Human Health Risk Assessment
Technical Screen Checklist

Background

The Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA) directs the Environmental Protection Agency (EPA) to conduct a preliminary technical screen of incoming Pesticide Registration Improvement Act (PRIA) actions to determine whether the application, supporting data, and information submitted, among other considerations, are:
· Accurate and complete;
· Consistent with the proposed labeling and any proposed tolerance or tolerance exemption; and
· Such that, subject to full review, could result in rendering a decision on the application.

General information on submissions under PRIA 5 can be found on the EPA webpage Application Submission and Screening[footnoteRef:1], and more detailed information on 45/90-Day technical screens under PRIA can be found on the EPA webpage Checklists for 45/90 Preliminary Technical Screen[footnoteRef:2]. The information in this document provides supplemental information to that webpage by identifying the elements of a petition HED considers to be critical for a successful 90-Day technical screen. [1:  https://www.epa.gov/pria-fees/application-submission-and-screening ]  [2:  https://www.epa.gov/pria-fees/checklists-4590-preliminary-technical-screen ] 


Technical Screen Criteria

The 90-Day technical screen is a high-level review of the submitted package to determine whether all the required information and data are available to support the required scientific review. The submission may address data requirements and/or additional information necessary to support the application with data (e.g., guideline study or data from the open literature[footnoteRef:3]), or with a waiver request for a data requirement. Since a technical screen is only a cursory review, it is possible that issues are identified only after the reviewer begins an in-depth scientific assessment after the 90-Day technical screen. In these cases, HED will work with the submitter, via the Registration Division, to resolve any issues or answer any questions. The following components should be part of a package submitted to HED: [3:  https://www.epa.gov/pesticide-science-and-assessing-pesticide-risks/guidance-considering-and-using-open-literature ] 

· Correspondence from package submitter, as well as the transmittal memo;
· Proposed labeling (clean and changes tracked);
· Tolerance petition (if a tolerance(s) is being proposed) and notice of filing (NOF); and
· Submitted data, if applicable.

HED completes a 90-Day Technical Screen with the aim of answering the following three questions:
1. Were all 40 CFR Part 158 data[footnoteRef:4] requirements for the requested use patterns satisfactorily addressed, either with studies or waiver requests? If not, explain the deficiency. [4:  https://www.ecfr.gov/current/title-40/chapter-I/subchapter-E/part-158/] 

2. Upon initial screening, do the submitted data and information appear to be scientifically valid and adequately address risk assessment needs? If not, explain the deficiency.
3. Does the proposed product labeling sufficiently address the essential use parameters? If not, explain the deficiency.

Package Review

Toxicology
The toxicology data requirements to support different chemical use patterns (food use vs. non-food use) are specified in 40 CFR Part 158 Subpart F[footnoteRef:5]. Studies must be conducted using the technical grade active ingredient (TGAI), except as indicated. Please refer to the footnotes in 40 CFR Part 158 Subpart F for additional details on specific data requirements. During the 90-Day screen, each study report is screened to determine if sufficient information is included to potentially satisfy the data requirements. The study classification is determined after the 90-Day technical screen, following an in-depth review of each study report and the complete data package.  [5:  https://www.ecfr.gov/current/title-40/chapter-I/subchapter-E/part-158/subpart-F ] 


In lieu of submitting a study to satisfy a data requirement, an applicant may choose to submit a waiver request, which must include rationale on why the data requirement is not needed or a rationale for why existing information could satisfy data needs for conducting a risk assessment. The submission is deemed “deficient” if any of the required studies do not meet the minimum requirements for the initial technical screen or are missing from the submission package and no waiver requests or bridging rationale were submitted for the missing studies.

The following elements are part of a 90-Day technical screen for toxicology data submitted to HED. The absence of any one of the following aspects could result in a delay in the review of the package or in a conclusion that the study and/or the submission is deficient: 
· Information to verify dosing (e.g., missing identification of test article, percent active ingredient, verification of doses/concentrations, homogeneity and stability analyses (as appropriate).
· Study controls (e.g., lack of a negative control group or positive control to confirm adequate test performance in the presence of negative results (as appropriate)). 
· Sufficient dose groups to establish a dose response or to demonstrate that the compound did not elicit adverse effects in that test system up to either the limit dose, a maximum tolerated dose, or a maximal feasible dose (MFD).[footnoteRef:6] [6:  MFD: Limiting dose that achieves large exposure multiples or saturation of exposure.] 

