DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

September 26, 1979 CHICAGO DISTRICT -
1222—POST GFFICE BUILDING

John W. Olney, M. D. CHIOAGO. (LLinors 080T ..
Department' of Psychiatry TELERHONE: I govsess
Barnes and Renard Hospitals R
4940 Audubon Avenue Re: FOI #

- 3 - * 7 -
St. Louis, Missouri:63110 ' CHI- 1?6?1004

s

Dear Dr. Olney:
This is in response to.your request of for records from the

Food and Drug Administration pursuant to the Freedom of Information Act:

. . . . Para.ra h.;-f
III of your letter re: G. D. Searle's product: Aspartame. e
X We are enclosing the requested record(s) oonsisting of EIR dated 4/25 + 8/4/77

regarding stud f E - -
Esg? g y o 77/78 and EIR dated §/2 - 7/8/77 regarding study E-5 and

X as you will note, minor deletions of material have been made in the re~ =
cords furnished to you. In the judgment of the Food and Drug Administration,
the information deleted does not fall within the scope: of your request and,: in.
any case, is not required to be disclosed under the Freedom of Information Act:
If, however, you do desire to review the deleted material, please make an. addi-
tional request. If the agency should then deny you this information, you would
have the right to’appeal such denial to the Department of Health, Education;

and Welfare. Any letter of denial will tell you how to make this appeal. =

\"‘ X L . f’. -

No deletions were made from this material.

The requested record{(s) will be sent at a later date.
x  ofpgiceize for the quality of the 5/2 - 7/77 EIR.

" r o
—_— original copy. Please contact me at 312-353
X We are assessing the following charges: '

The problemgwere with our
-5863 if you have problems,

125 pages @ $ .10 = $12.5 :
. 2 hours search time -1/2 hour @ 3.00 = ’ 4 58 |

Total ¥17 00
An invoice is attached. - $17’09

__ The charges will be aggregated to your bill. L

There will be no charge for furnishing recof"d(s) .

eorge ¥. Baiéé?uj&%tj

_Frecdor of Information Officer

Epg}ﬂ§yre: a/s ..
.GFB/ed '

ol = C . g s T . 2., ’ "



EIE S/2=2/8/77 -1- Searle Laboratories

CLL, JES’ TC ’ DiV; G.D. Searle & CO.
- - 4901 searle Parkway %
4 Skokie, Illinois 66076

SUMMATY OF FIKDINGS
——— NS

e made g detaileg inspection of the raw. data versus the f
rercrt on tyo teratoleny studies on ¢ 18862 (aspartame).

ctudieg, numbered g-5 (PT851870) ang E~-§2 (?TlZlBS?S) vere
selected for our inspectional coverage by headcuartersg rer
Of the Bureay of Foods, - Study nurber E-3, “sCc-18e62, Evel
Of Embryotoxic ang Teratogenic Potential in the Rat"™ hag n
been Previocusly inspected by FDa personnel 2t Searle Labor
Study number E-gg was includeéd as one of five teratology/r

Guction studies that were Covered by an rFpa inswection team:durihg

the peric¢ of December ] through 13, 1975,

Cir inspection of Stucy E-5 included the tollowing finding

1. he indivicual doing the exarminations of the visceral
ancé skeleton epecinens . .was &ware of the gdose levels,
examinzations were net done bling., :

2. There ere ne {ndividual fetus recocrds for the skeletal

inations. The skeletal examination data is listeq only by-

litter under the gam number. The skeletal exarination
ere not dated.

3. There are no examination sheetse that specify the abnorralities

that ere includec in their examination cf visceral sec
Their visceral exemination recerds indicate only "0.X,
no abknormalities wvere found. The visceral examination
¢o neot list the respective fetus iéentification number
ebocut 10% of the 329 fetus visceral Specirens., These

Fletely identifjeg fetus specimens are Icéentified on ¢
inetion sheet vith ornly the dem number ang fetus sex,

4. According to the viscerel examination records, a total
visceral examinations might have been done on two Qays
were uvnable tc examine any visceral sections from stug
hecause they hag been discargded, :

S>. There were no signatures or Initials to Identify the '}

who did the work on the skeletal, visceral, and laporotoﬁy"

exanination sheets.

6. fThere was no identification on the bocy of the vials h
the skeleton g€recimens; the respective fetus nunber wa

the viel cep (See exhibit 39, phcto 1).
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EIR 5/2-7/8/77 . =2- ~ Searle Laboratories

10.

11.

" report.

Our

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

There was no record to verify the source and age of the malé:féts.

There were no specifications or assay records on\;he;gasalfdiég,

.

<,

There were no batch records for the mixing of the powdered 7% 17
SC 18862 (aspartame) with the meal form of Rockland diet-(Teklad
Inc.) Mrs. D. Helms, Research Assistant, could not remembar the
details of mixing - such as the total mixing time or the order

of adding the SC 18862 and the Rockland Diet to the miXer., -« : ..
The treatment mixtures {two dose levels) were not assayed for . |
potency, homogeneity or stability. ' L R

The examination of the fetal skeletons of § litters of each -

dose level by Dr. T. Collins revealed only a few differences )

from their original skeletal examination data as compared to

the FDA submission. & few differences in the results are

not unusual between 2 individuals when they are doing examin-

ations. These findings-age detailed in the body of the e
(S -

e
.

inspection of study number E-89 included the following fiﬁdings:

The individual who did the visceral and skeleton exéminétion;f;ﬂ'
was aware of the dose level of the specimens that were being .
examined. o » Dl

There are no examination éheets that specify the abnbrméliti;é '

that are included in Searle's examination of visceral secp}qné.,

S

The only identification of the skeleton specimens is on the'_
caps of the vials with the respective fetus number and the --
PT number, 1218, o e ST gmel e

. . . : T . " /,,.‘,-g".«-

< el

The recordé covered receipt .of only 10 of'iﬁe'36 male 5a%s;f§{.;ﬁf»u

There were no signatures or initials to identify the
who did the work on the skeleton examination records. . ",

P %

AT, o

There were no assay reports or specifications on the basal diet.

T

There were no batch records for the mixing of tha aspartame with
the |chow. The three treatment mixtures were not assayed
for potency, homogeneity or stability. . C e

Searle did not include any abnormal findings of visceral exam-

ination in the report that was submitted to FDA. The raw . .
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Lin S/2=3/8/77

éata Inclogec . rajcr malfcrmations of a2 segrented uterus ié_c;Q;;
8 cleft palete in a wedivx doge ~ TF |

"2 lov Gose fetus 204067 oné

Scarle Latorateries .
Div. G.0. Sesrle & Co. | ..
Skekie, Illiroig 66C7¢

AL T T

fetus 32012 nefther of which wea inclufed in the FOX subxiszien,
br. vendruska wss shown thie dat2 and gais tnin omissicn was

en oversight (mee Vondrushe's {nterview),

Lr. Colling exonined |

viacerel secctions thet included verification ¢f the aferemen- -

ticred findings.
cf {etus 26407, low dcEe, thet was not
FiaA aubrission., This was confirmed by
Searic Terateloglist. (eec exbibit 39,
c¢leporeed with Searle's clessifficotion
iteticn of the kidrey not enlarged® of
ertifect and not & mslforxation. {(see
re. Ccllins
is of tbe opinion that
trect, T

1

3}
.

