October 30, 2009: Over 8 years ago | spoke to Jerome Bressler and thanked
him for speaking out in this report. He told me the report was worse than what |
had read because when the FDA had retyped it they left out the worst 20%, two
mouse studies, and a cover letter. Doctors H. J. Roberts and Russell Blaylock
both spoke to Bressler and got the same information.

Dr. Roberts wrote his Senator, Bill Nelson on November 27, 2001 stating that
important information had been withheld. He said, “Specifically, | need original
copies of the two (2) mouse studies done at Searle Laboratories, which were
reviewed by the inspection team of the Chicago District of the Center for Food
Safety & Applied Nutrition between April — September 1977.

Jane Kirby for Melinda Plaisier, Associate Commissioner for Legislation wrote
Senator Bill Nelson on April 18, 2002 and said: “Additionally, some documents
are considered confidential under FDA’s FOI regulations and in some instances
the Agency cannot acknowledge the existence of such documents.”

The rest of the Bressler Report was kept under FDA seal for 3 decades. The
investigation of these studies was the epitome of other Searle studies, sloppy,
inefficient and never showed safety. The Bressler Report itself is revealing the
things that Searle did so the FDA would not find out how unsafe aspartame is.
They not only filtered out neoplasms but even excised brain tumors from rats,
putting them back in the study and then resurrecting them on paper when they
died. The report found that 98 of the 196 animals died during one of Searle’s
studies and weren’t autopsied until later dates, in some cases over one year after
they died. Records for approximately 30 animals showed substantial differences
between original observations on pathology sheets and the observations on
pathology sheets submitted to the FDA. There were numerous other
inconsistencies. A uterine polyp and ovarian neoplasms were found in animals
but not reported or diagnosed in Searle’s reports. The FDA investigators found
dose-related uterine polyps in 15% of 34 animals.

It was obvious even with fraud aspartame couldn’t be proven safe and on
January 10, 1977 in a 33 page letter, FDA Chief Counsel Richard Merrill
recommended to U.S. Attorney Sam Skinner that a grand jury investigate Searle
for “apparent violations of the Federal Food, Drug and Cosmetic Act, 21 USC
331 (e), and the False Reports to the Government Act, 18 U.S.C. 1001, for “their
willful and knowing failure to make reports to the Food and Drug Administration
required by the Act, 21 USC 355 (i) and for concealing material facts and making
false statements in reports of animal studies conducted to establish the safety of
(aspartame).”

U.S. Prosecutor Sam Skinner as well as William Conlon hired on with the
defense team and the statute of limitations expired.



Finally in 1980 the FDA Board of Inquiry revoked the petition for approval which
would have been signed into law if Searle had not sued. Donald Rumsfeld, CEO
of Searle, hired to get aspartame approved, was on Reagan’s transition team.
FDA Commissioner Jere Goyan at 3:00 AM was called by a member of the
transition team and fired. Reagan wrote an Executive Order making the FDA
powerless to do anything about aspartame including signing the revoked petition
into law until he could get Arthur Hull Hayes there as the new FDA Commissioner
to over-rule the Board of Inquiry. Then the Executive Order was expunged from
the record, which is illegal. This is mentioned in the movie, Sweet Misery: A
Poisoned World, www.soundandfury.tv

So science never proved aspartame safe. It proved only fraud. But you hear the
manufacturer constantly claiming there were 200 studies that proved safety.
Informants say when Rumsfeld came to work for Searle people working there
and knowing what was going on were fired and the studies were removed.

Jan Marie Kinnard, wrote in Feb, 2008 that she was the one who was hired to
shred the Searle studies, and send a copy to France. She said: “They were the
lab results from the tested rats and other animals. The results were outrageous.
This stuff killed everything it touched.”

The investigation of the two mouse studies the FDA did not want the public to
read was kept from the record all these years. | even wrote FDA Freedom of
Information and was told too it was confidential. When | stated it was not
confidential but a matter of public record | was told that the information had been
destroyed.

hitp://www.mpwhi.com/fda gate.htm

Fortunately Dr. John Olney back in the 1970’s had been able to get a copy of the
deleted information and still had these records, which are now scanned in below
to complete the Bressler Report. In one conversation with Jerome Bressler he
said even Dr. Collins, chief FDA scientist’s signature had been deleted from the
report. He said the Bressler Report was not complete without it. An attempt to
get Dr. Collins to speak on the subject was unsuccessful.

So below you will see the rest of the report and understand these mouse studies
are just representative of the way Searle did studies, and there is no way for
aspartame to ever be proven safe.

Dr. Betty Martini, D.Hum, Founder
Mission Possible International
9270 River Club Parkway

Duluth, Georgia 30097

770 242-2599



www.mpwhi.com, www.dorway.com and www.wnho.net
Aspartame Toxicity Center, www.holisticmed.com/aspartame

The missing 20% has been added to the end of
the Report.
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and severity. All morbid rats were injected with potassium
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EWDORSEANRNT . -2~ Searle Laboratories
4/25/77 to 8/4/77 Div. of G.D. Seerle g
JSA/DME/JT/LF Skokie, Illinois 6007:

by Searle. The finding of one additional uterine polyp in-
Creases the incidence in the mid dose to 5§ polyps of 34
animals (15%). The incidence of polyps of the uterus apoear s
to be dose related.

Serum cholesterol determinations were done at days 796 and 798
(terminal bleeding), but not included in the submission to
FDA. The submission reported a significant decrease in serum
cholesterol that was more perceptible toward the end of the
study and may have been dose related. Therefore, the ex-
clusion of data from days 796 and 798 could be significant.

In some instances raw date was not available for review es-
pecially in the areas of clinical chemistry and microscopic
pathology. In other instences there were inconsistencies

in the raw data making it difficult to autihenticate the

stuGy. As the investigation proceeded we learned that not N
21l of the data was under seal. We discovered a number of doc-
uments. It is guite probable that there are still some
labecratory notebooks missing. The majority of the responsible
inGividuels that worked on this studv are no longer with Searle.

FOLLOW-UP: To be reviewed by the Bureau of Foods
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EIR 4/25/77 to 8/4/77 -1- Searle Laboratorijes

JSA/DME/JT/LF Div, G.D. Searle g Co.
4501 Searle Parkway
Skokie, Illinois 60076

" SUMMARY OF FINDINGS

Authentication of this Study was performed pPrimarily by com-
-paring available raw data with the submission to FDA. This
was a problem, at times, due to the lack of some data and
difficulty in locating other material. fThe majority of
material relating to Aspartame was already under Fpa seal
-at Searle. However, during this investigation we discovered
various documents and notebooks that were not, -

t . .
In some cases original data could be recorded in several areas,
making it difficult, ang sometimes impossible to determine
which was actually the original. This was a particular problem
in dealing with dates of deaths, as some conflicted on the
"source® documents. Bany of the responsible individuals invol~
ved with the study, including stability_testing of DKP, are no
longer employed by Searle. Dr. K.S. Rao, Study Monitor,
the only individual who could have pPossibly answeregd some ques-
tions, had left Searle. He was contacted, but permission for
an interview was refused by his attorney. Due to the absence
of various individuals it was not always possible to accurately
determine methods used in some analyses angd operations carrieg
out in conducting this study. In a number of aress, including
chemistry, statistics, diet bPreparation and feeding, it was
necessary to -use assumptions, or information supplied by current
employees who were not involved with the study.

At the beginning of this investigation, Mr. James R. Phelps,
Vice-President and General Counsel for G.D. Searle & Co., advised
us that an- attorney and scientific coordinator would have to be
present at all times to protect their interest in the data.

