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MINIMAL RISK LEVEL (MRL) WORKSHEET 
 
Chemical Name: Uranium (soluble forms) 
CAS Numbers: Multiple 
Date: July 2012 
Profile Status: Draft 2, Postpublic Comment 
Route: [ ] Inhalation  [X] Oral 
Duration: [ ] Acute  [X] Intermediate  [ ] Chronic 
Graph Key: 39 
Species: Rat 
 
Minimal Risk Level:  0.0002  [X] mg/kg/day  [ ] ppm  [ ] mg/m3 
 
Reference:  Gilman AP, Villeneuve DC, Secours VE, et al.  1998a.  Uranyl nitrate 28-day and 91-day 
toxicity studies in the Sprague-Dawley rat.  Toxicol Sci 41(1):117-128. 
 
Experimental design:  Five groups of Sprague-Dawley rats (15/sex/dose, 60 g) were exposed to uranium 
as uranyl nitrate in drinking water (0, 0.96, 4.8, 24, 120, and 600 mg/L) for 91 days.  Time-weighted 
average doses calculated by the authors from fluid intake data were <0.0001 (control group), 0.06, 0.31, 
1.52, 7.54, and 36.73 mg U/kg/day in males and <0.0001 (control), 0.09, 0.42, 2.01, 9.98, and 53.56 mg 
U/kg/day in females.  Clinical signs were monitored daily and body weights were measured weekly; fluid 
intake and feed consumption were also measured, but the frequency was not reported.  Hematological 
parameters serum clinical chemistry (sodium, potassium, phosphate, bilirubin, alkaline phosphatase, 
aspirate aminotransferase, total protein, calcium, cholesterol, glucose, uric acid, lactate dehydrogenase, 
sorbitol dehydrogenase), organ weights, and histopathology (tissues examined: adrenal, brain [three 
sections], bone marrow, bronchi, colon, duodenum, epididymis, stomach [gastric cardia, fundus, and 
pylorus], heart, kidney, liver, lungs, mesenteric and mediastinal lymph nodes, ovary, pancreas, 
parathyroid, pituitary, salivary glands, skeletal muscle, spleen, testes, thoracic aorta, thymus, thyroid, 
trachea, and uterus) were assessed at termination.  Uranium residues were measured in samples of brain, 
liver, spleen, liver, kidney, and bone in the control and two highest dose groups. 
 
Effect noted in study and corresponding doses:  Hematological and biochemical parameters were not 
affected in a significant exposure-related manner.  Statistically significant increases in renal lesions 
included cytoplasmic vacuolization (0/15, 9/15, 7/15, 12/15, 9/15, 7/15), tubular dilation (0/15, 4/15, 
5/15, 10/15, 4/15, 5/15), and lymphoid cuffing (0/15, 6/15, 6/15, 2/15, 7/15, 10/15) in males at ≥0.06 mg 
U/kg/day; capsular sclerosis (0/15, 5/15, 4/15, 3/15, 6/14, 5/14), tubular anisokaryosis (0/15, 5/15, 4/15, 
3/15, 6/14, 5/14; not significant at 2.01 mg U/kg/day), and interstitial reticulin sclerosis (1/15, 9/15, 8/15, 
7/15, 6/14, 5/14) in females at ≥0.09 mg U/kg/day; nuclear vesiculation in males (0/15, 6/15, 10/15, 6/15, 
8/15) and females (0/15, 6/15, 6/15, 7/15, 4/14, 7/14) at ≥0.06/0.09 mg U/kg/day; and glomerular 
adhesions (2/15, 4/15, 10/15, 10/15, 10/15, 11/15) and cytoplasmic degeneration (0/15, 2/15, 11/15, 
13/15, 7/15, 7/15) in males at ≥0.31 mg U/kg/day.  Lesions were also observed in the liver at all doses 
including anisokaryosis, vesiculation, increased portal density, perivenous vacuolation, and homogeneity; 
the investigators considered these adaptive and likely reversible.  Thyroid lesions were observed in both 
sexes (multifocal reduction of follicular size, increased epithelial height in males at 0.31 mg/kg/day and 
females at 2.01 mg/kg/day).  A decreased amount and density of colloid in the thyroid was observed in 
males only.  Sinus hyperplasia of the spleen was observed in males and females at 
36.73/53.56 mg/kg/day. 
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Dose and end point used for MRL derivation:  0.06 mg U/kg/day, renal toxicity.  This is considered a 
minimal LOAEL. 
 