Lr. vendrusks stated that in retrespect “artifzct® wen rrobet

& reoor vord to use, Ee sgaid that Csil

the kidreys at an Incorrect gngle, therexny, 2i{ving the svpear-
(see Vondruska interviev)

snce Of &n enlarged renal pelvis,

It woulé epp

weuld be rmissed,

the control groug.

. GOgage grouopa,
vealed the following
rigcicn, .

tunreccciplital Pone

Poorly Casified Control Petuszes

RS B R

ES: Submission 3%

Exanination by 4.46%

Lr. ©i. Collins .
bt - i o e

dees not agree that thiz s on artifect and he
it it due to the blockage of the uricary

pppesr thet the viaceral ssctiore were cut too thick.
There would be & posslbllity thet come vigeersl abnorsslities

Ore Colline zlso notec & slight hydrocephslucs

in the rev dats or the
Dr. J. Xeoverorke the
ghete 2) PBr. Celline
of "renel pelvic cave
the fetus 4110 29 an
exhinit 39, votc 4)

A
“«J
sigkt have sectioned

It va3 noted In the PDA subaigcfon thet there wze & sionifi~ -
cently greater number of fetuses in the mediuvm dosc level .- = '
with poorly ocssifled supracccipitsl bones, when ceprared to )
Becouge of talc finding, the suprzoccizitel -
bones of the fetuses in the high dose level vers crsrmined,

Sr. Collins scanned the supraoccipital bene for pcor ossifica-
tior in each of the skeletal fetuses of the control aad bigh

fils exsmirction of the suproccclpital bone re-
rercentage differences fror the FD2 spbe

Cow e . .. R < .
s AN . A e IR

aroTe

]

Hioh Dose fetuses .

ey
B.47%
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EIR 572—7/5/77 . . =4~ : : Searle Laboratories
. Div. G.D. Searle & Co, ...
Skokle, Illinqis,§0925__‘

1l. G. Rirby, Reasearch Techniclan whose duties included the o oy
.visceral and skeletal fetal exarinations anc laparotomies " -
.., for study p-8§ cozpleted about three years of college.. ...
7 "She started emplovment with Searle Labcratories in August
" of 1974 and performed visceral and skeletal exams on E-89
in Hay ancd June of 197s, Thls was the enly study where .-
shie performed the visceral esams, She stated that her )
on-the-job training consisted of a total of about 3 months.)” "
There are no dates of exarination on the skeleton tables -
(exhibit 30). On the back of the laparotcomy sheets, the o
vajor skeletal varjations are listed. Host of the skeletal
examinaticne are dated 5/15/75 ané 6/4/75. It would be im— v
possible for orne individual to o a corplete skeletal examin- .-
ation of over 500 fetuses in 2 days. It is vnelear over what
period of time these Fetuses were read, o

$—
»n
.

H
“

PUFPOSE OF INVESTIGATION B _— A A

Assignrment memo Gated May 16, 1977 from Conald Healton, Acting
Cxecutive Director of Reqional Cperatiens, confirmed an earlier

oral assignment to Chicago District for a directed inspection of =
"certain non-clinfcal studies sebritted to FDA in support of a food
edéitive petition for the sweetenet,.nspartame. o ‘

The investigating began on 4/25/77 (see LIR E 77/78) and'encom-f;;ﬁ o
" passed the avthentication of 2ll cata, both raw znd sumzary, ,.;47_.
relating to the studies Jointly chosen for review by the Bureau " -
of Foods and EDRO. Two studies asctually done at G.D. Bearle were
selected for initial coverzge, and a decision to expand the in- ..
vestigation to a thirg study was rmade at a3 later date,':; : T

" He began our i{nvestigation of E-5 (PT~851570) Evaluatfons of S T
Enbryotoxic ané Teratogenic Potential in the rat, using sCl8g62 . -~
(Asparterme), on Hay 2, 1$77. " . e
On hay 11, 1977, after clearance from the Eureau of foods, “we : .. .
initiated the {nvestigatfor of E-g£9 (PT-1218575) an Evaluatjon .. °
of Embryotoxic end Teratogenic Potential in the mouse, using . _
5C-18862 (Aspartare), see assignaent attached. SRS e el

This feport is concerned with the above two studies. The‘reéé}ﬁpg
involving E-77/78 will be reported separately. , -

Lo ')'F;"-:_-_';"" .

. o - . e . —o~ “,'W:w'::—
- : 2 g T




EIR  5/2-7/8/77 oo=s- : Searle Laboratoriés e
Skokie, Illinois 60076

T o
e 2,

REPUSALS

Attached as exhibit 40 is a memorandum dated June 29, 1977 from .
Mr. Roger Thies, Attorney-refusing our request for an additional

interview'of Ms. gail Kirby, a technician who worked S
(PT~1218875),vaaluation of Embryotoxic and
in the mouse (aspartame}. N

We were concerned with the dates back of the lapét6£6my‘1;_n

Sheets, "6/14/75" and "5/19/75.* Dpr, Collins is-of the opinion
that .it would be extremely difficult to completely examine 300 -
skeletons in two days, if these dates, 80 indicate, In our . . .

vy

interview with Mr. Schroeder,. a formex‘employee, he told us t55€73'*f17w'

he was able to examine thirty skeletons in a day. (see Schoeder - -
interview attached) In our interviey with pr, Vondruska, he e
could not not explain the datés shown on the back of the laparo- -
tomy sheets. He told pr. CollinS'that_hg would have to ask Ms,
Gail Kirbyt o e . ’ o IR

Our failure to interviei Ms. Gall Kirby leaves the Question of ~
the dates unresolveq, G.D. Searle's refusal to allow us to cop- v -
duct a telephone interview ig given in the menorandun from Mr.,;
Thies (see exhibit 40). We do not consider his reasons for - -- -
refusal as valigd. s a : SRR

o

Cew

PERSONS INTERVIEWED - -~ . -

Investigators Carl E, Lorentzson and Johnny P. Salas Presented -
their credentials and issued a Notice of Inspection on May 2, -
1977 to Richard E, Viktora, Attorney, Dr. Thomas F.X. Collins
issued a Notice of Inspection on May 4, 1977 to Dr., william M, .o
tierino, Director of Regulatory Affairg. Dr, Collins was at Searle
Laboratories on may 4-5, 23-27, June 6-7, and July 7 ang 8, 1977.
Invéétigators Carl E, Yorentzson ana/ox Johnny P, Salas were both
present on each date of inspection with the exception of yuly 7. -
and 8, 1977 Investigator J. Salas was present =t Searle Labor-
atories for the inspection of studies B~B89 ang E-5 .on Hay':17;

1977, when Investigator C. Lorentzson vas not at Searle Labor- "
atories. An attorney and/or a Ph.,D. from one of:thexresearch o
units of Searle Laboratories was present whenever.we reviewed
records, inspected the facilities, examined T T e e