This did not present any insurmountable problems, but on Several
occasions an éttorney would question our request for data,

stating that it was not relevant for authentication. At no time
did we make any statement to the effect that our goal was to authep-
ticate the study. Two memos were discovered dealing with reaction
of animals to the diet. This was a significant factor in the
study.” Permission to copy them was initially refused, but

finally granted after Searle was contacted by FDA General Coun-
sel. We were not allowed to make Xerox copies of any documents

for about two and one-half weeks, due to Searle's concern over
confidentiality., This was eventually reconcileg between Searle

and FDA General Counsel.
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EIR 4/25/77 to 8/4/77 -2=
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.:1)'

2)

4)

3)

6)

1)

3)

Searle Laboratories
Div. G. D. Searle & Co.
Skokie, Illinois 60076

‘The major'discreééngies Ecﬁcéfﬂing"Study PT 988573, SC-19192:
. 115 Week oOral Tumor1genicity Study in the Rat, are as follows:

Design &_Cohduéﬁ of Study

Control and treated animals were randomly distributed

.on the same rack. (See diagram of housing groumn

.a@ttached as exhibit 7.3}

No ear clips or other methodsg of uniquely identifying
each animal were used. Identification consisted of two
types of cards attached to the front of each cage,

Compound inventory cards were deficient in that only one of
18 such'cards stateg the purpose (study 988S73) for with-
drawing the compound from inventory.__ Three of the cards
did nst include the date withdrawn, amount ‘withdrawn, or
signature of Tequestor. Therefore it was impossible to
reconcile the anount withdrawn and the anount uszgd,

.(See exhibit #28.)

Food jars were not individually identified, yet all the
‘filled jars for a given housing group (control, low, mid,
and high dose) were placed on a mobile cart, which was
wheeled to the housing rack. The position of the jar

(in rows) on the cart was the only means of identifying
the proper dose level. The arrangement of the food cups
on the cart is shown in exhibit #3.

A total of 79 "observations for drug effectg™ records were
not signed or initialed.

Observation recorés indicated that animal A23LM was alive at
week 88, dead from week 92 through week 104, alive at week
108, and dead at week 112. _

Records indicated that at the scheduled 104 week bleeding,
animal E2CHM was substituted for AllCH. Records also jindica-
ted that animal Al11CHM was alive on this date and therefore
should have been bled as scheduled.

Records indicated that penicillin was administered to four
rats beginning on May 16, 1973, and continuing daily through
May 28, 1973. This third occurrence of infectious disease
and penicillin administration was not Feported in the sub-
mission to FDA. '
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- 9)
- - than the 24 (control and high dose) or 19 (low and mid dose)

"EIR '4/25/77 to 8/4/77 -3~ o Searle Laboratories
JSA/DME/JT/LF.:'” L : .- Div. G.D. Searle & Co
: : - . Skokie, ¥llinois 50076
In many cases the actual number of tissues embedded was less

specified in the final histology lab protocol dated 1/21/74.

Ophthalmoscopic ‘examination records were present for animals

. B26MF and J29cCH, Yet the findings were not reported in the
submission to FDA. Two other discrepancies of this type

were noted,

Records indicate that a tissue mass measuring 1.5 X 1.0 ca
was excised from animal B3HF on 2/12/72, and that a "skin
incision over mass" was performed on animals C22LM and G25L1]

~on Feb. 10, 1972.

2)

4)

5)

Stability and Homogeneity'of DXP in Diet HNixture

There were -no batch records to show the cuantities of DXp
and basal diet weighed, type of mixer used, mixing time,
dates, or names of individuals pPerforming the weighing and
blending operations.

There was no evidence that any tests had been done to deter—-
mine the blending characteristics of the mixer, or to vali-
date the mixing time. -

No homogeneity tests were performed on any batches of diet
used in the study, and two Stability study assay reports
(A7738) and A7739) indicated that samples were not homogene-~
ous. (See exhibit £29.)

A stability study was conducted with DKP,’

in 1972. However, the 115 week rat study employed s
Basal Diet from week 62 to its conclusion, and no stability
studies had been conducted with \Basal Diet.

Methods of assay for DXP in the diet were deficient in that:
The titration method was discontinued after 1 week of the
stability study. Some of the TLC photographs showed no DKp
reference standards and photographs also showed that there
was something in the basal diet itself bProducing a spot

on the TLC plate which had an Rf value corresponding to

DKP. Only one solvent system was used for development of

the TLC Plates. Some of the chromatograms showed poor separa-
tion.
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, §)

)

- able as to dates, methods of prepar

,9)

1)

2)

4/25/77 to 8/4/77 -a-
‘JSA/DME/JT/LF o
No reserve samples'offany of the

_were retained by Searle,

Searle Laboratoriesg
Div. G.D,

Searle & Co.

Skokie, Illinois 60075

Three different sets of specificatiohs for DEP

Searle could not determine. with any
of the three were applicable to the

study.

The analytical records for DK? lots IR through

reference standard IR *3701.

Oof DE? reference stancdards.

lots of DXP used in this study

were found, and

degree of certainty which
7 lots of DK® used in the

3R.refer to

None of the three sets Of DKP
specifications lists reference £3701. No data

Analytical record a-9129 for DXP lot 5R showad
100.0%. Examination of laboratory notebocoks showed
that eleven (11) samvles had been Analyzed from this lot, ang

the analytical recorg only reflected a

was made avail-

ation and authentication

an assav of

n average of the last

three of these. The other assays (not reported) ranged from

87.93% to 114.83%.

Dosage, Body Weight and Food Consumption

Examination of the rav data sheets revealed the following

discrepancies:

a. Empty feed cup weights

ing group at the 12th week,

exhibit #75.)

b. In several instances, the dietar

on the weight sheets di

tion listed for the same leve

groupsi. (For example:

for week 13,; A group iMales,

Comparison of the Searle . submis

analysis of the raw body wei
revealed the following discr

a. We found a total of 15 4
the average body welght
or more in weight gain.

were missing for the D hous-

in the raw data sheets. (See

Y concentration shown

d not agree with the concentra-

C group Males, mig

1l in the other housing

& high levels

high levels for week 99)

sion and the independent FDA

ght and food consumption data

epancies:

ifferences of 1 gra
and of 0.1 percenta
(See table 1.)

m or more in
ge points

T U S

B R R R N L. |

(LI

A5 D L TR PPN

.

e R A

T

R G% Pk
[ S PP




- . BIR
JSA/DME/JT/LF

Sn2)

3)

4/25/17 to 8/4/77 . Searle Laboratories
- L : Div. G.D. Seéarle & Co.
S5kokie, Illinois §0075

b. We fognd approximately 82 discrepancies of one gram or
more 1in the food intake when expressed in drams/day.
(See table 2), o : :

€. Ve found approximately 40 errors of § Or more grams in

.. food intake when expressed in grams/kg./day. (See
table 2). -

- d. Most of our dosage calculations differed from Searle's

dosage calculations by 10 or nmore mg., wha2n the dosage
is expressed as mg/kg/day. (Ses table 2).

Gross and Microscopic Pathology

98 of the 196 animals that died during the stuCy were fixed
in toto ang autopsied at somz later date, in some cases
more than one year later. . -

A total of 20 animals were excluded from the study dus to
excessive autolysis. OFf these, 17 had been fixed in toto
and autopsied at a later date.

Records indicated that animal FEHF, a high dose female, was
found dead at 787 days of treatment and the gross pathology
sheet reported a tissuye Mmass measuring 5.0 X 4.5 X 3.5 cm.
The submission to FDA reported no tissue mass and the
animal was excluded Ffrom the study due to marked autolysis,

Records for approximately 30 animals showed substantial
differences between gross observations on pathology sheets,
when compared with the gross observations on pathology sheets
submitted to FDA. A detailed description of 10 0f these is
inczluded in the report. Copies of all the gross pathology
sheets, and the pathology summaries submitted to FDA are

attached as exhibits.

Dr. Charles H. Frith, D.V.H., Ph.D., Director, Pathology
Services, NCTR, examined slides for a total of 15p animals,
or about 42 percent of the animals on study. He noted

the following discrepancies:

2. The repofting of a mass (by Searle) as missing which was
actualiy present (animal MILF).
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) EIR 4/25/77 to 8/4/77 -6~ Searle Laboratories
-~JSA/DME/JT/LF . Div. G.D. Searle & Co.
o : Skokie, Illinois 6007s
b. The finding of a polyp of the uterus which was not |
diagnosed by Searle (animal KSMF). The finding of
this additional uterine polyp by Dr. Frith increases
the incidence in the mid dose to § of .34. (15 percent).
'¢. The finding of ovarian neoplasms in animals 310CF, H19CF,
and H7HF, and the finding of diffuse .hyperplasid in animal
‘D29CF, which were not diagnosed by Searle.
d. The finding of additional inconsistencies ina 21 animals.
'6) No microscopic worksheets or other "raw data" relating to

microscopic pathology could be found for this study.

