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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




[ 3 I8

10

(11

13

14

15

16

17

18

19

20

21

5]

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




(&)

10

11

12

13

14

15

16

17

18

19

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
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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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extra animals.
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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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which would not adapt to the caging or the watering systems
that were being used. Then after several weeks -- maybe three
to six weeks -- they would be discarded.

The secoAd group of animals were these'animals that
went..on a.. diet at the beginning of the study and they wers
gﬁng-caged within a room and not identified’except as to the
levél of test material being given to them. As an animalrdied,
the individually caged animals, they weré replaced by one of
the animals that was recéiving the teét material.

A third group of extra animals were those animals. i
which we;e actually control animals. That ig, not receiving
any test mateﬁial, and were used to replace animals %hat diéd
during the study.

Now, in the audit trail, it was very difficult to find
all of these and, certainly, the latter was probably the most
difficult because of the lack of recordkeeping on any of the .

extra animals.

These extra animals in the second category, for example

although they were receiving test material, were not animals
that had any body weights taken or were, for example, used for
hematology or certain chemistries.-.=.

We gave some examples on how we audit trail and
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found these extra animals. Sometimes, it was very overt -- that
is, the 50-plus=-extra group wﬁs crossed out and 80 animals were
indicated in the protocol.

In other cases, the receiﬁt of animals indicgted a
very large number of animals were being ordered by a study 5um—
ber but, as Fred indicated, we have subsequently found out that
the receipt of animals was not always indicated by project num-
ber and,‘therefore, an audit trail by that technique may be not
so helpful.

The_fiﬁal area, whére we were able to definitely get |
extra anima;s identifiéd, was_in the histopathology laboratories
because autopsy sheets were either marked GC, EX, Extra -- that
type of notation. I'm sure for many of you who have reviewed
some of the audit studies, you have encountered many of these
types of things that were in the upper righthand cornef of the

gross autopsy area.

The actual starting dates and termination dates. We

have encountered many studies that, although they may have been|
started as two-year rat - studies, for example, actual. termina-- -
tion occurred after 18 months. Even in that type of study, we

have actually encountered animals that have continued on past

the 24 month period, and that's why it is absolutely important
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that every individual animal be accounted for. The statistics
we performed gave us a great deal of difficulty because of the
lack of standard deviations.

That means that, unless you get into the raw‘data,
you could nét see the actual standard deviations. So, there-
fore, in a very large percentage of the test-studies, it is
going to be necessary that you reanalyze the data by your own
statistical methods.

One of the biggest problems we did encounter were the
reéorts were there was no adverse effect. Body weight gain
certainly becomes very important at that point because, as you
all know, so many tiﬁes only body weight is effected in histo-
patholoy and that does not account for the lack or géininQTOf -
any bedy weight. |

Certain additioﬁai data, as you are trailing animals,
would probaﬁly lead to £he fact thap an animal was substituted
in the study itself. For example, if you are following an
animal by boay weight that would suddenly go from 350, in one
month.or one week, say, down to 250, it would certainly raise
your eyebrows, when the animal is in good health with no other
clinical signs of illness, that it was most likely a substitu-

tion. You should pay close attention to that type of thing,
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because we really want to end up only with those animals that
we feel secure OT have received the animals during the entire
test pericd.

I think Dave had a few examples thét he would like
to bring ups:. | | |
MR. CLEGG: Art is being a little unfair on this. He

has written down most of my examples and he has used them.

There are one or two which, perhaps, I should mentlona
One of them relates to the timing of studles in terms of how
long was the study performed, as Art pointed out, and, also, th
availability of the test material when the study started.
Now, we have come across the 90-day study where the
study started on, let's say, the 1st of June. The invoice for
shipment of the test materxal from the flrm was the 9th of

June, and the diet preparation sheets are for the 12+h of June.

1n other words, by the +ime the diet was prepared,

according to the raw data, the study has been underway for 12 |
days for a 90-day study.

This does not necessarily invalidate the study, of

course. You can still get scme information from it, but the 3

whole base line, which you are working from, has to be altered

+o deal with an 88-day study or whatever length it is and *
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conclusions have to be drawn on this sort of basis.

Another area where we have run ihte troublg is where
the raw data base is such that there are very marked chénges
between the final report which was submitteé and the raw data.
The type of'thing I've got in mind here is perhaps relaéihg to
‘éoenstrayis)adetermiﬁatioﬁ ﬁh;re, o@ é number of occasions, we
found that the so-célled no effect level from the raw data base
is lower than the no effect level that was calculated from the
final report. In other words, there is a change iq the baéis
for calculating your acceptable data for your test material.

This, of course, is going to have some refiection, or
bears the potential of haviﬁg some reflection, on the reguia—
tbry stagés of a coﬁpound.r This is something we will probably
get iqto later on.

-.Art is happily pointing to one of his, now, giving
me something back. Since ﬁé is_using the.example, iét him talk
about it. Troro Limw oan wmea, .

ﬁR. PALLOTTA: There are so many. I am sure we-will

never be able to cover all of the problems, actually. I don't

studies that had to be reviewed -- and I'm sure you will s+art

finding many, many things'that we didn't £ind, but we did
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encounter, for example,.clinical chemist?y or hematology reéults
in one study, where, actually, the raw data indicated it was
entirely differént dogs from another study. That type ﬁf thing
happened also. ‘ 7

MR. CLEGG: Fred, if I can just téke the floor for a
moment, again. I'm not relating specifically to examples, but
one or two things that have béen said-previouéiy.‘

For instance, John mentioned thg certification form
which has to be forwarded. The example in the notebook, in fact
is the one that is applicable to the United States. Thefe is
also == and I think anybody who is involved in IBT wﬁo had coﬁ-
tacted us has copies of this -- a form which is somewhat dif-
ferent which was sent out by tﬁe Canadian Government.

This is ;lso.required to be signed. We are finding,
in Canada, éhat, in scme cas;s, what wé are getting is the
American form which is completely useless from our point of view

Certainly, we deon't havé'the various.rules.and regula=-
tions that are laid down in there. So it has Ao meaning at all.

We would appreciate it very much if you would make
sure that you send the correct fgrm wheg you ;re submitting data
to Canada, rather than just éoéying exacfly what is sent to EPA,

It saves us a lot of effort in having to go back to firms and
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asking them to £ill out the right form and then return them to
us.

Another point I would like to make as well, which

cated that a studf could be considered to be invalid ‘if certain
data was missing. However, I think it should be pointed out
that it is necessary, from the point of view of both ocur govern=
ments, that some form of wvalidation ﬁhould be done con these.
They can't just be dropped because data is missing. We must
have some sort of report indicating why there is no wvalidation
and I'think this is fairly important.

Similarly on those, if any adverse éffects, which
would otherwise be missed, are picked up in the raw data which
have not been in the final report, then these should be indi-
cated t6 the government inveolved because, since the main func-
tion oflboth agencies dealing with this is the protection of
public health, if there is some adverse effect we afe not aware |
of, then we're not doing our job efficiently. So it is essen-
tially to have some sort of validation on all studies which
have been requested for validation even if it's only a few
lines indicating why a validation can't be done in‘ény depth |

or why a validation shows that the material is going to be
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invalid or the study is going to be invalid.

I'm pointisg out that, if there are any adverse effects
which may appear from that raw data, even though éhey can't
necessarily be validated, they indicate this compound may have
(cross generic or inter generic) types of potentials, I think
this is essential to both our governments.

DR. PALLOTTA: I would like to reemphasize something
that Fred said, also, and that is that both we -- Canada and
the U.S. -- have decided we are going to review, not report by
report but by compound. L

In other words, we would like to have all of the data
submitted on a compound before we initiate our actions.

I would also like to emphasize one last point, Fred,
and that is, in those studies which you have difficulty with
validating and feel they fall into the salvage possibility, that
you indicate in the report those steps that you feel would be
necessary to sa;vage.i:. :

A -VOICE:" "A point ' of cIarification;:ﬁr. Arncld. You'

said, for example, if you don't have diet preparation sheets,

information. Could you clarify this point?
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MR. ARNOLD: When I discussed the ba;e minimum, our
conclusions would, in ‘all likelihood, be -- and I'll state
parenthetically, certainly feel free to contact us:i1f you feel
differently =-- that ﬁhere‘are fundamental pieces of information
that are listed that are critical for us toc make a determinat?on
that é study is valid; that it can stand alone; that it can re-
main as a basis for making regqulatory decisions.

There is a great deal of other information that may
be in the reports which shed some iight on the toxicity of the
compound or the various characéeristics associated with the. .
compound: That's what Dave is talkiﬁg about,

Review it and f£ind oﬁt'if there is, in fact, something
in that study which suggests a f;ndzng other than that origi-
nally tendered to either EPA or Canada, but in terms of anti-
cipating that you can prepare a validation report which is going

to suffice to meet our requirements, lacking that data, I think
it is highly unlikely. .

A VOICE: -Are you finding cases where diet prepara-
tion sheets and dosage feeding level forms are not available
for these studies?

MR. ARNOLD: I'll let Art and Dave answer that.

MR. CLEGG: . Yés, we are finding quite a lot where the
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diet preparation sheets are either incomplete or, in fact, are
missipg almest to£ally. Eowever, the majority of cases we
do find the calculations which were the bases for determining

what amounts of the test compound should be-added to the diet

is frequently there.

We have also found, in at -least one case, that these
calculations were inaccurate. | _ :

-bR. PALLOTTA: Also, the timing fgr mixing has Seén
a problem in many af the cases that have been reviewed. -Where_
2 large batch of mix had to be prepared, mixing only occurred
for, say, five minute;.ana_it is indicated in the raw data.

One additional point which we overlooked, and i know
it is.very important to a great number of you, and that is con~-
trol animals. We are aware of the fact that common controls
were useﬁ in a very large number of these tests performed at
IBT. We have agreed on the policy of accepting common contrxols,
in spite of the fact that these comﬁon controls may have been
in another room.

I would like to put some caveat on that because we
are not fully aware 6f all of the problems that were asscciated

with common controls but I think, if you received raw data on

%
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some sort of basis for a commen control which would be appli-
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your test animals, and no control data, there is a very good

uncover this data, because the animals were in another rocm.

Now, obviously, timeframe is going to be extremely .
;mportant. 'We have encountered where these common control‘
animals were started at the same starting dage as the test
animals; we've seen them starting just a few weeks prior to;
and, sometimes,-towards the end; and,sometimes, not anywhere.
during the study.. |

So, I think we are going to have to take each of these .

VAT, they will do everything they can to dig out the common

controls that were used on your-study,~bo£h negative and posi—

AVOICE: J{Inaudible.)

ﬁR. ARNOLD: Let me repeat that question. Can you
use contemporary but historical control data to validate one
study when the contrcl-daté rélates perhaps to another study?

MR. CLEGG: This is what I was just about to add to

what Art said. As far as weight concern, we are trying to get

cable to IBT studies on a year-by-year basis. As yet, we
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haven't been able to do this, because we haven't got encugh
data.

F 4 can't séy that I am very happy about this on

scientific grounds, but we are trying to run this as a salvage

a reasonable base line for controls which may be applicable to
a number of studies, then, when contrcls are not available,

we'll compare them against those controls.

DR. PALLOTTA: I would like to emphasize, though, if

there are common controls, they should be used over the histo- !
i

siand, duia:

A VOICE: Have validaﬁions for tests, such as bird
and fish tests, been offered? If they have, what has been the
experience as to whether most of these have been validated or
not validated?

MR. ARNOLD: Let me!fespond, first, and then I will,
ask scmecne else to. |

We have not requested that kind of data in our review:
of the files. There have been cases when a pending act;on had |
some acute data from Bio-Test which the Product Ménagers and
Registration Division have regquested. I haven't seen a whole

list of such studies but perhaps Mr. Sanders would give an idea!
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of what the experience has been to date.

MR. SANDERS: In the Registration Division, we havel-
not received that many new a;ute studies. From an adﬁinistra-
tive standpoint, if we do receive acute studies, oéinion appli-
cations, that study should be valid;ted.

As to thé disposition of that, perhaps w; can deal
with that some o£her time.

MR, ARNOLD: We haven't, within.the group that.I work

with, looked at any acute data. I think Dave Cleég has had the

opportunity to review-a small number but I don't believe it is,

representative. I don't know if he can base a conclusion on it

or not.

MR. CLEGG: Well, as far as we are concerned, we've

locked at one or two acute studies but only in relation to derms

toxicity and interrelation of toxicity. We have not loocked at

any wild life studies. The number we have looked at, I'm sorry;

about three in each category and it's insufficient to make any
statement,
A VOICE: I don't know that we will ever ask for

validation of those.

MR. ARNOLD: Our first priority is to review the tests
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in support of tolerances.

