STUDY PROFILE

Name of Chemical/Technical

Study Type:  Carcinogenicity [dietary, gavage, drinking water, dermal or inhalation] - rat 

OPPTS Guideline Number:870.4200

Title of the Study:

Study Identification:

Prepared for:

Health Effects Division

Office of Pesticide Programs

U.S. Environmental Protection Agency

Prepared by:

Name of Registrant/Sponsor/Company
Study Report Date:

	STUDY PROFILE

prepared by [name of submitting company/lab]


STUDY TYPE:  Carcinogenicity [dietary, gavage, drinking water, dermal or inhalation] - rat; OPPTS 870.4200a [§83-2a].

TEST MATERIAL (PURITY): [use name of material tested as referred to in the study (common agency chemical name in parenthesis)]
SYNONYMS: [other names and code names]
CITATION:
Author [up to 3] (Date) Title. Laboratory name (location if needed). Laboratory report number, full study date. MRID [no hyphen]. Unpublished (OR if published, list Journal name, vol.:pages)
SPONSOR:
(Name of Study Sponsor - indicate if different from Applicant).
INVESTIGATORS’ EXECUTIVE SUMMARY:
In a carcinogenicity study (MRID [number]) [Chemical name (% a.i., batch/lot #)] was administered to [(# of animals) species, strain]/sex/dose in [dietary, gavage, drinking water, dermal or inhalation] at dose levels of 0, x, x, or x ppm (equivalent to 0, x, x, x  mg/kg bw/day) for (duration). 

[Describe toxicity briefly following instructions for exec summary paragraph 2.  If there is no toxicity, state that there were no compound related effects on mortality, clinical signs, body weight, food consumption, hematology, clinical chemistry, organ weights, or gross and histologic (including tumors) pathology.  Note if there was a NOAEL for clinical findings and when they occurred (for Acute reference dose consideration during subsequent risk assessment.)].  The LOAEL is     mg/kg/day, based on           .  The NOAEL is      mg/kg/day.
At the doses tested, there was (not) a treatment related increase in tumor incidence [specify tumor type] when compared to controls. (brief description).  Dosing was (not) considered adequate based on (mention critical endpoint noted above).
I. MATERIALS AND METHODS
A. MATERIALS:
	1. Test Material:
	 [as named in study]

	
	Description:
	[e.g., technical, nature, color, stability]

	
	Lot/Batch #:
	

	
	Purity:
	        % a.i.

	
	Compound Stability: 
	

	
	CAS for TGAI#: 
	

	
	
	[Structure]


2. Vehicle and/or positive control:  [when appropriate], Lot/Batch #; Purity  

	3. Test animals:
	

	
	Species:
	

	
	Strain:
	

	
	Age/weight at study initiation:
	

	
	Source:
	

	
	Housing:
	

	
	Diet:
	 [describe]    ad libitum

	
	Water: 
	 [describe]    ad libitum

	
	Environmental conditions:
	Temperature:

Humidity:

Air changes:

Photoperiod:
	(C

%

/hr

hrs dark/   hrs light

	
	Acclimation period:
	


B. STUDY DESIGN:
1. In life dates - Start:     End:

2. Animal Assignment/Dose Levels:  Animals were assigned  [note how assigned, e.g., random]  to the test groups noted in Table 1.

TABLE 1:  STUDY DESIGN [change heading and units as appropriate for method of administration]
	Test Group
	Conc. in Diet (units)
	Dose to animal

(units)
	Main Study

 #  months
	Interim Sac.

#  months

	
	
	
	Male
	Female
	Male
	Female

	Control
	
	
	
	
	
	

	Low (LDT)
	
	
	
	
	
	

	Mid (MDT)
	
	
	
	
	
	

	High (HDT)
	
	
	
	
	
	


3. Dose Selection:  The dose levels were selected based on the results from [state study type(s)] where [route]- administration of up to [dose] resulted in [state effects]. [Use data from range‑finding study if available.]
4. Diet preparation and analysis: [if diet is route of administration]
Diet was prepared [frequency]  by mixing appropriate amounts of test substance with [type of food eg., Purina Certified Rodent Diet #5001] and was stored at       temperature.  Homogeneity and stability were tested at                      .  During the study, samples of treated food were analyzed [when and at what dose levels] for stability and concentration. 