~

A7) \A mammary tumor found. in animal F27CF was described as a
\——"Papillary cystadenoma on the pathology summary sheet, {page
' 105, Vol. II of the submission) and as an adenocarcinoma on
sumnary taole 12 (P. 95, Vol. I of t{he submission).

'8) In several instances the histopathology technician made notes

at the bottom of the gross pathology sheet to indicate +hat
certain organs were not present in the bottle of fixative
(and vere therefore not availeble for sectioning). Yet, in
three of these instances (animals A4CH , K23CF, and J3Cit) a
diagnosis appears in the submission to FDA.

E. Organ Weights

1) Organ weights were entered on the gross pathology sheets at
the time of autopsy. We compared all of the individual organ
weights on appendix table 5 in the submission to FDA (Vol. 1,

Pgs.

222-226) with the original data on the gross pathology

sheets. A-total of eleven (ll) errors were noted in transcrib-
ing the raw data from the pathology sheets to the tables in th
sucanission to FDA. .

F. Survival

1. We vere unable to determine the exact method used by Searle in
constructing the survival table in the submission to FDA.
We constructed a survival table using the body/feeder weight
teletype sheets. A Life Table Analysis was constructed from
our survival table by Dennis Wilson, FDA Department of Mathe-
matics. The female control population differed from the high
level population (p< 0.05) and the male control population
differed from the mid and high level population (p 0.05). 1In
all cases the differences are due to the higher mortality in
the controls. '
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- 4/25/77 to 8/4/77 ~-7- Searle Laboratories
. Div. G.D. Searle ¢ Co.
Skokie, Illinois 60075

not indicated in the submission Hethods or Results section but
indicated in the protocol or brotocol amendment. For example,

. Serum cholestero} determinations were done at days 796 and 798

2.
R

4.

7.

8.

{terminal blzeding) but not included in the submission to FDA,
;3ecause the submission to FDA (vol. 1 bp. 286) reportesd a signi~
ficant decrease in Serum cholesterol that was Tore perceptible
towards tha eng of the study, ana May have been relateqd to
comoound administration, thz omitted data is of sone ilwnortance.

No data wag seen for two éssays (serum insulin ang serunm ornit-
hine carbamyl transferase) which vere called for in an amend-
ment to the protocol. ~e

Original Gata was not always available for authentication of
results or examination of Procedures for conversion of ray
data into the calculated values submitted to Fpa.

Data pages for clinical chemistry ang urinalysis were initialleq
DY a technician who transcribed data but appvarently was not
directly involved in the assays indicatedqd. He stated in an
interview that Dr. Rao told him to intial the data sheets,

actually used in the study. The fact that more than one method
was sometimes used for a particular assay during different times
of the study was not indicated in the submission to Fpa.

A total of 49 disparities were noted between statistical
Computations reported by Searle in the submission ang

those calculated by FDA. The disparities are constituteg

by the values for 6 means, 23 standarg errors, and 20 signi-
ficant differences (as measured by T tests),

Some of the data sheets for urinalysis hagd erroneously
labeled the vhenylketones test values as "pPhenylalanine.
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EIR 4/25/77 to 8/4/77 - ~8- Searle Laboratories
JSA/DME/JT/LF T : ' Div. G.D. Searle & Co.
- ‘ skokie, Illinois 60076

- PURPOSE OF INVESTIGATION

Assignment memo dated May 16,. 1977 from Donald Healton, Acting'

. Director of Regional Operations, confirmed an-earlier oral -

. assignment to Chicago District for a directed inspection of cer-
tain-non-clinical studies submitted to FDA in support of a food.
additive petition for the sweetner aspartame.

‘The investigation began on #1/25/77, and encompassad the authen-
tication of all data, both raw and summary. relating to the

. studies jointly chosen for review by Bureau of Focds and EDRO.

Two studies actually done at G.D. Searle vere selected for initial
coverage, and a decision to expand the investigation tc a third
study was made at a later date.

_Following are the titles of the three studies selected for review:

1.) E-5 (P.T. #851570), Evaluation of Embryotoxic and Teratogenic
Potential in the Rat, conducted with §C-18862 (aspartame).

2.) E-89% (PT $1218s75), An Evaluation of the Embryotoxic and Terato-

genic Potential in the louse, conducted with SC-18862 (aspar-
tame).

»

3.) E-77/78 (PT £988573), 115 Week Oral Tumorigenicity Study in the

Rat, conducted with 8C-19192 (diketopiperazine).

This report is concerned only with study E-77/78. The report of
-5 and E-89 was submitted separately.

HISTCRY OF BUSINESS

G. D. Searle & Co. provides a wide range of health care products
and services on a worldwide pasis. 1Its business is divided

among three principal areas: pharmacguticals, medical instru-
ments and optical products, and hospital §nd laboratory preducts.
The firm's corporate offices are located in Skokie, Illinois,
with various branches and facilities throughout the world.

Effective June 1, 1977, Donald H._Rumsfeld assuyed duties as
President and Chief Executive Off%cerm Mr._Danlel C. Searle,
formerly Chief Executive Officer 1s now_Chalrman of the Board,
while william L. Searle and Viesley M._Dlxon, former Chairman
and President respectively, are now Vice-Chairmen. :
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Efﬁec?iﬁé March 1, 1977, the firm underwent a major realignment,
shifting to a managerial system based on product lines. This
resulted in the establishment of four main product-line groups,

;.7 which are: Pharmaceutical/Consumer Products, Diagnostics,

Hospital Supplies and Optical Products. FEach group is headed
by a President who will report to Searle's Executive Vice-Presi-—

2 dent for Operations, Dr. James A. Buzard. A copy of the G. D.

Searle & Co. annual report for 1975 which is attached as Exhibit
#1 further expands on the firm's operations and lists Corpor-
_ate:Officers.

Mr. O. B. Parrish is President of the Pharmaceutical/Consumer
Products Group and also a Corporate Vice-President. An organi-
zational chart for this group is attached as Exhibit $2. HMr.

Cuy Labrosse is now Group Executive Vice-President for U. S.
Commercial Pharmaceutical Operations. In the U. S., this is known
as Searle Laboratories. The facility at 4901 Searle Parkway,
Skokxie, Illinois is a part of U. S. Operations, e.g. Searle
Laboratories, yet houses the majority of the Research and
Develoopment Group. ‘

Worldwice Pharmaceutical Research and Development is also a
part of the Pharmaceutical/Consumer Products Group, but not of
Searle Laboratories. The Research and Development of Aspartame
is a function of this group. Copies of organizational charts
for this group are attached as Exhibit #3. Dr. Robert A. Moe
recently resigned and his position is temporarily being filled
by George V. O'Bleness, Corporate Vice-President for Compliance
and Administration.

Commercial aspects of Aspartame are being handled by an "Aspar-
tame Division", urder the direction of Elwood H. Ensor, Corpor-
ate Vice-President. There is no longer a division entitled
"New Ventures".

PERSONS INTERVIEWED

Credentials were shown and a written Notice of Inspection was
issued to Dr. William M. Merino, Director, Domestic Pharmaceu-
tical Products, Regulatory Affairs Department on April 25,
1977. The following Searle perscnnel were present at the

initial meeting on 4-25-77.
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Robert A. Moe, PhD. -~ Executive Vice-President
George Clay, PhD. = Grouv Leader, CN5 Pharmacclogy
Robert Bost, PhD. — Director of Food Products,
Regulatory Affairs
Holly Ru Probst—- Director, Corporation Information
‘ Management Group

Dave Britton -~ Director Corporation Information
oL _Department . )
William Merino, PhD. - Director, Domestic Pharmaceutical
! ’ - Procducts
Richard Viktora - aAttorney
James Phelps - Vice-President, General Counsel
Blwood H. Ensob, PhD. = Vice-President
Paul Klimstra, PhD. = Vice-President Pre-Cliniczal

- . Research and Development
Poger Thies - Attorney

- -

During the course of our investigation one or more of the

following Searle personnel were present in the Conference Roon

which we used for our data review.