A VOICE: There are so few instances in which they
have made that point.

MR. ARNOLD: It may have come up in'the registration
process but it's not going to be a commen gquestion.

A VOICE: Our company has already been asked for a
validation revision of wildlife. We have been asked to submit
this. ’

MR. ARNOLD: wWell, I did say; if you have a pending
registration action and if that is relying partially on IBT
data, they will ask'fér a validation but whether we will ever
get: back into the files to rgview the 3,800 addi%icnal tests,
whiéh we really havén’t done anything about, is highly ques-
tionabie, at this time.

A VOICE: But what happens to all the applications

for registration in the meantime? We have been asked to supply

this data.

MR. ARNOLD: The review of those test restults will not

proceed until the valication is received. When the validation

is in, the validation plus the original submission goes for

tration action, but they won't proceed with any valuation of
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that data absent validation.

We are trying to avoid creating additional issues and
problems for the future. '

We've got one kind of a situation.where, in the past,
we have ;ccepted a large number of tests which now are ques-
tionable. Knowing that there is a potential for problems, we
would like to avoid that for.the future, and there are a small
number of tests involved because, basically, they are ones that
have been completed in the very recent period for which audit-
able information ought to be available, but we won't préceed
without. that. -

A VOICE: I would like to ask Dr. Pallotta a gquestion
concerning putting all your déta on one (inaudible). It's an
impossibility in most cases. We have not receivea the micrb-
fiche on se&eral tests. The Registration Prodéct Specialist
is. asking us for some study, for instance, and we have that.‘_
So we have submitted that.

I feel ;hat it would be an ideal situation if you
could put all the tests in only one product, but it's not a
pracﬁice way of action. | .

DR. PALLOTTA: I think Fred addressed that problem

earlier and IBT has indicated that, at the end of the year =--
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MR. ARNOLD: At this point, they have provided all

! the data to sponsors on chronic studies which were completed,

mailed out as of January 1lst, '78.

Now, if you haven't received a test that falls in
that category from any of the three IBT facilities, one of two
things has happened. Either, there is no raw data for you to
audit, or it's been sent to a wrong address or there has been
a mail mix-up. So I suggest that you contact IBT.

. We've now been waiting about a year to proceed with

this validation effort and I recognize that the problem of cata=

loguing and microfiching five million -- or some number like
that -- pages of recoxds, cérrelating it and providing it to
sponsors for review takes a lot of time. A great deal more
time than anyone originally anticipated.

For that reason, we haven't taken any actions, but
s & thinklthe point to keep in mina is that we are not going to
begin with the review of a compound =-- a historical'compcund. |
One for which we noted a concern in.oar letter of correspondenc§
last July. We are not going to proceed with a review of one
study when another one is being audited. We'll wait until we
get the entire auditable data base and we'll review it at one

time to determine, first, are the studies valid and, to the
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| extent they are not, what do we know of the toxicity of the
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ask you to audit it, but we are pointing out that it is our

all likelihood you are not going to get it.

of the IBT VAT effort, you still do not have any sﬁudieS) then

- the raw data. So we know the raw data is there. But, every-~

,of those things.

~undue pressure on anycne to perform something that physically

45

compound in guestion. ©
~

Otherwise, it requires us to go back several time to
salvage blts and pleces of information from this study and that
study and lt would slow you down and it would slow us down.

If you don't have the data base, obviously we can't
understanding that, if‘you don't have the data base now, in

DR. PALLOTTA: Just adding to that, if you have re-

ceived some of your validations, after you have met with some.

you can assume that_tﬁose studies are invalid because of lack
of raw. data.
A VOICE: Well, it's more complicated than that be-

cause, before we got the microfiche, we went to make copies. of

time we call.iBT, it's another two months before that can. be

sent. So we've waited, now, for about a yYear and it's just one

MR. ARNOLD: I don't believe we have been exerting an
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can't be aéne,

A VOICE: More than pressure is on us because, éé a
registrant, we would like to continue registrations and yet_you
can't do that without --

| MR, ARNOLD: Because you are tied up by IBT data.
T suggest that you raise the question with Mr. Current, perhagsd
during a break, but his infofmation to us is that it has all

been sent out, absent a very small number of tests in the bits '

and pieces file.-
1

A VOICE: .(Inaudible.)
" MR. ARNOLD: -We discussed that 1astvnight and I sus-l
pect that the méjority of the metabolism studies woulé not fall
within that 90-da¥ and longer‘clas;ification.

Tt doesn't mean that some of them might not have been
microfiched andisent but, a£ fhis_time,'ﬁhey can't make a broad)
general statement about thesé'sgudig% leéﬁ ;haﬁEQO"days, énd
that's wheére tﬁé=majority;bfzthe.metaﬁoiism studies.wauld fall.

A VOICE: . Again, wifﬁ that letter I'm referring to,

we received a letter from EPA saying these studies had to be

validated in one year. Now, again, you are telling me that

package is in. We sent the validation in six months ago and it
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apparently is sitting on somebody's desk. So this metabolism

work isn't done. We don't have this information. We may not

| get it for quite a while and, when we do get it, it's going to

take time to validated it. So things will be held up.

MR. ARNOLD: We have proceeded on a piecemeal basis
to date, and we've decided that it's just not sufficient be-
cause of the number of issues that are raised in the validaticn
reports. We have to go back over the same information more
than once.

So we are going to not proceed with the entire review!:
of the chemical in gquestion until we've got all of the IBT
validation effort in hand.

That's strictly from the point of view of efficiency
because we can't make a decision, in many cases, on pesticides
until wg've had A chance to review all the data because of
fundamental errors in key studies and there is just no way .
around it.

I know itlcreates a problem for you. I'm hoping IBT
is almost to the point now of being able to make a blanket

statement, "You've got it all. If you don't have it, there is

! no more information," and everybody can kind of bite the bullet

and decide what they are going to do.

-
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It is extremely frustrating for me and everyone else
invol&ed heré, toco. We're not attempting to sandbag you. It's
just that there are too many uncertainties for us to proceed
when you've got a significant problem with gey studies.

A VOICE: (Inaudible.)

MR. ANROLD: No. 3Both Déve Clegg and I have attempted
to go from thé total o§ all the IBT data down to ones where we
really have a concern and, basically, they are the.ones upﬁn
which we have based the public health hazard. Now, the fish
and wildlife; the acute studies and the precautionary statements

are another matter, but we're not going to hold up our review

on thcse.. We've not even asked that theg be audited. We're
dealing, now, just with the ones in support of tolerances.

MR. CLEGé: If I may, I would just like to cut in.
I'm not quite sure that this has come over very clearly from
the Canadian standpoint, anyway.

We are,in fact, iooking at studies as they come in,
in terms of checking the audits and validations, and we are
goind through the raw data on these.

What we are not doing -- I think this is what Fred is

the whole data base on that compcund.
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It doesn't mean to say that the data, which you have
submitted, is not looked at. It is being looked at. At least, |
as far as we're concerned in Canada, but we can't go out on
individual studies and respond to them for the simple reason
we don't.have the manpower to write all the letters which would |
be required of us. It would be a horrendous task, from that
peint of view.

What we are doing is auditing, validating and filing

our opinions on each study and, once we have done that, when we

have the complete data base, it will be re-reviewed and comments
will be sent out that these studies were considered valid and
these were considered invalid.

If there is any argument about that between your

consultants or yourselves or ourselves, then, we're not infaliable,

we are quite prepared to sit down and talk about it and discuss:
it and find out whether there is any difference that can be
reconciled, if necessary.

Then, finally, when we have dealt with this, we will

come up with a registration situation by looking at the total |
. : |

data base, but we can't do anything about registrations or the !

tolerances, per se, until we've looked at that total data base, |
I

because we don't know what is going to be available.
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MR. ARNOLD: That is certainly an accurate reflection

of what we are doing and the reason I say we are not proceeding.

get with regard to the registration status of the chem;cal; it
is that status that we are hbt proceeding with until we have
had a chance to examine all the studies.

A VOICE: What i§ the Agency's action going to be?:
We write a letter saying we are unable to validate a two-year
chronic dietary study, but we have initiatea another two-year
study under today's protocols which we feel is substantial.

MR. ARNOLD: In that instance, and I think we will
start with the assumption that that is a critical piece of
information, we would request that you provide us with interim
sacrifice records on the new test as it is carried out.

We would, in all probability, if it is a compound that
has a large number of tolerances and one where there is a fair
potential for exposure in food chains, reevaluate our prior
tolerance decision based perhaps on a 90-day test with -- I'm
not even clear on that. Dr. Dale will comment on hbwtthé.Sb-
day tests are used to make interim tolerance decisions in the
old context.

We would not proceed with registrétions of significant
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i people doesn't really matter much and, if we essentially had

| aware, the cancellation and suspension actions talk- about un-
| reasonable adverse effects, and lack of a data base is un-

i reasonable but it's not an adverse effect by itseif.
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new use patterné for the compound, nor would we proceed with
the télerance actions until we had 'what‘we thought was an accep-
table data base.

As far as the "me too" kinds of régistration decisions

on that compound, we would proceed regardless of whether it was
market for a pesticide and whether its put between ten or two

madé the decision to have the chemical on the markeg, we don't
really care how-many people are using it in a particular productﬂ

A VOICE: (Inaudible.).

MR. ARNOLﬁ:l There is anothér point.: If, in thel
validaticen 6f a compound, we determine.that, in fact, not only
did thg5§£udy perhéps:fail to ;dequately identify no effect
levels, we might demonstrate adverse effect and then the AgencyW_'

feels compelled to take an action on it.but, as you are all

So, in the extreme case, when the data base that the

registrant thought they submitted. turns out to be shot full of

holes and unusable, then we might have some additional information
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that céuses you concern, we could proceed under a tolerance
provision or voluntarily work with the registrant, modifying
some use patterns against some additional data.

We are going to be very flexible. We've got to. It!
that kiné éf a situation.

A VOICE: - I would like to ask Mr. Sanders a question.
In the event that we do have é registration being held up in
the absence of validation for £fish and wildlife, since addi-
tional registration seems to be an actuality, is it possible
that registrations will be granted on a conditional basis that
validatién occur or new studies be instituted if not validated?

MR.'SANDERS:' I assume you are talking about a new
use? - |

A VOICE: Not necessarily, no.

MR. SANDERS: In connection with conditional regis-

tration, suspect data has no bearing, generally speaking{ We

: are talking about similar or identical products.

In other words, if you make an application that is
similar or identical to a registrants product and we don't know

based upon our data base, whether or not you have relied upon s

 pect data or not, we would issue you a registration anyway and

' this is, at this point, something that may be new to'many of
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you because we have not fully developed implementation of
conditional registration, as you know, but, tentatively, that

is the direction we'll go.

A VOICE: What you are saying is that, in this in-
stance, you may grant registration and make collection of this
other data a condition, is that correct?

MR. SANDERS: That's correct. This is not a new use.
We're talking about carrying a registered product. With res-
pect to new uses, it may be a littlé difficult because we'may
require new data.

A VOICE: How could that be followed up, now, in an
instance where registration actually exists?

| MR. SANDERS: In re-registration, suspect data, as I
understand it -- and Fred can talk more about that -- at that
point the references that were used to support.that registra-
tion have to become apparent and, at that time, we would deter-
mine whether or not suspect data was or was not used.

A VOICE: Okay. Thank you.

MR. ARNCLD: 1In the.prccess'of re-registering a com-
pound, basically, the Agency takes everything it's got in its |
files and dumps it on the table and tries to construct standards

from that. What do we know of the toxicity of the compound?
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I don't really think that this is going to be a prob-
lem that is going to come up in the fe-registration process.
Hopefuliy, most of the compounds, we will already have £he
critical tests either validated at that timé ér we're going to
know that there is nothing to validate. Somebody is probably
initiating another test because there is a data gap and they've

got a certain amount of time to complete that data gap, in which

This fish and wildlife question which, I think, is
perhaps something that may have been.raiéed in the current
registration mattex, it's kind of a problem that is going to
peak and go away because there are very few tests coming out'of
IBT, right néw, that have been referenced by régistrants for
new actions and those that are coming oué, they have records
and they've gone through an IBT assurance pfogram with. IBT,
which was initiated prior to this whole validation concept.

So,‘rgcords are available and our exéerience has been
that the studies can be reviewed very quickly.

A VOICE: ({Inaudible.) The problem 1s, if we assume,
now, this micrbfiche;data that we have is all we're geoing to
get and then thére are instances where you have 100 (inaudible)

saying, "You don't have the microfiche," it really makes for a .
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tough deci;ion.

MR. ARNOLD: I realize that. I undefstand that that
is the reaéon-why individuals have been reluctant to proceed
with the validation on part of the data basé which, subsequently
may becoﬁe modified and augmented with additionai'data.

