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STUDY TYPE:  Reproduction and Fertility Effects Study - [species] OPPTS 870.3800 [§83-4]

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 Unpublished (OR if published, list Journal name, vol.:pages)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 [#]-generation reproduction study (MRID [number]) [Chemical name (% a.i., batch/lot #)] was administered to [(# of animals) strain, species]/sex/dose in [diet, water, by capsule, by gavage] at dose levels of 0, x, x, x ppm (equivalent to 0, x, x, or x  mg/kg bw/day).  (Mention number of litters per generation and other critical or unusual procedures)
[Describe parental toxicity briefly for both males and females, including treatment-related effects at doses >LOAEL if applicable.  The parental systemic LOAEL is     ppm (    mg/kg bw/day in males,     mg/kg bw/day in females), based on [endpoint].  The parental systemic NOAEL is     ppm (    mg/kg bw/day in males,     mg/kg bw/day in females). 
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 # of TGAI: 
	

	
	
	[Structure]


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

	
	Species:
	

	
	Strain:
	

	
	Age at study initiation:
	(P) x  wks; (F1) x  wks

	
	Wt. at study initiation:
	(P)  Males:   x-x   g; Females:  x-x   g

(F1) Males:  x-x    g; Females:  x-x   g

	
	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. PROCEDURES AND STUDY DESIGN
1. Mating procedure:  [SAMPLE - [#] male was caged with [#] females from the same test group until sperm cells were observed in vaginal smears taken daily during the mating period.  If sperm were not found after [#] days' observation, the first male was removed and [#] days later was replaced by another male with proven fertility in the same test group.  (If two attempts at mating were unsuccessful the report should state that no further matings were tried.  Sibling matings should also be avoided for F1.)
After successful mating, each pregnant female was individually placed into a cage with a solid bottom and bedding where it was kept through gestation and lactation.]
2. Study schedule: [SAMPLE - The P parental animals were given test diets for [#] weeks before they were mated, and the F1 parental animals were not mated until [#] weeks after they were selected from the F1 litters.  Selection of parents for the F1 generation was made when the pups were [#] days of age, and the mated animals in the study were approximately [#] weeks of age at mating.]
3. Animal assignment: P animals were randomly [how] assigned to test groups as seen in Table 1. [The information in this table is MANDATORY]
TABLE 1.  Animal Assignment [MANDATORY, include data from both generations in the table as needed]
	Test Group
	Dose in Diet  a (units)
	Animals/group

	
	
	P Males
	P Females
	F1 Males
	F1 Females

	Control
	
	
	
	
	

	Low (LDT)
	
	
	
	
	

	Mid (MDT)
	
	
	
	
	

	High (HDT)
	
	
	
	
	


a   Diets were administered from [beginning of the study until sacrifice]
4. Dose selection rationale:  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.]
5. Dosage preparation and analysis:
Formulations were prepared [frequency] by mixing appropriate amounts of test substance with [vehicle, e.g., type of food] and were stored at [describe] temperature.  Prior to the start of the study, stability of the test substance in [vehicle] was evaluated for a period of [number] days at [temperature].  Homogeneity (top, middle, and bottom) was evaluated at [frequency].  During the study, samples of [treated food or test substance formulations] were analyzed [when and at what dose levels] for concentration.

Results - Homogeneity Analysis:  [Range of values]
Stability Analysis:  [Range of values]
Concentration Analysis:  [Range of values]
C. OBSERVATIONS
1. Parental animals: Observations and the schedule for those observations are summarized from the report.  [Description of endpoints in text or table format is MANDATORY; including: mortality and clinical signs, detailed examinations, body weight and food consumption, estrous cyclicity, sperm parameters, etc.]
2. Litter observations: According to the report, the following litter observations (X) were made (see Table 2).  [Some form of this table is MANDATORY for both generations; include anogenital distance, if measured, sexual maturation, etc.]
TABLE 2.  F1 / F2 Litter Observations a [MANDATORY] 

	Observation
	Time of observation (lactation day)

	
	Day 0
	Day 4 b 
	Day 4 c
	Day 7
	Day 14
	Day 21

	Number of live pups
	
	
	
	
	
	

	Pup weight
	
	
	
	
	
	

	External alterations
	
	
	
	
	
	

	Number of dead pups
	
	
	
	
	
	

	Sex of each pup (M/F)
	
	
	
	
	
	


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

b  Before standardization (culling)

c  After standardization (culling)
On day 4 postpartum, litters were/were not standardized to a maximum of [#] pups/litter ([#]/sex/litter, as nearly as possible); excess pups were killed and discarded.