Richard Viktora — Attorney

Roger Thies - Attorney

Geéorge Clay, PhD. - Group Leader, CUS Fharmacology

Robert Bost, PnD. — Director of Food Products,
Regulatory Affairs

Don Cook, PhD. - Associate Director, Department of
Bio Research
Dick Aspinol, PhD. = I. I. D. Group Leader

Bill Jenkins, PhD. - Director, Product Affairs
Fred McIlreath, PhD. — Director, Regulatory Affairs
Paul Landefeld, Attorney _

Most of the time one attorney (R. Viktora or R. Thies) and
one scientist were present. During our initial meeting with
Searle personnel, James Phelps stated that a Searle monitor
must be with us at all times during our data review in order
to "protect the data®.

During the course of our investigation, various individuals
were interviewed in an attempt to obtain all available raw
data and reconstruct the manner in which the study was con-
ducted, as accurately as possible. Since many employees
involved in the study or support areas are no longer employed
at Searle, others were interviewed who had general knowledge
of such parameters as statistics and chemistry.

Searle Laboratories
JSA/DME/JT/LF .. Div. G.D. Searle & Co.

Skokie, Illinois 60076
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Searle Laboratories
Div. G.D. Searle & Co.
Skokie, Illinoisx 60076
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© Significant interviews are attached as Exhibits, as refer-
~enced. Andividuals interviewed were as follows:

" 1. Donna Helms - Administrative Assistant to Dr.
McConnell on 5-18-77, 6-30~77 and
7/1/77 (Exh. 746).
2. Judith. Beauchamp - Hematology Lab Supervisor on
: a : 6-2-77 (Exh. 247). ‘
3. Barbara Bickfordg {Nee Ross)—Technician, Departrent
' ‘'of Analvtical Ressarch
on 6-1-77 and 6-2-77
(Exh. %48).
4. Clifford J. Seul - Supervisor, Decvartment of »
' Analytical Research and Davelop-
: fment on 6-2-77 (Exh. $49)
5. Bartolcome R. Tangonan - Research»Technician,
Pathology Toxicology Depart-
.ment on 6~1-77 (Z:xh. 50).
6. Tony Martinez - Research Assistant and Toxicologv
Lab Supervisor on 5-13-77, 6-3-77,
7-7-77, 7-20~77 and §~2-77 (Exh.
£51).
7. Ted Reichert - Supervisory Systems Analyst on
5-24-77 (Exh. #52).
8. Phil Polli - Systems Analyst on 5-24-77 (Exh. £53).
9. Judith Schmal - Clinical Chemistry Section Supervisor
on 6-2-77 and 6-7-77 (Exh. #£54),
10. Jane Drury —-Analytical Chenist, Bioanalytical Dept.
6-7-77. )
11. Alan Hitchell - Teratologist on 7-20-77 (Exh. #56).
12.° Raymond G. Schroeder - Former Searle Teratologist on
7-18-77 (Exh. £57).
13. Dr. Rudolph Stejskal - Pathologist on 6-23-77.
l4. Patricia Erdenberger — Research Assistant and Histo-
pathology Lab Supervisor on
various dates (Exh. #58).

Dr. Robert McConnell, Pathology-Toxicology Advisor at the time

of .this study, was not directly involved with daily procedures.
He is no longer employed at Searle.

An attempt was made to interview Dr. K., S, Rao, Monitor of
Study P. T. #988S573 on 7-25—7?. Ve were referred to Dr. Rao's
attorney, who refused permission for an interview (see Jerome
Bressler's memo dated 7-27-77, Exh. #33).
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" - PURPOSE OF STUDY PT 988573 (E-77/78)

Szarle Lzboratories
Div. G.D. Searle & Co.
Skokie, Illinois 60075

SC~19192:.115 Week Oral Tumorigenicity~5tudv in the Rat

Accordlng to the submission to FDA, this studv was intended

. to evaluate the safety and tumorlgenlc Dounntlal of sC-1219%2,
"olxetoolper¢21ne (5-benzyl-3, 6-dioxo-2-piperazine-acetic

‘acid), which is a conversion product .of aspartame, and to

- induce and define such adverse effects as might occur only
at prodigious multivles of the astimated daily human intake.
_The commercial grade of aspartame (SC-18252) may contain

vp to 2 p°rC°1; of the conversion product (DuP), according
to Searle's specifications.

DATES

-

Study E-77/78 (PT $983S573) was initiated on MNovembasr 8, 1971.
The study was to be terminated at 104 weeks, but was eéxtended
to 115 weeks. The reason for extending the study was stated

as follcws in protocol amendment #3 dated Sente2aber 6, 1573:
"it was decided to extend or continue the study until the
mortality of either sex reducad the control group to 20 animals
per sex, provided the survival in the treated groups is not
less than 10 animals/sex/treated group prior to that period.
This approach is consistent with current FDA desires."” A copy
of the study protocol is attached as exhibit #11.

Initiation of treatment was staggered over a two week period
as follows:

0+ A ey

Lt i  alie

-HOUSING DATE PLACED SCHEDULED DAYS ON
GROU? ON STUDY SACRIFICE STUDY
A - Male 11/8/71 1/21/74 805

B - Female 11/9/71 1/22/74 805

C -~ Male 11/9/71 1/22/74 805

D - Female 11/10/71 1/23/74 805

E - Male 11/11/71 1/24/74 £05

F - Female 11/12/71 1/25/74 805

G - Male 11/15/71 1/28/74 805

H -~ Female 11/16/71 1/29/74 805

J - Kale 11/17/71 1/30/74 805

K - Female . 11/17/71 1/30/74 805

L - Male 11/18/71 1/31/74 805

Il - Female 11/19/71 2/1/74 805
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PROTOCOL AND AMEﬁDMENTS o

A copy of the protocoel for this study was obtained and is at-
tacned to this report (See Exhibit #1l). The protocol includes
4 amendments which are dated Aug. 20, 1973, {amendments %1
and 2), Sept. 6, 1973 angd Jan. 9, 1974.

Amendment #1 dated Aug. 20, 1973 specified 4 additicnal clinical
chemistry laboratory measurements: 1.) seruam insulin, 2.) serum

ornithine carbamyl transferase, 3.) serum protein elecktrophoresis,

4.) serum total protein.

Two of the above assays (serum insulin, and serum ornithine car-
bamyl transferase) were apparently not done, because no data for
these two parameters was submitted to FDA, ané we could find

no raw data or other evidence that they were &one.

Amendment #2 dated Aug. 20, 1973, specified 8 coronal sections
cf brain to be examined microscopically, and also describad the
procedure for sectioning the urinary bladder. Four transverse
sections from each urinary bladder were to be examined micro-
scopically. '

Amendment 3 dated Sept. 6, 1973 extended the study until it
reached a point where mortality reduced the control group to 20
animals per sex, provided survival of treated groups was not
less than 10 per sex per group. (This represented a survival
of approximately 30%).° ‘

Amendment 34 dated Jan. 9, 1974 added serum cholesterol to the
clinical chemistry measurements to be made at terminal sacri-
fice, and terminated the study after 114 weeks of treatment.
Terminal sacrifice was to begin on 1-24-74 and continue through

2-1-74,

Our examination of the original data showed that serum choleg-
terol determinations were done at day 736 and 798 (terminal
bleeding) as specified in the above amendment, but the data
was not included in the submission to FDA. The submission to
FDA (Vol. 1 p. 285) reported a significant decrease in serum
cholesterol that was more perceptible towards the end of the
study, and may have been related to compound administration.
Therefore, the omitted data may have been importart.