[ ] NOAEL  [X] LOAEL 
 
Uncertainty Factors used in MRL derivation: 
 
 [x]  3 for use of a minimal LOAEL 
 [x]  10 for extrapolation from animals to humans 
 [x]  10 for human variability 

  
Was a conversion factor used from ppm in food or water to a mg/body weight dose?  No, doses were 
calculated by the authors on the basis of measured water intake. 
 
If an inhalation study in animals, list conversion factors used in determining human equivalent dose:  Not 
applicable. 
 
Was a conversion used from intermittent to continuous exposure?  Not applicable. 
 
Other additional studies or pertinent information that lend support to this MRL:  No studies have been 
identified that examined the toxicity of uranium in humans following an intermediate-duration oral 
exposure.  A number of studies have examined the intermediate-duration oral toxicity of uranium in 
laboratory animals.  Most of these studies involved exposure to soluble uranium compounds such as 
uranyl nitrate and uranyl acetate; there are limited data on moderately soluble or insoluble uranium 
compounds.  The available data suggest that the kidney is the most sensitive target of uranium toxicity; at 
higher dose levels, neurological, reproductive, and developmental effects have been reported.  At lower 
concentrations, histological alterations have been observed in the proximal tubules, glomerulus, and/or 
renal interstitium in rats and mice exposed to uranyl nitrate in drinking water (Berradi et al. 2008; Gilman 
et al. 1998a, 1998b, 1998c; McDonald-Taylor et al. 1992, 1997).  At higher concentrations (40.38 mg 
U/kg/day), evidence of renal dysfunction (e.g., glycosuria, proteinuria) has also been observed (Gilman et 
al. 1998c).  The Gilman et al. (1998a, 1998b) studies identified the LOAELs of 0.06 and 0.05 mg 
U/kg/day for renal effects in rats and rabbits, respectively; neither study identified NOAEL values. 
 
The LOAELs for neurological, reproductive, and developmental effects are similar and are about 50-fold 
higher than the LOAEL for renal effects.  Neurological effects such as sleep and behavior alterations and 
decreased spatial memory were observed in rats exposed to 2.5–2.7 mg U/kg/day as enriched uranyl 
nitrate (Houpert et al. 2005, 2007b).  However, no neurological effects were observed in rats similarly 
exposed to the same dose of depleted uranyl nitrate (Houpert et al. 2005).  The investigators suggest that 
the observed effects may have been related to radiological activity.  The reproductive effects consisted of 
decreases in male fertility in rats and mice following exposure to ≥5.6 mg U/kg/day as uranyl acetate 
(Linares et al. 2005; Llobet et al. 1991) and alterations in ovarian folliculogenesis in mice at ≥1.25 mg 
U/kg/day as uranyl nitrate (Arnault et al. 2008; Feugier et al. 2008; Kundt et al. 2009).  A recent study by 
Raymond-Whish et al. (2007) also reported alterations in ovarian folliculogenesis in mice, but the effects 
were at an extremely low dose (0.00039 mg U/kg/day).  Additional data are needed to support whether 
reproductive effects occur at this dose level and to evaluate the toxicological significance of the observed 
effect (reduced number of small primary follicles, but no effect on primordial, secondary/growing, 
healthy, or atretic follicle populations).  Developmental effects have been observed in rats and mice; most 
effects occurred at maternally toxic doses.  The observed effects included neurobehavioral effects in the 
offspring of rats exposed premating and during gestation and lactation to 4.3 mg U/kg/day as enriched 
uranyl nitrate (Houpert et al. 2007a), decreases in pup body weight at ≥2.8 mg U/kg/day as uranyl acetate 
(Paternain et al. 1989; Sanchez et al. 2006), decreases in litter size, live fetuses, or viability at ≥14 mg 
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U/kg/day as uranyl acetate (Domingo et al. 1989b; Paternain et al. 1989), and altered ovarian 
folliculogenesis in 3-month-old pups of dams exposed to 1.25 mg U/kg/day as uranyl nitrate (Arnault et 
al. 2008). 
 
