
Case ID: 220300429
Control No.: 26064959

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, O.C. 20460 

OF'FICE OF 
PE5TIC10ES ANO TOXIC llU8STANCES 

SUMMARY OF THE IBT REVIEW PROGRAM 

OFFICE OF PESTICIDE PROGRAMS 

JULY 1983 

f EXHIBIT~ 

i o 
I Seft. 11, ~~y 



Case ID: 220300429
Control No.: 26064959

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 

WASHINGTON, O.C. Z0460 

o,.,.,ca:oF 
FUTIC:1011::1 AHO TOXIC !IU.STANC&S 

The IBT Review Program 

This report summarizes the findings of the joint 
program conducted by the Environmental Protection Agency 
(EPA) and the Health Protection Branch of Health and 
Welfare Canada to ~eexam1ne the validity of health effec~s 
studies on pesticides tested by Industrial Bio-Test 
Laboratories. Inc. (IBT). This program is qne result of 
discoveries made during a series of audits beginning in 
1976 by the Food and Drug Administration (FDA) and EPA 
which revealed serious deficiencies in IBT tests conducted 
to support the registration of numerous pesticides and 
some drugs in both the United States and Canada. This 
report assesses the impact of the IBT situation on the 
registration status of the chemicals involved and describes 
the steps the Agency has taken to resolve this problem and 
to prevent its recurrence. 

Exhibit A shows how many IBT and non-IBT tests are 
available to EPA in each testing category for the pesticide 
chemicals having some IBT conducted studies in their 
data base. As these tables show, a large majority (931) of 
the pesticides tested by IBT, also have non-IBT data 
available. Only 12 of the pesticides listed have a data 
base entirely of .IBT studies. However, seven of these are 
either not registered for use in this country or are 
cancelled or d1scontinued_products. Some of the IBT 
studies on the remaining five chemicals are at least 
partially valid or "supplemental", meaning the data can be 
used to support the findings of other studies. 
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These tables also indicate the pesticides for which 
new data have been required as a ·result of EPA regulatory 
actions. These include risk/benefit reviews undertaken 

_ because of sp~cific evidence of a hazard (known as 
Rebuttable Presumption Against Registration, listed as 
•RPARu 1n-tables) or EPA's regular·program for reregister­
ing all previously registered pesticides (1n tables, 
•Regfstratton Standard• and "Data Call-In"). The reregis­
tration program is not specifically connected to the IBT 
case, but serves the purpose of bringing the data on older 
chemicals, including some tested by IBT. up to current .) 
scientific standards. Under the authority of section 
3(c)(2)(B) of the Federal Insecticide, Fungicide, and 
Rodenticide Act (FIFRA) th~ Agency can require additi~nal 
data to maintain a registration, and may suspend a product's 
registration ff the registrant does not agree to provide 
the data or if it is not provided pursuant to an agreement 
with the Agency. 

Attached is also a list (Exhibit 8) of major health 
effects studies on pesticides conducted by IBT identifying 
which have been found valid or invalid~ and which have 
been or are in the process of being replaced. This list 
covers 801 studies on 140 pesticides. An earlier draft 
11st of 18T tests prepared by EPA in May 1983 identified 
1205 tests on 212 pesticides. The current list has 
e 1 i m i n a t e d d u p l i c a t 1 v e e n t r i e s , p r e 1 i m i n· a r y r a n g e f i n cl i n g 
and similar tests which were not true health effects 
studies, and short-term, acute toxicity tests which 
generally do not create a significant data gap and which 
will be replaced if needed, through the existing reregis­
tration program described above. Thus, the current list 
of 801 studies covers health effects considered significant. 
to regulatory decisions, such as induction of benign or 
malignant tumors {oncogen1city). birth _defects (teratogeni­
city), genetic mutations, other adverse reproductive effects, 
and neurotox1cfty. Of the 801 lBT studies 1n the pivotal 
categories, 594 (741) have been found invalid. To date, 
of the invalid studies, 212 (361,) studies have been replaced 
or are in prqgress, 38 (71.) are under discussion for possible 
replacement, and 45 (71.) are of a type no· longer required 
for registration. 

