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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

14 ScPig78

OFFICE OF TOXIC SUBSTANCES

Dear Registrant,

Since our request that registrants perform an audit of
studies performed at Industrial Biotest Laboratories Inc.,
many registrants have contacted both EPA and Canada's Health
Protection Branch (HPB) with questions regarding the actual
performance of such an audit. In addition, several audit
reports have been submitted which are unacceptable.

In order to assist registrants in the validation process,
EPA and HPB have scheduled a meeting which will give you an
opportunity to ask questions as well as discuss common or
unique problems. The meeting will be held on Tuesday,
October 3, 1978 at Howard Johnson's Airport Hotel, 2650
Jefferson Davis Highway, Arlington, Virginia 22202 from

9:30 a.m. to 5:00 p.m. It is requested that each registrant
send no more than two representatives to the meeting.

EPA and HPB have developed a manual in response to inquiries
received from a number of registrants concerning the approach
to be taken in auditing and validating IBT studies. This
manual will be sent to you under separate cover prior

to the meeting.

If you have any further questions regarding the meeting,
please contact Fred Arnold or Ann Dizard at 202-755-8026.
We appreciate your continuing cooperation in this matter.

Sincerely yours,

Qeluokl e o

William A. Wells
Acting Director
Special Pesticide Reviews Division
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{; ” U. S. ENVIRONMENTAL PROTECTICN AGENCY

Arlington, Virginia
Tuesday, Octcber 3, 1978

INDUSTRIAL BIO-TESTLABORATORIES, INC.
AUDIT MEETING ;

" The proceedings in the above-entitled matter was -held
atrthezﬁdward Johnson Motor Inn, Banguet Room, 2650 Jefferson-
Davis Highway,.Arlington,,vizéinia, commencing at 9:45 o'clock,
a.m. '

PANZL ﬁEMBEﬁS:

FRED T. ARNOLD .
Acting Branch eies Chie+
Regulatory Analysis & Lab Audits
Special Pesticide Review Divisicn

U. S. Environmental Protection Agency
DAVID CLEGG

Head, Pesticide Secticen

Foods Directorate

Health Protection Branch

Health and Welfare, Cznada

STEWART, POE & OGLESBY, INC.
REPORTING RVICES
71l FOURTEINIIT STRETT, MW,
WASHINATON, N.C 10008
(202) 347.0%98
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DR. ARTHUR PALLOTTA

Consultant :

Special Pesticide Review Division
Office of Pesticide Programs - '

U. S. Environmental Protection Agency

DR. LAMAR B. DALE

Acting Chief

Toxicology Branch

Hazard Evaluation Division

Office of Pesticide Programs

U. S. Environmental Protection Agency

FRANK SANDERS
Product Manager

" Registration Division
"Office of Pesticide Programs

U. S. Environmental Protection Agency

JOHN ULFELDER, ESQ.

Attorney '

Office of Enforcement

U. S. Environmental Protection Agency

MITCHELL BERNSTEIN, ESQ.

Attorney

Office of General Counsel

U. S. Environmental Protection Agency

. STEWART, POE & OGLESBY, INC.
REPORTING SERVICES
711 FOURTEENTIL STREET, N.W.
WASHINGTON, D.C. 20005
(202) 347-389%
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Pesticide Programs and I got involved in the Lab Audit Programs |

PROCEEDINGS,

MR. ARNOLD: Good morning. I guess we might as well
get started. We are still missiﬁé oné cf_cur panel members and
I expect that people will come waﬁdering in.here for the next
few minu&es, but we've got some introductory comments to make
and some discussions that are sort of general to cut across all
the issues that are related té the IBT validation effért.

My name is Fred Arnold. I'm the Acting Branch Chief

for the Regulatory Analysis and Lab Audits in the Qffice of

several years ago.

-
L}

We intend to deal with guestions relating to Industria
Bio-Test as a separate issue from the rest of the joint audit
programs which are being carried én cdcperatively with the Food |

and Drug Administration.

Ed Johnson, the Deputy’Assistant Administrator of

Pesticides and Steve (Jolnick), Assistant Adminiétrator, both |

" ‘ |
asked me to extend their welccme to all individuals who are %
attending this confe¥ence. Théy have taken a very active role
in oﬁr Lab Audit Program and, particularly, iﬁ question; dealing

with Industrial Bio-Test.