· Identification of infection outbreak in lab or in test groups (e.g., unexpected mortality or adverse effects observed in untreated animals).
· Identification of any major deviations from the appropriate study guideline (e.g., crucial lifestage not examined, important health parameters not observed, inadequate number of animals tested, lack of individual animal data).

HED utilizes a “Toxicology Data Requirements Screening Worksheet” (Appendix A) in the technical screen of new active ingredients and new actions for existing chemicals that alter the toxicology data requirements (i.e., first food use). The Worksheet provides a list of all submitted studies, the corresponding study guideline (if applicable, as supplemental studies are likely to be submitted also), and the various components of the technical screen. 
Residue Chemistry
An application for registration that would result in pesticide residues in/on food or feed or livestock should clearly indicate if a tolerance is being proposed and provide a rationale or the necessary data to support the proposed tolerance. The studies needed to support pesticide tolerances in/on food or feed are specified in 40 CFR Part 158, Subpart O[footnoteRef:7]. Study classification is determined after the 90-Day technical screen, following an in-depth review of each study report. When Codex Maximum Residue Limits (MRLs) exist for an active ingredient, the submission should outline and explain harmonization preferences in the tolerance petition. Submissions should address both direct sources of exposure to pesticide residues, such as on/in raw agricultural commodities (RACs) or processed forms thereof, as well as indirect sources of exposure to pesticide residues such as through livestock commodities (treated directly or fed with treated feed items). [7:  https://www.ecfr.gov/current/title-40/chapter-I/subchapter-E/part-158/subpart-O/section-158.1410 ] 


A package may be deemed incomplete or deficient if the data or submission cannot support a tolerance recommendation (e.g., submission missing required studies/waiver requests). The package should include identification of potential residues of concern[footnoteRef:8] as well as demonstration of the availability of reliable data collection and enforcement methods. A package may be deemed incomplete or deficient if it does not include an analytical enforcement method, or reflects egregious errors in field trials (e.g., not all residues of concern were measured, or an insufficient number of independent field trials is provided). [8:  Refer to OPPTS 860.1340 for more details: https://www.regulations.gov/document/EPA-HQ-OPPT-2009-0155-0007] 


The following elements are part of a 90-Day technical screen for residue data submitted to HED in connection with a petition for a tolerance. The absence of any one of the following aspects could result in a delay in the review of the package or in a conclusion that the study and/or the submission is deficient:
· A petition for a pesticide tolerance in/on a RAC also addresses tolerances for both raw and processed forms of the target commodity(ies). 
· A petition for a pesticide tolerance in/on a RAC that is also a livestock feed item also addresses the tolerance in/on the livestock feed item as well as the tolerance in/on livestock commodities (e.g., meat milk, poultry, or eggs). 
· Tolerance petitions that involve livestock feed items or livestock commodities are supported by adequate ruminant and/or poultry feeding studies.
· Petitions for new or revised tolerances (i.e., crop group expansions or conversions) are reviewed to ensure the following: 
· Data on the representative crop(s) are submitted with the package (see 40 CFR 180.41 for a full list of crop groups and representative crops).
· Adequate metabolism data (plant and/or livestock) are submitted or are available to support a proposed tolerance.
· An adequate analytical method(s) is submitted or is available to enforce a proposed tolerance (for both plants and/or livestock if appropriate).
· All residues of concern for tolerance enforcement are measured in the field trials that support the petition.
· Adequate storage stability data are submitted or are available; the data is of appropriate duration and does not indicate significant degradation of any of the residues of concern.