One way to assess the 1mpact of IBT is to consider 
the effect of invalid studies on the data base supporting 
pesticides used in high volume. Although hundreds of 
pesticides are registered, only 25 insecticides account for 
85S of the actual pounds of .insecticides used, 32 herbici~es 
account for 82%, and only 8 fungicides account for 71% 
of the volume of those products used. Of these 65 most 
heavily used pesticides, only 18 have IBT data in one or 
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more important categories. Of those 18, all but one also 
have non-lBT data available in some or all of the same 
cagetorfes. The exception, prometon, a herbicide not used 
on food crops, has one partially val fd IBT -study and many 
non-IST acute and subacute studies. Sixteen of these high 
volume chemicals are the subject of one of the regulatory 
procedures described above requiring additional data. 
Thus, the data bases for the high volume chemicals to 
which people are most likely to be exposed are for the 
most.part unaffected by the IBT situation, and where there 
is an impact. EPA has-taken active regulatory steps to 
obtain replacement data. 

I 

Th~ principal remaining task of the IBT program 
is to clarify the status of the invalid studies for which 
registrants have indicated they do not intend to provide 
replacements, or have not communicated an intention one way 
or the other to EPA. Although around 300.studies are in 
th1s category, a significant number (140) of negative and 
non-responses 1nvolve discontinued or cancelled products, 
or pesticides of such low volume use that registrants may 
choose not to invest in further testing needed to maintain 
registrations. The replacement status column of Exhibit B 
indicates that there are 159 invalid studies (26% of Invalid 
IBT tests) for which there is negative or no response. 
~owever, as previousJy noted, most of these chemicals have 
non-IBT data available. Exhibit A shows that only five 
chemicals still registered and actually used have entirely 
IBT data bases. The 17 studies involved with those 5 
chemicals constitute 3% of invalid IBT studies. A re91stra­
t1on standard w111 result in replacement of 6 of these 
studies. This leaves only 11 studies or 2% of. the invalid 
IBT tests which constitute the sole support of registered 
pesticides, and for ·which no regulatory action to generate 
replacement data has yet been initiated. Several of these 
11 are valid or have at least supplementary value. 

This report is being furnished to the registrants 
of the affected chemicals for which neg~tive or no responses 
have been received concerning replacement of invalid lBT 
studies. We are also sending the registrants 3(c)(2)(B) 
notifications which-require a registrant to make a specific 
commitment within 90 days or the registration m.ay· be . 
suspended. In some cases, EPA and a registrant may agree 
that a specific study does not need to be replaced. 

The IBT case caused serious concern and uncertainty. 
about the potential hazards of the hundreds of pesticides 
involved, both for EPA and the public. Although it was 
advocated by some that all 212 pesticides tested in whole 
or in part by IST b~ removed from the market pendihg 
re t e s t i n g , t·h a t op t f on i s n o t . a v a i 1 a b 1 e u n de r cu r re n t l a w • 
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The regu1atory response authorized by FIFRA requires 
valid evidence of risk, as opposed to a lack of information, 
before removing a product from the market, and allows for 
t·he replacement of inadequate data. As we reach the final 
resolution of the 1ST problem, it appears that this approach 
was appropriate and adequate to deal with this event. 

The I BT scan d a 1 shoo le. t.h e i n du st r y and gov e r nm en t 
regulators. Obviously, steps had to be taken, not just 
to deal with the IBT situation itself, but to ensure that 
data providing the foundation of regulatory decisions in 
the future are adequately prepared and scrutinized. Thus, 
another result of the IBT case was the estab1ishment in 
1977 of i joint EPA-FDA audit program to help ensure that 
another IBT situation has not occurred and will not in 
the future. The lab audit program includes visits to 

. laboratories to inspect their procedures, facilities and 
staff qualifications, and about sixty audits per year of 
labs and/or individual pesticide studies to see if the 
reported r~sults are supported by the »raw" laboratory 
records and data. In the past six years, we have found 
the large majority of laboratories to be 1n compliance 
with current standards, and producing scientifically valid 
studies. An important effect of the IBT case has been to 
make the te~ting community, the industries which use their 
s~rvfces, and government regulat-0rs keenly aware of the 
need to maintain high standards of quality control over 
health effects testing. 
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EPA ASSESSMENT OF THE 801 MA~OR IBT TESTS 