As you are no doubt aware, the gquestions which were

STEWART, POE & OGLESBY, INC.
REPORTING SERVICES '
"1 FOURTFENTH STREET, N.W.
WASHINGTON. D.C. 20003
(302) 347-9898
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4
raised by findings of the Food and Drug Administration, when
they performed the first audit at Industrial Bio-Test, raised
extremely serious questions for the pesticide regulation process
because we do have a rather large number of Industrial Bio-Test
studies in aur data base. ;

This is particularly important now since the Agency
is finally beginﬁing to move forward on the re-registratién
effort and, since there are 4,500 tests in our files from IBT,
all of which are subject to some scrutiny and‘question right -
now, it's an extremely criticil piece of information in that
process.

For that reason, we have devoted a substantial amount
of resources to, first, try and determine in our own minds the
kinds of problems that may have been encountered in testing pérf-
formance at IBT and whether those problems create any kind of a
significant question for us in a regulatory vein.

We have determined that they are serious based upon
approximately 12 detailed study audits which we completed at i
Industrial Bio=-Test and from ﬁhe centinuing findings that we
get as registrants submit validations to us. It's, I am sure,

a very serious gquestion and issue from the point of view of

sponsors of other studies and registrants who have submitted

- STEWART, POE & OGLESBY, INC.
REPORTING SFRVICES
711 FOURTEENTH STREET. N.W.
WASHINGTON. D.C. 20005
(202) 347.030%
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IBT data to EPA or its predecessor‘agency.

At one time, we discussed what the options of the
Agency were. The most extreme would have been to purge our
files of all IBT data and either impose a &ata requirement on
the registrants or initiate a more extreme action in the case
when. the entire toxicological data base was essentially des-
troyed by that action. |

We determined that that was neither in EPA's interest

or the public interest or the registrants' interest because a

large number of studies, which were performed at IBT, were per-'

formed satisfactorily. Our experience has indicated th&t. I
think the experience of most of the registranﬁs to date has
indicated that. | |

) There is another subset of tests which, althcugh may
not have been completed.in the manner in which the report-was
written and the manner in which the sponsors anticipated the
tests were carr;ed out, nevertheless, do provide useful, sig-
nificant toxicological information upon which we can make
findings of safety and upon which registrants can audit their
compounds.

There is another subpopulation of the test which we

L]

have found are entirely invalid for any purpcses, either for

STEWART, POE & OGLESBY, INC.
REPORTING SERVICES
711 FOURTEENTH STREET, N.W.
WASHINGIUN, D.C. 20005
(202) 347.959%8
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number of discussions with representatives of other Governments.

6
regulatory purposes or for trying to determine the toxicological
significance of the compound.

Without a detailed audit to determine where the tests |
lie, there is no reasonable'way that the Agency can proceed,
either io re-registration efforts or io.making‘regulatory de-_
cisions on the safety of the compound.

So I would like to stress the importance of the effort
although it may appear to be another data requlrement which

A
EPA, as sewd of & Federal regulatory body, has imposed upon

-

this private sector.

:We‘don't see any way to‘coaceivably proceed; in a
timely fashlon, without doing thls because, if the reglstrants
chose not to audlt the studles, we would either purchase, buy
or we would.have to devote resources to ourself and that would
tie us up for years ahé also tie up the re-registration process.

To underscore the seriocusness of it, we have had a

{

‘ |

They say they have attempted to understand the significance of |
IBT and to evaluate whether or not EﬂA is proceedlng in =

fashlon that will provide sound lnFormatlon for their regula-

tory decisions.

In two instances, the representatives of other

STEWART, POE & OGLESBY, INC.
REPORTING SFRVICES
71l FOURTCUNTH STREET, N.W.,
WASIHNGTION. D.C. 20005
{202) 347.9898° .
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governments came to Washington with the expectation that they
would go home and recommend to their administers that they can-

cel tolerances and cancel registraticns in their countries which

:elied. in a significant way, on IBT data.