Tl



LIT  5/3=7/8/77 ‘ -6~ Searle Laborstories
: ‘ . Div. G.D. Seérle ¢ Co.
. Skoklc, Illinols 66076

fetzl skeletons or Interviewed pereonnel. These irlivicuale *
¥ores . . _ ot

' Tr, kohert Eost ~ Director of Foed Products, Regulat dire s
. &r. George Clay ~ CuUS Croup Leader : B N oL Ty N
kictard Viktora - Attormey . i

Licger Thies -~ Attorney ’ : S
Er. J. Neveroske - Greup Lezder of Tezicoleyy Lo
iry frec k. hedzialowski ~ Bection LesGer cf Cardio-vascular "
Flherracclogy ' -
Lr. h, Jenkins -~ Dilrector of Broduct Affairs S ST
Lr. sicherd L. Aspipzll - Group Lezder of lzrunclogy & Inflez~ -
- watery Disesses ' e

ke irterviewed Peseacch Assistant Mrs, D. Relns at Searld Labore
zteries reyareding her duties on stedy E~5. : -

e rodce arrangements. to fnﬁérview‘ﬁaymond schrocter, a fcrné;f¢m~
ployee whose titlc at the time wam Senlor Reseerch Assistant, ané ...
wvicse princlzal duties wete on stucy E~S pnd relatively lixites . _
cuetice on ostoedy £-98. This {nterivew was conducted in New Jersey =~
teceuse Reayrond Schroeder {s new resiéing in Soverville, %,dJ, ST

1.6 interviewed the follewing incividuals regarding thelr dutieson
= L=& ' p , . R e

¥ -

1. Gefl Eirby - Keszarch Technicisn ~ C e

2. Jeiant Thempsen = Mesgearch Yechnician IR

3. &r. J.P. Vondruske - Senior Investigator = .- P P
¢, Alen Hltchell;-'Ter&tolcgist;_ , } BRI R .

che « Sehrceder
left thic firm, nawvely Eay Ly 1575, Bowever, Kr. Yiktera seid s
that ke would rot furalsin a copy of e record to substantiate
tais terizination Cate because It would be a violztion of the . -
Lual Zmployment Cgportunity Regulations. we were sllewed to o
review &nd neke netes from the follewing FeCcorcs, liowever, Roger:..
Tidec, Atrorney, ¢id not allow photocopics beczuse he ¢{a net . 0
censider these recorde to be primary dsta on study L=-5, namelys --

Ticherd Viktoro provided vs with the date that'kéyébﬁcib

1. X preliminary craft cf the summary and conclusiong,féf;thé_f{qai-
. Xeport on "% BSLETEY (Learle Doc {114552} e T

Newhata v 3 iy

BT RAK S LR o
B A R N

Z.. A list of the stucfes which either hove been coxfleted or”wareS
in progress with eascartame to deternlne the relative toxfcity.
of sspartace and Dikectopiperaxine in several specles ol anlicls,
(dearle Doc §1272358) . .. . N o e e

e & g




EIR  5/2-7/8/7% | -7~ " Searle Laboratorjes e
. : . Div. G.D. Sear)e & Co,. -
-Skokie, Tllinois 60076 -

8C0P2 O 0U® INsPECTION
We requested all of the recorde pertalining to study B~5 on the
first day of our inspection, May 2, 1977, 1t ¥as brought to our ER
attention by Jerome Bressler, ppa inspection tean leader, that the Lo _
data bertaining to thina teratology study had baan.previously Blaced . .. |
bniexr FDA saa2l, ge then visited thefr R&D Central fils Faox to. .
locate these tecords, We deteramines that the data including prizary .|
records pertaining to their*;gratology studies on s¢ 18262 (az- AR
Dartene) was stored under FOA seal in two file dravers, ws inltlally )
attempted to renove the data frop thege file drawers that pertained_.~_;
only to study ®~5. In order Lo facllitate our dataileq examination -
of these records on teratology studies, we then removed the records .-
on all of the teratology studies in their two file drawers to & room
on the first floor of "J* buflding, Whenever we did rot personally .
quard these records, we maintainegd the datp on these teratology. SR
studies in a locked metal cabinet under Fpa seal, Ve obtained al-~ .-
ROSt all of the records for our g-s5 Study from their central filg "
room. We subsequently requested additional records pertaining to B
the study B-5 such s the lab testing of the conponent, SC 18862y - -~
involce for purchase of female rats; corriculun vitae and chain of ..
resoonsibility. we magde photocopies of essentially 211 pximary';%g~§'g;
data and othar records pertaining to study E-S, Exhibit numberg 3y - -
through 13, 33 and 3 photos in Exhibit 39 pertain to study.9~5.4<’-”:e“

We made a detailed review of all raw data agsinat the raport that ol
was subnitted to ppa, This.review included fetal and maternal body

velghts, maternal fooc consusption, ctown rump neasurenents, nunber . .

O©f corpora luten, number of live and dead fetuses ang examimation
records on visgeral angd keletzl fotal specimens, pr, 7, Colling -
exanined gkelatn] specimens from gtudy B=-5, and akeletal ang vig~ o0 0
ceral specimens from Study B-89, - , . RPN PR )

EOTA el

After we completed the najority of our inspectional work at Searle
Laboratories on study 2-5, we recelved authorization fronm persennal




Searle Laboratories
Div., G.D. Ssarle & Co,
Ekokie, Illinois 60076

ETR 5/2=1/8/77

e

of the Bureau of Poods on ¥ay 11, 1977 te {nstitwte an inspection

of an additional teratology stuly, E£-89 (PP=1218575) entitled -
"SC-18862 ~ An Evlauation of the Eobryotoxic &nd Teratoqgenic Poten~
tial ir the Mouse®, We made covles of al] primary date and othey
tecords pertaininy to studv p-go, Exhibit nuabers 16 through 32 an4
photo numbers 2, 3, and 4 of Exhibit 39 pertain to study £-89, we
male & coxprehensive review of 3ll raw data with one minor excertion,
¥we cstinete that we checked more than one third of the food consure-
tion primary data for accuracy. The previous inspection of

Decerber 1-19, 1975 included study E-89 and stated in part that

maternal food consumption wes trensferred w

ithout error from the

raw data, The FDA subnission on study Pe-
pregnant animals actually consumed doge. 1
and high dose groups resovectively which a
more than the oricinally intended doses o

IS
e

07_THE E-5_ST00Y

— — A t? e

PERSONHETL

- - S —

——dh - - ——

Individual Title & Background

Pesearch Assistant
Her educational backe
ground includes 3.S.
Univ, of Wisconsin
wvith & major in
Zoology in. 1956,

She started work for
Searle Labaratories
in 1969 and is
currently eaxployved
by the firm.

His. Donna Helms

\

-Senior Research
rssistant in
Teratology, Hfs

. education includes
8 M.5. {n Zoclogy
from the Univ. of
Yllinois in 1667,
He was employed
by Searle Labor~
atories from pec,,
1967 to May 2, 197s,

Raynond F,
Schroeder

I o --w-

€3 states ip nart that the
evels for the low, zediun,
te androxinatelv: 409

£ 1.0, 2.0 and 4.0 g/¥g.

.