Serum cholesterol determinations were also done at day 546
(78 weeks) and not reported in the submission to FDA.
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“The. Etotocol Eor.; Clln;pal Chemrsfry-orocedures -specified that
BUN- determlnatlons - Were_to be done-at 78 weeks (546 days).
The "submission to‘EDK‘contalned no BUﬂ -data for day- 546,_but
BuTTreviewTof the trdy-data indicated-that _BUN's- had been |
‘acnie atsﬁavf545*‘““omefaUﬂus~were?aisczdonafat day.735 elﬁs
WE§?bT*aDd-WOE- eportea‘ﬂn the submissidn. .to- FDA, but tth

data’was not comolete for-all anlmals.,

;Attached to the protocol~ls a--memo dated Oct. 31 ©1872 .which .
describes: an: :acutei-infection soreaclng in .the rat colony, -and
‘the : admlnlstragLon of.penicillin to COﬁbat tie 1nf=ct10n, and
a memo: dated.Mav™8,:1973 listing ‘schéeduled dates to6 be added
“to Body and Feeder :elgnts oﬁ houalng groups A & B. N
The flnal Blstolocy Lab Protocol, dated i-21~74, opec1f1eo.24
organs ‘to’ be, embedded  for-control ~and high dose:.animals, and

19 organs- to. be. emoadded for lcw and mid dcse groups. . The
organs. which were to be embedded for the céntrol and high dose
-groups: but_to :be: omlttec -in tn2 .low_ and Eld dose_qgroups include:

‘1vmpn node, nerve, bone 'aye, aﬁd sallvary glanas,

‘Pathology sheets. {blenk’ forms) to be uaed at teznlral sacrifice
were xeproduced (xeroxed) with check marks, time (death to
tissve fix), fixative, studv, and project number already
entered. Twenty-seven (27) organs were checked off, to be
embedded. However, as stated above, the control and high dose
animals were to have 24 organs embedded, according to the pro-
tocol, and the mid and low dose 18. Therefore, all pathology
sheets for animals killed by design have incorrectly identified
the specific organs and tissues to be embedded.

In addition to the above error, in many cases the actual num-
ber of tissues embedded was less than the 24 (control and
high dose) or 18 (low and mid dose) specified in the final
Histology Lab Protocol dated l- 21-74. Specific figures for
numbers of tissues embedded at terminal sacrifice are as

follows:

WUMNBER SPECI- NO. OF ANIMALS
ACTUAL ACTUAL FIED IN PRO- NOT IN ACCORD
RANGE AVERAGE TOCOL WITH PROTOCOL
CONTROLS 10-24 20 - 24 129 of 144
LOW DOSE 12-23 19 19 19 of 72

H
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 PERSONNEL ’Az\ib-"REé*pbris:téiﬂiTY S B

) Tnc names of Dr.fk; Rao, Dr._R.“Stejskal and Dr. R.G. YcConnell
-appear ‘on the final studv report,-indicating that they are the
:3authors of the reoort, and were rebDOHSLOIP for the studv-.ﬁﬁ

PN -

Followlng are’ tne prlnc1oa1 percons xnvolzed w1tn study E-— 77/73 and
thelr soec1rlc areas cf resoon513111tv~' ’

1. ) Dr.-Rooert J: MbConnpll - Dlrecuor Pathoiogy-Toxicology Sec-

' tion 1970 through 1974. 'Dr. icbonnell functioned as the Path-
Tox advisor on study E- 77/78.‘~Ee_is no lenger employed by ‘
- Searle. ’ .

2.) Dr. Suryanarayana X. Rao - Manager, General TOXiCOLOgY
Laboratory, June 1971 until he left Searle in ilay of 1977.
Dr. Rao was the Path-Tox monitor for study E-77/78. In
.1971 Dr. Rao monitored 30. stuclcs, in 1972 Eorty-s=ven
- {47) studies, in 1973 twenty-nine.(29) studies and in
1974 twenty-five (23) studies. .

3.) Dr. Rudolph Stejskal - Senior Reszarch Investigator,
Pathologist. Dr. Stejskal was resvonsible for the micro-~-
scopic findings and. accuracy of these findings in the study
report of E-77/78. Because Dr. Stejskal joined Searle in
July, 1973, he had no input into the patholeogy protocol.
Also, he did not examine all of the slides for this study,
but was assisted in that task by Dr. Joseph H. Smith M.D.

4,) Dr. Joseph H. Smith, M.D. - Group Leader and Senior Patholo-
gist at Michael Reese Hospital, Chicago, IL., before joining
Searle in June of 1973. Dr. Smith examined some of the
slides for Study E-77/78, and supervised the necropsy labora-
tory.

5.) Tony Martinez - Toxicology Laboratory Supervisor, 1970
through 1973. Mr. Martinez participated in twelve (12)
studies in 1971,sSeventeen (17) studies in 1972, and
thirteen (13) studies in 1973. Mr. Martinez supervised
the technicians who worked on study £-77/78 and was respon-
sible for the day-to-day conduct of the study. He also
performed some necropsies.
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- 6.) David K.T. Kie, -B.S.,Research Assistant in Patholegy
- Laboratory. He performed some of the necropsies on E-77/78.

©7.) Robert Spaet - Research Assistant. de also performed
' .necropsies. Ce e , :

8.) -Bartolome R. Tangonan — Research Technician IT - He was
"involved with preparation of diet mixtures, daily observa-
tions, weignhing and feeding animals, etc.

9.) Donna X. Helms - !Manager, Safety Evaluation, Project Scha-
duling, Reporting, and Data Storage, Path-Tox Dept. and
Administrative Assistant to Dr. iicConnall.

10.) Patricia Erdenberger - Research Assistaat, and Histoloay
Lab Supervisor.

11.) Dr. Eugene Joseph Youkilis - Senior Research Investigator. .
He performed the ophthalmoscopic examinations in study
E-77/78. : .

12.) Judy A. Henderson - August 1972 to present, Researcihi Tech-
nician III, Histopathology Dept. She was involved with
tissue processing on study E-77/78.

13.) Judith R. Schmal - Nov. 1971 to present, Supervisor, Clini-
cal Chemistry Section of Bioanalytical Laboratory.

14.) Judith A. Beauchamp ~ Employed Aug, 1970 to present;
Supervisor Hematology Laboratory since April 1973.

15.) Barbara (Ross) Bickford - Research Technician, Quality Control
Department. She performed analyses of DKP diet mixtures for
study E-77/78.

15.) Clifford J. Seul — Supervisor, Method Develovment, Stability

Evaluation Laboratory. He was Barbara Bickford's supervisor
at the time the DKP stability study was performed.

17.) Jack Drogt -~ 1967 to present, Senior Research Assistant,
Chemical Devslopment. HMr. Drogt manufactured the 7
lots of DKP used in study £-77/78,

181) Dr. John E. Dutt - Math-Stat. Dept.

19.) John Mellman, Math-Stat Dept.
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20.) Fred Hunter, Technician.

Since the Task Force investigation in 1975, there has been &
major internal reorganization. The current organization of
Worldwide Pharmaceutical Research & Development is attached

as Exhibit #3). The only change has been the resignation

of Dr. Robert A. Moe, Executive Vice-President. Mr. George °
V. O'Bleness, Corporate Vice-President, is temporarily filling
this position. - : ) '

Organizational charts for Preclinical Research and Develooment
of Product Safety Assessament are also attached as Exhibits

s

4 & 5. There nave been no changes in these areas to date.

Worléwide Pharmaceutical Research and Development is respon-
sible for research and develooment of Aspartams and is a part
of the Pharmaceutical/Consumar Product group. The group
President is 0.B3. Parrish, who reports to James A. Buzargd,
Executive Vice - President for Operaticns, G.D. Searle & Co.
The current corporate structure of G.D. Searle & Co. has been
discussed under History of Business.

P.T. No. 988573, 115 Week Oral Tumorigenicity Study in the Rat
was conducted between Movember 1971 and February 1974. The
final FDA submission was dated September 1974. Following is

a yearly breakdown of key personnel during this study:

1571

Robert Moe -~ Director, Biological Research Department.
Robert McConnell - Director, Pathology - Toxicology Section
K. S. Rao (June, 1971) - Manager, Toxicology Laboratory.
Tony Martinez — Toxicology Laboratory Supervisor.