Aféer feviewing our procedures and after understandinq
a bit more the concept problems and the ability to determine the
prob;ems, they both chose to await the résults of the wvalidation
efforﬁ ;nd make their judgments baéed upon the best available
information on each study.

In another instance, we have formed an agreement with
thé Government ofVCanada to jointly review all IBT data which
either Canada or the U.S. feels are significant, and that is
certainly a very smaii number of the total tests done by IBRT.

“We: are‘splitting the workload around Canada to re-
view a portion of the tests, the U. S; to review a portion of
tests and we will adopt each others conclusions. That doesn't
mean that we will adopt each others regulatory rééoﬁmendations,
but we will adopt some of the conclusions and we doh't.intend
to redo each other's work.

The reason that we initiated this conference was to
provide some uniformity to the validation effort. We think

that we have a perspective on the types of testing procedures

STEWART, POE & OGLESBY, INC.
REPORTING SERVICES
711 FOQURTFINTH STREET. N.W.
WASHINGIUN, D.C. 20005
(202) 347.9898
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8
and other problems that you will come across as you review
your individual test data and, father than attempt to answer
individual questions as they come up, whichiwould slow you down
and it would certainly slow-down the process of determinipg the
acceptabie and the unacceptable tests, we prépared a manual.
It's kind of a guide to, first, how do you perform an audit,
and, secondly, what exactly wﬁuld the records look like and how
the records are reviewed in an orderly fashion.‘_It‘s not man-=
datory. It's meant just as a working guide to assist regis-
trants or consultants as they review their individual d%ta._

" We have also prepared -- and I think it-was distri-
buted this morning -- an outline for submitting a validation
report. Again, that's certaiﬁiy not mandatory. It's a format
which we have found extremely useful in preparing our own re-
ports as well as useful in éeviewiggikhe work of others. 1It's
one that has been used by a number of sponsors and they have
found it an acceptable method to report their findings.

We met last evening with representatives from Indus-
trial Bio-Test to discuss the current status of their Valida-
tion Assessment Team, the currégl status of their microéiche

efforts, and they asked me to pass on several general comments

that are going to be of interest to everyone, and requested

STEWART, POE & OGLESBY, INC.
REPORTING SERVICES
711 FOURTFENTH STREFT, N.W.
WASHINGTON. D.C. 20003
(202) 347-9898
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9
that any questions that you may wish éc pose to them, that you
do it individually, either during a break or after the meeting..
They will be available this evening after the conference.

They have requested 'ﬁhat to avoid any possibility of
making a general comment or a specific comment to one guestion
and having it interpreted as a general policy.

The first point that I would like to bring up regards
the ;tatus ofifhe miérofiche effort at IBT. They have completed
the microfiche of all product studies which were completed and
mailed out to sponsor§ as of January, 1978. Chronic studies
include_all studies 90 days and longer. The only exception to

that are about ten studies which are currently being coﬁpleted,

in a file which theé have characteriz;d és a bits-and-pieces
file.’ | -

That file wiii contain individual pages or a very
small number of pages that had no major data base within their |

files. The bits and pieces were correlated with the idea thas,

after all the studies were copied and sent to registrants, the
»

bits and pieces could be merged into those studies or, to the

extent that nothing was related, nothing was available except
the bits and pieces file, they would be sent on to the regis-

trants.

STEWART, POE & OGLESBY, INC.
REPORTING SERVICES
7M. FOURTEENTH STREET. N.W.
WASHINGION, D.C. 20003
(202) 347.9898
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if you haven't received microfiche copies of the studies, to

Industrial Bio-Test, ‘because addresses have changed over the

them but, if you determine that they have not been sent‘tofycu

don't exert any resources towards attempting to validate that

-lable at Industrial Bio-Test. These records, we have found, are

10
The bits-and-pieces file, by itself, is not sufficient

to carry out an audit. It is not a major data base. Therefore,

date, in all likelihood you will not receive a large body of
data upén which to prepare a validation report.

If thefe are studies you are interested in and they
fall within the chrénic classification, and you haven't received
them, I‘suggeéﬁ.that you take action on ysur paft éo contact.

years, mail delivery is variable, there is a possibility that

and all that remains is bits and pieces, I Suggést that you.