Dutfes
Donna fHielms stated
that her duties in-
cluded: weighing

of the animals; get-
ting up the studyy
food consumption
datay transfer of
gnta from cage

cards to lavorotomy
sheets; and per-
forrming hyster~
otomies,

According to Donna
Helos, the duties
cf -Ray Schroeder
included external
observation of the
fetusen; supervi-
sion of the lanorc-
tomy: and perfor~
nance of the vis-
ceral sections and
skeletal examina-~
tionso

L D T g

.| v
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Frr S8/:=T/6/727 . ~G- Searle Zabcéaéciiesuﬁ
: o - Liv. G.0. Sezrle.s Co
S%okie,_llllnoiS;GBQ7

“argaret S. Faker . pis Fegearch - Lonna Zelxs ptated-
(#oprenratn) o ?echniciau : that Sarcaret Fabor
: ' e wight havs cone -
.8oze ¢ the crown -
rarp measurerents,
" Donny Yelos was -
Lrable to recall
enhy. other work that
¥as ¢one by Horgaret
Faber on study -t
Raynond Behroeder
irforned uz Suring
- his fnterview that
: the duties of fior-
- : - garet Faber (Hopperi-
- F2th) includess A
- - killing of animals,
A . =ixing ef the élet,

' CICWR-rusp Resgure~
ventes, weighing of
fetuzes, staininc.
of skeletons, aud.
cutting the vis~
ceral sections.

AL

Cenies ©

reeporsible individuals of Secerle Laboratories during the yearg
end 1570 sre attachad ss exhibits nurbereé 1 and 2. Btudy nuche
L~5 was concductec duripg the first kalf of 1370, %he Director ¢
-giclogy of Lesrle Laborateries cdurlng tols time period was V.i,
,:.'

rill., ke authors of the repcrt are R.E, Schroeder and L.C.:

keConneli, Dept. of Pathology-Toxicology, Livision of Bielogical

Study i-~5 (PY &51870) ) _ . %

5C~-185623 . Evaluation of the Embryotex{c ansg Teretogenlc Botentd
in the Ret . ) . C

e R

Late stuldy fnitistes: Jen. 206, Y976
Dates of pexforzing lavarotomfess Peb. 9 throush Febh, 1y, 1§7Bf

stucy war reccived by Durest of Foofz: 2vquat 7, 1972 -

S ' bt s e b . o ' -

£ Currlculum vitse for key personnel an€ & listing of the

- P TSR -<

8

1969 |
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LIS &/2-7/8/77 =16~ Scerlce Laborstories
. Live G.Z. Scerle s Cs,
Erekir, Illlncfs_écc?s
Arnimalsse - . RS

Species pud Ctrein = Albino rat, Cherles kiver caesarien
. Serived virgin females oné proven meles
Euooker 2né Sax - 9§ fexzales, 30 =eles -~ there were no

' tecerds te {nsicate scurce and &3¢

of sxle rate, be verified thet the
Lerzles were apgroexicstely 100 Gays

0ld et tiwe of mating ~ Invoice (Exhini
{) incicetes éote of receiypts 12/3¢/6%,

Experimental desiun:

Hirety ferxzles were distridbutés inte the fole
lewlng three groups. Hrs. D. Relms salc thet
ghe used a rencorjicaticn method thet invelved
¢rawing animal numbets from gieces of perer in
& hat, &he ¢ldn't remomber [f the Lirst noesher
dravt was essigned to & control qroujp, :

Lesnge Sroup gc of animsls : Lese Level - mn/kg*
Contrcl 30 ' 0
Low . 30 200¢ .
lifgh - 30 4000
The respective icdentification nunker of esch of the rats wz2e punc
sarked cn thefr ezrs.

Porns Helrme could rot stete cdefinitely whetler the anfrnsle from
each Ocse grour hac 8 vnigue coler marking on their. tsil. “hree
. fereles, one {rox each of thnree éosage groups were hceused togethe
in & breading cagse. At 4t30 p.m. Gne nsle was rlaced inte esch
crgeg be was removed at 8135 2.m. the folloving morning, At .
thzt tize femeles were exzmined for a cepulatery veginxl plug
ard/or epermptotos v the vaginsl sueasr. Cbhrervetion of either
of these signs indlczted meting and was desfonsted ¢gay 0 of
prcghancy. Suct: fexeles were reroved {rox the breecding cace

e troused ipajvicurlly. They put tnis rat in the next esapty

~—-

-

t

b
e

¢

cage geiny from left tc right, ohis procedure wag con=~ e AT

tinred until & alrieum cf 24 feucles (roz eech Jrur were ratsd,
Cerles of the cage ldentificatien cerds sre sttached as Lxhib{t

.o~

nurher 6. We were Informel that ery daily otservetions would he .

recorcec oni these ceje €arcs: There are nc recorde of awnorzal
orservaetions on these cards, : _

3 ~m_:.

|

g
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‘Cletscy asministcation of SC-18852 2t the dose “Ingicated (2,348 ond
S5.00%y ‘concentratios respectively) began cn Gay 6 of gestation anad . )
- continued throvgh day )15 of Jestetlion, = 10 day perfo¢ of tteatzent,

The loxsles were sacrificed on day 28 of geztetion., The vteripe

horns were exposed zné cxarmired. Ihe fetuces were rexncyved, éxaminaéf;f

externally enc preserved intact to be exarined¢ lzter for. visceral
irvegularities (Wilser Tectnigue) cr skeleton anczslies (Rlizacip

Donnz eles ccould not remesber the exact enisal reex In which
thig experinment vook rlece. tevevar, ghe zhoved uve an snimel,
reon thet closely resembleddthe actus) rocz that vwes used to . .-

‘e

. kouze the anf{zals fer Study L-5%. This roor had orly ene docruay

that wae used for hoth the entrance and ezit, Tha room had equipzsn
to control the temnereture anc &ljust the puzber of hours o
lfagbt and¢ darkness. _ S SRR

A phetocopy of their protocel Is attacked ss Leaikit 3,  our re

of this protoccl rsvesls that it 15 egsentially in cenicrrance qithf{

L taelr PDA sobmisslon on study E-5 (Exbibit 13), L

Pormulatior of SC 18887 '

ot . o

' The SC 168¢2 was wmixed with the basal diet in welght per weight con-

e

ceptrations of 2.34% end . 5.Gt regrectively for the low &nd high gose

groupse o : ‘ e
vhe | focel, ¥=1401 wizer that was used curing 1%7¢ in the

research fecility of Searle Leberatorice In Skokie, Illirois wasg .
7 :

subsequently poved tc another ¢ivizion of the Cel. Seorle Coapany.

