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OVERVIEW
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Risks to Human Health are Based on Toxicity &
Exposure from Proposed Uses & Use Sites

Toxicity Studies are Required to ldentify
Hazards that Could Increase Risks to Humans
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OVERVIEW

* Microbial Pesticides Data Requirements are
Tiered

* Tier |l Includes
— Acute Toxicity

BRIC — CCRE — CA#E

— Pathogenicity

— Hypersensitivity Incidents
— Cell Culture

— Eye and Skin Irritation
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OVERVIEW

* Acute Toxicity Evaluates a Single High Dose

* Acute Tox Studies Endpoint = LD50
e Basis of Precautionary Label Statements
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* Support Tolerances/Exemptions

* Routes of Exposure Evaluated are Based Upon
Exposure from Proposed Uses & Use Sites
* Inhalation
 Dermal
e Oral
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OVERVIEW

e Pathogenicity Studies Evaluate the Potential for
Microbial Pesticide to be Pathogenic in Humans
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* Acute Tox/Pathogenicity Endpoint = Clearance,
Infectivity

* Routes of Exposure Evaluated are Based on
Exposure from Proposed Uses & Use Sites
e Oral
* Inhalation
* Intraperitoneal
* |Intravenous



OVERVIEW

* Toxicology Data Requirements for Microbial

Pesticides are Codified at 40 CFR § 158.2140
 TGAI, Manufacturing & End-Use Products
* Requirements Based on Uses, Use Sites

* Conditionally Required Studies - End-Notes Describe
Conditions
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e Each data requirement must be satisfied with

acceptable study, alternative data, or data
waiver
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OVERVIEW
Triggers for Higher Tier Testing:
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* Infectivity, Unusual Persistence
* Pathogenicity
* Toxicity

— Indication of these signs can warrant additional
subchronic testing to determine if repeated exposure is
sufficient to cause toxic or pathogenic effects.




References- Human Health Data Requirements
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Described in 40 CFR § 158.2140

http://edocket.access.gpo.gov/cfr 2010/julgtr/pdf
[40cfr158.2140.pdf

Resources by Topic |

Electronic Version of CFR
http://ecfr.gpoaccess.qgov/cqgi/t/text/text-
idx?c=ecfr&sid=328fd5c712107f745addfb8d
4d30ae32&rgn=div6&view=text&node=40:23
.0.1.1.9.16&idno=40

Electronic Code of Federal Regulations

e-CFR _—

e-CFR Data is current as of March 15, 2011

eeeee

Title 40: Protection of Environment

PART 158—DATA REQUIREMENTS FOR PESTIC CIDES

Subpart V—Microbial Pesticides

Source: 72 FR 61002, Oct. 26, 2007. unless otherwise noted

+EAQs



http://edocket.access.gpo.gov/cfr_2010/julqtr/pdf/40cfr158.2140.pdf
http://edocket.access.gpo.gov/cfr_2010/julqtr/pdf/40cfr158.2140.pdf
http://ecfr.gpoaccess.gov/cgi/t/text/text-idx?c=ecfr&sid=328fd5c712107f745addfb8d4d30ae32&rgn=div6&view=text&node=40:23.0.1.1.9.16&idno=40
http://ecfr.gpoaccess.gov/cgi/t/text/text-idx?c=ecfr&sid=328fd5c712107f745addfb8d4d30ae32&rgn=div6&view=text&node=40:23.0.1.1.9.16&idno=40
http://ecfr.gpoaccess.gov/cgi/t/text/text-idx?c=ecfr&sid=328fd5c712107f745addfb8d4d30ae32&rgn=div6&view=text&node=40:23.0.1.1.9.16&idno=40
http://ecfr.gpoaccess.gov/cgi/t/text/text-idx?c=ecfr&sid=328fd5c712107f745addfb8d4d30ae32&rgn=div6&view=text&node=40:23.0.1.1.9.16&idno=40
http://ecfr.gpoaccess.gov/cgi/t/text/text-idx?c=ecfr&sid=328fd5c712107f745addfb8d4d30ae32&rgn=div6&view=text&node=40:23.0.1.1.9.16&idno=40
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References: Microbial Pesticides Data

Requirements (40 CFR § 158.2140 )