étudy because there yon't be any data base upon which to do that

They have commented upen time records which are avai-

useful in terms of determining sta;ting and ending dates on scme
studies for which the records are incompiete; for determining '
the individuals wholére rasponsible for éarrying out the studies
Prior to 1972, there is difficulty iﬁ going back to
the time records because they are on individual time and ‘
,

STEWART, POE & OGLESBY, INC.-
REPORTING SFRVICES
711 FOURTEENTH STREET, N.W.
WASHINGTUN, D.C. 20005

the studies have been microfiched and you have justinot received.’

1302 147.989%
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same time. So that, by itself, may not determine your popula-
'tion size if the records are incomplete in that area. TIt's a
possibility, but it's not something that is always going to

'provide the information that you mayiwant.

11
accounting sheets. Post-='72, they have ?een computerized. So
to recall them will be much easier.

Again, this is an issue that, as you visit IBT, if

you determine that it is important to substantlate the beginning

or the endlng or determine who is lnvolved in a stndy, you can
deal individually with them. Prlor to 1972, there will be some
difficulty. |

We have suggested a review of animél ordering récéipt
records. IBT informs me that, in ﬁany cases, animals were |

received or ordered, not for an individual study, but for en

- masse to service a number of studies which were going on at. the

The records on thé ieceipt of:test material are
available at IBT. In most cases, a éubstantially larger amount
of material was sent by sponsers than was actually neceésary to
complete the studies at Bio-Test.

- Certainly, if you determine that less material was

actually sent to IBT than was necessary to complete the protocol

that ought to be a flag of a problem, but the fact that more

STEWART, POE & OGLESBY, INC.
REPORTING SERVICES .
711 FOURIELNTH STREET, N.W.
WASLUINGTON. D.C. 20005
(202y 1479898
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12
was sent is of no particular concern to us, nor should it be
of any particular concern to you.

For these of you who haven't dealt personally with
Industrial Bio-Test in the validation effort, we have received
copies of their Validation Assessmeht Team procedures and gquide=
lines. We have, I believe, made some copies of those and they
are available this morning, ana tﬁey will dgfine the rela;ion—
ship between sponscrs and IBT.as they, again, attempt to work
together to resolve guestions which cannot be ;esolved éhrqugh
review of the microfiche alone. . |

I would like to point out.that Industrial Bio-fest

has been willing and continued to operate in this effort. How-

ever, they are not providfng'thé resources to perform the audit
for sponsors. Their resources are there.to resolve un#ns%eréd_%
questiogs, to provide guidance to individuals, :and may'.-be coﬁ-
tacted to shed scme light on a particulaf phase of a study,. and
to proviae assistance in reviewing the records at IﬁT, but

they will not initiate validation efforts on their own, nor do |

they expect to take a substantial part in defining areas for
validation which the sponsors have not initiated on their own. |
IBT does have the pathology material under the same

storage system which they have utilized in the past. It's a

. STEWART, POE & OGLESBY, INC.
REPORTING SERVICES
711 FOURTEFNTH STREET. N.W.
WASHINGTON, D.C. 20005
(202) 347.9898
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private subcoﬁtracto: who maintains all the slides, tissue box-
-= that material. Inh the instances when we have attemp;ed to
look at pathology material, it has been avajlable. We are

satisfied that the current method of'handling and steoring that

| material is satisfactory.

I am aware that some gquestions have arisen regarding

. the ultimate ownership of pathology material -~ whether it be-

4

longs to the sponsors or whether it belongs to IBT. Bio-Test

has taken the position that they will remain in the custodial

- role and that they will make that material available to regis-

trants and sponsors on an as-needed basis., Their facilities

'will‘be available; their lab facilities. However, théy will

not provide the technician's support'nor?£hé;péthélog§ suppoxt. |
You either reréad‘;r prepare new pathology material. |

‘in several instances, registrantélhave employed con-
sultants to carry out this validation effort. Bio-Test has

requested that we point out that the consultants must have a

- written authorization from the .sponsor before tﬁey‘can're1ease

the records and material to the consultants. Upon receipt of

that autho;izétion, they will cooperate with the consultants

' in the same way that they have attempfed to cooperate with us

and the sponsors.