Right ﬁow, it is my understanding that, 6n the chrogic
studies, if you 'don't have aﬁy data on-it, you're not going to.
éet any data except for unrelated pieces of several pages in
this bits-and—pieces.file.

I think you might begin working under that assumption

In cases where you've got a data base on a study and
it falls in thig chronic claséification, in all likelihood,
that's all you are going to get. You may get some pieées_éf
communication when they go to microfiche the bits-and-pieces
file, but that's not sigﬁifiéant information and it;s usuallx‘
not related to a study for which they have built a larée data
base. ] ) | h

So, I think, at this point, for the ma]orlty of
studies, you've pretty much got what you are gozng to get and
you can proceed and, in the case where you may have gone' into

a— Y

Bio-Test -- I've known several instances where sponsors went

,
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into Bio-Test,prior to Bio-Test atﬁempting to buila their cwn
library and ciassification system, and chied data which has
subsequently not been microfiched and sent out. |

1 jus£ don't have any wisdom to offer on that problem
other than talking with Bio-Test, because I find it a rather
peculiar situation myself.

DR, PALLOTTA: Let me try.and see if I can give you
aﬂ example of this type of problem.

- Let ;ay there is a two-year rat study and all of the
hematclogy data is missing but you do have all of theirest of
ﬁhe infq;mation and you can validate without this hematoloéy.
It appears to us that, by relatively simple target organ type '
studies, you can indicate bone marrow effects.on a relatively
short—te;m-basis which would be helpful to support that par?
ticu;ar study. o '

| That's ah-example of the type 6f-sélvage_ﬁéterial.we
will accept. . c | L3
A VOICE: I'm not'so concerned about thé bits~and-
pieces file. 1I'm concernead where we actually have knowledge-or! .

hard copy data. and didn't receive any on the microfiche.

MR. ARNOLD: In that insténce, I would certainly expect
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a7
you have. If you've got hard copy that wasn't microfiched,
then,.obviously, bet*een the time you retrievéd your own data
and the time subsequent microfiche were made, it got lost --
unaccounted for =-- but certainly no longer available.in.miEro-
fiche 'form. : You should proceed with that.

I don't intend to Iimit our review of data to just

. the records provided by IBT. I think that, oftentimes, sponsors

i
i
may have records or correspondence. Perhaps they have hard ’

copy or hematological reports which were submitted during the
course of the study.

Any information that relates to it ought to be used
to review ;nd build a proper perspective oﬁ the sfudy.

A VOICE: .Shouldn't it be possible, at some stage,
to get a statement from IBT, rather than.make an assumption
that they have supp;ied all the data?

MR. ARNOLD: Well, I certainly hope so. 1I've been

attempting to kind of get it nailed down, now, for a long time, i
. |

i

simply because I feel it reasonable to insist that registrants |

1

|

pursue in the effort and it is one that has been very frustrating

there.

I'll see if we can, perhaps, get scme guidance from
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part of the microfiche process that took place over the last

we would like it noted as to what the source of the data was,

| whether it was microfiche or some other source.
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the managers of the Validation Team,-.and. I ‘pass on to;§oh what-"l
they have:.passed on to me and I interpret that as it is time for
everybody to kind of face reallty and there is not going to be
a 1arge Pody of data that's going to come to the surface in the
next qonth.

There is a possibility -- e.very stroné possibility -
'of.probleﬁs in Being able to COntact.their prior clients because
of people moving, people selling rights to data, changing eom—
pany names. For a number of reasons, they have difficulty
trying to provide the records that.they have to.ehe'sponsor'whd '
is likel; te be the one who wants it.

MR. ULFELDER: One Qeint about the question of hard
copy. I think, in submitting a validatiop report, it is essen-
tial that you indicate whether you.are using a cbp& you ebtained
;previously, or either contemporaneouejeo the delivery of the
study report, or whatever, or howe;er you oﬁtained it, as

.opposed tc microfiche data which you have been given by IBT as

' year,

For our purposes, in reviewing the validation reports,
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‘minute break, -right now.

minutes and then we will take a lunqheon recess.

been sent, what records are available, what records might be
available in the future and they will provide an oral assess-

-mént to you of what's been sent and what's the likelihood of

ment would be enough for you to prdceed, and I would certainly

 be able to reference and-support additional studies to the

59

MR. ARNOLD: I wonder if we could take about a teéen

{Whereupon, a short recess was taken.)

MR. ARNOLD: Perhaps we can reconvene for about 45

Let me just provide some additional comments upon
availability of microfiche.
Again, the representatives of Bio-Test urge each

sponsor to contact them individually about the status of what's

anything else being made available. .
They will follow that up with a written confirmation

that you can proceed on, but they suggest that the oral assess-

expect then, given an oral report for them of what ié-available,
that you could proceed on this Validatién for which there is
data and begin to’méke any assessment &f - those studies for

which there is no data to determine whether or nbt.you might

Agency in the case of data gaps we're beginning to test.
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- tem of constraints where .there - is no-feasible~-solutién' to thea

fwhich-we have, whether it includes tests other than IBT tests.

Perhaps tésts which were not referenced to any particular

i ‘data which, at one time, you assumed was satisfactoiy, please

:event you determine that your toxicologiéal data base is not

60
We'll continue to be flexible. I tﬁink we have in

the past and, if we haven't been, I would appreciate it if you

would bring that to my attention, if we have constructed a sys~-|

-

Problems .- Toianvla

Several points were brought up to me during the inter-=
mission that I told you I was not making clear. Conclusions
reached on your part or on our part that a critical study is

in doubt, ocur process will be to examine the entire data base

tolerénqe petition but that do bear on guestions of human safeﬁy
We'll looﬁ.at all avéilable information ta construct as much
of a data base as possible concerning the toxicology of the

chemical. . .

In the instances where'you are aware of other tests

which you feel are relevant in the light of certain missing

point that out to us. The last letter from Ed Johnson made that
request in addition to- a number of others.

Basically, what we were requesting was that, in the
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'.were often prepared for IBT reports -- addendums dealing with

.been sent on to the recipients of the original data ana, again,

: alone pieces -- that are cropping up, inadvertently, but they

61
as was originally presented, what do you suggest we do about
it? Do you have additional data that suggests the chemical is.
safe and, therefore, there is nothing to be.worried and tests
are underway, or are there tests which have been completedlin
the public domain by NCI or by whosver that bear on yous com-
pound and thst’you think support the continued registration and
continusd use paﬁterns? Certainly, provide us with any informa-
tion that you know of in those circumstances where, by your own
assessment, the data bsse just doesn't support the prior con-

clusions.

There is one additional point. Apparently, addendums

one phase of the work -- and the individuals involved in the
validation assessment work have found, at times, in golng through
file- cablnets, items which may have been prepared after the

original repo:t’was completed,_but they do_supply more insight.

They are stand-alone kinds of documents. They have

a communication directly to Bio-Test can provide you any informa-

tion that they might have on these addendums --— these'stand-

are cropping up.
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. you might find an awful lot of the missing data in your own

62
I guess the best thing to do is to continue with
trying to answer your questions. It seems like the guestions
are certainly good.
DR. PALLOTTA: OCne other comment was made during the

intermission and that is, especially among the larger companies,

files.

If you are anything like EPA, the data tends to get
lost in the archives that-you may have in your own companies.

I think we also want to make some comments about on- |
going studies. As all of you are aware, a good number of the
scientific staff at_IBT have left and many of you have studies
that are ongoing. We would strongly urge that you provide some
supervision in work until its completion.

MR. ARNOLD: I guess one additional point to be
brought up there. If you are not aware =-- you soon will be,
if you have an ongoing test -- it is now a Bio-Test policy not
to sign the reports and the reason for not doing this -- and
I'll give you the reason they gave me and you can pursue it
individually with them if you would like to -- is that the
current management was not in charge of a number of these

tests at the time they were started or at times during the
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. practices and, at times, tests have come in that were not

. an IBT test, when current management is unable to sign the re-

63
conduct of the test.

A number of scientists, who may have been involved in
the early states of a test, are no lchger there and nobody can
state, categorically, that everything'reflected iﬁ the report,
in fact,‘is borne out py.the raw data. In theasense-we.are'reQ
quiring all tests be validaﬁed, the validation will be the proof
of the pudding. Either the data supports the conclusions or it
doesn't.

. We have Reto Engler, who is Dr. Dale's Branch Chief,
who has developed a policy and transmitted it to more and more
registraﬁts that unsigned reports would not be acceptable. That
is not the policy of the Agency. We discussed it last night

with Ed Johnson and we reviewed the prior registration revision

signed.
We have not, in the past, insisted upon that, although
it is certainly expected, and we are not going to create a

double standard now.

I might point out that, in reviewing the results of

port and reflect that this report is fully accurate, it cer-

tainly raises gquesticns in my mind and I think it ought to raise
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guestions in'anybodyts mind, given the circuﬁstances that there
is no-affirmétion that, in fact, everything happened as stated,
but our policy will be that the vaiidatérSJ-are going to speak-
for themselves and, if IBT feels compelled, becausg of a cor-
porate point‘of view =- I don't believe it is becaﬁse of a basic
scientific inadequacy. My understanding is that Ehey don't
necessarily question it but they have no way to prove to them-
selves that everythiné is entirely supportable..

Given.that -- their requirement -- we will accept un-
signed reports along with the validations and we will review
those just the same as we do any other test.

| A VOICE: You stated that acite stuaies-are not being
requested by yourcgroup:. However, they are being regquested by
other groups in Eﬁﬂ,urNow, acute studies have some problems
because all thHe guidance that I've received to date refers go
long-term and they point ocut the imﬁprtance of protocol and.the
importance of receipt of animals. (Inaudible.)
| Now, I'm getting consulténts coming back and saying,
“i can't validate your study because, one, there'is no protocol,
. and, two, there is no receipt of six animals or 50 animals ever
being used." Would you elaborate on the importance of tﬁose

{ two ltems for an acute study?
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: of them. The only ones we've had are the ones that have come

~be a certain type and there is some information to suggest it

65
MR. ARNOLD: I will attempt, and then I will pass

this burning issue on to Dave Clegg.
Actually, in discussing it, wé don't know how to audit

an acute oral study and we really haven't asked for very many

up in a registration procedure.
In the case of a protocol, I agree there is going to

be a unigue protoﬁol, especially if the study was reported to

was carried out that way, or there is go;ng to be a small body
of infor;naticn.=

In the case of animal receipé, I think it is fairly
clear tﬁat animals for acute studies were not ordered indivié.
dually. It's really not i?;elevant. I mean, if you hgve in=-
formation on it, that's fine, but it ceréainly would not be a
fundamental kind of informatién on an acute study.

The reason we have not issued any guideliﬁes én how
to audit ‘an oral acute is that we really don't know. for that
reason, we didn't ask for the vast majority qf those studies to,
be audited. We really have nc basis for deciding'whether there!

is a problem in that area or not.

If there are individual instances when the registration
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process has requested informaticn of that nature, the basic in-
tent that we have in performing an audit is to provide substan-
tiation that the test is actually carrie@ out in the manner re-
flected in the final report, and I thin% that goes across the
board, no matter what kind of a test you happen to be looking
at.

We are not so much concerned with whether the final
report was the best kind of a test to do or whether it meets
today's standards. It is, does tﬁe raw data support the con-
clusions in that final repor£ that, at some time ip the past,
we made decisions on and, if it does, and we made a bad deci~
sion, then we_just didn't do a gcod job of protecting the public
health but, if we made a wrong decision because the report was
incorrect, those are the ones we want to £ind out and we want.
to try ;nd fix.

A VOICE: Essentially, you are saying, in.acute,.it

is more important to have an audit-than a scientific validation?

MR. ARNOLD: VYes, I think‘that's what I'm saying.-

MR, CLEGG: I'm not quite sure why it was- passed to me,
but ; do have a comment in relation to this.

As far as we're concerned, with acﬁte oral..studies,

we have notlrequested any validations, nor do we intend to.
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There are a number of reasons beh;nd this whicb are, perhaps,
worth considering iightlj; . -

First of all, the relative cost of obtaining the
information for ;n acute study, going through an audit and
validation érocedure, this is probably just as great as re-
peating the study, particularly with acute oral studies.

My own reaction to this would be that, if there is
a ne&essity for an acute study to be verified, then the easiest
| way to do it is to repeat it and néf bother with audits and
validations. That's for acute orals.

i Now, whether the same is true when you are dealing
with acute inhalatipn-or acute dermal, I'm not quite ‘so sure,

; think, in all probabilityL since you aré assessing certain
specific time inteévals, the irritation scoreé or this type of
thing in both those types of studies, tﬁen it may be worthwhile
gettiﬁg the data and going through it ‘and doing a validation

on it but, as far as acute orals are concerned, I think the
probability of a regquest for these is going to be low.