The LOAELs of 0.05 and 0.06 mg U/kg/day for kidney effects in rats and rabbits (Gilman et al. 1998a, 
1998b) were considered as possible points of departure for an intermediate-duration oral MRL for soluble 
uranium compounds.  Although the rabbit study identified the slightly lower LOAEL, the rat LOAEL was 
selected as the point of departure for the MRL due to possible subclinical infection in the rabbits.  Gilman 
et al. (1998b, 1998c) conducted two 91-day studies in rabbits.  The kidney uranium levels for the two 
studies were not comparable; rabbits in the first study (Gilman et al. 1998b) had higher kidney uranium 
levels than in the second study (Gilman et al. 1998c) even though the dose was lower in the first study 
(28.70 mg U/kg/day dose and 4.98 µg U/g kidney level in the Gilman et al. 1998b study compared to 
40.98 mg U/kg/day dose and 3.48 µg U/g kidney level in the Gilman et al. 1998c study).  In the Gilman et 
al. (1998b) study, the male rabbits were not SPF derived and four animals developed Pasteurella 
multocida infections during the study; Gilman et al. (1998c) suggested that even though the affected 
rabbits were removed from the study, it is possible that other animals had a subclinical infection and that 
this may have increased sensitivity.  Thus, the rat study was selected as the basis of the MRL; the rats 
used in the Gilman et al. (1998a) study were SPF derived.  The Raymond-Whish et al. (2007) study was 
not selected as the point of departure because there are no other data to support this extremely low value 
and the toxicological significance of this slight change in one follicle population is not known. 
 
Other Issues 
The results of a serial study in which rats were exposed to several doses of uranyl nitrate in the diet for up 
to one year (Maynard et al. 1953) coupled with the rat 2-year study (Maynard and Hodge 1949; Maynard 
et al. 1953) suggest that at low exposures the renal tubular epithelium is regenerated and continued 
exposure does not result in more severe effects.  However, at higher doses, the capacity to regenerate the 
renal tubular epithelium is exceeded and tubular atrophy is observed.  In the serial study (Maynard et al. 
1953), exposure to 170 mg U/kg/day as uranyl nitrate in the diet resulted in regeneration of the renal 
tubular epithelium after 2 weeks of exposure; there was no progression of renal damage with continued 
exposure and the renal tubules in rats exposed for 2 weeks were similar to those exposed for 1 year.  
Additionally, a 2 year exposure to 170 mg U/kg/day did not result in any further damage to the kidneys 
(Maynard and Hodge 1949; Maynard et al. 1953).  In contrast, regeneration was observed in the first 
month of the exposure to 660 mg U/kg/day, however, with continued exposure, tubular atrophy was 
observed at 6–8 weeks.  The severity of the atrophy and the areas of the kidney affected by uranium 
increased with duration.  Given these data on the ability of the kidney to repair renal damage at low doses, 
the intermediate-duration oral MRL may be protective for chronic exposures. 
 
 
Agency Contacts (Chemical Managers):  Sam Keith, Obaid Faroon, Nickolette Roney, Franco 
Scinicariello, Sharon Wilbur 
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