Dead pups were examined grossly for external and internal abnormalities, and a possible cause of death was/was not determined for pups born or found dead.

3. Postmortem observations:
1) Parental animals: All surviving parental males were sacrificed  [SAMPLE - as soon as possible after the last litters in each generation were produced.]  Maternal animals were sacrificed  [SAMPLE - after the last litter of each generation was weaned.]  These animals were subjected to postmortem examinations as follows.

Gross necropsy consisted of external and internal examinations including the cervical, thoracic, and abdominal viscera.

The following tissues (X) were prepared for microscopic examination and weighed (XX):  [Table is OPTIONAL; add other organs to the list if necessary.]
	
	Ovaries
	
	Testes

	
	Uterus
	
	Epididymides

	
	Vagina/cervix
	
	Prostate

	
	Lesions
	
	Seminal vesicles


2) Offspring: The F1 offspring not selected as parental animals and all F2 offspring were sacrificed at [number] days of age.  These animals were subjected to postmortem examinations (macroscopic and/or microscopic examination) as follows. [Table is OPTIONAL]
D. DATA ANALYSIS
1. Statistical analyses:  [list parameters that were analyzed and the statistical methods used]
2. Indices:
Reproductive indices: The following reproductive indices were calculated from breeding and parturition records of animals in the study: [Formulas or descriptions as provided in the study report.]
Offspring viability indices: The following viability indices were calculated from lactation records of litters in the study: [Formulas or descriptions as provided in the study report.]
3. Historical control data: [If provided, describe sample set.]
II. RESULTS
A. PARENTAL ANIMALS
1. Mortality and clinical signs:  [Discuss treatment-related mortality including cause of death and time of occurrence.]
The following clinical signs were observed: [Describe findings].  These results are summarized in Table 3. [Table is OPTIONAL; findings should be presented for each generation and sex]
TABLE 3.  Mortality and Clinical Signs  a
	Observation
	Dose Group

	
	Control
	LDT
	MDT
	HDT

	[P or F1] Generation - Males

	
	
	
	
	

	
	
	
	
	

	[P or F1] Generation - Females

	
	
	
	
	

	
	
	
	
	


a Data obtained from pages (insert page #s)  in the study report.
2. Body weight and food consumption: 
Body weight was [Describe findings].

Food consumption was [Describe findings].

Reported body weight and selected food consumption results are summarized in Table 4. [The data contained in this table are MANDATORY; findings should be presented for each generation and sex; data can be split into more than one table .]
TABLE 4.  Mean ((SD) Body Weight and Food Consumption - Pre-mating a
	 Observations/study week
	Dose Group

	
	Control
	LDT
	MDT
	HDT

	[P or F1] Generation Males - Pre-mating

	Mean body weight (g)

  Week [#]
	
	
	
	

	Mean weight gain (g)

  Weeks [# - #]
	
	
	
	

	Mean food consumption (g/animal/day)

  Weeks [# - #]
	
	
	
	

	[P or F1] Generation Females - Pre-mating

	Mean body weight (g)

  Week [#]
	
	
	
	

	Mean weight gain (g)

  Weeks [# - #]
	
	
	
	

	Mean food consumption (g/animal/day)

  Week [# - #]
	
	
	
	


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

 * Statistically different from control, p<0.05.

** Statistically different from control, p<0.01.
Selected group mean body weights and food consumption values for pregnant or nursing dams were summarized in the report as follows. [Table presentation is OPTIONAL; findings during gestation and lactation should be presented or discussed for each generation.]
3. Test Substance Intake: Based on food consumption, body weight, [and dietary analyses results], the doses expressed as mean daily mg test substance/kg body weight during the [duration in weeks] pre-mating period are presented in Table 5. [MANDATORY]  The values for the [P or F1] generation are considered to be representative of the test substance intake for the entire study.