There may be an odd cne which will crop up where a
compound is close to the cut-off point in terms of labeling or
various LD-50's that are used thére and where we have some

+ doubts, if one is very close to that cut-off point, then we may :

STEWART, POE & OGLESBY, INC.
REPORTING SERVICES
711 FOURTFLNTH STREET. N.W.
WASHINGTON, D.C. 20005
(302) 347.9598




tJ

10

11

12

i3

14

15

16

17 |

18 |

19

20

29 |

—

68
ask for a repeat, but I don't really bel%eve we are going to
ask for validations on any acute orals.

MR. ARNOLD: I would also add that it is not ﬁow our
intention to ask that registrants gé back aﬁd audit all those
kinds of.studies th;t‘historically exist in our files.

As a general guideline, from the discussion that we
had with Mr. Johnson last niéht, in the case of acute studies
or subacute fish and wildlife, as a general rule, wheh it
appears to be reascnable, if we have asked for a.vélidation,
that it should be validated unless, one, there is compaéable
datg elsewhere == which means a similar study has been done ip
a different facility. There is no sense in going back and
auditing a study yhich alreadf exists and, by its mere presence
it is sufficient.

Or, if the study can be reperformed qdicker and less
costly in the case of, perhaps, an oral acute study, we suggest
that that might be the better way tb proceed than attempt to
spend the resources in validating an aéu;e study.

A VOICE: There is a big distinction. When you are
talking about studies that are being requestéd wﬁich,,ag I can
see, wouldﬁ't be requested unless we submit something. (In=-

audible.) Now, is Canada still taking that position that, &if

STEWART, POL & OGLESBY, INC.
RIPPORTING SERVICES
7IH FOURTITNTH STREET, N.AW.
WASHINGTNON, D.C. 20005
(202) 347.989%

|




ta

10

11

12

13

14

15

16

17

18

i it's an IBT study that is submitted for new use, that it will

i See if we can get some guidance to ease some of your problems.
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not have to be validated?

MR. CLEGG: At the present point in time =-- in fact,

just befo;e I came away =-- a memorandum went up to our senior
. executives to determine whether this stand should continue.

The feed-back I have got on it is not complete by any
stretch, at this'poinﬁ in time, but the general consensus of
opinion, aé far as it has gone, is that this stand will no
longer be taken.

MR. ARNOLD: Since it is an issue that has surfaced
a number of times, I'll make the commitment to discuss, speci-,
| fically, the gquestion of those tests which wé don't ourselves
have any idea how they could be really audited or validated,
such as an oral.acﬁte study, and give 'you a guideline, because
I don't know hew many times that has been caught in the regis-
tration, like the experimental use permit, new applicatién kinds'
of decisions. I'll try, the remainder of this week, to get aﬂ-.
; idea of how maﬁy times it's happened. .
My feeling is it is very infreguent. It sounds like

. you may have been the major recipient of the problem. I will

- It sounds like this problem has created an unreasonable kind of
3
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I suggest for those of you who are in that kind of a problem, why

i don't you give me a call about next Tuesday. My number is

where the dose whlch is given does not tally with the acute

‘instead .of using the LD~50 or half the LD-50, why they have

" lower...

' like to talk to me afterwards, I will try and sought'this out

70
a situation and one which pfobably should never have hapéened.

I'm going;to talk to Mr. Johnson about it and I would

i

Area Code 202-755-8026.

MR. CLEGG:. I have one additional comment I would like

to make in this area. I don't know whether this is the case
that is being discussed. It may be. |

On area where we have ;un into trouble with acute
studlés are those which are being done as range-flndlng tests

for neurctoxicity. studles and, under these sort cof circumstances

LD-50 in the hand then, obviously, there is need for some sort

of validationlor at least some comments back as to why they,

used the best level for a neurotoxicity test ﬁhiéh is much

1

As far as I know, in the acute studies encountered,

[

that is the only situation where we have, in fact, raised any
gueries. I may be incorrect.

If the gentleman who is asking the questions would
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for him.

A VOICE: One other guestion. Earlier, you indicated
that you were going to divide these up betwgen the U.S..and
Canada. How do you intend to divide these?

| MR, ARNOLD; I asked Dave to deo them all. That was
the first provision. |

MR, CLEGG: I refused.

MR. ARNOLD: Actually, to date, the division has '

-

pretty much been-one of very frequent communications between

us and chemicals that they had a greater interest in, perhaps.,

because ihey had a pending decision and one in'yhich they were
already into the déta base, they've éone aheaé and proceeded
with it, an@ we'vg aéﬁe kind éf a similar thing. |
We're proceeding wiﬁg several thaﬁ we;e of interest -
to us for other reasons and.wé weée able:-to kind of move-ahead.
We!lve alsoc taken, ffom the schedules that we have
received from registrants which, although they aré no longer

relevant in an.absolute sense, since basically everything has

! gone well beyond the original kind of concept of how long it

would take to get the data together, we do think it still re-

flects the relative way in which the registrants will submit

data, and we'll get all the studies ‘on Compound X before we go

.
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on to-Compound Y, and we've taken a cut at that so that we don't
get redundancy. ﬁe are attempting to kind of stay several
steps ahead of the receipt of the data.

' We do both need copies of the microfiche simply be-
cause we have got to maintain the integrity of our files. I am
not sure that it would se of particular importance -- ér maybe
it would be. Maybe you would prefer that one or the other re-
view your data.

.1 suppose we could sﬁare with the people ét;leastzenr
tentative conclusions és far as wpo is going to do what: I
think the validation £indings are going to be the same. We, so
fér, have attempted,;o do several.independent ones anq we have
reached, bagically, the same conclusions.

MR. CLEGG: It's 5ust sort of up in the air.

MR. ARNOLD: if you have a qﬁestian as to "Who is
looking-at my data?" by all means ask us and we'll tell you.

MR. CLEGG: This, basically, is part of a discussion,
I think, between Mr. Arnold and myself. I have the feel-ing that
it would be far wiser, once a - compound has been allocated to
one of the particular agencies, we notify the firm in question
that their compound ié being locked at either by EPA or by HPB.

Then, if there are any further questions which arise,
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" as they are allocated -- and I should éay, now, that so far only

 Anything relating to.either compound, for the sake of complete-~

73
then at least they know who.they are dealing with. 1f they
have come up with so%ething which suddenly alters one of their
validations ~-- for instance, somebody in thg coffee break was
telling me that they had an ongoing procedure and they had gone
back to the raw data and they had modified, as a result, some
of their originai validations they had sent in.

If'khis type of thing happens it is, cbviously, to the
advantage of the firm to get that to whichever country is dealing
with that particular compound as sﬁon as possible. So, for
Canada, if it is agreeable with EPA, I will be quite prepared

to indicate which compounds we are actively dealing with and,

22 out of the 50 or.GO compounds'involved have been allocated =--
we wi%l'notify the firm whose compound it is. Does that sound
reasonable?

MR. ARNOLD: Certainly. It sounds like!a very
reascnable way to proceed.

MR. CLEGG: This, incidentally, dces not-mean-that

correspondence should only be directed to the one country.

ness of the files, should be directed to both countries, but,

if it's an urgent situation and you want to contact us by - = -
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- tainly cause a problem. Now, is it allowable to send copies of

10
submitted and it becomes something that's fairly easy to keep

- difficult to deal with. If that's all you've got and you don't

but I would certainly prefer that we deal with the ﬁicrofiche

. us the raw data and I suppose that we will, at some time in

- the future, microfiche it. It just increases the potential for

74
telephone, then at least you know where to go to straight away.

_ A VOICE: ©Not sending microfiche of raw data, a-.lat.gf

the raw data could be in your own files. Now,'that could cer-

our own data to you instead of microfiche ones? The lette; I
received said raw data should be microfiched.

MR. ARNOD: I woulé certainly prefer that we get the
microfiche: You just have no idea what we would have if every
registraﬁt dumped all the raw data on the steps of the ehéé
tower of EPA.

The microfiche we can slip into a study which has been

intact for the future.

All the raw data, on the other hand, would be ﬁery
want to mlcroflche it, by all means provide us with that data,

because of the large volume.

If that's not something that you flnd acceptable, glve

creating, perhaps, a very unmanagerable situation where we can't
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75
even tie the raw data back into the studies because the problems
that Bio-Test has had in trying to build this library are pro-
bably typical of the problems we might encounter if we started
the five million éages of records relating £o oﬁr 123-some
compounds.

MR. CLEGG: If I may, Fred, one thing from the point
of view of contaét between us. fred gave you his telephone
number. It miéhé be a'good‘idea for those who have compognds
in Canada to give them mine. It's Area Code 613-996-3833,

A VOICE: Fred, you mentioned, more than once this
morning, declaring a study valid. We have religiously avoided
reaching pésiﬁive conclusions of the study because of the wide

variety of definitions a’valid study can have. (Inaudible.)

Would  we basically try to point out what data appears to be

raw data, rather than attempting to say the entirefstudy is’
valid or not walid. W&uld you comment on that ;oncépt?_ 

MR. ARNOLD: - Yes. The.cut that we are making. between
s-the black dnd-whitercut between valid and invalid is, first,
if a study is vélid, then it needn'é-be repeated. It stands

alone. It answers all the gquestions that it was originall

intended to answer and the raw data supports the conclusions
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tion about the toxicology of the chemical but is not appro-
I priate for an assessment of cancer. In that case, the study

i might have to be repeated, but many of the conclusions that can

“have limited resources.

" upon the validity or invalidity, with regards to whether the

76
in the report.
Now, there are cer£ainly, perhaps, a large number of
studies that are going to fall in the-ﬁiddle whe;e.perhéps a.

two-yeér chronic feeding study offers a greét deal of informa-~

be drawn in it are valid conclusions.

The reason that wé have asked the sponsors to comment
upon the validity of a study is because i£ is a very difficult
conclusion to reach. There are no guidelings.. No cne every
had to go thrcugh'this kind of a process in the past and wé

Any additional scientific input that we can receive

from the registrants we would appreciate, and their comments

study can stand:alonefor its original purposes, we are still
waitiﬁg to see.

It's a conclﬁsion that we are going to have .to dis-
cuss in many cases bgcause‘it basically tries the decision of
whethef or not a study needs to be repeated. That's a financial

and a time burden that will be imposed by the déecision and it's
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the regulatory decisicn process.” That's what we're looking
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not going to be made lightly.

So, whether you reach that conclusion in your original

'submission to us, or whether we discuss it after we evaluate the

study, is going to have to Be discussed.

In those cases where we detérmine that a'study is in-
valid and‘muét be repeated, I think, oftentimes, the validation
reports sort of speak to tha£ issue because they note deficien-
cies in major areas, but then go on to what can be-éetermined
from the study.

I think that‘the next step ié to say, "We have ini- -

tiated new studies because of the deficiencies. However, we

feel that the following scientific information can be used in

for.

A VOICE: (Inaudible.)

MRT ARNdLD: - The quéstion is whether we can predict.
a 'range of time between the receipt of the validatian and éhe
regulatory decision. |

No, I can'ﬁk because, in many cases, the validations
wiil Be reviewed and, in the situations where the tests are
valid or perﬁaps where the test needs to be repeated but it's

not a2 burning kind of a question and we have additional

STEWART, POE & OGLESBY, INC.
REPORTING SERVICES
711 FOURTEENTH STREET. N.W,
WASHINGTON, D.C. 20005
(202) 347.9598




| % B

10

1l

12

13

14

15
16

17

18

19

20

2|

years.,

“ three ﬁénths has been'extremely low and, as a result, we've

-had ‘some people who were diverted on to other work because

78
information that kind of adds insight, the first formal response
from the Agency would come during the re-registration process

when the generic standard is constructed. That could be several

The data will be réviewed‘because we will have to
separate those compounds from which we reélly-don't.feel any
de;ire to speed ap the new testing if it's called for from tﬁose
compounds where we do have a major concern 6n daéa gaps.

"I believe that Dave's goal, rigﬁt now, is to complete
his revieﬁ of the IBT data sometime in 1981, Is that correct?.

MR. CLEGG: Well, at the present moment, the resocurces
which have been allocated for this by Canada shoul@ be available .
until tﬁe 1st of April, *81. On this basis, we'fe hoping we
will have everything sorted out by that time, but this is so
dependeqt on, (a), when we get data and, (b), the volume of

’

data that we have to deal with.

At the moment, .the rate of data flow for the last

there hasn't been enough-on the IRBT coming through for us to
be able to keep a steady flow on it.

It is very difficult, therefore, to assess how long
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it == a tremendous amount of material -- then, obviously, it's

- going to take us longer to deal with the individual studies in

-we should have decisions prior to that date. I think that's

‘all one can say at this point in time.