TEST REPLACED 
OR IN PRCGRESS 

SUPPlEMENTAL 

PENDING REVIE~ 

NEGATIVE 
RESPONSE 

INVALID 

NEGATIVE RESPONSE: 
BUT REGISTRATION 
CANCELLED. POODUCT 
DISCONTINUED, NO 
PRODUCT REGISTERED 
IN U.S., OR NO CURRENT 
l'ROOUCTIOH 

5 

REPlACEMENT UNDER DISCUSSION 

TYPE Of TEST NO LONGER REQUIRED 

NO RESPONSE: 
BUT REGISTRATION 
CANCELLEO.PROOUCT 
DISCONTINUEO. NO 
PRODUCT REGISTERED 
IN U.S., OR NO CURRENT 
PRODUCTION 

STUDIES WITH NO ANO. 
NEGATIVE RESPONSES 
REQUIRING REGULATORY 
ACTION 

INVALID IBT STIJD!ES-o\o-'li'lto 
PROVIDING SOLE 
SUPPORT FOR 
REGISTRATION 

INVALID IBT STUDIES 
ON PESTICIDES WHICH 
ALSO HAVE. NON-IBT 
STUDIES. 
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EPA ASSESSMENT OF EFFECT OF IBT DATA 
ON 65 LARGEST USE PESTICIDES* 

IBT PESTICIDES 
THAT WERE THE 
SUBJECT OF RPAR, 
DATA CALL IN, OR 
REGISTRATION STD. 

PESTICIDES WITH 
SOME IBT DATA 

TWO PESTICIDES WITH 
SOME IBT DATA BUT 
WITH NO PREVIOUS 
REGULATORY ACTION 

--ZS INSECTICIDES ACCOUNTING FOR 85% OF POUNDAGE USED, 
_ 32 HERBICIDES ACCOUNTING FOR 82% OF POUNDAGE USED, 
• AND 8 FUNGICIDES ACCOUNTING FOR 71% QF POUNDAGE USED, • 

IN 1980. 

6 
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SUMMARY STATISTICS·: IBT 

TOTALS 
., 

38 COMPANIES 
140_ :.CHEMICALS 
801 STUDIES 

STUDY VALIDATION STATUS 

131 16% VALID 
44 6% SUPPLEMENTAL 
32 4% PENDING 

594 74% INVALID --801 100% 

INVALID STUDY REPLACEMENT STATUS 

- 212 
38 
45 

116 

36% STUDY REPLACED OR IN PROGRESS 
8% REPLACEMENT UNDER DISCUSSION 
8% STUDY NO LONGER REQUIRED 

20% NEG~TIVE RESPONSE BUT PRODUCTS ARE CANCELLED, 
DISCONTINUED. NOT REGISTERED IN THE U.S .• OR HAVE 
NO PRODUCTION. 

24 4% NO RESPONSE BUT PRODUCTS ARE CANCELLED, DISCONTINUEC 
NOT REGISTERED IN THE ·u.s., ·oR HAVE NO PRODUCTION. 

86 14% NEGATIVE RESPONSE ANO INVALID 
73 12% NO RESP.ONSE AND INVALID --594 100% 

1ST STUDIES PROVIDING SOLE SUPPORT FOR REGISTRATION 

17. 3% IBT STUDIES PROVID·e SOLE su·PPORT FOR REGISTRATION 
-6 1% CHRONIC STUDiES GENERATED BY REGISTRATION STANDARD - -11 2% 
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ADDITIONAL BACKGROUND ON THE lBT REVIEW PROGRAM 

In 1976, during a routine lab inspection of one of IBT's 
facilities, FDA discoverd deficienoies in the manner in which 
studies were being conducted and discrepancies between those 
studies and their raw data. In 1977. EPA placed a moratorium 
on registration actions involving data developed at IBT as a 
result of this information. In the same year. EPA notified 
registrants that they were required to audit the raw data 
and validate both those JBT studies which were pivotal to the 
data base of pesticides already registered and all those 
which were supporting new registration actions. 

In 1978 a joint EPA/FDA audit of IBT's two other 
facilities uncovered problems similar to those discovered 
during the initial audit. In March of that year EPA required 
registrants to submit to EPA the raw data for the IBT studies 
so that a review of registrant audits could be conducted. 