HED utilizes a “Residue Chemistry Data Summary Worksheet” (Appendix B) in the technical screen of new active ingredients and new actions for existing chemicals. The Worksheet provides a list of commonly submitted guideline studies and the various components of the technical screening for those studies. Issues and/or items that are of note, but that fall outside of the studies outlined in the Worksheet, may also be identified during the technical screen. 
Non-Dietary Exposure
The non-dietary exposure data requirements needed to support proposed uses in/on agricultural crops and turf are specified in 40 CFR Part 158 Subpart K.[footnoteRef:9] If a submission includes proposed uses which may result in non-dietary exposures, the package should include either a study(ies) that addresses both occupational and residential post-application exposures or a waiver request. The study classification is determined after the 90-Day technical screen, following an in-depth review of each study report and the complete data package. [9:  https://www.ecfr.gov/current/title-40/chapter-I/subchapter-E/part-158/subpart-K ] 


Request for a Waiver

If a required study is not included, then the submission must include a waiver request to address the data requirement or a rationale for why existing data satisfies the data need. If a package does not include all required data and/or waiver request(s) necessary to address all aspects of a human health risk assessment, the submission may be deemed “deficient,” and the human health risk assessment process may not proceed. Some waiver requests require in-depth science and science-policy review and deliberation before a decision can be made while others can be screened more quickly. An example of a waiver that can be screened quickly is a waiver request based upon a no-exposure rationale, such as a waiver request for a Nature of the Residue in Livestock study (GLN 860.1300) when the use pattern precludes either direct or indirect exposure to livestock or livestock feed items; or a waiver request for Foliar Dislodgeable Residue Dissipation study (GLN 875.2100) when the use pattern precludes post-application exposure to occupational workers or homeowners.
 
FIFRA provides EPA flexibility to require, or not require, data and information for the purposes of making regulatory judgements for pesticide products as described in 40 CFR 158.30.[footnoteRef:10] An example of the Agency’s implementation of this flexibility includes the Agency not generally requiring a 90-day oral non rodent (dog) study if an acceptable chronic non rodent study has been submitted with the application. [10:  https://www.ecfr.gov/current/title-40/chapter-I/subchapter-E/part-158/subpart-A/section-158.30 ] 


If HED determines that a waiver request or bridging rationale is not supported by the available science or rationale, the Registration Division will contact the submitter with options for resolving any data deficiencies.

Adequacy of Proposed Labeling for Science Review

Clarity of use directions and formulations are essential to the efficient review of any submission. Any technical issues (e.g., missing information or ambiguities) with the labeling should be avoided to prevent delays in the review of the package. The Agency has provided a Label Checklist List on its webpage, Checklists for 45/90 Preliminary Technical Screen.[footnoteRef:11] In addition to the elements identified in the Label Checklist, HED notes that all labeling should also include the following information: [11:  https://www.epa.gov/pria-fees/checklists-4590-preliminary-technical-screen ] 

· All proposed use sites are clearly listed on the labeling and match the petition/cover letter (e.g., if an associated tolerance petition is for a crop group, then all constituents of the crop group should be listed on the proposed labeling, not just a representative commodity). Proposed use sites on end-use products should also be included on the associated technical labeling.
· Clearly state the formulation type, percent active ingredient for the product, and/or density for products (e.g., lb ai/gal product, lb ai/lb dust product, etc.).
· Information needed to express an application rate in lb ai per unit area (e.g., lb ai/A, lb ai/sq ft).
· Clear dilution instructions, if applicable (e.g., dilute product in a minimum of 10 gallons of water per acre for ground applications).
· Whether the product is intended to be applied via professional applicators and/or homeowners.
· Required personal protective equipment (PPE) (e.g., coveralls, gloves, etc.), when applicable, for professional/commercial applications.
· Application timing (e.g., pre-plant, pre-emergence, post-emergence, etc.) and application target (e.g., foliar broadcast, spot treatment, soil directed, in-furrow, etc).
· Use site restrictions or clarifications are provided, when applicable. For example, for crops that can be grown both in the greenhouse and in the field, labeling statement(s) should be clear on the intended target. Another example is clarifying intended use(s) for ornamentals (e.g., commercial/industrial vs. indoor vs. residential outdoor). In general, more clearly defined use sites and labeling are more efficient and allow for better targeted assessments. 
· Intended and/or restricted equipment are listed (e.g., “Chemigation is Prohibited”, etc.). When applicable, consideration should also be made for less common application equipment types (e.g., foggers/misters, handheld equipment, etc.), and if not intended, should be restricted (e.g., “Mechanically pressurized handgun use prohibited”).
· In addition to information on preharvest intervals (PHI), labeling should also include information on re-treatment intervals (RTI), and restricted-entry intervals (REI) when applicable.
· For ultra-low volume (ULV) mosquito adulticide uses, labeling should clearly list the application rate, spray volume rate, minimum height of release, minimum wind speed, droplet size distribution (e.g., Dv0.1, Dv0.5, Dv0.9), and relevant application equipment (e.g., fixed wing aircraft, helicopters, etc.).
· Labeling instructions are consistent throughout and not self-contradictory (examples of inconsistencies: PPE required by the label but clearly intended or marketed for homeowner use, use site or equipment listed in restrictions section, but permitted under use directions, etc.). 