~ Tals mixer was thewn returned te Scarle Letoratories in Skokie, Il1. ..
where {t (s cerrently ieing used in their Fharxeceuvticel Pevelapment -

area. we inspected this mizer (about 5 feot high) and netee i

~that ft was curcently. befng used with a eixing bowl thal would IR

bold approximately 2¢ kilcs of 2 trestsent eixture, Ine treatsent

R S

L.y

W

| ked & Skeletal &tairing techrigue), . o ) b st
Lose Croup ored §E£Viviii Pregrnast’ S
Contrel 21 27 ‘ 28 - T o ’
Low 25 25 24 W T ‘
High 24 24 _ 23 C "

t .
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tie PER subrlasfon (= esmertially correct. fre armcunt’ -

4 sctually consuzed closely epproxinated t%e plasneé . .-

GO ané 4000 my/%c. On the Lactis of rean beey ueiﬂbts

11 of gestetfer and pean feood censupption trc '
6-~15, the actval cgily desca consured by-the

1052 QrouprT were 1,%ub end 4,684 mo/ie body velght

Cut cs]culaticrr ¢f the food cons u*»tlor daty

vits that ere witnln 16 of thecse reportes zverege
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Fvstercloa tata .
~iX

pedé thet thelr hysterctoties were nsuelly done ln t e

Thelr criginel records do not Indicste gozcrvaticens of any
£ the evardes of vterus in any of the *hi“"lc at sacrifice,
's of nusiired nysterctomy shects inclufice of iesing conswecu~-

~
N0
- .S
N TS |
EC A N
by}
Mad
la)

o

¢r hySterotemy sheets for atizsls thgt never mat ted, OQur

{1
1 o
-

-

=

-

b
n
~
-
i

noofl tielr . original hysterotowny Fate (Zxuiiits Ly S¢ & 1CH ’
ulcs nvrbered 1, 2, 3, & € in tde Fil sulzission reVCthr

ﬁ»,
R
&

Ler of live and geed feturc;; sex of fetuses) nenher of

G
ta
e Gl c;epangie Theee hysteorctory tunles incivces data
Ui
cnep eversge felal welghty and averege crown Tusy yeEsurces
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reted the felleoving digfcrepanciee:

lon {nCicztes that the average .
¢f the centrol qreuys Is 4.0 cresgy
L thin 2nfxal s actually ,.9. -

2 of the F;n.s'cﬁis
v iubt for animal
erage fetel weigbt

L)

v ot

-~
<.
]

-
ov

0

4

i
t »

2 Crizine) hysterotony records indicate that tn&rc wes ore

venzrztion on the "left® si{de for 2nimal nurber 11 0f the

contrel crovy; tohle 2 of the FLA sulwisrion dees not list

thfe reworption on the left side. The b: Sh gubmissien correctly
lers thoe twe rescrations thet sre carked or the richt a2{ds ¢f
arfzel nurber 11l on thelr logacotony sheet. FEr. K. Schresder
acknovwleaged these errera,.  (soe R, Schrceder Intsrview)

2 Le notead the ldsting el ene resorptien for anigsl 72 en the
la=preoteoasy sheety thlg rercrrtion 1s not listed in the FO
suhzieajioen, Kr. E. Schroeder acknowledged thig oniscxon and
Trivoat might krve tecr & typogrevhlcel errer., -

R T g I T S - e
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slxture bhatch slzes for ztucy I-5 were 3 kiles er m=zsller. It ;
vwLE rouyat to ore sttentiun that this pixer wos forrerly ecuip nec

with 2 sraller wixing bowl and a wraller anchor shaped mleng DERET

blece when {t was uvncd to mix treatrent sixtures of ASCATLETFR
in 1$7¢. DPuring eur interview with k. fclirceser, Ne deacrited
& sxzller mlwrer (shout 2 feel high) with & lC-gallon Pé{vCi“?
E:inlm.; rowl.

¢ oiﬁ ot maintiin kRateh recorde for the pixins of powdcred

(.
)
Eéa B
RN S

caticr or ez2ay tecordf on the hcckland Dilet. e uere
hat ths wanvfecturer of the Bozal Liet ic out of buz
TEC2D of °L-1u69¢, 2 white powler, obteined 't"? thﬂ
\w&a lrﬂcr wrated {n the trectment
rlc; wat sebmitted to lakb tosting that ireludedy
n wster;. Peltznﬂ [bﬁ"C} srecific retationy
ﬂ;; loseg'or fryxﬂc: heavy ratals grd thin
Copl°& ol their records regarding leb |
SC=18062 zre ettached 8¢ Exhinit s. -
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“he treatzent nixvtures (two deose levels) were not zasayad for peo-~
tency, hozogeneity or Jt&ui ity Che t:eac:ent mlxtures were wixed
1n the | mizer in the ieL Xitchen® by Reyroné Schroeder,
Senler Fesesrch kseistant ir 'ﬁratolc“) Cr ire. Lenng ﬁelss, Eew~
geerch Asslstent., Hre. L. Belms could mot repnmte* the Jdeteils:

cif »ixind guch ex the orier of aCfing the SC-188€627 and the Lc»n¢&nc
Lict te the webert mizer., FKezerve samples of the trestment -
rliteres were not mainteined.  adciticnal detcils regerdinag

ne trestment rixtures are incleded unrer & zupceguent aecviw

el "interview cf Reymend Schrosder,

Fvod Ceonsuzpgtion : .- S o T T

“Copien ¢ the tood censuaption recerds sre attcru d as Lxhit lu T

A cuantiey of fecé consurption that {¢ underlinec on these records
fnslcates thet & velghod quentity of 2pillzee hes been subtractec
ronna Nelws 5sié thet food corsusvtion was alwaye wmegsured first
thing dn the pernirg. Tonnz exclairad that in an attermpt to
accoent for fcod wylllagﬁ she sepatat96 the foed from the excreta
on tne Lroy Lenestlh the respective anizal cage. DPonna Helrr sals
that ghe covered the teed jars with o V-type wesk screen fer the
rate thel were censfidered ®chronic spiilers®,  She gald that the
feed wos transferred to Guullk[ sizs Jars oLr‘n, the ccurse cf

the stowy dn erder to nake it ecsier fcr the gzregrnent rete to reach
tneir focds Sur carlculdetion ¢f thelr £o06 conruaption recotrds
fndlceted thet thelr stotorent regarding food consuxzption om ;- -

. .'_"7_-....

‘fth- the meal forz of Rockland Dfet (. ) There were

L R S N SNy YT ST S oo st i
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S?eletal Exam!naéloﬂc - =3 : . , lhﬁif;grif?

There,are no Indivicual fetus records Ffor the skeletal 9xauiratiens.
The skeletal ezam‘natioq data is listed only by litter undsr the
respective "Das nuaber® The sicleton exaslnation recerde vere neot
ceted end¢ ¢i2 act bea. anv ciznstures or iritisls,. ®r. 5. Schrecder
wae ehowt these recogds and stated tba» ti:ey sbould have bLoen
dated, fe fald thet it tock » greet deal ¢f tire to ¢ox rlete

"the skeletal reanxr\¢ fe also stated thet it teor hlm 5-€ minstes
to ¢o a copplete skeletal erxaxination ¢f ore {¢tus. (see interview
yith Kr. Schroeder) we coapared the orfainal skeletel examination
recerts (Exhinit 1i) with the regort thal wes gubasltted to FDA
(L*Jiﬂitﬂ 1~13)s Lr..7T, Cellins alzop exanined skalet@* apecisens -
6f 5 litters of sach aCse lavsl. R

we noted the follewings ~ oF

1., %he originsl skelets) exaxinction recorse indicate 2 finding o1
’ "Yy:ﬂ;larla ¢f the Haxilla® §n one fetus of Dam I7 and one
fgtus of Lac 35; (see exhibit 39, phete 8), this iirnding
is not in the FDA sybrlissicn. . Mr, B, Schroeter ackneuwledged

thece errors,. - ' o

2. The efigin&l grcletal ereminaticn recerdes liet 8 toteal cf
166 (£3%) fetal skelotorns with encssified cervical ceatrum

v.