‘raised questions on, has about five tests associated with'it

and that's simply taking the:numberpof»pesticida-activg;ingrEze

79
things are going to take, because it is really dependent on
you people how fast you get it to us. Equally, it is going to

work the other way around because, if we get a sudden dellop of

that large a .quantity coming in than if we are dealing with
them as % steady flow.

I know that this is something which is always a prob-
lem in any submission to the government and I don't know how
you deal with it. Again, we would hope to have decisions made

bf April, '81, and, hopefully, if the data is in our hands,

- . MR. ARNOLD: As we review a compound, when we know
it is of significant concern, we certainly won't wait until the
re-registration process to bring it up.

On the average, an average compound that we have

dients and dividing it into the tests that we've requested,
Qur outside estimate on the review process, if we have

to get back into the entire data base because of significant
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to get back in and assess it and, if we reach conclusions that

during theinext year and we're reviewing it as it comes in.

'now because we have all the data for them. In addition, we

‘have a number that come in where it is just a study or two, and

80
ancmalies-and a detérminaticnithat-theé major:body of dét# is
not reiiable, it takes several monihéjto-get in and look‘at
all the underlying data.
| Now, I'm not sure that there is such a thing as an
average test. We have a number of compounds thaé have 20 or
more tests that we've questioned and then some that_have only
one or two. So I'm not sure'that the average makes sense, but,
for our budgetary purposes, we've loocked at about tﬁo man months
have an impact upon yOur‘regiétration process, for those who
have registered compounds, we'll share fhose.with you immediaﬁely.

Looking . at the schédule that we have for the receipt
of data, i hope that we're going‘to-have all the d;ta in hand

We've got three compounds that are under review right

we've looked at that.

I believé, in all instances, we have communicgted
back‘with the registrants because iﬁ'has been a learning pro-
cess to try and understand what the validation process was that

they carried out and shared, with them, our conclusions, and I
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: ing upon Bio-Test for their toxicology testing capability where

i reasonable to expect them to come in at a rate of one a day.

!

81
think we will try to continue to do that.
Certainly, if it is something that is going to im-
pede registrability or néw decisions on a compound, we're going

to notify the registrant of that as soon as we make that deter-

A VOICE: Can you comment a little bit further about
your timing for receipt of informgtion, especially noting some
of the larger companies (inaudible) and pinpoint dates and
flexibility? ‘

MR. ARNOLD: Well, originaily; we had hoped that we
would have all:tﬁe'éalidation rgpérts within a year., We had
asked for-a schedule showing when they would be submitted and
there were several exceptions to that schedule.

There were large companies that had been totally rely-
there were several hundred tests involved. It was just un-

In those cases, we said that we would be flexible but |

we did ask for a schedule of when we could expect to see those,

so that we could kind of plan our resource commitments around

- that and try to be responsive. I think that is still a reasonable

request, if you take into the light of the ability to get the
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raw data from IBT.
If we could start, today, with the assumption that
all the data is available that you are going to get,.I don't

see any reason at all that the majority of the registrants will

us to be able to look at those and comment back.

It's really dependent upon when you can get the firm
commitment from Bio-Test that you have got all the data that
you are going to be able to work with and I, again, stress that
you ought to contact them, take their assessment of the situa-
tion today, and proceed with that because I think, in most
cases, the data which is available is out. It's just a little
depressing when you cqme up and there is just nothing there,
but I think that's a situation you have to face.

A VOICE: Is there a separate group set up to evaluatas _
the validations or is this going to interfer with the evaluation
of new submissigns from a biolcgical standpoint?

MR. ARNOLD: Yes. That's the juggling act that the
Pesticide Program has been in forra number of years, now. I
have resources in the budget to utilize consultants for IBT.

There will be people to review the validations as they come in,

spot check those against microfiche. Sort of the routine part
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_therefore, reduce the drain on the Toxicology Brancﬁ, which is

are going to have to have that reVLewed by the Tox Branch people

We have, in fact, set up a separate group to look.at the IBT

e @

83:
of it, .
The issues that are raised will be referred to senior
toxicologists, statisticians, that will be io a oonsulting capa=-
¢ity as yell as Dr. Dale's staff. We don't intend to use the

senior people to do the routine work of checking the raw data

against the validation. We expect that to be raised up and,

currently in re-registration and RPAR <=.you name it. Soswe
are ttying‘not to pull-those back into the fray.

?he unaveidable part becomes we won't, and we,haveo;t
in the post, asked oonéultants to~make regulatory decisions for
us. In the event that a determ;natlon ls made,tthrough the valms
datlon ‘PLOCESS ;. that a data base be s;gnlflcantly modlfled, we
who normally pass on compounds, but, hopefilly, that will be a
very small number of compounds and the issues wxll be falrly.
well articulated when we get to them. That's what we've done

in the past.

MR. CLEGG: 'May I answer that on the Canadian side.

problems and we are doing, basically, what Fred has just said.

his consultants will be deing and,then; after that, they will

STE\WWART, POE & OGLESBY, INC.
REPORTING SERVICES )
711 FOURTEENTH STRUET, N.W.
WASHINGION, D.C. 2udus
{202) 347-9898




' go into normal patent submissions and be dealt with on this

| basis, going through various committees that usually decide

10
11
12

13

15
16

7]

18

. what happens.

—
\0

84

A VOICE: It takes a log of time for industrial com-
panies to funnel the data. (Inaudible.)

MR. ARNOLD: Somebody else brought that point up and
I said, "What other sort of bombshells have you got hidden?"

Happily, we have almost completed the site business
at all testing facilities. There are half a dozen or a dozen !
very small companies, on which we have toxicolégy data in our
files, that we haven't been to, but they are very, very small.

We've been to 70 or 75 testing facilities and, if
you hayén'; heard any comments about that testing facility, you
can pretty much conclude that we didn't see anything that caused
us . to have a concern.

| We have been, in general, satisfied in the way in

which tests were performed. 1It's én understanding kind of a
learning process. We learned that ten years ago people did
things differently than they do today. For me, I'm not a toxi-
cologist, so that's an enlightening thing for most people who
are concerned.

The vast majority of the labs we've looked at, the ;
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raw data records support the conclusions that were submitted
and that's all we can ask for, and that's all we expect.

There are several labs where we had quegtions, one
of which was IBT. So, obviousiy, we have dealt 'individually
with registfants where we had gquestions on that, because, to |
our understanding, there is not another issue that cuts so
broadly across the chemical ipdustry as Industrial Bio-Test has;

A VOICE: One more related question is every company
is developing data of their own. When are you going to start
checking on those studies?

MR. ARNOLD: You are questiohing, now, the data

facilities that are identified as toxicology testing facilities.
There -may well be ?e;ident labg -; fish and wildlife. We haven
got into that level of review but, when we began.the toxicology
data auditing program with the Food and Drug Administration,

our intent was to review all the laboratories which had sub-

. !
mitted data to either EPA or its predecesscors to form an evalua-

I
tion of how reliable the data base was for purposes of regis- !

tration. .
We didn't make a distinction between commercial labs,

company-owned labs and university labs. We've attempted to go
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i the raw records. I suppose the reason that we haven't talked

J Cf/' v
f | :
L‘_ 86
to all of them, but we started off with a laundry list of about
340 testing facilities and that's really cut down to about 30
that are still in business today and ones which, in fact, did
carry out testing 6: tests we were looking at.

We have been, as I said, very satisfied in the yast

majority of cases with the ability to square away the test with

about that is it is sort of like "no news is good news" when it
ccmes from us regarding lab audits. It's an internal kind of
validation. Our own ability to make decisions . which was sug-
gesﬁed to us‘by the Congress. We've.carfied it qﬁﬁ énd we:ve
identified one or two situations where we want to take a harder
loock. IBT is one. 1In the other caseé;ﬁe dcﬁ't intend to ask
for validations,

I guess that's a question that came up this morning.
When arevwe going to have to start vaiidating our studies from
this lab and that lab? That's not going to be a standard prac- |

tice for EPA.

A VOICE: (Inaubible.)

MR. ARNOLD: Those labs that we were trying to look at
with the Food and Drug Administration were good laboratory prac-
1

tice inspections.
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| The question was, as you put it, you've gone back over and have |

, was required, that you would do it again:.

'

A VOICE: Can I back to the question on results of
]
validation studies on new submissions on a compoidnd. Perhaps

"5 87

there was a study that would not be valid but, in the overall
assessment, changed the profile of the compqund_and the compoundL_
was up fsr new submission applicatioﬁ. (Inaudible.)

MR. ARNOLD: The question, for those who didn't hear
it, deals with a study which'could not be validated for whatever
reason =-- either not enough date or thg fact that it was deter-
mined that the study was reall& not appropriate for its pur-
pose -- and it is supported by a new submission and I think you!
mean, thére, perhaps a significant new use or a new tolérance.
Something other than a B-2 or a rather routine kind of action.
I'll let Dr. Dale-speak'to th;t. B

DR. DALE: I'm not sure I got your question exactly.

found a study invalid but the total data.didn't change your
toxicological profile of the product and you are coming in for
a new registration or a new use.

A VOICE: New use.

DR. DALE: Well, I would say, in my opinion, that it

would go under the new guidelines in that case and, if the study
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: process is anything that is necessarily going to trip when IBT

' that, so far, (inaudible).

1} !,
Y 1 &
'| ' a8

MR. ARNOLD: I think, with the final péggiqe of the
new law and the conditional registration and req;irement the
administrators make ﬁf finding safety under the concept of
Commission (AUDI), that we really haven't sorted out how that
is going to £it in there.

The way you describe the proklem, it sounds like you
could make a finding of safety because, basically, your entire |
toxicological profile would be supported by other pieces of
information and you may, in fact, have a data gap, but the
registration proccess could proceed. | : !

I think it's going to take a little bit of time to

sought out whether -- I don't think conditional registration

comes up because the concept of conditional registration is that

: l
you don't look at all the data base when you make the decision |
on the conditionality. .

There would be no way to.identify the fact that there:

!

is an IBT study in there. I'm just not sure how we are going |
to try and finé tune that concept of conditionality with res-

pect to IBT.

A VOICE: The reason I brought up the gquestion is
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MR. ARNOLD: Well, I guess we cite a ¢ in point.
that ﬁerhaps is analogous to your situation.

We have just reviewed the data base for a compound
that has pending registrations. The entire data base was
generated at IBT and the recommendations that have come from

the Toxicology Branch are that the registration action should

proceed in allowing the use of the compound, but that there are '

data gaps that must be solved.

Basically, several of the chronic studies, we feel,

provided as with the majority of the information we needed con-

. cerning the chronic tbxicity, but they didn't meet the require-

ments to assess carcinogenicity.

So I think our policy is gciﬁg to become inveolved
like that. If we're satisfied on the safety of the chemical,
we'll proceed, regardiess of where the data comes‘from, but,

because it's an IBT test, it's going to be flagged and we're

I going to take a harder look at the data base, but we have not

established the policy to hold it up merely because it's IBT.

In this re-registration process, we are going to come |

up with a lot of reasons for data gaps and uncertainties that
are going to exist, and the concept was to try and proceed in

an orderly fashion and £ill data gaps and not interfer with
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. points and conditions of the protocol.

'i ' 90
the ability to control pests and market pesticidesy

A VOICE: I have a guestion that relates to the diet |

late, with the protococl that has been suggested, that you could
end up déing several hundred or even a thouéand analyses.

We're wondering if it would be acceptable to do a
"worst case" study first and.then, if the chemical is stable
under those circumstances, to delete some of the other time

‘

The worst case might be the maximum time -- I.think
three weeks was the maximum time in the protocol. Two tempera=-
tures =-- pick the higher temperature, and go with that and

then, if the chemical is stable, not bother with the lower

temperature and the intervening time points that were recommended.
: |

MR. ARNOLD: I would ask these gentlemen to comment

on that.

DR. PALLOTTA: Yes, It goes like from A to 2. Even

I

|

' @ chemist can tell you the compound's stability in many cases ?
' !

- and the other techniques might not be necessary but, in general,

if you have the raw data that indicates, for example, that the

protocol calling for a weekly separation, and the raw data in-

|
|
|
|

dicates as much as three or four weeks of supply before mixing,
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I think we need some type of data to support that the compound
was stable. I think it's a case-by-case condition we'll have
. to look at.

DR. bALE: Here, again, it would be the compound in
question. 1If you questioned that the compound would, indeed,
! be stable. If your data shows it was, say, a month or so be-
tween mixing and the very nature of the compound in question
-- the stability of it =-- I would say do the minimum amount to
show that, in that period of time, it was stable.