STEWART, POLC & OGLESBY, INC,
REPORTING SERVICES
71 FOURTEENTH STREET, N.W.
WASHINGTON, D.C. 20003
(702) 347.9898
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That also goes to the situation where the original

sponsor of a study has subsequently either sold the registra-

tion rights or the data to a second registrant. In that instance,

- they would need authorization from the original sponsor to Pro-

vide access to the subsequent cwner.
Any questions dealing with any study which has been
closed out at IBT, where the final report has been prepared

and mailed, should be referred to Fred Current or a member of

.the Validation Assessment ieam, and that goes whether i; deals

with a validation effort or any other inquiry on an IBT stuéy.‘

They are continuing negotiations with several indi-

viduals on the sale of the assets of IET. That does not in-

‘clude any of the past records or their validation effort. IBT

'wiIl, regardless of the subseéuent sale of the aéSeté, remain

a corporation for the purpose of assisting in the validatioen
effort and for retaining and managing the records of all prier
studies.

We have had the opportunity to review a number of

“validation reports and, when I say "we," that goes for Canada.

and the U.Sﬂ-

Dave Clegg has completed 45 audits of all types of

-{studies carried on at different times. This certainly is not

STEWART, POE & OGLESBY, INC.
REFORTING SERVICES:
711 FOURTEENTH STREET, N.W.
WASHINGTON, D.C. 20005
(202) 3479808
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an exhaustive nor a.statistical sample, but his results, to
date, are that 16 of the studies are completely invalid for any
purpose for which they were originally intended. Five or six
of the studies, although they are deficient in significant
\ ;
areas, do provide a substantial body of information upon which

we, as regulatory bodies, feel we can make decisions. The

remainder of the studies appear to be completely valid for all

the purposes for.which they were originally submitted and will
continue to be valid for registration in pesticide matters.
The major problem areas have been in the chronic .

studies. That's been Mr. Clegg's experience and that has cer-

tainly been our experienée. ‘I would say that our experience !
has been similar to this and, iﬁ addition, the.early vailidatioﬁ
reports which ﬁg have received,.our policy has been to review
the entire microfiche data base, to gather an understanding of
hoy the ?egistrants are prcceeding with the validation and to

assure ourselves that we are making consistent decisions with

our colleagues in Canada.

We haven't found a single study, to date, where the

microfiche is fully consistent with the validation report. The;

: J
kinds of problems that we are seeing are, I think, random errors
; |

i
|

in reviewing records, transcribing tables and reperforming
|

STEWART, POE & OGLESBY. INC.
' REPORTING SERVICES
711 FOURTEENTH STREET, N.W.
WASIHINGTON. D.C. 20008
202) 347.9398
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tion would be do not proceed with your validation effort. It's|

16
certain kinds of numerical, statistical analyses. I would
sugge;t that it's going to be much more efficient if the origi-
nal effort on the validation is a_rather intensive effort,
rather than having to bounce back and forth a number of times.

Wé will continue to review all the microfiche data
until we feel we have learned encugh to establish a reasonable
kind of sampling process. So that we can sample for key assump-
tions and conclusions and satisfy ourselves that the validation
report is truly reflective of the Faw data and should stand by
itself in our registration files.

We have attempted to consider large aggregates of the
raw data,which are gvailéble at IBT, to determine the bare
minimum data requirements beyond which we don't feel the vali-
dation is goinéﬁto.be fruitful.

If you will refer to the proposed outline, which you
were provided with this morning,_if there is no material, no
data, that relates to test material in dosage levels, that's
been a key problem that we have cbserved in IBT studies. Lack
of control on the way diets were prepared, the way test material

was administered. If there is no material on that, our sugges-

|

a fundamental piece of information. If it's not available, all

STEWART, POE & OGLESBY, INC.
REPORTING SFRVICES
JU FOURTEENTH STREET, N.W.
WASHINGTON, D.C. 20003
(202) 347.9598
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the remaining conclusions are very hard to construct.

The same goes for information on bedy weights. If
all you have got relating to body weight is whatever is in the’
report which you received and subsequently ﬁransmitted to EPA
or the Féod and Drug Administration, we suégest you not proceed
with the validation of that study.