, p%ﬁ”xJ in the contrzl croume 7he orxiglnal razcords do net indicate .
;h { 7% _ how wany of thr cervical vertebrae haed less then J ossified
A 1 centre. <he FDA cubaisgion indicates & total of 83 centrol ..
ng . F fetuaes bed unosaified cervical centrus with legs thon

a8l . . 3 centra ossilied. It {s prebeble that en erver wes made fin
."Gaﬁ transcriiving the sercentage of 53 instead of the tolal

of 156 fetzl sielctons with uncessified cervice centrusl ..
to the FODA su‘“l_"ion. e LA

3. The orizinel 5ke1ctal exsy reccrds indfczte 3% voper and 13 T
lover iccisorz absent for the control wreup, 4% ¢pper and | =~
4% lower fncisnors sbsent for the low dese group and S& upper
‘Inclsory abgent tor the kigh doses. These ate not meatloned ..~
in the IDA sunwlswio“. : -

..
z

4 .o -~ PYR S AN

T 4. The cri Sna; ckeletal exes rcccras i (XCttt ore Btarrun ogaf-
T ficetlan center split for the control dese grong; thid steraus
A _o*slflc*tion rplit fe not listec 1n the FOA ﬂutV£c"1on. :

R ; v - o o . ‘(¢ X Py -~

DAl L o TN g : . I
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S orY aninals witn these structures are Jraded twice, They ate I
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. 5. 'The rulizantary Structures are snaly Projections from the

First lumhay vertebrae, fThese are small l4pn ridbs,., Most

counted as having 13 Pairs of rihg as vell as ruvdimentary
structures, . : v

6.. br, 7. Colling® exanination of fetal skeletal s00Ccim
5 litters of pach dose level tevealed only a fau di
from what was contained in the ray data that woyulad B
the conclusion of the study, : = Q

7« Dr. Collins stated in effect that it woyla have been a bettar
Procadure to grade individual bopes instead of closure Srading »
for skeletal examination of the Skull, (see Exhibit 11) |

8. We made a physical inventory 0% the sxeletal 8reclizens, we
compared thisg invantory against the skeletal feotal a8nacinmdns
that are designates on ‘theé laparotomy records (Exhibje 2, 9,
& 18) as "a" for fatuses that Qere.sunposed to be initjially

bregerved in 9s53g 2leohol orior te Staining, evisceration, clear~
ina with dQueous potassjipm hydroxide, staining with Alizarin
Red and Storade of tha 8keletal Preparation in 9lvcerin, This
N inventory fevealed that a total of 15 gkaletal fetugses from tha
—high dose group were =issing, we Yere unable to obtain a dgf-
inite I2abon as to why the following fetal skeletons werse not .
in inventory; 6902, 6495, B612, 8968, 8g09, 8911, 8913, 9002,
90C3, 9005, 9006, °j03, 5009, 9011, ans 9913, ©pr. g. Noveroske,
‘Groun Leader in Toxicology 8peculated that the four skelera)
aoecinens fron litter nusbar 89 an3 the skeletal scecimens from
litter nuaber 9g might be in a Separate carton that was inad-
Vettently nmisplaced. . '

g. Dr. ¥. Collins found mistakes in examining the Skeletal space
irens of all dose levels, g an exemple dr, 7, Collins notegd
a eoorly ossified Isehiue for a fetus of pam 58y this finding
is not in the pna subnission. (see exhihit 3¢, phota 5) i
These pigtakes abpear to be equally distribytea batween :
the dose levels, Searle'sg examination of the skeletal 8pecimens
corresponds eszentially with the FDA subaission, :

1G. raymond échroeder, the Individual who gig skeleton e€xaainations ;
223 awvate of the Jose levels of the _ F
fetal skeleton gpecinens, There is no iﬁentificaticn on - T I
the bady of the vials holding the sxeletal 30ecinensy; the §
fetus number wag Marked on the vial C&D. Thiz method of A i
identifying fetn) skelaton s2rcimens in viala could causs

g

{

a Rix up, PpPhote number 1 of kExhibie 32 illustrates their é
method of ldentification of the skeletal specimen on the i
¢ap of the vialg, él

g4 |
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Corerrol croun
oxer ©f Litlers - 26 g
Susber of Petsl Skeletons - 201 - :
Ruznier oI Litters Examined by Dr, ¥, Cellins - §
foeaber of Fereses Exaxzined &y Br. T, Collins - 5o
Fetus Hunbeors Exaxineds €02 &(2 1802 - 2402 2762
LFX B3 1402 2443 2702
5¢5 £&5 l4es 248 ires
$6& 50% 1445 R40E 2708 -
&8 568 l4ca 246% 2788 .
609 0% 141c 240 T RICT
&1l BEl) - S
832
214
Lew sgseas Croup .
r of Litters - 24 & -
r ¢I fetal Skeletony -~ 107 .
cr 6l Litters Dxasined by Dr. 2. Ccliins « S
r ¢f Fetusez Cxamined by DBr. 9. Collins ~ 33
wiahers Examineds 3162 38¢2 4802 5303 - 58¢2
3163 3602 £502 5303 £3063
31835 3885 £605 5363 :
3106 LTI 4556 5306
314z © 3808 4605 53G6¢
3109 3511 4565 F 8309 .
2111 3513 4811 5311
1384
45015
Ligh cosage Group .
vusber of Litters - 23
Hurber of $etal Ska2letons - 1&7 . R .
Rumher of Litters Exanlned by Dre T. Cellins - 5 - L
Humber ©f F?th?S Examined by Dr. T, Celling - 38 - ¢
Fatul huvhers inedt 6102 7602 goRs £402
. 6103 7603 83003 5403
6145 7685 £00s €405
B1G5 7686 5605 €406
EX 08 7685 ENGe g4ce
6105 7503 ¥05% 844G
€111 - 7611 . €011 £411 -
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of coge levels cf the visceral spetimens. e i

Visceral gectiens on arproximately 30 fetuses per dey, R

“The taw Sata one the repert subsitted to Fcaispecifies the fihd

"gections zre reported fer at least 1068 of.the fetuses, ~

EIR  5/2=1/8/77 ~17= Seazrle Laboratories
h . ) '.' . ' D!\'o c’oD. Sec’:tle & CO.. co
o B o : Skckie, Illinois 6007¢ ..