A VOICE: (Inaudible.) Would ycu accept a statement
cf the chemistry of the quality inéicating it's sﬁability or
submission of a residue data that we have that we actually used%

DR. PALLOTTA: I think the food compeonents would be

absolutely necessary to do some analysis.

MR. ARNOLD: Stability in the diet that was fed. Vv

Oftentimes, we've found that the registrants had that informa- |

protocol or that, as a result of doing similar kinds of tests

a number of times, they developed that background information

just to determine what the protocol ought to be.

If you have the information available that talks about
i

; the stability of a compound in the test material, don't redo |
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92
the test. If you have got it available already.
' DR. DALE: Here, again, it would be case-by-case. If
you have data which imp;ies stability, we can talk it ofer.

DR. PALLOTTA: The real concern about this came about

: because of ﬁhe large number of tests that did show that the

diet perhaps was not made weekly when the protocol called. for
it. |

A VOICE: Now, it's probably impossible tb obtain the
actual diets. There were lots of diets that were used in these

studies. It seems to me that the difference between those lots

‘might be as great as the difference between a rat and a dog

[
kind of diet. So I'm just wondering if we can just go with one

diet. That's what makes sense to me.

DR. PALLbTTA: It seems Eeasonable.

MR. ARNOLD: T would think if the diet that was used
was not av;ilable or you can't reproduce that that, again, you
probably ought to air on the side of "worst case," whichever is;
the diet thch is least stable and utilize that because, if

that one provides total assurance that the test material was

i stable in the compound, then I think everybody is satisfied.

MR. CLEGG: Can I pick up a comment on this, please.

I think, in general, the proposal you are making is reasonable,
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providing you know, iﬁ this particular instance, the fat con-
i tent of the d}et ig similar in both céses. Otherwise I.think,
' particularly in relation to:thatr you may have to_ao both diets
or three diets or how ever=manfﬁwere"uséd; .

Again, éf course, that's going to bé on a case-by-case
! basis depending on the type oX compound. fhere, I can see a
:_complication.

MR. ARNOLD: It's getting about the lunch hour. How
about if we break until 1:30.

(Whereupon, a luncheon recess was:
taken at 12:35 o'clock, p.m.)
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AFTERNOON SESSIQON (2:00 p.m.)

MR. ARNQOLD: I guess we might as well try and recon-.

vene and push on with answering.questions.

| A couple of questions-were asked éuring the lunch
break, one of which dealt with the hicrpfiche and how it should
be submitted. I would prefer £hat we receive the.microfiche as
the validation study comes in, rather than just'a large bundle
of microfiche. |

"If you could submit the microfiche records attached

to the validation report, it certainly is the easiest way and
the least‘confusing._ The least potential for getting pages
and data mixed up.

There is another point. I understand that it's diffi-
cult to make copies of the microfiche from the microfiche re-—
cords that were érovided to you by IBT. IBT has retained the
master copies from which copies can be made and they can do.

that with a very quick turn-around.. So, if you need copies cf

it, you can contact, again, the ?alidation Assessment Group at
IBT rather than attempting to try to make copies from the micro-
fiche records you receive.

A VOICE: You mean copies of the microfiche cor hard

copies of the microfiche?

.STEWART, POLE & OGLESBY, INC.
REPORTING SERVICES -
TIN FOURTEENTIC STREET. N.W.
WASHINGTON, D.C. 20005
(202) 347.9598




10

11
12
13
14
15

16

17

18

'

 with the maﬁter copy retained b& Bio-Test.

would appreciate it if you could just send it in and we'll go

: gahead and line it up and attach it to the appropriate study.

95
MR. ARNOLD: ©No. <Copies of the microfiche.
A VOICE: Duplicates, in other words?
MR. ARNOLD: I'm not clear on the technology 6f how

you duplicate those but, apparently, it's very easy to do it

Aré ' there additional gquestions or issues that may have

come up during lunch or areas that you would like us to elabo-
) ’ z

rate on from the manual?

» -
-

A VOICE: Relating to youf previous statement, in.the
case“of suﬁmitted validation audit reports which did Aot have
microfiche, ¢an the microfiche come in as a bundle?

MR. ARNOLD: Yes. For any test that y;u have sub-
mitted, in those in;tances where we started going through the
validation reports-and we haven't seen the microfiche, what
I've been doing is calling up.the sponsors.and finding out
whether it's’avaiiable in many cases or,.in some cases, the
registrants had_the records prior to their production of the
microfiche and that was the basis foi the validatién and that's

why I think they came in absent the microfiche but, now, if the

validation has been submitted and you have the microfiche, I
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Try and keep it in individual packages so that we
don't have to burn our eyes out trying to make them match.
A VOICE: Would you, T somebody on this panel, be
specific about the type of tests that you have validated now?
(InaudiSIe.) Could you tell us just which ones are validated?

MR. ARNOLD: In cur first communication with the

registrants regarding IBT, we identified there were three

. general aggregates of tests that we were potentially concerned

about.

The first were the tests in support of to;erance pe-
titions. The second, I believe, were studies submitted in
support of registraticns for products with home uses; and the
third was everything else. -

We are interestedf now, in the tests wﬁich support
the tolerance petitions. The cnes. cited in the tolerance peti-
tion. I'm not sure this includes everyone, but it includes at
least chronic feeding, reproduction, teratogenicity, oncogeni-

city and metabolism studies, as well as all neurotoxicity

~ .
L-'-(‘-- . _-:I

studies.

Those are the only ones, at this time, we have re-

. quested a validation on except for the guestions that have come |

up in the registration process which is anything dealing with
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IBT that is currently being put forward to the Agency.

At this time, we don't anticipate going into the
second and third categories as an all out reguest for valida-
tions. We may, in:the registration process,.pose individual
questions onidata gap, but we're not asking for audit of all
those studies at this time.

MR. CLEGG: May I just pick that one ué-a minute,
We have a slightly different approach in this respect. Cer-~-

tainly the group of types of studies which Fred indicated are

: required by Canada and, in addition to that, we are also in-

terested in those which relate to the‘environmental aspects of
the use of pesficidés and,.thgrefore, Qe ﬁave requested or re—
quired validation of some of the dermal and gnhalation stﬁdiés_;
specifically, so that we.cén-get some feel for the potentiai
problems with operatér exposufe, applicator exposure, formula;or
expoéure; gven manufacturing exposure.

So we have got a.request out that dermal and inhala-
tioﬁ studies should be validated, whether they are IBT studies,
where there are no replacements available.

MR. ARNOLD: We.have not been ablé to make asrthorough

review of our records as Mr. Clegg has. He was able to go

through and identify these studies from Industrial Bio-Test
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which dién't have a correlated study from a different lab. So
he was able to do a better job of targeting the ones that were
. of unique significanee to him. .

Our policy was to take a cut on the cnes upon which
we méde findings for -- safety findings in the tolerance area

i and deal with any additional validations on an as needed basis

in the re-registration process-which they don't have ongoing.
all the reports which were to be validated. (Inaudible.)

and I think we dealt with -=uprobably every registrant received
a letter because our records are not 100 percent accurate and,

at times, we referenced tests which, in fact, perhaps, a re-

' which were critical but which our records didn't make the link
between sponsor,:an active ipgredient and the laboratory, and

that's basically the mesh that we've got to do to idéntify in

problem areas.
I think, at the outside, our records are about 80
percent accurate in terms of being able to do a quick recall of

: that =- a computer search -~ without actually going through

STEWART, POE & OGLESBY, INC.
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gistrant had not been the sponsor. So we did not refer to tests
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A VOICE: I'm asking this question because we received
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i account for each and every animal on study in the form of wet

99

all the"data within rifle rangé, which we haveﬁ't done.
it %ill happen at some point in the future, but I

don't intend t; initiaté anything like that right now. |

A VOICE: Will it be necessary for the sponsor to

tissues and tissue¢ blocks?

DR. PALLOTTA: Weli, we understand that IBT does have,
or has near completion, the inventory on all the wet tissues and
slides and blocks.

A V6ICE: Then EQA'will accept that .as the inventory
that exiéts and that coul@ become a part ;E tﬁe-validation,
then, for any particularsstudy -- that inventory?

DR. PALLOTTA: x_r'es.' |

MR. ARNOLD: Tﬁe oniy need to bg éble to ideniify the
length of tissue and block; baek to the inidividual animals

would be if the validation effort suggests the study by itself

is incomplete without reperforming certain pathology or recuttin

new tissues which would provide more information, perhaps leadiﬁ
te a valid study.

| In that case, you would have to be able to make the
link but, unless you intend to pursue that additional work, we

don't intend to get into pathology.

STENWWART, POE & OGLESBY, INC,
RITORTING SEKVICES
7 FOURTEENTH STREEY, NV,
WAMINGION, L.C. 20003
{202) 347.9393

S

g




(S I

10

11
12
13
14
15

16

17 ]

18
19
0
2]

bt

Py

100

DR. PALLOTTA: The only concern we have, there, is
that, in a vast majority of the paéhology reports we havé re-
viewed, thé pathologist failed to indicate that the tissue was
actually read as called for by the prétocol and, in reviewiné
slide; against blocks, we had some difficulty in missing tissues,

AFVOICE:. Unless 'you can validate that the aﬁimal-
received a given concentration of diet, you can't correlate it
| with the tissue:

- MR, ARNOLD; That is precise;y the reason thaé_we
didn't suggest that everyone go to the.level of examiniﬁg éathOf
logy material because, unless you first do the review of which
animals.you can describe the circumstances and tests on, there
is no sense attempting to check pathoiggy."

One of the problems that Art pointé out -~ a problem
that you may encounter if you go te pathology =-- is that -=- I'll
state i£ as a layman and perhaps state it'succinctly..

The the test protocol may. have suggesﬁed that five
organs were going tc be examined but that, in prepa;ing the
blocks and slicing the tissues,.some.of the pieces of oréans
were.imbedded'further in the paraffin and you only get three
: organs on the slide. That's why it was impossible to ever

 examine the other two organs which the protocol might have
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suggeséed and, in our review of the study five years ago, the
laék éf a organ would probably have been determined as "no sig-
nificant f£inding" when, in fact, the truith of the matter is the
organ was never examined.

Tﬁat's a problem that I think you will encounter and
that's the issue that we were raising on the concept of tiséue
accountability.

Slides may suggest to you that, in fact, tissues
could not have possibly been examined because the blocks were
incorrectly-prepared and we certainly need to know that. I
think that your review of the pathologist's notes, if you find
that the protocel calls for an examination of a particular |
tissue and there are ébgslutely nofnotes felating to that
tissue, it may weli be the tissue was never examined rather

than it was examined and nothing was noted.

DR. PALLOTTA: Again, I should reemphasize that should

only be done on those animals that you can account for in the
audit trail.

A VOICE: I suppose this brings up another question
in mﬁ own mind on the audit trail and that_is, if, in a study

\
that was designed to determine the incidence of tumor freoem a

: particular substance, you have specifically identified animals
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going into the study -- and let's just tzke the worst possible
case == there is not information inbetween but, at the end,’

: these animals are, again, identiﬁiéd agd there are tissues

: identified with those specific ahimals.

| Let's just say, for ..hypothetical purposes, that the
diet formulation was present in. the raw data and that you could
be confident, to some extent; that the diet was mixed and ad-

ministered to the animals. So, in effect, what you have is

-

A VOICE: No body w;ights. None of those kinds of
observations. |

DR. PALLOTTA: Obviously, these are the extra animals
that we were referring to before.

MR. ARNOLD: The potential exists for the extra ani-
mals.

DR. PALLOTTA: If there is some evidence of thesa
animéls having been fed the expeﬁimental compound, e;en though

: they were gang caged and records were not kept as to say, for

' example, body weight, but were used to replace animals that

STEWART, POE & OGLESBY, INC.
RLIMORTING SERVICES
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died during the study, aﬁd vou are confident, by any type of
record, that this'apimal can be tracked as having received the
experimental diet, that animal we do want reported on.

MR. ARNOLD: Let ﬁe restate your situation. I think
you égid the situation miéht be that you have evideﬁce that the
study started with a certain amount of animals; you have é§i-
dence that that diet was prepared; and you seem to think that
the diet was stable. Then the next thing you know about is -
some histopath report and you have nothing inbetween. You just
know you started Qith soﬁe animals,.you ended with some animals
-~ about the right number in there =~ and you don't know if
there was.ény switching around iqbetween or what might have
happgned inbetween., Now what's the answer?

DR. PéﬁLOTTA: Frankly, I think that has to be a case-
by-case because, if you do ha;e some recordslthat indicate that
these animals were, indeed, fed the experimental compoﬁnq -~
if you don't, there's no audit trail; if you do, then you have
to state it as sﬁch. - ' |

.The use of extra animals, per se, is not, in itself, °
an invalidation of the study, as long as those animals are re-

ported out on. I£f you have data on them, report them out.