EPA r~ferred this case to the Department of Justice for 
investigation in April 1978. At approximately the same time, 
the U.S. and Canada· were negotiating an agreement to share 
the task of spot checking registrants' audits of IBT studies. 
Through these checks, however, it became apparent that 
registrants' audits routinely overlooked some areas of cQncetn. 
As a result. Canada and the U.S. agreed to review each audit 
and study. 

Mutual agreement was reached as to which studies would 
be reviewed by each country. It was also decided that each 
country would accept the other's determination as to validity. 
However, due to differences 1n data requirements, each country 
would independently evaluate whether studies met their 
regulatory requirements, and determine the need for replacement 
studies. • 

8 
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After two years experience of the review program 
a decision was made to reconsider past policies regarding 
IBT -0ata. A policy statement reflecting decisions made as a 
result of this analysis was ~ent to registrants in July 1980.­
The decisions were: 1) that the moratorium on registration 
act1ons was lifted unless a valid IBT study was essential to 
the approval of a specific action, 2) that registrants would 
be required to fill data gaps resulting from invalid IBT 
studies, 3) minor data gaps would be considered through 
normal registration channels, 4) if the entire data base was 
invalid, EPA would consider cancellation action, and 5) if 
previously unreported adverse effects were discovered, the 
study would have to be replaced, and in addition the Agency 
would consider initiating either an intensive risk/benefit 
review, or formal hearings on a chemical's registration 
status. 

The JBT Review Program consisted of validation review, 
evaluation review, and data gap review. Validation review 
was designed to determine whether the information in the 
final report was supported by the raw data, Evaluation of 
whether a study met Agency guidelines for studies used to 
support registration, was performed on studies determined 
to be valjd or at least reliable enough to supplement other 
valid data. Data gap review was a search through a chemical's 
entire data base to determine which invalid studies needed 
to be replaced. 

Because our experience w1th data gap review proved it 
to be extremely time consuming. options for completing the 
lBT program more expeditiously were considered. As a result. 
several policy changes were adopted and conveyed to reg1strants 
in a letter 1n April •1982 which stated: 1) that acute I~T 
studies would no longer be reviewed through the IBT program. 
Instead, they-would be rev1ewed through normal registration 
channels; 2) that studies which were considered invalid 
because the registrant initially chose not to audit them. 
would not be reviewed by the Agency and aur presumption would 
be that they had to be replaced; 3) that EPA would no longer 
perform a data gap review of a chemical's data base to 
determine if other studies existed to replace the !BT studies, 
instead we would assume that replacement was necessary unless 
the registrant could convince us otherwise; and 4) that EPA 
would not review an IBT study if the registrant identified a 
replacement and agreed to have the IBT study considered 
invalid. • 

The review stage of the IBT program is essentially 
complete. The remainder of the program consists of obtaining 
replacement studies and tracking commitments to repl~ce 
studies. 

9 
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EXHIBIT A 

THE DATA BASE FOR INDUSTRIAL BIO-TEST CHEMICALS 
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Exhibit A quantitatively presents the data base of the 
chemical compounds for which studies were conducted by 
Industrial Bio-Test Laboratories. The !BT studies are 
designated by the letter 0. Studies in the EPA data base 
done by labs other than IBT are designated by the letter 
X. 

The studies are arrayed across six categories of chronic 
effects. These chronic effects are: oncogenicity, terato­
genicity, mutagenicity, reproductive effects, neurotoxicity, 
and other chronic effects. 

Some of the chemicals in this exhibit appear to have no 
IBT studies because the studies conducted for these chemicals 
by IBT were all in the acute categories. The chemical names 
used are those that were listed in the IBT records. There 
is no designation of the validity or inval idi'ty of the IBT 
studies piesented. Specific information of thiis nature is 
in Exhibit B. 