Results - Homogeneity Analysis:  [range of values]
Stability Analysis:  [range of values]
Concentration Analysis:  [range of values]
5.. Statistics - [list parameters that were analyzed and the statistical methods used]
C. METHODS:
1. Observations:
1a. Cageside Observations
Animals were inspected [frequency] for signs of toxicity and mortality.

1b. Clinical Examinations
Clinical examinations were conducted [frequency].

2. Body weight - 

Animals were weighed [frequency].  

3. Food consumption and compound intake - [if feeding study]
Food consumption for each animal was determined and mean daily diet consumption was calculated as g food/kg body weight/day.  Food efficiency   [if given] [body weight gain in kg/food consumption in kg per unit time X 100] and compound intake (mg/kg bw/day) values were calculated as time-weighted averages from the consumption and body weight gain data.

4. Ophthalmoscopic examination - [if done - not a guideline requirement]
Eyes were examined [when]
5. Hematology & Clinical Chemistry -  

Blood was collected [fasted? method and time of collection and how many animals] for hematology [and clinical analysis? - note: not required for carcinogenicity studies] from all surviving animals at 12 and 18 months.  The CHECKED (X) parameters were examined.

a.  Hematology
	
	Hematocrit (HCT)
	
	Leukocyte differential count*

	
	Hemoglobin (HGB)
	
	Mean corpuscular HGB (MCH)

	
	Leukocyte count (WBC)
	
	Mean corpusc. HGB conc.(MCHC)

	
	Erythrocyte count (RBC)
	
	Mean corpusc. volume (MCV)

	
	Platelet count
	
	Reticulocyte count

	
	Blood clotting measurements
	
	

	
	(Thromboplastin time)
	
	

	
	(Clotting time)
	
	

	
	(Prothrombin time)
	
	


* Minimum required for carcinogenicity studies (Control and HDT unless effects are observed) based on Guideline 870.4200 & OECD 451

b.  Clinical Chemistry*
	
	ELECTROLYTES
	
	
OTHER

	
	Calcium
	
	Albumin

	
	Chloride
	
	Creatinine

	
	Magnesium
	
	Urea nitrogen

	
	Phosphorus
	
	Total Cholesterol

	
	Potassium
	
	Globulins

	
	Sodium
	
	Glucose

	
	
ENZYMES
	
	Total bilirubin

	
	Alkaline phosphatase (ALK)
	
	Total protein (TP)

	
	Cholinesterase (ChE)
	
	Triglycerides

	
	Creatine phosphokinase
	
	Protein electrophoresis

	
	Lactic acid dehydrogenase (LDH)
	
	

	
	Alanine aminotransferase (ALT/also SGPT)
	
	

	
	Aaspartate aminotransferase (AST/also SGOT)
	
	

	
	Gamma glutamyl transferase (GGT)
	
	

	
	Glutamate dehydrogenase
	
	


* Not required for carcinogenicity studies based on Guideline 870.4200 & OECD 451

6. Urinalysis*
Urine was collected from [fasted?] animals at [times].  The CHECKED (X) parameters were examined. 

	
	Appearance
	
	Glucose

	
	Volume
	
	Ketones

	
	Specific gravity
	
	Bilirubin

	
	pH
	
	Blood/blood cells

	
	Sediment (microscopic)
	
	Nitrate

	
	Protein
	
	Urobilinogen


* Not required for carcinogenicity studies based on Guideline 870.4200 & OECD 451

7. Sacrifice and Pathology 

All animals that died and those sacrificed on schedule were subjected to gross pathological examination and the CHECKED (X) tissues were collected for histological examination [note if not all collected tissues were examined - guideline requires full histopathology in control and high-dose groups as well as in animals that were sacrificed or died].  The (XX) organs, in addition, were weighed.

	
	DIGESTIVE SYSTEM
	
	CARDIOVASC./HEMAT.
	
	NEUROLOGIC

	
	Tongue
	
	Aorta, thoracic*
	
	Brain (multiple sections)*+

	
	Salivary glands*
	
	Heart*+
	
	Periph.nerve*

	
	Esophagus*
	
	Bone marrow*
	
	Spinal cord (3 levels)*

	
	Stomach*
	
	Lymph nodes*
	
	Pituitary*

	
	Duodenum*
	
	Spleen*+
	
	Eyes (retina, optic nerve)*

	
	Jejunum*
	
	Thymus
	
	GLANDULAR

	
	Ileum*
	
	
	
