smears were prepared from both femurs. Smears were examined for 
micronucleated cells per 1000 polychromatic erythrocytes (PCE) per animal. PCE/NCE 
(normochromatic erythrocytes) was determined per 1000 erythrocytes as an indicator of toxicity. 
4 HD males and 7 HD females died w/i the 72 hr period. Clinical signs were not reported. 
Despite the success of the positive control in inducing a significant increase in micronucleated 
PCEs, such an effect was not seen with the test article.  The positive control also caused a 
steep reduction in PCE/NCE ratio indicating marrow toxicity, in contrast to the low or 
non-existent decreases associated with the test article. Dimethomorph does not induce 
micronuclei under the conditions tested. Acceptable. (Rubin, 6/28/96) 

SUMMARY 
Increased frequency of chromosomal breaks were detected in three studies (see one-liners for 
record #s 145439, 145442 and 145443).  These increases in structural chromosomal 
aberrations occurred either in the presence of excessive toxicity (>50% inhibition of mitotic 
index) or their biological significance was obscured because they were within historical control 
range (0 - 4%). 

DNA damage or miscellaneous effects  
** 52068-020 145441 844  "Unscheduled DNA Synthesis in Hepatocytes of Male Rats In Vitro 
(UDS test)" by H.G. Miltenburger, Laboratory for Mutagenicity Testing, Technische Hochschule 
Darmstadt, Germany (project #LMP 180 A; 7/10/86). After a 1-hr pre-incubation of 3.5-4x106 

primary hepatocytes/dose, CME-151 Z50 (batch #Dw 11/86; TGAI) and 1 mg/ml 3H-thymidine 
were added for a further 3 hr @ 37oC. Doses, based on a preliminary cytotoxicity screen, were 
0, 2.5, 10, 25, 100 & 250 ug/ml. Each dose had 6 replicates. The flasks were placed in ice water 
to terminate the incubation followed by 2 rinses, cell lysis, nuclear lysis, DNA isolation and 
determination by scintillation counting of thymidine incorporation into DNA. Despite the success 
of the positive control (25.64 ug/ml dimethyl benzanthracene) in increasing by ~3-fold the 
incorporation of 3H-thymidine into DNA (interpreted as an increase in repair DNA synthesis in 
quiescent cells), no such behavior was detected at any concentration of test article. CME-151 
Z50 (Dimethomorph Technical) is, therefore not considered to induce repair synthesis under the 
conditions tested. Acceptable. (Rubin, 6/20/96) 

** 52068-021 145445 844  "Cell Transformation Assay with Syrian Hamster Embryo (SHE) 
Cells" by H.G. Miltenburger, Laboratory for Mutagenicity Testing, Technische Hochschule 
Darmstadt, Germany (project #LMP 180 D; 9/3/86). CME 151-Z50 (Dimethomorph Technical; 
batch #Dw 11/86; 98.7% purity). All cells were secondary cultures. 500 target cells/dish were 
seeded onto 25-cm2 flasks that had been seeded the day before with 40,000-60,000 irradiated 
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feeder cells. After 24 hr test substance was added along with S9 microsomes (if appropriate). 
Test article was removed with a medium change at 6 hr (-/+ S9) or at 48 hr (-S9 only). Cultures 
were scored for transformed colonies (colonies showing criss-cross growth in the marginal zone 
and piling up in the middle) 7-9 days after the original seeding. 1000 colonies/dose from 10 
parallel flasks/dose were scored. Doses and treatment times were established in an 
undocumented preliminary experiment. Doses were (6- & 48-hr treatment, -/+ S9) 0 (negative & 
solvent controls), 5, 10, 25 & 50 ug/ml, and (6-hr treatment) 0 (negative & solvent controls), 25, 
250, 260 & 265 ug/ml. A dose-dependent decrease in colony forming efficiency (ranging 
between 100% and 47% relative survival) was noted under all conditions and indicated a 
cytoprotective effect of S9. Despite the ability of the positive controls to induce transformation 
(-S9, 0.5 ug/ml MNNG induced 1.7 and 1.6% transformation with the 6- & 48-hr treatments vs. 
0% in controls; +S9, 5 mg/ml B[a]P induced 1.5% transformation with the 6-hr treatment vs. 0% 
in controls), at no test article concentration were more than 0.1% of the colonies transformed, 
and these were attributed to spontaneous transformation (the historical control rate of 0.06% is 
based on more than 60,000 colonies scored). CME 151-Z50 does not induce cell transformation 
under the conditions tested. Acceptable. (Rubin, 6/25/96) 