In the case of a p;thology study, if you have no in-
formation on the mating procedures which were utilized, again,
that study probably is not geing to be one which can bé vali-
dated or one which we would accept as a sound bas;s fo; making
our determination on that test.

Gross autopsy sheets or records must se available on

all animals for which hisfopathological material was taken.

If that information is not available, we suggest that you not
attempt to proceed with the validation of that study.
Also, as kind of a guideline;. about 75 percent of

the gross autopsy sheets are to be available on alifanimals in

the test, regardless of whether there has been pathology or not.

That's kind of a guideline,. but we found a number of instances |
where observations were made at the time of gross autopsy and
were never followed through in histopath. So tissue mass was

never commented on later. It has been a significant enough

STEWART, POE & QGLESBY, INC.
REPORTING SERVICES
711 FOURTEENTH STREET, N.W.
WASHINGTON, DC. 2000
(202) 347-9498
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problem that we have identified this as being a fundamental
_piece of information which we will reguire.

Certainly, all the records relating to histopéthology‘
must be available. . ‘

In the area of animal accountability, the guideline
which we have used and will continue to use is that any animals
.which are unaccounted for =-- the raw data -- should not be used
to form conclusions oxr f£findings which are submittéd in.the .
validation report. i . i .

- If the protocol calls for 25 animals, per sex, per
gfoup, and only 15 animals can be accounted for from the time

they went on test material until the time they went into patho-

‘1ogy, then that's the population you cught to deal with in the.

validation report and ignore any conqlusioﬁé on the other ten
animals which may have been inﬁroduced midstream in the study
or for thch various cryptic notations will be found in the raw
data. .

fhat pretty much covers the introductory comments '
that I want to make. I will say that the stenographer is hére.
at the request of Industrial Bio-~Test to maintain a record of
this meeting for purposes of assisting in lat;r validationJ.

assessments., They have informed that, if anyone wants a copy

STEWART, POE & OGLESBY, INC.
’ REPORTING SERVICES
TIL FOURT#UNTH STRLET, N.W.
WASHINGTON. D.C. 20003
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EPA as well as Canada.

~ments under (PIFRA) as well as certain regulatory positions

‘Enforcement. The Enforcement individuals get involved in Lab

- rent because they have legal as well as scientific issues re-

19
of the transcript, they ought to contact the stenographic ser-
yice éirectly. The firm‘is here in Washington. It's Stewart,
Poe & Qglesby, 711 - 14th Street, N&rthwest, Washington, D. C.
20005, and you can contact Ann Tipton, who is the stenégrapher
today.

I would like to introduce the members of the panel.
here, and take this cpportunity tc'thank them for their coopera-
tion that ﬁhéy have pfovided to myself and othe?s who have had
to aﬁtempt to sfeer‘the course and where we are going with IBT.

This is_Q corps of people upon whiéh all major degi-"|

sions are discussed and they represent various views, both of

' On my extreme left is Mich Bernstein who is with the

Officé of General Counsel, He has advised us on data require-

that we have discussed in the past.
On his right is John Ulfelder with our Office of

-y

Audits-whenuquestiogs of the nature raised By IBT become appa-

lated to them.

On my extreme right is Frank Sanders who has been

STEWART, POE & OGLESBY, INC,
" REPORTING SERVICES
7H FOURTEENTH STREET, N.W.
WASIUINGTON, D.C. 20003
{202) 347.9893




10

11

12

13
14
15

16

17

18

19

20

20

attempting to coordinate the efforts of the Registration Divi-
sien in their ongoing registration process with the procedures
and guidelines'which we have been developing to review the IBT
data.-

I know a number of you, your first contact with.ash -
méy have been-not becaﬁsé of a pri;r test which was perforﬁéd
but because of an ongoing registration action where IBT data

was cited as the basis for an amended use or as a tolerance.

Frank will be available to discuss the current operati

pgo&edures and guidelines within the Registration Division.. I
will reqﬁest that wé take any issues dealing with the registra-
tion status first and .then deal with ﬁhe more general guestions
of validation after Frank has had a chance to resPOnd-énd, that
way, we won't.tie up his wvaluable time gll day long.