1972

Robert Moe ~.Director Biological Research Department
(January through April).

F. Saunders - Director, Biological Research Department (May
through December).

Robert McConnell - Director, Pathology-Toxicology Section
K.S. Rao - Manager, Toxicology Section.

Tony Martinez — Toxicology Laboratory Supervisor.

e
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1973 (Januarv to June)

Francis Saunders - Director, Biological Research Department.
Robert McConﬁell — Director, Pathology—Toxicology Section.
K.S. Rao - Ménager, Geﬂeral Toxicology Laboratory.

Tony Martinez - Toxicolog&ILaboratory éupervisor.

1973 (July to December)

Paul Xlimstra - Director, Pre-clinical Research g Davelopment
Department.

Robert #cConnell - Director, Pathology~?oxicology Department.
K.S. Rao - lanager, General Toxicology Department.
Tony HMartinez - Hanager, General Toxicolecey Labcratory,

1974

Paul Xlimstra - Vice President, Ppr ~clinical Research &
Development.

Robert McConnell - Director, Pathology—Toxicology Department.
K.S. Rao - Manager, General Toxicology Laboratory.

D.Senler - Toxicology Laboratory Supervisor.

A more complate listing of personnel in the Department of
Science, from 1971-1975 is attached as Exhibit ¥o. 64,

This includes the Pathology - Toxicology Devartment and other

ancillary areas.

Curriculum vitae for individuals performing significant func-

tions in the study are attached as Exhibit 12,

HANUPACTUGRE AND TESTING OF SC-19192

Seven batches of SC-19192 (diketopipergzine) were used in this
study. All batches were manufactureq in-house by Searle Chemist
Jack Drogt. Th2 lot numbers, analytical numbers, ang guantities
are as follows: '
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Lot Number . : Analvtlcal Numbor‘ Quantity pfter Mlllan)
AR 7T o- “-;:?$f»e 6906Waw=,-%xv S

2R e LmT274 D ) ,

AR Gy 7273 e .
4R . s T £ 7291_ SRR S.ila “.,'_‘ PR G R

SR IDRI5Z 218a). TTTe129 T Tt

6R- (JDR-5~30A) "7~ .2 9805 »:m-F- 2

TR (JDR-5-30B) = -9829 T T .. C

T SR A Total ;
- Batch records covering the manufacture of lots iR through SR were
reviewed. Batch records for lot 6R and 7R could not be locatzd
bj‘Seérle personnel.’ Analytical reports for all seven bkatches
‘were reviewed. ‘Copies of-the batch records and analytical records
were obtained and are ‘attached to this report, along with copies
of pages from Jack Drogt's laboratory noctebookX, and other labora-
‘tory notébooks relating to the analysis of lotz 1R through 7R of
DKP.' (See Exhibits 13-23.)'- ST :
We obtalled c001es of tnroe different specification sheets for
DK (See exhibits 16-18.) e could not detarmine with certainty
wnlch of the three spec1f1caulon sheets was in effect at the time
~that the 7 lots of DXP used in this study were assayed, bacause
only one of the three specificaticn she2ets was dated. This
"resulted in ambiguities for two of the parameters measured:
melting point and identity (IR Spectrum). Specification memorandum
dated Dec. 4, 1969 listed a melting range of 252-256 dagrees
C. Another specification sheet (not dated) entitled "Tentative
Specification For SC-19192" listed a melting range of 241-24%
degrees C. A third specilfication sheet entitled "Specifications
for SC-19192, Specification Wo. C 40506C" (not dated) listed
a melting range "at about 243 degrees C.

For identity (IR Spectrum) the first sheet (dated 12/4/69) speci-
fied that “The reference standard shnall be considered to be
TJT-12-32 until something better comes along". The second and
third sheets specify that the DKP "Conforms to IR $2358".

Yo data was made available a3 to dates, method of preparation and
authentication of DKP. reference standards used.

Searle attorney Roger Thies was contacted abou§ this point
Aug. 1, 1977 and said he would attempt to obtain information
regarding this point but later registered doubt as to whether
anything would be found.

e asked Searle personnel to tell us which of the specification
sheets was valid for the DKP used in study E- 77/7u, e were

has 1S
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told that the third
. J.June, 1974, e e Cra s .

£

" It is hot 'Clear as to -

“tentative.specifications.foz,SC—19192" vas the one used.

. Accordingly, ve have used the specifications from the shast marked
3 "tentative.specifications”Afor.tha following chart,. which com-
pares the specifications with the actual results of analysis.

, DXP LOTS 7 ..
SPECIFICATIONS IR . 228 .. 3R 4R . 5R

| } the exact date that the First sheet

" (dated 12/4/69) was Superceded by the second one, identi-
fied "tentative specifications for S5C-19192" becausz the szcond
sheat was not dated or numbered. However, Searle Attorney Roger
Thies told:us that their "best guess” was that the sheet marked

] héet; identified with “MNo..C4060C", c~-13
_not have been used since the number corresponded to a date in
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“DRP'LOTS (Continued)’ . e e
=+ SPECIFICATIONS .2 IR ™ . SR. ... BR .. 7R

The only discrepancy apparent in the above chart is in the criteria
for identity. The specification lists reference standard IR 22358,
while the analytical record for lots IR through 5R refer to
Refererence $#3701.

Examination of the laboratory notebooks referenced on the analvtical
records revealed other possible discrepancies. For example, he
analytical record A-9129 for DKP Lot SR showed an assay (titr.=tion)
of 100.0 percent. The analytical record referenced two differ snt

lab notebooks assigned to two different analysts. Examination

<
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- of lab notebook AR-68 assigned to Sandra-Ann Carey revealed
‘that she had analyzed 3 samples of lot SR on 11/9/72.

"Results of the analysis showed that sample on2 had an assay

... (by titration) of 89.70 percent, sample two, 87.93 percent
and sample three was discarded.

Apparently not satisfied with her results she repeated the

assay on the same day (11/9/72) and obtained 93.23 percent

N (the average of 3 samples), still well below the specification -
i of 99.0 percent. The other lab notebook refasrenced was

T AR-57, assigned to E. Aranda. This notebook showed that analvst
Aranda performed an assay (titration) of lot 5R on 12/1/72

the results of which were 114.83 percent for 3 samplaes. Apvarsntly
not satisfied with the results, he repeated the assay on 12/6/72
and obtained 100.4, 99.9, and 99.8 percent for an average of

100.0 percent. This result (100.0 percent) was the only one
reported on the analytical record aA-51293.

- !
)
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R The analytical record (A-7291) for DXP lot 4R shows a result of
"less than 20 PPM" for the heavy metals test. Two laboratory
notebooks are referenced: VSE-~-I1, pages 250-263, and AR-23,
page 269. Examination of both of these books rzvealad no mention
vf a heavy metals test..

TSR gy RN LA
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The analytical record (A-9805) for DKP lot SR (JDR-5-30A) also
showed a result of "less than 20 PPr" for the heavy metals test.
Examination of the referenced laboratory notebook (AR-77, page
83-85%) revealed no evidence of a test for heavy metals.

f The analytical record {A-9829) for DKP lot 7R (JDR-5-30B) again

. showed "less than 20 PPM" heavy metals. Examination of the re- 5
ferenced lab notebook (AR-93) again showed no evidence of a
heavy metals test.

The above discrepancies were the only ones noted with respect to 8

lots 1R through 7R of DKP. All other criteria for identity and -
purity of DKP as shown in the reports of gnalysis{ conforms to ¥
Searle specification sheet marked "tentative specifications for &
€C-19192". It should be noted however that none of the seven 5%
lots of DKP met the specifications ol sheet dated 12/4/69, ‘%

with respect to melting range.