The problem is that in many of the IBT-studies, they
1
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104
started with 80 animals and the reports came out with 50 ani=-
mals ;nd the implication was that they started with 50 animals
and ended with 50.

They gsed these extra animals and, if you could iden-
tify these ﬁnimals and they were fed this material, then report |
them out the way it should have been in the first place.

MR. ARNOLD: I think, in the situation you described, !
you are basically saying you have no information on body weight,
no observations made of the animals over the term of the test,
no autopsy sheets, nc information.

I think that, under the guidelines that we've kind of
develdped, that, basically, is a study that is not going to be
-- you're not going to be able to validate that study and say
it serves and suffices. It may well provide information which
is usefulrin an interim kind of a thing but, fundamentally, the

kinds of information that we're are missing would be the ones

concerned about -- the conditions of the test during the study. |

MR. CLEGG: I think one of your major problems with |

i that is, if you started with 80 animals and the report indicates

50 all the way through. 1I'd love to see how you are going to

; : : : l
go about sorting out your mortality rate. You're going to find |
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- one. I think, probably, if you got a notarized statement that

. think, by itself, it is going to convert a studf which is in-

i key parameters to one which'is.fully acceptable and doesn't

105
it exceedingly difficult. We are trying_to do it and we can
get some sort of estimate but really how valid that i;, I wouldn
like to even guess at this point in time. So I think that's
g&ing to be your stumbling block. Straightfcrward mortality
data as to what happened, how many died, where and when.

A VOICE: What would, in a situation like this,.;ﬁter-
view with technicians who ar; running these studies havé as to
whether or not 80 anima;s were started and 50 finished? Would
this have any uséfﬁlness in an audit report?

MR. ARNCOLD: I think, if ?oﬁ had nothing else other -
than'somé;technicians report that that's what they did, that's
not going to suffice by_itself.

MR. CLEGG: 1I'm not quite so sure as Fred is on that -

was sworn to that 80 animals were started cn that by the tech-
nician, then I think we could ignore it.

MR. ARNOLD: I didn't suggest ignoring it, but den't
valid in the sense of not being able to describe a number of

need to be repeated.

DR. PALLOTTA: If that could be used to support an
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assumption you are making, I think that would be very valuable.
A VOICE: I have read reporxts that never mentiocned

extra animals being started. Toxicologists then admit that it's

labs or whatever you ran, did that mean that you found no cases
where other labs used extra animals and didn't report_ié.

DR. RﬁiBA: (Inaudible.) ""?

MR. ARNOLD: Let me sqmmarize. It was a common é:éc--
tice to start extra animals because of the problem of acc;im;;-
tion to cage conditions. So that, several weeks into a study,
i1f there was mortality, the animals could be replaced and'the.‘
chronic study was not compromised but, as Diana pointed out,
the distinction between what one lab did and another, in our
concern about IBT, is the fact that the animals stayed around
for a lcng éime and were replacing dead animals, rather foreign

to the study, and then, in the instance of the replacement,

oftentimes, we didn't know whether the animal had been on the

So, all of a sudden, you no longer have a regime of
animals which you know something about -in terms of their ex-
posure to the test compound. We certainly did encounter the

practice of having extra animals to solve the problem because
{
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'use the same number as the animal which died. I +think you will

: after the test was completed. The animals were not identified

107
of problems with thelr acclimation to their test conditions.
MR. CLEGG: Under these circumstances, you usually
have a cut-off periocd in which those animals can be added into
the study and in a number of recent'protocols that I have come
acro?s, you f£find that this is usually around cne month.

After one ﬁonth, it is not normal practice to add
animals into a sﬁudy. Up to that peoint, provided he is duly
recorded, then I .think it is acceptable but, once you've gone
beyond that, normally, no.

A VOICE: In cases where you identify introduction

as the original animal?
MR. ARNOLD: That depends on the animal numbering

techniques. I'll let Art answer that.

DR. PALLOTTA: We've seen all types. Where they just

come across all extremes, if you have enough tests to review.
MR. ARNQLD: One of the problems that you may run in
to is the fact that,.-éithey during some period or scme particu-

lar research, a practice was followed of numbering the animals

during the test. They were identified at the termination of

[N
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- identification. Therefore, the presence of an animal during

: 1f you only end up with five percent survivors, then it's very

108
There is.a cage identification and then a post-study.

the middle of a study doesn't necessarily jﬁmp out at you until
you examine all the records.

Tbat's why I suggested it's a bit of a problem if you|
happen to have a test where the numbering system was the one
that was created after the test rather than at the beginning
of the test.

A VOICE: I was wondering if the EPA or the health
protectors had found, in their audits, that the general health
of the animals, not related to the chemical treatment, would
invalidate any studies?

MR. CLEGG: I think the only answer you can give to
that is the one that Art just muttered. It probably came over
the micrbphone.

It depends on your survival rate at the end of the

study and also depends on the purpose of the study. Cbviously,

likely to invalidate the study.

A VOICE: Has that been a problem in the studies which

you have received?
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. about the health of the animals in terms of longevity, in terms

i study we did audit, there were 14 entries about health on the

. an instance:where - survival is good but we have an incidence of

109
MR. CLEGG: We have come across it in some of them,
yes. Particularly in the rat studies, as far as I'm concerned,
and the mouse =-- in both.
A VOICE: Now the auditors wili have to make some
judgment- of their own,=:I presume, about tﬁe health of the
animals as to the validity of tﬁe study, but is there any

criteria which would -- do you care to comment.on any criteria

of how they survive: the study, their general health?
MR. CLEGG: There are comments one could make on that!
but I think the only way you could handle this is on a case-by-

case basis. I think to give a general comment would be asking

for trouble. Quite rightly, too.
DR. PALLOTTA: I think I can give you an example.of. the

. f
difficulty you are going to have, In one two-year, 400 " animail|

400 animals for two years =-=- l4 entries.
MR. CLEGG: If we're talking about the same study,
about 65 percent mortality.

A VOICE: Pursuing that a little further, let's take |

CRD that's keen 80 percent mortality -- an oncogenicity study

A
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a study which is designed to test oncogenicity and climatisicity

110 -
or a toxicity study =- in your opinion, is that a.validatéd-:2
study, if you've got good survival, you've gone the duration,
you've got all the parameters you are supposed to be looking it,
and jou'ye tested for oncogenicity? | |

MR. CLEGG: I'm nét sure I quite follow what ygﬁ_are
éetting at.

A VOICE: The idea of an endemic disease in wvalidating

we go a certain ﬁeriod, let's say, ig a rat two years, or 18
monthS'i? a mouse, and the fact that you have endemic disease
is indicated by p;tholégy in éhe lines such as CRD, is that
going to be an overwhelming factor?

MR;'CﬁﬁGG: I can only answer that for Canada, in this
point in £ime,_because it is one of the things we havén't_disc-
usged jointly. My own reaction to that would be it would.be-
higﬁly improbable it wouldvbe a‘validated study.

. I can think of certain ciréumstances where it might
and that is where you chose lung. Usually, under those sort
of circumstances, I would think it would not but, on occasion,
you can get lesions in liver from endemic disease‘and in kidney,

which would tend to mask any toxic effects of the compound you

might be looking at.

r
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tion or scientific validity of the study.

i cally, the validation relies upon the audit. You get the raw

111
Then, under those circumstances, you may_possibly
run into trouble in having this study invalidated but this )
would depend upon what was found in the targetiorgan in the $0-day
studies which, presumably, would alsc he available. Do you
agree? |
DR. PALLOTTA: Yes.
MR. ARﬁOLD: Are there additional_questions or have
we answered everything sufficiently? |
" A VOICE: If a study.has not been submitted yet -- say
a 90-day =-- that would have to be validated in the normal éourée
of the terms. I break validation into two sections. One would

be an audit where you just turn raw data in before theivalida-

Now, -if it's never been submitted, wheg it is sub-
mittgd,‘it would have to be reviewed by EPA's tdxicologists-
anyway. Is there any sense in the registrant payiﬁg soﬁéoﬁe
to validate a study when it has to’'be validated again to be
acceptable? That could be a large amount of ﬁoney. '..

MR. ARNOLD: Well, I think this concept of separating:

an audit from a validation is kind of artificial because, basi-

records.. Now, we don't normally do that, as you are aware, on
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as I know, IBT reports are still reaching scientific conclusions.

. which we can judge the validity of it.

- that has already been submitted to EPA previously, it would

112
studies routinely supmitted'to the Registration D;vision.
| In the case of new IBT studies, we have requested
that the registrants submit an audit report, which is the raw

data supporting the conclusions that are in the report. .As far

, X .
They are just not attested to by signature, but they are still
reaching conclusions.

We need to see the underlying data for that and we

request that the registrant provide that data in a manner in

So I'm not sure I éan appreciate the distiﬁction yod
a?e making between ﬁalidation and audit.

A VOICE: The problem is this, some of the toxicolo-
gists would audit é study and do a damned good job of it. He
could not, under what I've scen, validate thaﬁ study because
he doesn't have the qualification.

Now, somebody would have to audit éhat. Would audit
a document And send it to EPA and they have to review it anywa§

to see that it is scientifically sound. Yet, if it is scomething

alsc have to be validated before it was sent in.

MR. ARNOLD: I now understand your distinction. Dave
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. an effect level or an LD-50 or, if in fact, there are fewer
t animals to reach conclusions on than might have been represented

in the report,--:at..that' stage, then, the registrant would have

113
has pointed out that this concept of a doctorate and non-doc-
torate is not a key £o'whether somebody can validate, but I
still think the point is somebedy who is gualified, regardless
of whether they are a doctor or through experience or whatever.

Diana has a comment to make ﬁnd perhaps that would be
Ehe most enlightening. '

DR. REISA: (Inaudible.)

MR. ARNOLD: Let me repeat it. T think I caught about
50 percent of it but it gounéed like a reasonable way Eg pPro-
ceed. |

Thé audit-précess basicglly defines ho& much raw data
there is and, if that audit process comes-tﬁfough with all the
data to support the conclusions that are in the report, that's
all we ;eed and we will review that reéort just like we woﬁld
aﬁy.bther report, except we will' .’ have the confidence that,

in fact, it is reflective of what happened in the laboratory..

Now,. if, in the audit, it turns out that the raw

ferent conclusions, different mathematical determinations, of

-
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- filed, materials of marketing prcducﬁs; those where the peti-

114
to proceed with reaching some new conclusions, and those con-
clusions oPght to be reachéd by somebody who ig gqualified to
do it, just-like you would with any other submission.

' The submission should be based upon somebody's ability
to reach a éonclusiop. éo, if all the raw déta is there, you
send it into us and we can theﬁ proceed with our evaluation
of the data. |
. A VOIéE: I have 6ne. I understand, at the present
time, there are three levels of priority in relationship to

Those materials where.petitions have already been

tion has been filed but is not a marketed preoduct; and those
where .a petition has not been filed.

Now, in order for us to move along.,with some of these!

validations and audits and get assistance out of the Validation,
Assessment Team, I would like to have some directioﬁ from you f
to the people at IBT cn how they move aloné with those material%
that are in categories two and three, where the petition has §

been filed and it's not a marketed product, or +the material has:
[
not yet been filed and we are awaiting the petition. |

MR. ARNOLD: Yes, sir. I think you have probably hit

i

- |
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: public health consequences of the decisions that we make. The

! the law requires that we do but, by the same token, we haven't

. created a public health question in the concept of exposure to

' efforts and money and aren't getting on the market, my impres-

. sion is that that's where the registrants want to concentrate

119
on an area where I think our basic interests are probably going|
to drive us to a different set of priorities,.

From our point of view, our primary concern is the

fact that we have a peﬁition pending creates a prcblem in that

we are not going on with the registration of pesticides which !

the pesticide.

On the other hand, those that we have made decisions
on and tﬂat are rather far-reaching decisibns, our instinct is
to concentrate.oq_those because there is a potential for a prob-
lem and, if there is, we woul& just as soon identify it early
and try to take some remedi;l action either by requesting new
tests or, in the event of a determination of an adverse effect,
some regulatory action. |

I think probably, from the point of view of the regis=-

trants, the ones cn the market are going to rise or fall in the

long run on the basis of the data that comes out of the audit,

|
i

. but the new ones where you have exerted research and development
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. and compelling argument from a registrant, we are continuing to|
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the validation efforts, first, so that they can get on with the
normal marketing of pesticides.

We haven't, as yet, given IBT a direction to concen-
trate on of one type or another simply becau#e there was no way,
in their creation of the microfiche library, that they could
have proceeded other than just to do'100 percent of it. There
was no way to do a little bit here and a little bit there, and
that's why we have kind of all been standing around waiting
while they could finish that first task. -

Now, in the meeting with the Validation Team to answer
the final questions, they have indicated that they will be
responsive to the needs of EPA and:Canada. Our first response
is to deal with the chemicals where we have a major reliance on
IBT data in the past.