Lamar Dale is the Chief of the Toxicology Bfaﬁchh;fé'
the Hazard Evaluation Divisioﬁ. He represents a major scientifi
resource which I ha&e at my disposal to revieﬁ'the IBT data as
wéll as to determine the significance of the.anomaiies which are
uncovered.

| Actually, there are very few tests ever performed =--

long term tests —- that are done exactly as the protoéol might

have originally stated. The variability in animals is enough
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to account for that and we've relied upon L.D. and his staff
to guide us in the significant questions of validity and attempt
to ignore those which are just due to random fluctuations that
might be expected at any time in any faciliﬁy. |

Art Pallotta many of you may know. He is a consul-
tant who works full time with me on IBT. He offers perspective
not only of toxicology but also of administering Bionetics
prior to Litton's purchase of Bionetics. So he is familiar
with the kinds of problems that are encountered in testing as
well as the test procedures which were the state of the art at
various times in the past because, in the validation-effcrt, we
judge the quality of the study against the standards of the
time. Not against the standards which are proposed today or
may be proposed. two years from now.

Dave Clegg is with the Health Prdtection Board in
Canada. He has the same function that we do to determine which
tests are v;iid, for pursuing scientific questions and regula-
tory decisions. |

The procedurés which they have suggested to us for
cooperation have proved extremely satisfactory‘to date and we
certainly anticipate that it is going to save resources for our

individual:governments as well as reduce the amount of time
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which will bé required to review all of the IBT data which we
have identified as being critical to our decision-making.

John Ulfelder has several comments that he would liké
to make to provide a bit of a background fof the ﬁnfcrcement
Division's pérspective at this time.

MR. ULFELDER: I am going to be brief and to the
point. I am here in a sense, I guess, to represent the heavy
hand of enforcement, but, basically, this is a scientific work-
shop to outline the procedures that you all will have to follow
in auditing and validating IBT studies. |

It's not.a fishing expedition by the Agency. As you
Enow, the Government has to major responsibilities here. One
is we have to make é series of regulatory decisions about pro-
ducts that are cn the market and questions that may have been
raised about their safety or the hazards they pose.

Validation procedure that IBT is assisting us with

and that you all will be principally responsible for is designed

to try to raise some of the guestions on these individual studies

relating to specific products and chemicals and to give the

Government some base for making further decisions about what may

or may not have to be done on a product-by-product basis.

The second area that we are concerned with is in areas
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“whether a particulaf study is valid or invalid.

absolutely clear that the Government expects the validation

23
whére problems have been pinpeinted. Wﬁat kind of respensi-
bility is there? Where do the problems come fromé How do they
arise?

I would just like to urge that, iﬁ the course of con-
ducting your own audits and validations, if you come across ig- .

formation which you have reason to believe is important informa-

tion that the Gofernment or EPA should know .about how a particuﬁ
lar study was conducted, we would expect you to focus in on thaé.
information and inform us what yﬁ# may yave £ound. This is
aside from:-;'bbviogs;y,hthé:basic.job here is to determine:

We are also concerned about pgssible reasons for\tﬁe
invalidity of particular studies.

I would just like to point out, also, in conéucting
your own validations, on page 77 of the Manual, there is a form

== Certification Form -- which is expected to be filed with

your validation report and that Certification Form makes it

to bg completely accurate -- as accurate as possible -- and

certainly not falsified in any respect.
These forms will bhe signed by responsible reﬁresénte-

tives of the individual firms undertaking the validation.
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This meeting, as I say, is principally to answer your

questions about how you can go forward and conduct an audit and

validate a study, and how you can, from the scientific point of
view, come up with the answers to the gquestion of whether the
study is valid or invalid, and that'should be the focus of tﬁis
meeting.

I anm jﬁst here to be responsive to any gquestions that

may arise that relate to aspects of this process that relate

: to EPA's enforcement responsibilities, but we have a group of

people here, who have been working hard on the problems and
gquestions that are involved here, and are prepared to try to

give you the best guidance they can, so that the documents you

prepare are the best we can possible do under the circumstances.