HED utilizes the “Science Review Checklist for Proposed Labeling” (Appendix C) during the technical screen of new active ingredients and new actions for existing chemicals.
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[bookmark: _Hlk202270056]Appendix A.  Toxicology Data Requirements Screening Worksheet
	Chemical:  
	

	PC Code(s):  
	

	New active ingredient (Y/N):
	

	Food Use (Y/N):    
	


                   
	Table A.1. 90-DAY TECHNICAL SCREEN - HAZARD DATA SUMMARY WORKSHEET#

	Guideline
	MRID
	Study Title 
	GLPa
	Test Article Characterizedb
	Dosingc
	Animal Observationsd
	Control Datae
	Commentf

	Subchronic Toxicity Studies

	870.3100
	
	
	
	
	
	
	
	

	870.3150
	
	
	
	
	
	
	
	

	870.3200
	
	
	
	
	
	
	
	

	870.3250
	
	
	
	
	
	
	
	

	870.3465
	
	
	
	
	
	
	
	

	Developmental and Reproduction Studies* 

	870.3700 (rat)
	
	
	
	
	
	
	
	

	870.3700 (rabbit)
	
	
	
	
	
	
	
	

	870.3800*
	
	
	
	
	
	
	
	

	Chronic Toxicity Studies

	870.4100
	
	
	
	
	
	
	
	

	870.4200 (rat)
	
	
	
	
	
	
	
	

	870.4200 (mouse)
	
	
	
	
	
	
	
	

	870.4300
	
	
	
	
	
	
	
	

	Genotoxicity Studies

	870.5100
	
	
	
	
	
	
	
	

	870.5300
	
	
	
	
	
	
	
	

	870.5395
	
	
	
	
	
	
	
	

	Neurotoxicity Screening Battery

	870.6200
	
	
	
	
	
	
	
	

	870.6300
	
	
	
	
	
	
	
	




	Metabolism Studies

	870.7485
	
	
	
	
	
	
	
	

	870.7600
	
	
	
	
	
	
	
	

	Immunotoxicity Studies

	870.7800
	
	
	
	
	
	
	
	

	Additional Studies

	N/A
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	

	#              

Y               
N              
N/A  
a      
b
c

	

d


 
e
f
              
	Worksheet should include all studies within the toxicology database including both guideline and supplemental studies. Note if a waiver request has been submitted in place of required guideline study. 
Indicates study passed the screen for the parameter specified
Indicates the study did not pass the screen for the parameter specified, or the information is not available
Not Applicable
GLP/Compliance statement present.
Test article characterization should include source and lot number, purity, intrinsic stability, homogeneity, and verification of concentration.
Dosing adequately described (appropriate number of doses, dose levels, and dose spacing), rationale for dose selection, description of the number of animals per dose, and route of administration. 
The number of doses and number of animals per test should be adequate to either establish a dose response or adequately demonstrate that no adverse effects were induced up to either the limit dose or the maximum tolerated dose (as applicable).
Animal parameters observed, including (as applicable according to study guideline or goal of supplemental study) body weight, food consumption, survival, hematology, clinical chemistry, urinalysis, histopathology, necropsy findings, study-specific parameters such as tumors, developmental toxicity, etc. Note that thyroid and endocrine hormone data should be included to fulfill EDSP data requirements[footnoteRef:12]. Statistical analyses (i.e. means and standard deviations) should be included. [12:  https://www.regulations.gov/document/EPA-HQ-OPP-2023-0474-0003] 