However, we have already gone through a data base for |

a compound that has been sort of sitting and churning in the

registration process for some time .now. Lacking a rather strong
' i
i

try and concentrate on those pesticides that are on the market

for which the major or the entirety of the data base has been

generated from IBT and we have reguested that the registrants

use a similar kind -- I think, in the second letter that came
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i from Ed Johnson, we gave you, basically, a description of the

* kinds of factors we would use for creating a priority and sug-

[}
gested that you do the same.

There is no way that we can demand it but, certainly
' our pri&rities are the high tolerance, high volume pesticides
- where the entire data base is with IBT. |

A VOICE: It doesn;t solve the problem.

MR. ARNOLD: No, it aoesn't. I said that's why I
think we have probably come to an impasse.

A VOICE: What I am suggesting is that perhap%, over
| the next six months, you have the immediate problem of working
i with the Validation Team on the marketed products -- public
health products =-- and then, éhose (inaudible.) But it seems
to me, as time permits, they should then deal, particularly
where some of the issues aré rather minor as in the case of

some of the newer products, that they try to get those out of

1 the way.

Let's say, for the purpose of the discussion, you
. have a 90-day study and, for one reason or another, you don't

even have the requirement for a two-year study on that particu=-

lar material, the issues are much smaller than if you are

locking for data on multigeneration or reproduction and the
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| -IBT and I think we recognize the problems they went into trying

. keeping, and I keep my £fingers crossed.

118
investment in time of the IBT personnel will also, correspending
ly, be rather small.

So, what I'm suggesting is that we do ;ppreciate the
immediacy to get on with those products that are on the market
but you ought to, then, be in a position to have some direction
foul to the people at IBT, as t;me permits, to_work some of
these others in. |

MR. ARNOLD: Certainly. We've been assured, and I
think we are all convinced, of the sincerity of the fact that
IBT will continue to exist for as long as it is reguired to
complete the validation effort, regardless of what happens to
the sale of the assets.

If we weren't convinced of:that, we would certainly
be suggesting to the registrants that they push an ownership
on that data and we might even be considering something to pro-=
tect the integrity of our own decision-making process which,'
;t this time, ipretty much.relies upon all the underlying data.

We've had very good cooperation, I think, to date with
to pull together some sense out of 20 years worth of record-

I think we are very -close; now,.to the point of
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i sincerity in trying tc resolve any unanswered questions andg,

. certainly, we will continue to try and provide some direction

119
saying, "This is as good a record system as you are going to
get." We might not be satisfied with them, but there is no

more, and we should get on with it and I'm convinced with their

to the registrants and particularly to Industrial Bio-Test as
they schedule visits.,

Now,.they are attempting to schedule visits on a
chémical-in line with our“requirement ortour:needs.to review a
chemical rather than an individual test. So, when an audit is !
scheduled, they requested that we keep in mind the data base for
a particular éﬁemical and try to estimate the time required to
get thréugh.that body of tests, and.each chemicéi is going tﬁ
be uqique. So there might bg sevéfal long-term tests that could
require a fair amount of discussion. Others could have a number
of 1ess.complicated tests and ones with, perhaps, a better data
base that can be reviewed rather guickly. ,' _“

They have indicated their willingness to be flexible
and concentrate on this chemical rather than tessts reviewed.

I think the registrants are in the same position as

us in trying to construct a data base for a chemical rather than
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as they had asked for validation of studies from the EPA.

- and we didn't £ind any‘that were entirely acceptable and we

i sentative of what might be out there.

120
for an individual test.

A VOICE: At the start of the meeting, you mentioned
that there were some 45 studies that the peqple in Canada had
audited. You gave-kind:of .a_percentagebredkdown on how many
were valid %nd w£a£ k}nd of guestions came up and those not
completely valid, and then you mentioned the concern of the ﬁPA
was based on 12 studies which had been audited jointly‘by the

EPA and the FDA plus a build-up of information from registrants

Could you give us an idea of the number o? studies
that.would be and whaF ;he.breakdoyn would be there in terﬁs of
the data that has been reviewed by the EPA?

MR. ARNOLD: Let me state-that the 12 studies that

were looked at were not a random cut of all the studies that

were done. We concentrated on the chronic studies and. that just .

happens to be the area that we think the greatest problem is

probably associated with.

Sa, if we make a statement that we_looked at 12 studies

found X number that were invalid, that is certainly not repre-

I will let Art comment further, but keep that in mind
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- mately in what aréas, and so forth.

. a little derelict. I didn't do that kind of a head count that

tion. I am attempting to assemble it now.

: Tim having a hard time getting a count of exactly what is coming

of what's going on. I deon't want to get in the middle of it.

- All I want to know is who has asked for what and what they have

121
that ours was not a réndom cut. ' .
DR. PALLOTTA: I hope you understand that our audits
were audits that were performed'aE IBT that were intended only

to give us an idea of how severe the problems were -and approxi-

They were not to validate studies. They weré to get
a better understénding of the probleﬁs and I think that ought
to be very clear. They were selected studies. in that.sense,

MR. ARﬁéLD: As far as the conclusions which we have

reached from reviewing registrants audits, I, unfortunately, am
Dave did before he came down and I -'just don't have the informa-

Part of the problem is our two-phase approach to it.

-

The one that we havé asked specifically for audits and the other

ones that have been:caughf up in the Registration Division and

into the Registration Division.

They are going to start, hopefully, keeping me informed

received, so that we can make the most intelligent decisions on
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‘the IBT formal conference procedures are available at the back
solving unanswered guestions after you have reviewed your micro=

,they don't have a lot of résources to expend and they are tryin
"allow them to do it in as timely a fashion as possible.
to the guestion with regard_tbfthEunumber of studies which have

‘looked at is very small and, therefore, to put any sort of

} statistical analysis or anything else on to the number we have

122

this,

Dave just pointed out, I did mention that copies of

desk. If you haven't received those, they outline the-proce-

dures which IBT will be working under in assisting you in re-

fiche. So you might pick a copy of that up and begin to kind

of work within those guidélines because I think, at this time,

to figure a way that will most satisfy the registranits plus will

MR. CLEGG: I would just like to come back, if I may,

been looked at.

I would emphasize, again, that the number we have

locked at, with regard to the number which may or may not be

found to be valid in the future, is not a very wise thing to do.

1

The idea, as far as we were.conerned, was just to

find ocut approximately what percentage may be invaligd and, at

the moment, we are running somewhere just over 80 percent, but
—— —
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. took them as they came in and looked at them and they are not

. centagewise, have been found unacceptable when they are sub-

123
that does not mean that thisis going to continue toc be the
case.

There was no particular selection eof studies. We just

particularly going in any one particular direction. So, if you

are leoking at chronic, as Fred indicates, I suspect that you
LT o

will find there is a higher incidence of invalid studies.:iHow-
—_— —.

evef, if”ypu are looking at, let's say, 90-day dog studies,}then
the probability is you are not going to find many_of those which
are invalid. In fact; I don't think we've found any so far,
but then we've only gone through four or f£ive.

r

A VOICE: On these validation packages, how many, per+

mitted to be validated?

Mﬁ. ARNOLD: I can't really answer that question. Let
me explain what we ha;e-done to date.

Almost all of the validation packages that have come
in, individuals have brought them into the office and we'wve sat
down and we've started going through them and, in almost every
instance, welve offered some suggestions, theyv've offered some
comments and they'vé gone back.

So we have been receiving almost draft validaktion
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to get into it a little deeper.

'things can really burn your eyes out and it's awfully difficult!

N

124
reports and only in a very limited number of cases have we re-
ceived final validation reports oﬁ those 640 tests that we asked
about a year ago.

The ones that we have received -—.in fact, if I'm'ndt
wrong, Aéthur, I think we've been quite satisfied with the qua-
lity of the validation work. I mentioned earlier in the mornipé
that we found no validations that were entirely consistent with
the raw data and, also, thaé the errors are kind éf random and
I don't know whether they are significant or not.

I only raised it because, wheﬁ that happens, if we're
in a spot-checking kind of procedure, spot checking} calcula-
tion and locking at a diet prep, and we start to see errors in
there, éhey are just going to slow it up, even small errors.

Large eérors, if we are spot checking, the errors are

going to cause eyebrows to raise and then we are going to have

So, to avoid that, I just said that the first effort |
ought to be as good an audit as you can make, recognizing these
to make these linkages, but to be as careful as possible,

We've been quite satisfied with the quality of the

validation reports we've been receiving.
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. EPA for any reason, you could go for a year and get 20 valida--

t have done all this work and then you would have to redo it.

¢ the registrants -- and I think we have met individually with

. at least six or seven different people in the room to.date- to

. gested that we need more information and to put less reliance

: kind of interim guidelines and regulations. We didn't want to.

: We're still willing to work with registrants.

125

A VOICE: If the validation has not been reviewed by |

tions and then you are doing something wrong that you had no

idea you were doing wrong and you'd never be told. You would

MR. ARNOLD: I think that's the reason why most of

. review early.on what they were doing, to see if they had answer?d

the questions we want answered and, in all cases, when we sug-

on something, the suggestions were taken.

I think we have now got down to a point where we can
offer a format ‘for a report that we think,one, is useful from |
the rggistrants point of view, and useful from our point of
view. Six months ago wé couldn't have done that.

We could have because I éhogld say, often, EPA issues;

-

If you have questions on whether or not a procedure

. appears to be an appropriate procedure, by all means come in and

. ask us and we'll offer whatever guidance we can.
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MR. CLEGG: Two things I would like to add to that

First, in terms of the validations we have looked at,

as Fred said, we have found errors in them. I would like to

indicate, straight away, that the errors do run both ways. The;

_
J—

are not all errors in favor of the compound. Some were errors

which were against the compound.

——

The way we have dealt with these is to go to to ra&
data and ao our own validation and then compare them with the
industry validation. That's the routine we have been using to-
date. Whether we will continue that way, I'm not.sure.

Also, on some occasions, people who-hdve.-done thé.in=

- dustry validations have picked up some of the things we;ve

. missed. So I think it is a case of genuine errors” and nothing

other than that. I would like to make that point very clear.
The other thing, which relates to the receipt of vali

dations and the possibility of having a l2-month time gap befor

i.a validation is looked at, I think this morning there was a

little confusion over this and I'll try tec clarify it by indi-

cating that, in fact, when we have the raw data and the valida-

- tion, these studies will be looked at.

It is the overall assessment of the compound which
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- microfiche within 48 hours. I phoned them and said, "Look,

127

will be delayed in time until we have the total data base.

So, if we find something which is completely unacceptable,'

with regard to the format or what-have-you of the validation
coming in, I think the probability is that whoever submitted

that particular validation is going to hear about it in fairly

5
: i
short order.

In fact, if I can exemplify this, we have one firm

who came in, who sent in some validations and they sent in some:

|

these microfiche are completely illegible. They were rather

startled. They reply I got from them was, "God, we didn't ex-

pect you to ever look at that raw data."

I
' I
DR. PALLOTTA: I would like to also comment once more.

' [

i

that, on that sémple report format that was handed out, that is
one way in which you can speed up the process yourselves by

following that format.

There will be inconsistencies and it will help in the:
task force, both in Canada and the U.S.A., to get the.job done.i
A VOICE: (Inaudible.)

MR. ARNOLD: Let me just repeat that. You are sug-

gesting an old study was submitted and now you have a cne-page

correction to that old study. The question is, do you submit

STEWART, POE & OGLESBY, INC. r
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' because, in fact, some companies have submitted audits and

128

just a page or two pages?

MR. CLEGG: That's quite acceptable. We've agreed

validations and then have received additional information from

IBT. So we will accept amendments and changes to audit valida-|

sary.

MR. ARNOLD: This is a case where there is a page

. changed in the final report. Not additional data to support a

conclusion, is that right?
A VOICE: Yes.

MR. ARNCLD: Well, it looks like we have either ex-

| hausted our ability to answer questions or your ability to ask

them.

I will continue to try and work on a one-on-one kind
of capaéity with you and you have the assurance from IBT that

\

they will be responsive to your regquests for the status Qf the
microfiche and if, again, it appears you are not getting an
answer or you can't quite understand the status of your micro-
fiche, I wish you would raise that with me, so I could perhaps

go back to Bio-Test and find out specifically, because we do

want to begin moving on with this and I think there is just a
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natural inclination on everyone's part to aveid approaching
thosé studies for which there is no data. So we should be in
a position to find that fairly soon.

Thank you.

(Whereupon, the foregoing hearing was
concluded at 2:45 o'clock, p.m.)
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