TABLE 5.  Mean test substance intake during premating (mg/kg body weight/day) a 
	
	Male
	Female

	
	LDT
	MDT
	HDT
	LDT
	MDT
	HDT

	P 
	
	
	
	
	
	

	FADVANCE \d11ADVANCE \u1
	
	
	
	
	
	


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

4. Reproductive function:
a. Estrous cycle length and periodicity:  [Summarize any biologically relevant effects on the estrous cycle]  Results from the evaluation of vaginal smears indicated [Describe findings]. [Table is OPTIONAL; findings should be presented for each generation.]
b. Sperm measures:  [Summarize any biologically relevant effects on sperm parameters (epididymal sperm counts, motility, morphology; and testicular spermatid counts).]  Results from the evaluation of sperm parameters revealed [Describe findings]. [Tables are OPTIONAL; findings should be presented for each generation.]
5. Reproductive performance:  [Summarize any biologically relevant effects on reproductive performance]  Results for the parental animals are summarized from the report in Table 6. [MANDATORY; findings should be presented for each generation and each litter; the table should be based on report content and include any calculated reproductive indices.]
TABLE 6.  Reproductive Performance a    [Example:]
	Observation
	Dose Group (ppm)

	
	Control
	LDT
	MDT
	HDT

	P Generation - Litter A

	Mean  ((SD) precoital interval (days)
	
	
	
	

	MALES

	Number mated
	
	
	
	

	Number fertile
	
	
	
	

	Fertility not determined
	
	
	
	

	Intercurrent deaths
	
	
	
	

	FEMALES

	Number mated
	
	
	
	

	Number fertile
	
	
	
	

	Fertility not determined
	
	
	
	

	Intercurrent deaths
	
	
	
	

	Mean  ((SD) gestation interval (days)
	
	
	
	

	Number of litters
	
	
	
	


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

 * Statistically different from control, p<0.05.

** Statistically different from control, p<0.01.
6. Parental postmortem results:
a) Organ weights: The report noted  [Describe findings, relate to histological observations].  Selected absolute and relative (to body weight [brain weight]) organ weight values are presented in the following table.  [Table is OPTIONAL, but recommended]
b) Pathology
1) Macroscopic examination: The report noted the following observations to be related to the administration of the test substance.  [Describe findings]  [Table is OPTIONAL, but recommended for treatment-related findings]
2) Microscopic examination: The report noted the following observations to be related to the administration of the test substance.  [Describe findings, relate with other findings as appropriate] [Table is OPTIONAL, but recommended for treatment-related findings]
B.  OFFSPRING
1. Viability and clinical signs: The following findings were reported: [Discuss results; describe anogenital distance results, if measured.]
Mean litter size and viability (survival) results from pups during lactation are summarized from the report in Table 7. [MANDATORY]
TABLE 7.  Litter parameters for F1 and F2 generations a [Example; data should be presented for each generation (F1 and F2 pups); include (SD with mean values, as appropriate.]
	Observation
	Dose Group (ppm)

	
	Control
	50
	250
	1250

	F1 Generation

	Mean implantation sites
	
	
	
	

	Number born live
	
	
	
	

	Number born dead
	
	
	
	

	Sex Ratio Day 0 (% ()
	
	
	
	

	# Deaths
Days 0-4 (%)
	
	
	
	

	# Deaths
Days 4-21 (%)
	
	
	
	

	Mean litter size Day 0
	
	
	
	

	Day 4 b
	
	
	
	

	Day 4 c
	
	
	
	

	Day 7
	
	
	
	

	Day 14
	
	
	
	

	Day 21
	
	
	
	

	Birth index
	
	
	
	

	Live birth index
	
	
	
	

	Viability index
	
	
	
	

	Lactation index
	
	
	
	

	F2 Generation

	Mean implantation sites
	
	
	
	

	Number born live
	
	
	
	

	Number born dead
	
	
	
	

	Sex Ratio Day 0 (% ()
	
	
	
	