Control data including negative controls, historical controls and positive controls (as applicable).
Comments can be added to identify points that need clarification or where additional information would facilitate the full review of the data. Note that these comments are outside of the basic technical screen criteria.
Two-generation reproduction study should fulfill EDSP data requirements specific to estrogen and androgen endpoints12.

	NOTES/COMMENTS
This section is for additional comments not captured above.





Appendix B.  Residue Chemistry Data Requirements Screening Worksheet
	Chemical:  

	PC Code(s):  

	New active ingredient (Y/N):

	Food Use (Y/N):    


	
	Table B.1. 90-DAY TECHNICAL SCREEN – RESIDUE CHEMISTRY DATA SUMMARY WORKSHEET.  

	Nature of the Residue
	MRID
	GLPa
	Test Substanceb
	Application of Pesticidec
	Analytesd
	Matricese
	Comment

	860.1300 (plants) 
	
	
	
	
	
	
	

	860.1300 (livestock) 
	
	
	
	
	
	
	

	860.1850 
	
	
	
	
	
	
	

	a. GLP/Compliance statement present.
b. Test Substance: Appropriate test substance was used in accordance with guidelines (e.g., radiochemically pure grade of active ingredient); livestock, soil, or crops were treated at maximum scenario (maximum concentration, rate, and number of applications and minimal intervals). Radiolabeled test substances are labeled in appropriate no labile location(s).
c. Proposed labels are adequate and clear to ensure soil, or crops were treated at maximum scenario (maximum concentration, rate, and number of applications and minimal intervals). Livestock dosing must be > 1x the expected dietary burden.
d. Major component(s) or portion(s) of the terminal residue are identified.
e. For 860.1300 plants it is recommended that 3 of the 5 diverse crop categories be tested which can include a root crop, leafy vegetable crop, fruit, pulse and oilseed, and cereal grain. For 860.1300 livestock, include lactating goat and laying hen. For 860.1850 three diverse crop groupings used for plants (small grain, leafy vegetable, root crop). Note for 860.1850 soybean may be substituted for leafy vegetable.

	Analytical methods
	MRID
	GLPa
	Test Substanceb
	Analytesc
	Acceptable Recovery
Ratesd
	Independent Laboratory Method Validations Provided
	Not Claimed to be Confidential Business Information
	Comment

	860.1340
	
	
	
	
	
	
	
	

	860.1360e 
	
	
	
	
	
	
	
	

	a. GLP/Compliance statement present.
b. The test substance should be fortified as specified in Table 1 in 860.1000.
c. The study shows analytical method for all residues of concern for risk assessment and tolerance enforcement.
d. Adequate recoveries do not vary significantly from sample to sample.
e. Submission of a Quick Easy Cheap Effective Rugged and Safe (QuEChERS) method is acceptable for satisfying the 860.1360 requirement.

	Storage Stability
	MRID
	GLPa
	Sample preparation and fortification
	Matricesb
	Analytesc
	Storage Conditions
Specified
	Comment

	860.1380
	
	
	
	
	
	
	

	a. GLP/Compliance statement present.
b. Matrices: Use of crop grouping is acceptable. At least five diverse crops (High Water, High Oil, High Protein, High Starch, High Acid) need to be tested and shown to have stable residues before it can be assumed that residues are stable in all crops. Storage stabilty data should be provided on crop representative of use requested.
c.  The study shows storage stability for all residues of concern for risk assessment and tolerance enforcement.