MR. ARNOLD: Thank you, Jehn. I'm going to ask Art
Pallotta to quickly review the concepts and the experiences
which hé utilized in his preparation of the 'guide for valida-
tions. Art was the principal architect of this. |

Certainly a number of people reviewed it and contri-

buted towards it but, basically, Art felt that it was an impor-

tant piece of information which should be shared with registrants

and which would substantially reduce the effort and resources

that would be involved.in this.
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I would like to make on additionél peint. In instances
when you come across a study which either because of the data
which indicates it is invalid or lack of data upon which to per-
form a vaiidation, you, in your own. interest, probably Qhould
begin either.submitting an additional study, which you may know
of or which you may have in your files which was not referenced
in the original sﬁbmission, or originate new testing in that
area. New tests certainly ought to be carried out in conformity
with the guidelines today, whether it is‘attempting to redo a
test as it was done eight or teq or five years ago, rather than:
wait for the Agency to notify you of a data gap, which could
come up either in.the reregist;ation pfocess or, in the event
that it is a more significant concern of the Agency, we may
contacﬁ you upon oﬁr-determipation that the .study is invalid,
to attempt to spread out the testing requirements which, cer-
tainly, are becoming large to the Office of Pesticides Programé
in toxics and a number of éther‘external factors.

In the case of an invalid study, if it is a reguire-
ment of registration, you won't be Qasting.your time to initiate
a study at this point.

DR. PALLOTTA: I think, first of all, we should pro-
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A number of validaticns were coping into the Agency
which were simplified statements, such as the raw undérlying
data that, for this study, was reviewed and suppotrts.the report
submitted to the EPA.

In our experience, in the auditing of these 12 or-
mére reports at EPA, plus the validations that have been coming
in that were more comélete, i£ certainly indicated_that there
were feﬁ?stndiéé'tﬁattdid’ﬁot have disérepadciés; errors and’
omissions. |

This is a guide that is not mandatory, as Fred Arnold
indicateé. It is a techﬁique that ourlfegm used when we went
out to the Decatur facilities and we found it very useful. I
hope ali of you received the gﬁide before the mé;tiﬁg and had
an opportunity to review it..

Basically, in going through it, we found the first
and most important thing to do was to review the corréspondenqé
files. This gave a very good understanding as to what the in-
tent of the sponsor was and what® IBT perscnnel’s response to
their inquiries were.

The major point was reviewing all of the data and
trailing every single animal in the raw data and eliminating
those an;mals which could not be trailed from their receipt
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Now, in the case of the types of report, we would like
to see you take the reports, that you submitted to the Agency

itself, and highlight those discrepancies where, say, for example,

body weights were different for a particul;r animal, and a single

|

line drawn through the erroneous data and corrected data replacing

its

When all the trail is done -- that is, to the endrof
the study -- if a significant number of animals are missing,
and I think, in the vast majority of cases, you are going to
find this, then statistical analyses_are going to have to be re-
done to come to some conclusions.

In your validation reports, also, we ﬁduld like, as
indicated in the guide, in coming tb the conclusions of valid
or invalid;'f steps that could be taken to salvage a borderline
report.

I think that there is a large number of you in the
audience who.are certainly familiar, or who have become familiar
at least, with the IBT situation, that are experts in the
auditing of data. I would like to have scme idea 'of those Qho

]
would want to go into actual details of the guide versus =-- I

mean, do you want to go page by page?:
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- The intent was only to give:examples of both forms

and some of the disciepanqies. We have additional discrepancies,

Tﬁis by no means represents all the kinds of discrepancies that
were counted. It is only to just'give you some ideas of the
things that you should be expecting to do-in:thé:rvalidations.

Would you rather do it page by page or jﬁst open it
up to questions and answers? All those in favor of just going
right into guestions and answers just throw ﬁp your hands.

Why don't we go into some of the additional problems?
It looks about Fifty-fifty.

I think the problems in the manual itse;f are self -
evident. We are trying to use IBT forms. ﬁe changed, obviously
the project numﬁers;w;All-compéunds are blacked out and so are
sponsors. |

* - Some of the additional types of problems that were

encouritered -- a very common problem was this problem of the

"There.seemed to be at least three an& magbe-four dif-
ferent types of extra animals that were used. The first group
of extra animals were those which were.arcommon-practice in the
years past, and that is, when the study was iniéiated, a few

extra animals per group were ordered to replace those animals
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