REPRODUCTIVE TOXICITY, RAT 
** 019; 145435; "Two Generation Oral (Dietary Administration) Reproduction Toxicity Study in 
Rat (Two Litters in the F1 Generation)" (I. Osterburg, Hazleton Lab. Deutschland GmbH, 
Muenster, Germany, Lab. Report # 763-460-022, 10/3/90).  SAG 151 (Batch # DW 11/86, 
96.6% purity) was administered in the diet to 30 Sprague-Dawley rats/dose at 0, 100, 300 and 
1000 ppm for 2 generations. Calculated mean daily test article intake for males: 0, 6.3, 18.9, 
and 63.0 mg/kg/day, respectively; for females: 0, 7.9, 24.0, and 72.6 mg/kg/day, respectively.  
Report does not identify by animal # the mating pairs. One control and one 300 ppm female 
from the P generation died on day 1 postpartum.  Necropsy revealed dead offspring. High dose 
females from the P1 generation exhibited lower mean body weight than control during the 
premating period (weeks 2, 4 - 15, 93.2% of control, p <0.05) with reduced food consumption 
(weeks 1 - 5, 91.9% of control, p < 0.05).  However, body weight and food consumption were 
comparable in F1 generation females in all dose groups. No adverse effects [Parental NOAEL 
= Reproductive NOAEL = 1000 ppm].  No treatment-related effects on fertility, reproductive 
performance, necropsy, and histopathology were detected in animals from the P1 and F1 
generation. Nominal Paternal NOEL = 1000 ppm (63 mg/kg), Nominal Maternal NOEL = 300 
ppm (24.0 mg/kg, reduced body weight and food consumption), Nominal Reproductive NOEL = 
1000 ppm (M: 63 mg/kg, F: 72.6 mg/kg, no effect on fertility and general reproductive 
performance). acceptable. (Leung, 7/12/96). 

DEVELOPMENTAL TOXICITY 

Rat 
** 017; 145430-1; "Oral (Gavage) Teratogenicity Study in the Rat" (W. Mueller, Hazleton Lab. 
Deutschland GmbH, Munster, Germany, Lab. Project ID. # 460/23, 8/11/89). SAG 151 (Batch 
DW 11/86, 96.6% purity) suspended in water, was administered by oral gavage to 30 pregnant 
rats/dose at 0, 20, 60, 160 mg/kg/day on days 6 - 15 of gestation.  Due to low number of 
pregnant rats in the original dose groups, 5 additional pregnant rats were added to the original 
25 rats in each group to assure a sufficient number of animals for evaluation.  One high dose 
dam died on day 13 of gestation due to intubation error. One dam at 60 mg/kg and two dams at 
160 mg/kg revealed 100% intra-uterine deaths at necropsy. Reduced mean body weight gain 
from days 6 - 10 of gestation and decreased food consumption from days 6 - 15 were evident. 
No adverse effects. Slight increased mean postimplantation loss (2.2 vs. 0.5, p > 0.05) based 
on slight increased mean number of early resorptions due to two animals with 100% 
intra-uterine deaths, did not reveal any teratogenic effect.  Maternal NOEL = 60 mg/kg/day 
(reduced mean body weight gain), Developmental NOEL = 60 mg/kg/day (postimplantation 
loss); acceptable (Leung, 7/5/96). 
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Rabbit 
** 018; 145432-4; "Oral (Gavage) Teratogenicity Study in the Rabbit" (W. Muller, Hazleton Lab. 
Deutschland GmbH, Munster, Germany, Lab. Project ID # 460/24, 6/19/89). CME 151 (Batch # 
DW 11/86, 96.6% purity) suspended in water, was administered by oral gavage on days 6 - 18 
of gestation to 22 inseminated rabbits at 0, 135, 300, and 650 mg/kg/day. Mortalities due to 
gavage error were reported in all dose groups: 1, 1, 1, and 3, respectively. Other unscheduled 
deaths included one each in the mid and high dose groups were noted. To assure sufficient 
number of animals for evaluation 4 inseminated rabbits were added to the original 18 rabbits of 
each dose group.  Three pregnant rabbits at the high dose aborted their fetuses.  Reduced 
mean maternal body weight with food consumption was observed at 650 mg/kg.  No evidence of 
teratogenicity was detected.  No adverse effects. Maternal NOEL = 300 mg/kg (reduced mean 
body weight with food consumption), Developmental NOEL = 300 mg/kg (dead fetuses).  
acceptable. (Leung, 7/8/96) 