	# Deaths
Days 0-4 (%)
	
	
	
	

	# Deaths
Days 4-21 (%)
	
	
	
	

	Mean litter size Day 0
	
	
	
	

	Day 4 b
	
	
	
	

	Day 4 c
	
	
	
	

	Day 7
	
	
	
	

	Day 14
	
	
	
	

	Day 21
	
	
	
	

	Birth index
	
	
	
	

	Live birth index
	
	
	
	

	Viability index
	
	
	
	

	Lactation index
	
	
	
	


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

b  Before standardization (culling)

c  After standardization (culling)

 * Statistically different from control, p<0.05

** Statistically different from control, p<0.01

The report stated that the clinical observations of offspring during lactation included [Describe findings].  The results of these observations are as follows. [Table is OPTIONAL].

2. Body weight:  Offspring body weights were [Describe findings].  Selected mean pup body weight data are presented in Table 8. [Table is MANDATORY]
TABLE 8.  Mean ((SD) Litter and Pup Weights (g) a [Example; data should be presented for each generation (F1 and F2 pups)]
	Dose Group (ppm)

	Lactation 

Day
	0
	50
	250
	1250
	0
	50
	250
	1250

	
	F1 Litters
	F2 Litters

	1
	
	
	
	
	
	
	
	

	4 b
	
	
	
	
	
	
	
	

	4 c
	
	
	
	
	
	
	
	

	7
	
	
	
	
	
	
	
	

	14
	
	
	
	
	
	
	
	

	21
	
	
	
	
	
	
	
	

	
	F1 Pups - male 
	F2 Pups - male

	1
	
	
	
	
	
	
	
	

	4 b
	
	
	
	
	
	
	
	

	4 c
	
	
	
	
	
	
	
	

	7
	
	
	
	
	
	
	
	

	21
	
	
	
	
	
	
	
	

	
	F1 Pups - female 
	 F2 Pups - female

	1
	
	
	
	
	
	
	
	

	4 b
	
	
	
	
	
	
	
	

	4 c
	
	
	
	
	
	
	
	

	7
	
	
	
	
	
	
	
	

	21
	
	
	
	
	
	
	
	


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

b
Before standardization (culling)

c
After standardization (culling)

 *
Statistically different from control, p<0.05

**
Statistically different from control, p<0.01

3. Sexual maturation (F1): [Summarize any biologically relevant effects on vaginal opening and preputial separation.]  Sexual maturation was [Describe findings]. [Table is OPTIONAL]
4. Offspring postmortem results:
a) Organ weights: The report noted [Describe findings]. Selected absolute and relative (to body weight [brain weight]) organ weight values are presented in the following table.  [Table is OPTIONAL, but recommended for treatment-related findings]
b) Pathology
1) Macroscopic examination: The following findings were reported:  [Describe findings]  [Table is OPTIONAL, but recommended for treatment-related findings]
2) Microscopic examination: The report noted the following: [Describe findings] [Table is OPTIONAL, but recommended for treatment-related findings]
III. INVESTIGATORS’ DISCUSSION AND CONCLUSIONS:  [Note any deficiencies and how they impact on the study results and interpretation, if at all.] [Describe the significant findings for and provide justification for the conclusions  parental systemic, offspring, and reproductive toxicity.]
 The parental systemic LOAEL is     ppm (    mg/kg bw/day in males,     mg/kg bw/day in females), based on [endpoint].  The parental systemic NOAEL is     ppm (    mg/kg bw/day in males,     mg/kg bw/day in females). 
 The offspring LOAEL is     ppm (    mg/kg bw/day), based on [endpoint].  The offspring NOAEL is     ppm (    mg/kg bw/day). 
[Note: If unequivocal evidence of reproductive toxicity was observed, then describe and determine a separate LOAEL and NOAEL for reproductive toxicity.  Include treatment-related effects at doses >LOAEL if applicable.], i.e., The reproductive LOAEL is     ppm (    mg/kg bw/day in males,     mg/kg bw/day in females), based on [endpoint].  The reproductive NOAEL is     ppm (    mg/kg bw/day in males,     mg/kg bw/day in females).  
