[PMRA Sub. No./Co code]                     
~ PROTECTED ~
[TECHNICAL (PC Code)]

EPA REG No.


Reviewer:
Date:
Product Manager (EPA):
STUDY TYPE:  Acute Oral Toxicity - S-D Rat; OPPTS 870.1100; OECD 425 

TEST MATERIAL (% a.i.):                 (CAS#      ) , Lot/ Batch #

SYNONYMS:  

CITATION:


SPONSOR:


EXECUTIVE SUMMARY:  In an acute oral toxicity study (MRID [number]), groups (#/sex) of strain, species (source), (age, weight) were given a single oral dose of (formulation, note a.i. and %) in (name of vehicle or undiluted test article) at doses of ??? or  ??mg/kg bw.  Animals were then observed for (#) days.

Oral LD50 Males =     mg/kg bw 

Oral LD50 Females =   mg/kg bw

Oral LD50Combined =   mg/kg bw 

Toxicity based on the LD50 in males or females which ever is lower, or lack of deaths at the limit dose) EPA Toxicity Category I, II, III, IV. Label comment if applicable.

This acute oral study is classified as acceptable.  It does satisfy the guideline requirement for an acute oral study (OPPTS 870.1100; OECD 425) in the rat. 

COMPLIANCE:  Signed and dated GLP, Quality Assurance, and Data Confidentiality statements were provided. 

RESULTS and DISCUSSION:
	Dose (mg/kg bw)
	Mortality/Number Tested

	
	Males
	Females
	Combined

	
	
	
	

	
	
	
	

	
	
	
	


Statistics - The oral LD50 was calculated using the 

A. Mortality - as noted in table. 

B. Clinical observations -

C. Gross Necropsy -

D. Reviewer(s Conclusions:
E. Deficiencies -

Reviewer:
Date:
Product Manager (EPA):
STUDY TYPE:  Acute Dermal Toxicity - S-D Rat; OPPTS 870.1200; OECD 402

TEST MATERIAL (% a.i.):
   

SYNONYMS:


CITATION:


SPONSOR:  

EXECUTIVE SUMMARY:  In an acute dermal toxicity study (MRID # , groups (#/sex) of  strain, species (source), (age, weight) were dermally exposed to (formulation, note a.i.and %) in (name of vehicle or undiluted test article) to (% or amount of body surface area) at doses of , , or   mg/kg bw.  Test sites were covered with a(n) occlusive/semi-occlusive dressing for (#) hours.  Animals were then observed for (#) days.

Dermal LD50 
Males =  mg/kg bw 

Females =  mg/kg bw 

Combined =  mg/kg bw 

Toxicity based on the LD50 in (males or females which ever is lower, or lack of deaths at the limit dose) EPA Toxicity Category I, II, III, IV. Label comment if applicable.
This acute dermal study is classified acceptable.  It does satisfy  the guideline requirement for an acute dermal study (OPPTS 870.1200; OECD 402) in the rat.

COMPLIANCE:  Signed and dated GLP, Quality Assurance, and Data Confidentiality statements were provided. 

RESULTS and DISCUSSION:
	Dose (mg/kg bw)
	Mortality/Number Tested

	
	Males
	Females
	Combined

	
	
	
	

	
	
	
	

	
	
	
	


Statistics - The dermal LD50 was calculated using the   

A. Mortality - as noted in table.

B. Clinical observations - 

C. Gross Necropsy -

D. Reviewer(s Conclusions:
E. Deficiencies - 

Reviewer:
Date:
Product Manager (EPA):
STUDY TYPE:  Acute Inhalation Toxicity -S-D Rat; OPPTS 870.1300; OECD 403

TEST MATERIAL (% a.i.):                 (CAS#      ) , Lot/ Batch #

SYNONYMS:


CITATION:


SPONSOR:


EXECUTIVE SUMMARY:  In an acute inhalation toxicity study (MRID [number]), groups (#/sex) of strain, species (source), (age, weight) were exposed (nose only, head only or whole body) via the inhalation route to (formulation, note a.i. and %) in (name of vehicle or undiluted test article) for [#] hours at concentrations of    mg/L.  Animals were then observed for [#] days.

LC50 Males =  mg/L 

LC50 Females =  mg/L 

LC50 Combined =  mg/L 

Toxicity based on (males or females which ever is lower, or lack of deaths at the limit dose) EPA Toxicity Category I, II, III, IV.  Label comment if applicable.

This acute inhalation study is classified as acceptable. It does satisfy the guideline requirement for an acute inhalation study (OPPTS 870.1300; OECD 403) in the rat. 