	Magnitude of the residue
	MRID
	GLPa
	Test Substanceb
	Application of Pesticidec
	Matricesd
	Analytese
	Adequate Storage Stability Dataf
	Number of 
Trialsg 
	Method Sensitivity
	Comment

	860.1500 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	860.1520 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	860.1480 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	860.1900 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	a. GLP/Compliance statement present.
b. Test Substance: Appropriate test substance was used in accordance with guidelines (e.g., end use product); concentration of active ingredient is identified (% by weight for solid formulations and pound active ingredient/gallon for liquids); livestock, soil, or crops were treated at maximum scenario (maximum concentration, rate, and number of applications and minimal intervals).
c. Proposed labels are adequate and clear to ensure soil, or crops were treated at maximum scenario (maximum concentration, rate, and number of applications and minimal intervals). For 860.1520 an exaggerated rate can be used. Livestock dosing must be > 1x the expected dietary burden with additional exaggerated levels are required (3x and 10x are most common). 
d. For 860.1500 and 860.1520 matrices analyzed should follow Table 1, 860.1000.
e. The study shows all residues of concern for risk assessment and tolerance enforcement.
f. The study shows storage stability for all residues of concern for risk assessment and tolerance enforcement.
g. Number of trials for specific crop/crop group scenarios can be found in 860.1500.

	NOTES/COMMENTS
This section is for additional comments not captured above.





Appendix C.  Science Review Checklist for Proposed Labeling

	Check if applies
	Label Checklist
	Notes

	☐
	Are all proposed use sites clearly listed on the end-use product label?
	

	☐
	Do all proposed use sites on end-use product label match the petition/cover letter (e.g., if the petition is for a crop group, then all constituents of the crop group should be listed on the proposed label, not just a representative commodity)?
	

	☐
	Does the technical label also have all proposed use sites?
	

	☐
	Does the end-use product label clearly state the formulation type?
	

	☐
	Is the percent ai provided for product and density for products (e.g., lb ai/gal product, lb ai/lb dust product, etc.) available?
	

	☐
	Is enough information available to express an application rate in lb ai per unit area (e.g., lb ai/A, lb ai/sq ft) or units treated (e.g., lb ai/lb seed, lb ai/lb commodity)?
	

	☐
	Are there clear dilution instructions, if applicable (e.g., dilute product in a minimum of 10 gallons of water per acre for ground applications)?
	

	☐
	Does the label clearly indicate if the product is intended to be applied via professional applicators and/or homeowners? 
	

	☐
	Is personal protective equipment (e.g., coveralls, gloves, respirators, etc.) included on the label, if applicable?
	

	☐
	Is application timing (e.g., pre-plant, pre-emergence, post-emergence, etc.) clearly stated?
	

	☐
	Are application targets (e.g., foliar broadcast, spot treatment, soil directed, in-furrow, etc.) provided?
	

	☐
	Are use site restrictions clearly listed. For example, for crops that can be grown both in the greenhouse or in the field, label statement(s) should be clear on the intended target. Another example is clarifying intended use(s) for ornamentals (e.g., commercial/industrial vs. indoor vs. residential outdoor). In general, more clearly defined use sites and labels are more efficient and allow for better targeted assessments.  
	

	☐
	Are intended and/or restricted equipment clearly provided on label (e.g., “Applications may be made via ground and aerial equipment”; “Chemigation is Prohibited”; “Mechanically-pressurized handgun use is prohibited”, etc.)?
	

	☐
	Does the label clearly list preharvest intervals (PHIs), retreatment intervals (RTI), and restricted entry interval (REI), if applicable?
	

	☐
	For ultra-low volume (ULV) mosquito adulticide uses, does the label clearly provide all the following?
· Application rate 
· Spray volume rate
· Minimum height of release
· Minimum wind speed
· Droplet size distribution (e.g., Dv0.1, Dv0.5, Dv0.9)
· Relevant application equipment (e.g., fixed wing aircraft, helicopters, etc.).
	

	☐
	Is the label consistent? Does any part of the label language contradict itself?
	

	NOTES/COMMENTS
This section is for additional comments not captured above.