YViccerel Eravinatiecns — ftudy g—¢

ALY

LRCE S

Apprericately ong=~thire of the fetuses were fixed in Eouin's solu-

‘tion. for 2ubsecuent exasination by the free hand sectioning tecanique

of Wilson., Tissue slicer were exarined uvnder a Clesecting nicrg=
scope.  The repert subsitted to ToA indicates that 211 tissee
ellcen frox treated fetuaps sund fror contrel fetuoes with ancuslies
were trenaierred to pelyetunylenc bags for temporarv storage. Shege
tpeciaEnsg vere Siscrrded fricr to sur inspection sne thsrefcre %e
were vnetle ¢ meke 2ry exaninstions of thelr viscersl sections,
There were ne f{nitisrle to identify the Incivicdual whe ¢ic the
werk on thie visceoral examinstion sheots (iLxhinit 123). The ..
visceral examinstion receords do mot ligt the respective fetus .
identiffcation nurters fer ancut 10% of the 32¢ fetal viaceral -
grecinens, Thexne incoxvletely ldentifies fotus specimers sre ilden-
tified on the viscersi exeninzticn revords withy only the daz S
nuusber and fetuc sex, K& an exaugle, e fetus of CPm onunber 4%
vould be listed as 48X fezalec. The visceral sxarivotion sreet
ndlcates only “U.R.¥ Jf no ebrormal ftfse sre found {o the respece
tive visceral ®oction. Trere iz no exanination sheat thet epeci-
fles whet abnormalities they sre perticularly lecking far §n the
visceral sectlons. vhe {pcividusl £0ing the exarinaticns ¥38 zwarno

s, e

Acccrdlng to the vizcors) exazination recerds, see exhibic 12, a

tetal ¢f 32¥% vigscerel exaxinations were den¢ cn two ceys, pamely

Feire 27, 1970 &nd Karch 5, 1570. pr. Sc¢hrocder aald tiat he dig
< +

~

fng .
¢l ¢rly thres ancrolies, dydrocephalus wzga oogerved in one | -
lov Gose and in one hLigh doae fetus. Bydronephresis end bydroureter

.-vere ouserved in ore control fetus, We noted that the original

viscerel exsrmicaticn recerds alsc sreciflied the fin2ing ¢f blogd
in the pericerdial covity of & visceral sectien of fotus nuzmber -

4501 ené the marking, “G.E.*. This findirg of tlcod im the

pericarcial cavity veg not §n the FG2 suimlssion. Thera wore ... T
no other apeciifc fincinge ligted ¢n the ret viscorel exaciration
shects., 7The results of the remsining respective fotsl visceral -
exeainatiore vere listecd elzrly &8s “C.%.%., It Rey te interesting
te note that there have been terntoleogy studles conducted in PR
the Tet by Por laboraterfes whers the findinzs {s the vigceral

a1
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COXPARISO® OF THE LAPOROTONY AND VISCERAL SREETS.

P

of fetuses on the visceral and laporotomy examination record .

~18-

Searls Laboratorles =
Div. G.D. Searle & Co. - -
Skokie, Illinois 60076 . . .-

hezts {Exhibit numwbers

shen

discrepanciss consist of list
fetus on the laparotomy and v
mainder of these 35 discrepancies
fixative, (&) skeletal on the lap
listed on the viscetal examina
fixative, (b) visceral on the

we uncovarad at least 3% discrepancies when we compared listing .-

a, 9, 10, and 12). Twenty-ons of these C R e

ing a different sex for the respective .
isceral erawination sheets, The re— -
include a listing of the alcohol
oxotony shests for fetuses that are
tion sheets or a listing of Bouin's
laparotory shezets for fetuses that

are not listed on the visceral sheets. The following tabulation -
{llustrates these dimcrepancies. : o Lo

Viec. Lxan [

_wot listed

1%

L 4412 Perale
L6104 Hale
i 6110 Pomale
; 58Dl Fenale
5210 Male
_ 2110 Hale
— 2113 Hale
_.1001 Penmale
_ 1013 Hale
p 7710 Pewmale
F7713 Hale
_ Hot listed
. 3013 Hale
.270) Hale
2704 Pemale
804 M¥ale
~ 813 Female
_ 2910 ¥ale
b Yot listed
p 7217 Pemale

-

L 3201 Rale
L S401 Hale
v 5413 FPemale
1 3304 Xale
L3310 Female
_ 1307 Feaale
2312 Fedale

Lt -
. c

heet

Lep. Bxam Sheet

PORRER IERAT S

4413
4412
6104
61190
5801
5810
2110
2113
1002
1613
7710
7713
3012
3013
2701

- 2704

0%@

804
813
2910
7212

(8)

(R)
(B)
(2)
(8)
(B}
(3)
(a)
(B)
(8)
(B)
(8)
(B)
(7)
(3)
(B)
{8)
{3)
(8)
(8}

Femala
Female
Female
Male
Hale
Pemale

Yenale.

Hale
Hale
Pemale
#ale
Facale
Fenale
Hale

Fexale -

Male
Pamale
Rale
Pemale
Female

‘yot listed

- 3201
6401
6413
3304
3310
1307
1312

"L Cﬂ@

A T g

(8)
(2)
(B}
(%)
(2)
(8)
(A)

Ty

Fenale
Female
Hale
Panale
Male
Hale
Pamale

’

/
9]

Conment

P

4412 is not in skeletal iﬁvéntbry

2113 is not in skele;alﬁinventbiy i

3012 is

S e

i

|

|

]

’;.
.
|

DA% 72 had only 13 fetmses, o
it might refer to fetus 37212

e er NN W




EXE 5/2-7/9/77 w19- Svarle Laborstorles-

-

‘sections of this study it was brought to the attention-of'Searia’
-attorney, nawely Mr, Poger Thies that sone dasage may occurr . .

DiVo G.Do Sea!135 CO.
Skokie, Illinois 60076

A total of § A total of 4 | .
fetuses are fetuses ara listed
listed for . in Bouin's (via-
Pam #13 caral)
¥ot listen 5504 (B) Male - 5504 is not in sksletal inventor
55086 Female Hot Listed - Dam ¢55 bad only 5 fetuses ..~
& totzl of & - A total of 5. ' i
fetuses are fetuses are listed
listed for in Bouin's solu=.
Dam &39 A tiorn for Dam ¢3d
- Wot listed 9010 (B) Pemale We were unzble to locategan§"
ot listed 9012 (B) FPenale of the skeletal fetuses for

G011 Pemale 8011 (A) Nale Dan’ $90 Guring our inventory
' . of skeletal zpeciwens ...
Stugy 5-09 L

T~1218575 ~ An evaluaticn of embryotoxic and teratoqenic potentidl
*“in the mouse - Aspartame (8C 18862) seq. II : L

Before Dr. Collins, Burean of Peolds exanined the visceral

to these sectlons. The sections had been previously exaainsd =

and it ls a fact that these kinds of secticns tend to come epart
with age. These sections are app;oximate;y two years old, . -

Mr. Thies reguested that official authorization in writing be
given to Searle before Dr, Collins exanined the visceral sections.