Exhibit A also, notes any o_ngoing regulatory a~ tivi ty 
that will generate chronic data ror these chemicals. 
The types of regulatory activity that cause the generation 
of data are: the registration standard program, the data 
call in program, the rebuttable presumption against 
registration program, and any special action employing 
the 3c2b provision of the Federal Insecticide, Fungicide, 
Rodenticide Act. There are approximately 2830 chronic 
studies indicated in this data base. 
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CHEMICAL COMPOUNDS Tf!5Tl!D BY INDUSTRIAL BIO·TBST LABORATORIES: • 
!]UANTITATIVB PRESEN'l'ATlON OF STUDleS SUBMITTnD TO EPA BY IBT AND OTIIBR LABORATOR.tl!S. 
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' Nemacon X xx i 

Nemefene XXX 0 xxxx 00 X 
0 

Norea 0 000 : Pata Call In 

Omadine :xxxxxxx X X xxpx xx Discontinued Product i 
00000000 00 000 Data Call In l 

0mite-Comite X xxxx X X o· xx l 

0 

' ' 0rthene xxxx xx X xxxx. X,.12 xxxx ; 

(Acephate) 0 00 0 000 00000 000 ' I 
; 

' Oxadiazon X xxxx X•l6 X XXX Data Call In 

Paraqu;it .x xxxxx xxxxx xxxxxxx 0 xxxx Date Call In I 
0 '• 

Pc;NB XXX xxxxxx· xxxx xxxx X•l4 I 

I 

Penncap .El xx X xx I xx X0 J7 X 
(ethyl pnathion 0 

.. 

- \ 
O • IBT 
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EXHIBIT R 
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IBT TRACKING SYSTEM REPORT 
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IBT TRACKING SYSTEM REPORT 

CODE DEFINITIONS 

VALIDATE: a review designed to· determine if the information 
in the final report was supported by the raw data 
from the study. 

I - Invalid. Th~ information in the final report was not supported 
by the raw data from the study. 

P - Pending.- The study is still under validation r.eview. 
S - Supplemental. Portions of the study are valid and can be used 

independently of the remainder of the study. 
V Valid. The information in the final report is supported by 

the raw data from the study. 

EVALUATE: a review designed to determine if a study meets Agency 
guidelines for studies to be used in support of 
pesticide registration. 

C, CM - Core minimum. The st~dy· meets the regulatory data 
requirements to _support pesticide reg is tra tion. 

S, CS - Core supplemental. The study is useful to supplement other 
studies. . 

I, CI - Core invalid. The study does not meet the regulatory data 
requirements to support registration. 1 

P - Pending. The study is still under evaluation review. 
NA Not applicable. The study was not given an ~valuation status 

if the validation process determined it to be invalid. 

REPLACE: the column indicating the replacement status of the study. 

Replaced - Study replaced or in progress 
Discussion - Replacement study under discussion 
Not Req - Study no longer required 
Mo Resp - No response from registrant 
Neg Resp - Negative response from registrant 
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lBT .Jrull OIEJIICAL COltPAMY RO\ITt TYPE SPECIES VALlDAT! EVALUATE REPLACE. 

6SHS07 ORTHDfE CHEVRON REPRODUCTION DUCK I HA REf'LACED 
J-2042 ORTHE!tE CHEVRON CATTLE V IJ HO f:£S~ 
J-2493 ORTH£M£ CHEVRON PIG V V NO RESP 
J-513 ORTHDIE CHtVli1lH l!EURO HEN I NA REPLACED 
A-2791 PARAQUAT CHEVRON INHALATION SI.IBCHROHIC RAT/PIG/DOG I NA REPLACED 
A-3359 PAAAOUAT CHEVRON DOOW. SUBACUTE RABBI1 I NA REr'LACED 
A-368.S PARAQUAT CH£VROH DERIIAL SUBACUTE RAI!BIT I NA REPLACED 
B-1350 PARAQUAT CHEVRON ORAL CHRONIC RAT I HA REPLACED 
B-3796 PARAQUAT SUSACUTE cow I NA REPLACED 
C-1351 PARAQUAT CHEVRON ORAL CHRONIC 806 I NA liEPLACEO 
D-2723 PARAQUAT CHEVRON ORAL SUBACUIT COIJ l NA NEG RESP 
D-3030. PAAAOUAT CHEVRON IHHALATION SUBACUTE DOG I HA NEG RESP 
D-3030 PARAQUAT CHEVRON INHALATION SUBACUIT GUINEA PIG I HA NEG RESP 
D-3030 PARAQUAT CHEVRON INHALATION SUBACUTE RAT l HA REPLACED 
J-131 PARAQUAT CHE~'RO!i DUCK I NA NEG RESP 
J-131 PARAQUAT CHEVROII PHEASANT I HA REPLACED 
651-4020 PARAQUAT CHEVRON DIETARY PHEASAMT V p REPLACED 
6SH38l PARAQUAT CHEIJRON DIETARY PHEASANT V p REF'LACED 
651-5403 PARAQUAT CHEVRON HEH I NA NEG F:£Sf' 
J-131 PARAQUAT CHEVRON DUCK 1 HA NEG RESP 
.i-m .P.~fe.A.UlJ(jJ J:HEVJUl.N ...PHf.~S.~HJ J HA .Rtf· .. ~CE[• 
B·ZOl8 PEHNCAP II PENIIALT ORAL SUBCHROIUC RAT V Cl HO F;£5f· 
J-2040 PEHNCAP H PEMIIALT ORAL SUBCHRONIC 006 V HO RESP 