‘ Guideline All Use Test Test
Number Data Requirement Patterns | Substance | Notes
|Tier |
‘BBE--SIDE{] Acute oral R TGAI 1
toxicity/pathogenicity
‘885_315[) Acute pulmonary R TGAI —
toxicity/pathogenicity
885.3200 Acute injection R TGAI 2
toxicity/pathogenicity/
(intravenous)
Acute injection
toxicity/pathogenicity/
(intraperitoneal)
|E‘+85.34'DE1 Hypersensitivity incidents R All 3
|885_35¢]{] Cell culture R TGAI 4
|B?ID.’I 100 Acute oral toxicity R MP , EP 1,5
|B?G_1 200 Acute dermal toxicity R MP , EP o
|B?G_13{]{] Acute inhalation toxicity R MP , EP o, 6
|8T¢]_24'D[) Acute eye imitation R MP , EP o
|B?ID.25CI{] Primary dermal irmtation R MP , EP o
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References: Microbial Pesticides Data
Requirements (40 CFR § 158.2140 )

‘ Guideline AllUse | Test | Test

Number Data Reauirement Patterns | Substance | Notes

Tier Il

‘855_355[1 Acute toxicology CR TGAI I

‘BBE.EEGG Subchronic CR TGAI 8
toxicity/pathogenicity

Tier Il

\885.365[1 Reproductive fertility effects  |CR TGAI 913

‘B?D_ﬁlzﬂ[ﬁ Carcinogenicity CR TGAI 10,13

\B?D_?B[J[J Immunotoxicity CR TGA 11,13

‘885.311[1[1 Infectivity/pathogenicity CR TGAI 12,13
analysis

10
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OVERVIEW

Test Guidelines
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* Each requirement has associated harmonized test
guideline (OCSPP Series 885 and 870)

* Criteria for standards of acceptability
e Study parameters and test end-points are established
e Guidance on evaluation and proper reporting of data;

* References are cited to provide useful information for
designing test protocols

NOTE: Registrants can submit a proposed test protocol for
EPA comments before study execution.




OCSPP Test Guidelines for
Human Health Toxicity Studies (Series 885 and 870)

Basic Information
Pesticides
Chemicals

Science Policy
Pollution Prevention
Laws & Regulations
Information Sources

Test Methods &
Guidelines

Ato Z Subject Index

Chemical Safety and Pollution Prevention

Contsct Us Search: CallEpa @ This Area

You are here: EPA Home » Chemical Safety and Pollution Prevention » Test Methods and Guidelines » ODCSPP Harmonized

OCSPP Harmonized Test Guidelines

Series 885 - Microbial Pesticide Test Guidelines

The FINAL guidelines on this page are part of a series of test guidelines that have been developed by the Offi
for use in the testing of pesticides and toxic substances, and the development of test data for submission to t

A Master List (PDF) (25 pp, 36K, About EOF) of the OCSPP Harmonized Test Guidelines is available | Microsoft Exc

More information about OCSPP Harmonized Test Guidelines.

You will need Adobe Reader to view some of the files on this page. See EPA's PD

885.0001 - Overview for Microbial Pest Control Agents (February 19967 (PDF) (20 pp. 43K)

Group A — Product Analysis Test Guidelines

En espaiiol
For KIDS 885.1100 - Product [dentity (February 1996 (PDF) (5 pp, 13K)
£85.1200 - Manufacturing Process (February 19967 (PDF) (2 op, 3K)
£85.1300 - Discussion of Formation of Unintentional Ingredients (February 1996) (PDF) (4 pp, 11K)
885.1400 - Analysis of Samples (February 199a) (PDF) (= 3K

£885.1500

- Certification of Limits (February 199&) (PDF) ¢

Group B — Residues Test Guidelines

£885.2000

- Background for Residue Analysis of Microbial Pest Control Agents (February 1996) (PDF) (5 p

B885.2100

- Chemical Identity (February 1996) (POF) (3 pp. 8K)

885.2200

- Mature of the Residue in Plants (February 1996) (PDF] (4

885.2250

- Nature of the Residue in Animals (February 1996) (PDF) |

885.2300

- Analvtical Methods--Plants (February 1998) (PDF) (4

885.2350

- Analvtical Methods--Animals (February 1995) (PDF] (4

885.2400

SEPA

United States Preverton Pesiioides EPATIZ-C-3E-314

Environmental Fretscton and Toxie Substances February 1336
Agency )

Microbial Pesticide
Test Guidelines

OPPTS 885.3000
Background—
Mammalian Toxicity/
Pathogenicity/Infectivity

- Storage Stability (February 1996) (PDF) (2 pp. 7K]
_ in Plants (Fe

agnitude of Residues in ary 19961 (PDF) (3 oo ai

http://www.epa.gov/ocspp/pubs/frs/publications/Test Guidelines/series885.htm

http://www.epa.gov/ocspp/pubs/frs/publications/Test Guidelines/series870.htm>



http://www.epa.gov/ocspp/pubs/frs/publications/Test_Guidelines/series885.htm
http://www.epa.gov/ocspp/pubs/frs/publications/Test_Guidelines/series885.htm
http://www.epa.gov/ocspp/pubs/frs/publications/Test_Guidelines/series870.htm
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Common Problems - Administrative
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 GLP Compliance (or Not)?