STABILITY AND HOMOGENEITY OF DIET MIXTURES

A stability study was initiated in January 1972, 2 months after
the rat study (E-77/78) had begun. The objective of the study
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‘was to evaluate.the sStability of SC-19192(DKP) when mixed with

Rockland mouse/rat diet and held at room temperature (73 degrees

F.). Two concentrations of diet mixture were tested: 3.0 %

and 6.0% DXP. A preliminary analysis was performed on

1-31-72 to test :the analytical method (T.L.C.), and recovery

of DRP." Assays were performed at one-week intervals on

2-16-72, 2-23-72, 3-1-72, 3-8-72, 3-15-72, -2-23-72, and 3-29-72.
R Copies of all analytical reports were obtained and are attached
LT 7 to this report, -along with a copy of the protocol. (See exhibits
- $#24-27). .

- The titration method of DKP analysis was used initially, along
g with the TLC method. The titration method was discontinued

T after the l-week analysis on 2-23-72. Thin layer chromoto-

' graphy was used thereafter. It should b2 noted that the titra-

. tion methed was the only reliable quantification method for

v e DXP analysis. - v aE

Page %54 of laboratory notebock 251 (See Exhibit £25) indicated
(from the photograph) that there was something in the bazal diet
itself producing a spot on the TLC plate which had an Rf.

value corresponding to DKP. This would make guantification

of DKP by this method difficult.

Some of the photographs of the TLC plates attached to labor-
atory notebook #51 showed no DKP reference standards. The
analysis described on pages #59-72 &did use a DKP standard
but those on pages £88-89, $106-107, $#144-145, and %284-

285 showed no reference standard. (See Exhibit $26)

Only one solvent system was used for development of TLC plates
throughout the study, even though it was apparent that some
material in the basal diet was producing a spot on the TLC
plate with an Rf. value corresponding to DKP. With the
above method of analysis, only materials reacting with the
potassium iodine starch reagent would be detected. Another
solvent system was available for TLC analysis of DKP (See
Exhibit #19) but apparently was not used in the stability
study. .

It should also be noted that some of the chromatograms showed
poor separation {day 28 on pages #144-%45, and day 35 on vages
£156-157 of notebook #51). (See Exhibit #26)

In general, the data described in the reports.of analysis
corresponded well with the laboratory notebooks, although the
poor chromatograms were not mentioned in the reports of

analysis.
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‘A'glossary of terms for  aspartame  and its ‘diketoviperazine is
~jéttathad"as:ekhibits#9'éhd’“cpgies'df*SpecificationsvforVDKP

. are -attached as exhibits #16-18.° - . . ' :
So-homnogenéitv..tests were.verformed-on..anv batches of "diet mix
used in"E-77/7S, and evidznce.exists that'homogeaeityiwas a
problem:with-the DXP @iét mixtures:- Two Of the:stability
study-assay - reports;Tanalytical nuombers A7738 and A7739 both

. dated 2+16-=72, .cohtained the statement: "These 'samples wére

- not hoﬁogeneous._.They had to be reground before they could be

,8ampled”.. The assay reports were signed by Barbara Bickford,
@ Searle analyst. - . LTIT e e ’

Ve -examined the laboratory notebook #51 assiqgned to Rarbara
Bickford and noted that.a B & W polaroid photogreph of the non-
homogeneous’ sample in guestion was attacheq to pags £58 of the
‘notebcok. The photograph clearly shows discrets lighter colored
particles of diverse size and shape distributed non-uniformly
throughout the mixture. .These lighter colored particles appear
to be distinct from the fairly fine granular nature of the

chow itself,

A copy of this photograph was made and is attached to the report
as exhibit #29. When questionad about the size of the white
square sheet of vpapar in the photograph (on which the diet
mixture was placed) Ms. Bickford and C. Seul both stated that

it was 6"x6", when we interviewed them on 6-2~77. .When the
photograph was enlarged until the sample paper was 6"x6" (actual
size) we measured the large particles (which were identified as
DKP by Ms. Bickford@) and found them to be 4 to 6mm in size,.

When we interviewed Ms. Bickford on 6-1 and 6-2-77, she stated
‘that she had nothing to do with the preparation of the diet
mixtures. She said that the samples had probably been received
from the toxicology lab and stored at room temperature. Her
procedure was to weigh out a predetermined amount of the sample,
and if not. a uniform powder she would rg-ggind it with a mortar
and pestle, and would make a note of this in her lab notebook.
We asked Ms. Bickford if she ever reported th1§ lack of homo-
geneity to Dr. Rao, and she replied that she did not.
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" “We could not determine whether  the samples assaved in the

stability study were from diet mixtures actually fed to

-f’,the animals, in“spite of the fact that we were told so by some
.- employees. Tl ' o

" On 6-2-77, we interviewed Analyst Barbara Bizckford and Clifford
"Seul, who was Mrs. Bickford's supervisor at the time that the
stability samples were analyzed (Feb. 15, 1972). Clifford

Seul told us that the samples analyzed on 2-16-72 and describead
on page #58 of laboratory notebook #51, were obtained from the
admixture being fed the rats on study, and not a special mix-
ture prepared for the stability studv. :

On 6-1-77 we interviewed Bart Tangonan, whose duties includad
observing, weighing, and feeding the animals, and mizing the
diet for study E-77/78. Mr. Tangonan did not remember if there
were any written instructions for mixing the diets but thought
that it was mixed for a specified length of time. He said that
if the diet appeared to need more mixing, it was mixed longer.
Ze could not remember anything about the samples obtained for
the stability study. . o

Cn 6-3-77 we interviewed Tony Hartinez who was a supervisor in
the Toxicology Laboratory in 1972. Ee told us that although
the analytical report indicated that the sample was submitted
by Dr. Rao, actually anyone in the toxicology laboratory could
have submitted the sample. According to Mr. Martinez, the
normal procedure in such cases was to collect a sample

just after mixing compound and diet and then repeat this in
four weeks. He could not specifically recall what was done
with regard to the stability study in gquestion, and could not
repmember whether the samples had been taken from the diets
being fed the animals on study P.T. 988573 (E-77/78). He did
not remember any problems with mixing, but did say that a longer
mixing time was required at higher compound concentrations.

A point to be considered, however, is that although the
analytical report states that the material analyzed was pre-
pared to contain 3.0 and 6.0% DKP, none of the diets geported
to be fed contained these exact amounts of.DKP accgrdlng to
"the records of food concentration calculations, which were
used to prepare the diets for study #E-77/78. (See chart
attached as Exhibit #30.) In addition, the stability study
protocol (Exhibit #24) specified that the test batches would
be 1 kg. in size. If the protocol was followgdf the.sma%l
(1 kg.) test batches would not have bgen sufficient in size
to feed a single dose group of the animals on study. (See

Protocol, Exhibit 224)
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71Additidnalvévidenég'of'hombgeﬁeity problems was revealed when

a former Searle employee, Raymond Schroeder, was interviewed

;~by the other FDA team on 6-22-77 concerning teratology studies.

E~5 and =-89. - At that time Mr. Schroeder volunteered the
information that homogeneity may have been.a problem in the
DXP diet mixtures, but not in the aspartans dist mixtures. 1

 follow-up phone call to Mr. Schroeder was made on 7-13-77, and

at that time he stategd that he observed the DX2 diet mixturas

being fed to the aninmals, and that in his opinion, the particles

of DRX? were large enough to allow the rats to discriminate

- between the DXP and the basal diet. (Se2 Thomas F. X. Collins

menos (2) dated 7-14-77 (attached as Exhibit #31). 2An interviey
was arranged for July 18, 1977 petween Mr. Schroeder and members
of the Fpa team "investigating study E-77/78. The intsrview was
conducted at ~° - ] N ey Mr.
Schroeder's-éurrent.place'of employmant. Also participating in
th2 interview by means of a conference phone were Thomas F. X.
Collins, and Leonard Friedman. Mr. Schroeder stated that he

was not certain of the date, or even the year, when he observed
the rats being fed DKP diets. Ke further statedé that he could
not be absolutely certain that the rats he observed were on
study E-77/78. He was not certain about the dose levels of the
diets he observed, and could not remember how many times he )
observed the DKP diets. He estimated that he observed the DKP
diets "one or two times". When he was shown an actual-size
enlargement of the DRP diet mixture {See Exhibit £29) he stated
that to best of his knowledge, the white particles that he
observed were not as large as the largest particles in the
photo, but may have been similar to the smaller white particles.
e said that he may have mentioned the appearance of the DXPp
diets to Dr. Rao.