NEUROTOXICITY  

Acute neurotoxicity, rat  
** 52068-0130; 270803; “BAS 550 F (Dimethomorph)-Acute Oral Neurotoxicity Study in Wistar 
Rats-Administration via Gavage”; (R. Buesen, R. Stark, S. Groeters, E. Fabian, B. van 
Ravenzwaay; Experimental Toxicology and Ecology, BASF SE, 67056 Ludwigshafen, Germany; 
Project No. 61S0271/01245; 2/10/11); Ten Wistar rats/sex/group were dosed orally by gavage 
with 0 (vehicle: aqueous 1% carboxymethyl cellulose), 250, 500 or 2000 mg/kg of BAS 550 F 
(Dimethomorph Technical) (batch no. AC9978-131; purity: 97.5%).  One female in the 2000 
mg/kg group was found dead on day 2. In the functional observational battery, females in the 
2000 mg/kg group demonstrated a reduced degree of exploration and the females in the 500 
and 2000 mg/kg groups exhibited a diminished approach response overall on day 0. The motor 
activity of both sexes in all of the treatment groups was reduced on day 0 (p<0.01).  No 
treatment-related lesions were observed in the neuropathology evaluation.  No adverse effect 
indicated. Acute Neurotoxicity NOEL: (M/F) < 250 mg/kg (based upon the reduced motor 
activity on day 0 noted for the 250 mg/kg treatment group); Study acceptable.  (Moore, 8/6/14) 

90-day neurotoxicity, rat  
** 52068-0129; 263277; “BAS 550 F – Subchronic Neurotoxicity Study in Wistar Rats; 
Administration in the Diet for 3 Months”; (U. Kaspers, W. Kaufmann, B. van Ravenzwaay; 
Experimental Toxicology and Ecology, BASF SE, 67056 Ludwigshafen/Rhein, Germany; Study 
ID No. 63S0271/01095; 4/30/04); Ten Wistar rats/sex/group received 0, 300, 800, or 2400 ppm 
of BAS 550 F (Dimethomorph technical) (batch no. AC 9978-131; purity: 98.3) in the diet for 13 
weeks ((M) 0, 21.7, 58.7, 177.9 mg/kg/day, (F) 0, 25.7, 69.6, 204.0 mg/kg/day).  The mean body 
weight and/or body weight gain of both sexes in the 2400 ppm group was less than that of the 
control animals (p<0.01 or 0.05).  The mean food consumption of these animals was also less 
than that of the control group animals particularly at the initiation of the study.  There was no 
treatment-related effect noted in the FOB, motor activity assessment, ophthalmology, brain 
weights or histopathological examinations.  No adverse effect was evident. Rat Subchronic 
Neurotoxicity NOEL: (M/F) 2400 ppm ((M) 177.9 mg/kg/day, (F) 204 mg/kg/day) (based upon 
the lack of a neurotoxic treatment effect evident in either sex at the 2400 ppm treatment level); 
Study acceptable.  (Moore, 8/11/15) 

Developmental neurotoxicity, rat 
    Study not submitted nor required at this time. 

Delayed neurotoxicity, hen  
    Study not submitted nor required at this time. 
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IMMUNOTOXICITY 
   Study has not been submitted at this time. 

ENDOCRINE DISRUPTOR STUDIES
    Study not submitted nor required at this time. 

SUPPLEMENTAL STUDIES 

Rat Acute Intraperitoneal Injection Toxicity Study
    009; 145394; "Acute Toxicity Study in Rats After Intraperitoneal Injection" (Heusener, A. et al, 
E. Merck, Darmstadt, Institute of Toxicology, Germany, Report No. T 12 932, 9/5/86). CME 151, 
Batch: Dw 11/86, prepared with 0.1% aqueous Tween 80, was injected into the intraperitoneal 
cavity of 5 Emd: Wi-AF/Han (SPF) rats per sex per dose.  Doses of 200, 350, and 500 mg/kg 
were used. Mortalities occurred as follows: 0/5, 3/5, 5/5, respectively for males and 0/5, 5/5, 
4/5, respectively for females. Piloerection, incomplete eyelid closure, increased lacrimation, 
hemorrhagic lacrimation, blood-crusted snout, salivation, lateral position, abdominal position, 
tonic-clonic convulsions,  apathy, dyspnea, opisthotonus, and respiratory sounds were 
observed. Necropsy on the mortalities revealed agonal lung alterations (congestion, edema, 
atelectasia, emphysema), test material deposition in abdominal cavity, light discoloration of the 
liver (diffuse hydropic liver cell degeneration and liver cell necrobiosis the histologic correlate), 
hemorrhagic erosions of the gastric mucosa, mucous contents in the small intestine, dark 
discoloration of the mesenteric lymph nodes (sinus histiocytosis), and cortical capsular nodules 
in the adrenals; necropsy on the survivors revealed slight enlargement of the liver.  LD50 

(M)=327 (261-410) mg/kg, LD50 (F)=297 (231-380) mg/kg, LD50 (M/F)=312 (262-371) mg/kg. 
Supplemental study (test material injected into the peritoneal cavity).  (Corlett, 5/30/96) 