* Insufficient details of test
materials/methods

* Alternative data referenced but not
submitted

* Insufficient information on impurities



Solutions - Administrative
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e GLP Compliance Must Be Addressed & True
* Methods should be valid and “reproducible”
* Include Materials, Equipment

* Describe Test Material
* Source, Concentration of Al
* Viability
* Purity
* Stability
* Include cited references in submission

14
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Common Problems - Scientific

BRIC — CCRE — CA#E

e Administration of Test Substance

* Wrong test substance (TGAI vs. EP)

* Concentration of Test Substance Dose Too Low
* Inappropriate delivery vehicle

* Clearance of microorganism not demonstrated

* Inadequate Explanation of Abnormal Results,
Unexpected Findings, Effects on study

15



Solutions - Scientific
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e Use Appropriate Test Substance
* Refer to Data Requirements Tables

* Dose High Enough to Determine Lowest Adverse
Effect Level, or Test at Limit Dose

* Explain Abnormal, Unexpected Findings

16
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Common Problems - Waivers
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* Criteria for Waiving a Data Requirement Not
Demonstrated (40 CFR 158.45)

 Multiple data requirements addressed in a
single waiver

 Waiver Justification Not Substantiated
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Solutions - Waivers
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* Criteria for Waiving a Data Requirement
* Physical, Chemical, Biological Properties
* Exposure considerations
* Use Patterns

* No Alternate Data (Scientific Literature) to Fulfill
Requirement

e Testing is not possible

 Example: Particle Size of the Test Material is Not
Respirable (Inhalation Studies)

* Address Each Data Requirement Separately

18
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Recommendations
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* Alternative Data: Compare with Test Guideline
Parameters & Criteria

e Scientific Literature: Provide same information as a
guideline conducted study

* Previously Reviewed (MRID) Study: Test material,

concentration, dose appropriate for proposed
product

 Demonstrate equivalence of proposed active

ingredient with material tested in alternate data
source

19
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Recommendations

* Presubmission Meetings
* Discuss Data Requirements, Waivers

* Joint Reviews — Products with Global

Applications
* Shared Reviews, Simultaneous Registration

e Resubmissions
 Address Data Deficiencies in PR Notice 86-5 Format

* Obtain New MRID to Supersede or Supplement
Deficient Study

20
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Recommendations
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* Use of Microbial Data Evaluation Report (DER)
Templates

* Exchange Reviews Among Countries

 Harmonization of Data Codes, Guideline Numbers

* Provides Frame of Reference for Execution of Study

* Consistency in reporting & summarizing study results
* Compliance with Internationally Accepted GLP

21
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SAMPLE Microbial DER template inn OECD format

Acute Oral Infectivity and Toxicity - [species, “Waiver Request”, “Review of Published
Study” or “Review of Published Literature”] n
Sub. No_/ Company code

TECHNICAL (Active code) and/ar MPCA / Active Code

Primary Reviewer: Date:
[Name or No., fitle, and affiliation]

Secondary Reviewer: Date:
[Name or No., fitle, and affiliation]

Approved by: Date:

me or No., fitle, and q

REQUIREMENT:  PMRA Data Code: M4.2.2-Acute Oral Infectivity and Toxicity
U.S. EPA OPPTS Guideline:  883.3050
OECD Data Code: oM 5.32

TEST MATERTAL (PURITY):

NOTE: Each
government will
continue to apply
their own criteria
when making
decisions!

SYNONYMS: [other names, cods names and acrony

CITATION: Author(s). [Tear/. Study Title. Laboratory name |7
number, full study date Unpublished [OF if
PMRBA frnumber]. MRID [rio lyph

SPONSOR:  [Name and addvess of Study Sponsor - indicate §

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality statements
were L?"G"T p101 ided. The srud\r was {rl conducted in compl:ance wﬂh GLP

[ at doses of [in
IJ. The animals were then chserved for a period
s with interim scheduled s’imﬂces on Da\sg #]. [Tdentify other control groups, if

applicable]

Oral LDso o < concentration (95% C.L if available)
or < concentration] (95% C.L if available)
Combined [=, > or < concentration] (95% C.L if available)
[or nate if no mortality occurred, note if Hmnit test]
Based on the results of this study. [Fom nj is of [LO“ SLIGHT, \10DI.R-\TE HIGH]

rt MPCAJ [is or is not]

22
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Thank you!

Merci beaumcoup!
iMuchas gracias!
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