Mr. Schroeder seemed reluctant to make any positive state-—
ments during this interview. Dr. Collins reminded Mr.
Schroeder that he had previously volunteered the information
that the DKP diets appeared to be non-homogeneous and that the
rats could probably discriminate between the DKp particles and

.the basal diet. HMr. Schroeder replied that he had hag some

time to think over his previous statements and now wasn't
sure about them. He told us that there must be people at
Searle who knew more about the DPK diets than he did. (See
memo dated 7-19-77, attached as exhibit £32, which describes
our interview with Mr. Schroeder). ’
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When we arrivedfét.‘

Searle Laboratories
Div. G.D. Searle & Co.
Skokie, Illinois 60076

on 7-18-77 at approximatély

. 2:40 P.M., we were. asked by the receptionist to sign a log.
- book. . While signing the log, we noted that a G. D. Searle

]

at Searle Laboratories.

”7,1employ§e (W..R. P3Zol) had-'signed 'in on 7-15-77. W. R. Pool
works in the Toxicology Section (Safety Assessment Division)}

' During our interview, 'wé asked -Mr. Schroeder if he had been
contacted by anyone- from Searle during the pveriod from June
22, 1977~July-18,1977.  He replied that he had not.

We agéin ihter&iewed-Tony Martinez on 7-19-77, and specific-
- ally asked him if he was- aware of -any homogenelty wprodblems
~ with the DXP diet mixtures fed the rats in study #988S573

-
-

E~77/78). “He replied-that he was nct aware of aay problems.
Y“e asked.whether any,. samples of DKP had been retained by
Searle Laboratories.: :We were told that a small cuantity of
DKP remained.-in the-.compound file, but that it was a lot
other than those used in“study E-77/78.
then shown a jar containing 4.9 grams of DKP, lot $TJT-12-32.
Its appearance was that of a fine white crystalline material
with a tendency to adhere to the sides of the jar. !r. Hartinez
said that this was the only lot of DKP remaining at Searle.

Upon reauest, we were

We also interviewed Teratologist Alan Mitchell, on 7-19-77.

We had previously noticed his name on one of the DKP com-—
pound inventory cards, and his name had also been mentioned by
Raymond Schroeder, in connection with DKP. Mr. Mitchell stated
that he had done two teratolegy studies with DKP, both with
rats, and both in 1972. In one study the DKP was administered
I.G. (as a suspension), and the other was a dietary feeding
study. Mr. Mitchell told us that he didn't recall any problems
with homogeneity in the dietary feeding study. Be said he
never remixed or reground any DKP diets. He admitted, however,
that when he prepared the diet mixtures, he first sifted the

DKP through a hand flour sifter.

We zttempted to interview a former Searle employee, Dr. Rao,
"after learning that he still lived in the Chicago area. Dr.
Rao had been in charge of the DXP stability study and was
the monitor for study E-77/78. After reaching Dr. Rao by
telephone on July 25, 1977 he stated that he would like to
talk to his attorney before consenting to the interview. We
then received a call from his attorney, Mr. John H. Bickley,
Jr., who told us that the interview would be 0of no advantage
to his client, and he therefore refused to allow it. A memo
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" of telephone conversation between J. Bressler and Hr. Bickley
~is attached as Exhibit #33. -

" CALCULATING DIET éONCEﬁTRATION & BLENDING OF TREATMENT HNIXTURES

There were no batch records to show the gquantities of DXP and
basal diet weighed, type of mixer used, mixing time, dates,

or names of individuals performing the weighing and blending
operations. We were told that mixing was performed In a
Hobart mixer, and that mixing times were about 10 minutes.
There was no evidence that anv tests had besen done to deter—
mine the blending characteristics of the mixer, or to validats
the 10 minute mix time. Fresh batches were mixed on a weekly,
bi-weekly, or monthly basis, and batch size ranged from &
kilograms to 28 kilograms during the study.

. The concentration of DXP in the basal diet was calculated by

the Wath-Stat Department on a weekly, bi-weekly, or monthly
basis (based on the food consumption for the vrevicus time
period), and submitted to the Path-Tox Department zs a. food
Concentration Prediction record. The concentration was ex-—
pressed as grams of DKP per kilogram of basal diet. The
Path-Tox Department Personnel then multiplied the grams

of compound indicated on the prediction record by the number
of kilograms of diet mix needed to arrive at the proper
quantities of DKP and basal diet to be blended. The concen—
trations were calculated to yield the proper dosage levels
of 0.75, 1.5, and 3.0 grams of DKP per kilograms of body
weight per day, for .the low, medium, and high dose groups.
(Copies of Diet Calculation Records are attached as Exhibit
#34). At the end of each treatment period, the remaining
treatment mixtures were discarded and fresh batches were
made.

No reserve sample of either the DKP or the DKP/diet mixtures
used in this study were retained according to Searle.

DKP was withdrawn from-stock by means of a compound inven-—
tory card, which was filled out by the person requesting

the material. Tony Martinez was the person that usually
requested DXP for use in study E-77/78. Ve examined eighteen
(lé) compound inventory cards which'accounted for 177.0 kg
of DKP withdrawn from stock. According to our calculations

a total of 152.81 kg of DKP would have been necessary to
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achieve the diet concentrétidns and batch sizes that were

.reportedly used -in the study. A total of 230.0 kg of DKP

was manufactured by Searle Chemist Jack Drogt. Following
are tables showing the guantities of DEP manufactured,
calculated quantity required for the study, and guantities
withdrawn from stock. S A

QUANTITIES MANUFACTURED

Lot %. Quantity (After Milling)

!

5R
7R

TOTAL

CALCULATED QUANTITIES REQUIRED FOR THE STUDY

Dose Group Calculated Quantity Reaquired
N 1
Low Dose Males - g
Mid Dose Males g
High Dose Males kg
Low Does Females <q
Mid Dose Females g
High Dose Females g

. TOTAL g
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QUANTITIES WITADRALN FROM 5TOCK- {FROV- CONSOORD TNVENTORT Cimp3)

Date Withatawn'Fro&fstaek

L -puantityvt ¢ o - Lot is
10/29/71 - S . ke 1R
C1/2/72 - 0L T kg : 1R
2/28/72. . . Rg ‘ )
- 3/11/72 0 Cee T i Cikg -3 -
T -3/28,720 LT ’ Tka R
. 9/11/72 T . . Kge - 3R
10/10/72 X3 2R
* : kg 22
12/1/72 kg 3R
kT T e e - kl} ) 4R
. 12/27/72 k3 SR
Sk e T -~ ka " 2R
o 1/25/73 0 oo oL T Tl 3= . SR -
- 3/22/73 S TRG . 6R
4/18/73 ' ' , kg 5R
7/10/73 o ) ka 5R
8/10/73 I 35 kg on
9/7/73 : ka 6R
11/2/73 ka 7R
TOTAL kg

*¥ These three cards were not signed or dated.

It should be noted that only two of the 18 compound inventory
carcs specified that the DXP withdrawn from stock was to be

used¢ in study E-77/78 (PT 988573). Thirteen of the cards list
"Toxicity" or "Toxicology"” as the reason for withdrawl. Three

of the cards have no entries at all, except for the word “empty".
(Covies of the compound inventory cards are attached as Exhibit
£28).

The total guantity withdrawn from stock is kg in excess of
the amount necessary to achleye the diet concentrations used

in the study..(Based on the diet calculation records attached
as Exhibit #34, which we used to construct the diet calculation
summary table attached as Exhibit #30).

It is not -known whether any of the kg gf DKFP accounted
for on the 18 compound inventory cards was.w1thdrawn for use
in studies other than E—77/78: e could find no otber rgcords
to verify the amount of DKP withdrawn for, or used in this

stucy.