li2H921 PEHNCAP II PENIIALT DRAT CHRONIC RAT I HA NO RESP 
~-:?:?bl PEPJLUlDOHE 311 DERKAL SUBACUT£ RABBIT 1 NA NEG RESP 
8562-9315 PERflUIDOHE 311 INHALATION SUBACUTE RAT I HA HO R£SP 
A-665:? PHEHliEDIPHAii HOP. All C DERIW. SU~CHROHIC RABBIT IJ HO RESF' 
A-7571 PHENIIEDIPHAII HOR All C CHOU !t£STERASE RAT V HO RESP 
11-7149 PHElll!EDIPHA!i NOR All C ORAL SUBCHROHIC RAT V NA REPLACED 
C-7LSO PHENIIEDIPHAH HOR All C ORAL SUBCHROHIC DOG V NA REPLACED 
N-7657 PHEHKE.OIPHAII NOR All C INHALATION SUBCHROHIC RAT V HO RESP 
B-000"1 ....,.,_ PHENTHOATE IIOMTEDISOH ORAL CHRONIC RAT I HA NEG RESP 
C-888~ PHENTHOAT£ IIOlfTEIH SON ORAL. CHRON'lC DOG V C NO RESP 
60HH3 PHEHTHOATE HOHTED!SOli DERHAL SUBCHF:OHIC RABBIT s s NEG RESP 
601-4524 PHOOHOATE IIOHTEDISOH DERIIAL SUBCHROHIC RABBlT I NA NEG RESP 
622-462• PHElHHOAT! IIOIITEDISON OHCOGEMICITY IIOUSE I HA MEG RESP 
6~·5876 PHEMTHOAT£ IIOHTEDISOH Ill.IT AGEHI cm HOUSE I NA NEG RESP 
623-3513 PHEIITHOATt IIOHTEDISOH REPIIODUCTIOff RAT s s NEG RESP 
623-3803 PHEHTHOATE· ltOHTEDISON REPRODUCTION RAT s I NEG RESP 
l32-HS7 PHOOHOAT! HOlfTEDlSOH IIUTAGENICITY NOUSE I NA NEG RESP 
6Sl-S78S PHEN'THOATE HOlfTEDISOH TERATOLOGY RAT \} p NEG RESP 
bSl-S875 PHE.ll'THOATE HOH'TEDlSON TERA'TOLOGY RABBIT I HA NEG RESP 
60Hen PHEHTHOATE HGHTEDISOH DERJ\AL RABBIT 1 HA NEG RESP 
8S80-8tJS PHEHTHCATE ~HTEDISON HEURO _ HEH s s HEG RESf' 

C-1292 l'HORATE AHER CYAHIHID CHO LI HES TE RASE DOG I HA HO RESP 
6-2804 PHOSPHAIIIDOH CHEVRON REF·fiiJDUCTIOff RAT 1 HA REPLACEll 
B-6960 PHOSPHAKIDOH CHEVRON 

CHOLINESTERASE RAT t Htl NEG RESP 
C-1382 PHOSf'HAlltDOH CHEIJRON 
ORAL SUBACUTE OOG I HA NEG RESP 
C-1444 PHCSPHAIHDOH CHEVRON 
~Al CH~OHIC DOG I HA REPLACED 
0-3022 PHOSf'!WHDON CHEVRON 

CHOLINESTERASE RAT I HA NEG RESP 