COMPLIANCE:  Signed and dated GLP, Quality Assurance, and Data Confidentiality statements were provided.  

RESULTS and DISCUSSION:
	Nominal

Conc. (mg/L)
	Actual Conc.

(Gravimetric/

Analytical) (mg/L)
	MMAD

(m
	GSD

(m
	Mortality/Number Tested

	
	
	
	
	Males
	Females
	Combined

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	


Test Atmosphere / Chamber Description:
	Chamber Volume:
	  L

	Airflow:
	  LPM

	Temperature:
	  (C or  (F

	Relative Humidity:
	  %

	Time to Equilibrium:
	  min.


Test atmosphere concentration 

Particle size determination 

Statistics - The LC50 was calculated using the  

A. Mortality - as noted in table. 

B. Clinical observations - 

C. Gross Necropsy - 

D. Reviewer(s Conclusions:  

E. Deficiencies -  

Reviewer:
Date:
Product Manager (EPA):
STUDY TYPE:  Primary Eye Irritation - NW Rabbit; OPPTS 870.2400; OECD 405

TEST MATERIAL (% a.i.):                      (CAS#      ) , Lot/ Batch #

SYNONYMS:


CITATION:


SPONSOR:


EXECUTIVE SUMMARY:  In a primary eye irritation study [MRID  ], (volume or weight applied) of (formulation, note a.i. and %) in (name of vehicle if appropriate, or undiluted test material) was instilled into the conjunctival sac of (which eye) of (#/sex)(strain) (species - rabbits) (source, age, weight) for [#] hours.  (Note if eyes were washed)  Animals were then observed for [#] days.  Irritation was scored by the method of (cite method).

In this study, formulation is not an eye irritant. OR is minimally, mildly, moderately, severely, extremely irritating to the eye based on [(indicate basis - list MAS (of 24, 48 and 72 hrs) and MIS (state time recorded)] EPA Toxicity Category I, II, III, IV if joint review.  Label comment if applicable.
This study is classified as acceptable.  It does  satisfy  the guideline requirement for a primary eye irritation study (OPPTS 870.2400; OECD 405) in the rabbit. 

COMPLIANCE:  Signed and dated GLP, Quality Assurance, and Data Confidentiality statements were provided.  

RESULTS AND DISCUSSION:
	
	
Number "positive"/number tested

	
	
Hours
	
Days

	
Observations
	
1
	
24
	
48
	
72
	
4
	
7
	
10
	
12*

	 Corneal Opacity
	
	
	
	
	
	
	
	

	 Iritis
	
	
	
	
	
	
	
	

	 Conjunctivae:
	

	  Redness
	
	
	
	
	
	
	
	

	  Chemosis
	
	
	
	
	
	
	
	

	  Discharge
	
	
	
	
	
	
	
	


A.  Observations -

B.  Reviewer(s Conclusions:
C.  Deficiencies - 

Reviewer:
Date:
Product Manager (EPA):
STUDY TYPE:  Primary Dermal Irritation - NW Rabbit; OPPTS 870.2500; OECD 404

TEST MATERIAL (% a.i.):                  (CAS#      ) , Lot/ Batch #

SYNONYMS:


CITATION:


SPONSOR:


EXECUTIVE SUMMARY:  In a primary dermal irritation study (MRID ), (#/sex) strain, species (source), (age, weight) were dermally exposed to (volume or weight applied) of (formulation, note a.i. and %) in (name of vehicle or undiluted test material) to (% or amount of body surface area - state location of test site).  Test sites were covered with a(n) occlusive/semi-occlusive dressing for (#) hours. Animals were then observed for [#] days.  Irritation was scored by the method of (cite method).
 In this study, formulation is not a dermal irritating.  OR is corrosive to the skin based on... [indicate basis - list MAS (of 24, 48 and 72 h) and MIS (state time recorded) EPA Toxicity Category I, II, III, IV.  Label comment if applicable. 
This study is classified as acceptable.  It does satisfy  the guideline requirement for a primary dermal irritation study (OPPTS 870.2500; OECD 404) in the rabbit. 

COMPLIANCE:  Signed and dated GLP, Quality Assurance, and Data Confidentiality statements were  provided.  