	Adrenal gland*+

	
	Cecum*
	
	UROGENITAL
	
	Lacrimal gland

	
	Colon*
	
	Kidneys*+
	
	Parathyroids*

	
	Rectum*
	
	Urinary bladder*
	
	Thyroids*

	
	Liver*+
	
	Testes*+
	
	OTHER

	
	Gall bladder* (not rat)
	
	Epididymides*+
	
	Bone (sternum and/or femur)

	
	Bile duct* (rat)
	
	Prostate*
	
	Skeletal muscle

	
	Pancreas*
	
	Seminal vesicle*
	
	Skin*

	
	
RESPIRATORY
	
	Ovaries*+
	
	All gross lesions and masses*

	
	Trachea*
	
	Uterus*+
	
	

	
	Lung*++
	
	Mammary gland*
	
	

	
	Nose*
	
	
	
	

	
	Pharynx*
	
	
	
	

	
	Larynx*
	
	
	
	


* Required for carcinogenicity studies based on Guideline 870.4200.

+Organ weight required in carcinogenicity studies.

++Organ weight required if inhalation route.

II. RESULTS [describe findings, include tables if needed; tables are recommended to depict any treatment-related findings, thus limiting use of text to highlight specific points]:
A. OBSERVATIONS:
1. Clinical signs of toxicity - [include cageside observations and clinical examinations; note when signs were first observed]
2. Mortality - 

B. BODY WEIGHT [Include a table of body weight gain, especially 0-3, 3-13, (0-13), 13-26, 26-52, 52-75, 75-104 weeks, rather than cumulative weight gain alone, only if there is a treatment related effect.  Other time points should be included as appropriate to get the point across]
TABLE 2: Mean body weights (BW) and body weight gains (BWG)a [SAMPLE - some form of this table is required when there is a treatment-related effect]
	g(SD
	0 (C)
	LDT
	MDT
	HDT

	MALES Initial BW
	
	
	
	

	Final BW
	
	
	
	

	BWG Wk 1 (% C)
	
	
	
	

	BWG Wk 1-13 (%C)
	
	
	
	

	BWG Wk 13-26 (% C)
	
	
	
	

	BWG Wk 26-52 (% C)
	
	
	
	

	BWG Wk 52-75 (% C)
	
	
	
	

	Overall BWG Wk -1-104
	
	
	
	

	FEMALES Initial BW 
	
	
	
	

	Final BW
	
	
	
	

	BWG Wk 1 (% C)
	
	
	
	

	BWG Wk 1-13 (%C)
	
	
	
	

	BWG Wk 13-26 (% C)
	
	
	
	

	BWG Wk 26-52 (% C)
	
	
	
	

	BWG Wk 52-75 (% C)
	
	
	
	

	Overall BWG Wk -1-104
	
	
	
	


C = control

a Data obtained from pages (insert page #s)  in the study report.

*  Statistically different (p <0.05) from the control.

** Statistically different (p <0.01) from the control.
C. FOOD CONSUMPTION AND COMPOUND INTAKE   [if feeding study]
1. Food consumption - 

2. Compound consumption [time-weighted average] [include compound intake in table 1]- 

3. Food efficiency -  [if relevant, - relate to effects on body weight gain]
D. OPHTHALMOSCOPIC EXAMINATION: [if done - not a guideline requirement]
E. BLOOD ANALYSES: [Tables to show treatment-related findings are OPTIONAL, but recommended for treatment-related findings]
1. Hematology - [relate to any histological findings]
2. Clinical Chemistry -  [if done - relate to any histological findings]
F. URINALYSIS:
G. SACRIFICE AND PATHOLOGY:  [Tables are OPTIONAL, but recommended for treatment-related findings; limit text to integration of findings, highlights]
1. Organ weight - [absolute and relative as appropriate, relate to any histological changes]
2. Gross pathology -

3. Microscopic pathology - [relate with other findings, as appropriate]
a)  Non-neoplastic - 

b)  Neoplastic - 

III. INVESTIGATORS’ DISCUSSION AND CONCLUSIONS:  [Note any deficiencies and how they impact on the study results and interpretation, if at all.  Include the following points in your discussion/conclusions section..]
[Describe the significant findings and provide justification for the conclusions.]  The LOAEL is     mg/kg/day, based on           .  The NOAEL is      mg/kg/day.
[At the doses tested, there was (not) a treatment related increase in tumor incidence [specify tumor type] when compared to controls. (brief description).  Dosing was (not) considered adequate based on (mention critical endpoint noted above).]