RESULTS and DISCUSSION:
A. Observations - 

B. Results - 

C. Reviewer(s Conclusions - 

D. Deficiencies – 

Reviewer:
Date:
Product Manager (EPA):
STUDY TYPE:  Dermal Sensitization - Guinea Pig; OPPTS 870.2600; OECD 406, 429

TEST MATERIAL (% a.i.):                   (CAS#      ) , Lot/ Batch #

SYNONYMS: 


CITATION:


SPONSOR:


EXECUTIVE SUMMARY:  In a dermal sensitization study (MRID ) with (formulation, note a.i. and %) in (name of vehicle if appropriate or undiluted test article), strain, species (source)(age, weight) were tested using the method of (cite study type).  Identify positive control material.  List clinical signs (systemic and local for LLNA) and mortality.  Necropsy results for LLNA if significant.
In this study, Formulation  is not a dermal sensitizer.  Label comment if applicable.
This study is classified as acceptable..  It does satisfy the guideline requirement for a dermal sensitization study (OPPTS 870.2600; OECD 406, 429) in the Guinea pig . 

COMPLIANCE:  Signed and dated GLP, Quality Assurance, and Data Confidentiality statements were provided.

(For traditional sensitization tests, otherwise delete; for LLNA, see below)
I.  PROCEDURE
A. Induction -

B. Challenge - 

C. Naive Controls - 

II.  RESULTS and DISCUSSION:

A. Reactions and duration -  

B. Positive control - 

C. Reviewer(s Conclusions:
D. Deficiencies - 

(For LLNA, otherwise delete)
I. MATERIALS and METHODS
	1.
	Radio Isotope 
	(as named in study)

	
	Description:
	(e.g. technical, nature, color, stability)

	
	Lot/Batch #:
	

	
	Radio-Purity:
	(purity and radio-purity)

	
	CAS #: 
	

	
	Date of Isotope Activity Assay:
	

	
	Date of use in bio-Assay:
	


2. Vehicle and/or positive control - (4:1 acetone/olive oil, N,N-dimethylformamide, methyl ethyl ketone, propylene glycol or dimethyl sulfoxide - If the vehicle used is not from the preceding list a rationale must be provided)./  Positive control should be hexyl cinnamic aldehyde or mercaptobenzothiazole dissolved in 4:1 AOO unless a rationale is provided.
3. Animal assignment and treatment - 

4.  Dose selection rationale - 

5.  Treatment preparation and administration -   25 μl of compound x was applied to the entire dorsal surface of each ear of each mouse. The application was repeated on days 2 and 3. On day 6 an injection of 250 μl phosphate buffered saline (PBS) containing 20 μCi of 3H-methyl thymidine (3H-TdR) or 250 μl PBS containing 2 μCi of  125 I-iododeoxy-uridine (125IU) and 10-5 M fluorodeoxy-uridine was made into the tail vein of each experimental mouse. Five hours later, the draining Auricular lymph node of each ear was excised into PBS. A single cell suspension of lymph node cells was prepared from each mouse. (describe method of cell suspension). Cells were precipitated with 5% trichloroacetic acid at 4 (C for 18 hours.

6.  Statistics - The following statistical procedures were employed (e.g., linear regression analysis to assess dose-response trends; Dunnett(s test to make pairwise comparisons).

7.  Range finding study (if conducted) - 

II.  RESULTS and DISCUSSION:

A. Disintegrations per Minute/Mouse (group means) -

	Sample Description

Test or Control Group
	 Animal #
	Individual Animal DPM a
	Group Mean DPM ( (SE)
	Stimulation Index (SI)*

	Vehicle
	1
	
	
	

	
	2
	
	
	

	
	3
	
	
	

	
	4
	
	
	

	
	5
	
	
	

	Low
	1
	
	
	

	
	2
	
	
	

	
	3
	
	
	

	
	4
	
	
	

	
	5
	
	
	

	Medium
	1
	
	
	

	
	2
	
	
	

	
	3
	
	
	

	
	4
	
	
	

	
	5
	
	
	

	High
	1
	
	
	

	
	2
	
	
	

	
	3
	
	
	

	
	4
	
	
	

	
	5
	
	
	

	Positive control
	1
	
	
	

	
	2
	
	
	

	
	3
	
	
	

	
	4
	
	
	

	
	5
	
	
	


a) PMRA:   Pooled animal data is also acceptable (minimum of 4 animals/group)
* SI = Group mean DPM ( Vehicle control mean DPM

B. Stimulation Index - 

	Sample Description

Test or Control Group
	Vehicle
	Low
	Medium
	High
	Positive Control

	Stimulation Index (SI)
	
	
	
	
	

	EC3b
	
	
	
	
	


b)  EC3 is the minimum concentration required to elicit a sensitization reaction (interpolated)
SI = Group Mean DPM ( Vehicle control mean DPM

EC3 = C + [ (3-D) / (B-D) ] * (A-C)

Where (C,D) fall below SI of 3 (C = concentration, D = SI) 

(A,B) fall above  SI of 3 (A = concentration, B = SI)
C. Reviewer(s Conclusions - 

D. Deficiencies - 