Clearance and avtkorizetion vas given by Mr. Richard Ronk, Director”

Division of Food and Color Additives., Dr, Collins was given :
authorizatlon to examine the viscaral sections of this study (2-89)
in the company of a Searle teratologist. Dr. Collins agreed -
to inform Searle's teratologist the results of his readings,

(see exhibit 41). '

it

Date Inftiated:r Protocol Pinalized - January 1%, 1975 T
. The first recorded boly weight - Pebruwary 27, 1575

The first recorded date of food consumption - - ovo o

Pebrvary 27, 1875

Y

. »
- S

r

T T T e Balloth, - aa Pallach - - o
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EIR $/2=1/8/71 -20- Searle Laboretories . 4
: piv. G.D, Searle & Co, - !
Skokie, Illinois 60076 '~ |

e Coxpletecd: Last body weicht - April 14, I97s

no
o2

ct

e

Last food consumption '~ April 14, 1975

Pznal date on visceral exanm uvrksheets - Jdﬁa is,
1875; First oate - May 28, 1875 oL

vOndruska s notation on visceral examination of
fetus 41101 ferale ~ 6/24/75 ey et

Dates Pecorced on
Feverse cf '
Laporotomy Sheets
For ukeletal

Exems:

cr June 4, 1575. Six fetuses of Dam 168 are . .
liste@ with 2 skeleton exam cate of 6/3/75. . |

af : . . . R

The majority of the dates are either Héy-iQ;_l§7S 1 '

Cates Recorded

on keverse of
Lapcrotomy Sheets
for Viscereal
Exans:

Date on Cover
Sheet of Final
. Report Gubwitted oo _ A
. to FDas - July,-l975 - ‘*,u-tA)”v- - w‘;f

. animals CseBQ*f-ﬂL - \ Breedxng Labs -nl». : -
. Random bred albino rice, female CD‘l vtrain and i
Random bred albino mice, nales - nrovon breeders

36 feﬁales - Cont'ol
36 femalez - Low Cose Lt
36 females - Hedium Dose ~~7-+"=
36 femsles — High Dose SR

A copy of the purchsse crder for thesn fewalea is

‘attached &s Exhibit §21. .. e

Mating Procedure - naturzl meting; Getection of
copulatory plug deslgnated as day 0 ‘of gestation




Tir £/2=7/5/717 -2} Yerrie
Hlv, i3
Ekoklie

Larsratorics.
« sedrle & To, .
I1lineis 60676

Corcentration Intendsd
0% SC=18852 Lzlily &
in Diet (%) {Crame
Lose Lovels:. Low e 7335 - i Céi
3 o HeCiuw 1.5 g - 2 CE
filah J.00% - 4 Gy

Humiey Of Pregnant _ .

Fice: . " Contrels 27
Low Doses . 2%
Ked, Deore: 27
bigh Cozes 21

ke noted thst the p
n ogeatastlon deye 1, 4, 6, 13, 1S, and 1%, The boldy welghts in
the BEDA submission were recorded on gestation Gy
13, 15, and lg. L )
2

oy

Scoze of the Investigation - E=E89

ke began a coaprehensive review of Study e~-33%, B3
L)

Thls 27 itienel cowveraze was in aceorZence sith &
ceived frow the Bureau of Foods.

Ve Degar ovr review by supervising the

storac under ¥LZ gsal at Bearle Laworatc

tas feollowving principnel ftems:

Loy

Safety Ltudy ef SC-18867 Psth~Tox Proj. Ho, 1
sheets include viscersl exasinations aré some
aticn fingines., (Exbibvits 26-2%)

3 foay walpht dets (fxhikit 24)

tion Fats (Eehinit 7o)

ehour

™~
]
3
]
o
'
o

o

crrel exsnination work sheet {Oxbinit 31)

-
el

T e e

retocol specifier that boedy walobts will be made -

0,1, 2, 8 18,

sr the {nvestigation of E~Z, BT 851570 was essentially cofgletesd
stherizetion re~

1. copy ot proteccl entitled Finsl Erctocci For a Pre~glinfes) . -0

< Corios ¢f laparcteny sheets - The r1averse ¢f the Ic?arbtémy

NP +~r vy

1218575 on 3/Y2/77

218575 (Exhibit 1s)

¢t $§ﬁlﬂtal,exaﬁiﬁf"




EIR 5/2-7/8/717 =22~ °  Searle Laboratories - . .
Skokie, Illinois 60076

The investigators audited this raw data by reconstructing the %
information submitted in Summary Tables. We verified total numbar ... - -
of -animals on test, independently tabulated and compared information .
on Summary of Uterine Implantation of all groups, verified maternal:.:
body weignts, foog consunmption and calculated g/Rg of test-substance:
adeinistered. Dr. T. Collins examined selected skzletal and vis— =
ceral sections, : : ' o o S

\

Personnel. for Study 3E-89

‘This study was conducted by the following individualss
1. Dr. James Vondruska - Senior Research Investigator

Alan L. Mitchell - Teratologist

”:;téail Kirby —'Reséarqb Teconician

4., Ray Schroeder - Senio}'ﬂesea;ch Assistant
5. Jeanne Thompson - Research Technician

The Curriculum Vitae for Dr. Janmes Vondruska,-Alan L. Eittﬁéii;f.

and Gail Rirby are attached as Exhibit 216. The Curriculhm'vitae?
for Raymond Schroeder is included with Exhibit #L. e

Our review of CV's established:” : R L e
‘Dr. James Vondruska is a licensed veterinarian and. is certified by
American College of Laboratory Animal ¥edicine. He has baen em-" :
ployed by Searle Laboratories since Harch, 1973. S R
Dr. Vondruska sald that he was responsible for submitting the final
-report on E~8%, PT 1218S75. . co T e T

Alan L. Hitchell is a graduate of Southern Illinois University
“and completed some graduate work at DePaul University, Chicago, ¥
Illinols. Hr., Mitchell has assisted in supervising the teratology .
laboratory since 1971, Regarding the conduct of E-89, $r. Mitchell .~ [
was responsible for preparing the Treatment Mixture and for super~.
vising the maternal body weighings and food consumption. il:i-rh

Raymond Schroeder has a Masters degree in zoology from the Oniver— %
sity of Illinois. He worked at Searle Laboratories as a teratologist .
from December, 1967 until Hay 2, 1975. ®itn regard to E-89, Mr,: -
Schroeder was responsible for training Gail Kirby in . teratology -

f S




. . . . o . et ew

eIz s/2=78/17 ‘Af423- - o Bearle thczatcriéq' =
' A clv, CG.z, Eecrle 5 €5,
Skorle, Illincis 60075" .

S and fbr surervising the nycterotory exacfretiofhis.

eccovnt of cur Jome 22, 1%77, intervicw with =, Schroeder can

foun? Ig 2 subsequent vertion of this repcore,
. Jdeanre Thogpsen, Technician, hzé very limftec

(ool cenzumption,

Gell ¥irby, Kegeared Techniclan, bss been enzleyed

tesoreteories since August, 1974, She pleyed z mejer rola irm

the conduct of E~8%, In thle oxnerirent she ¥eES responsible

for zerierming €1l of the viscerzl exeminetions and tke skeletsl
[

Cr3i.  fhc.receiveld her treirning in teratclosy from Kay' Gchroeder,

-

ire. Kirny's edocetd

“re. Biriy graduzted frowm Ligin o 34 Schowl, June, 1971 apd sttendes
Leyeie University feor threg yesrs where ghe accuired 16l gemester
aoere of credit, : : -
Curdrye en interview with Krs, Zirhy she deseribes bor regpongi-
Liluvies in conciécting this experinsnt to include tte fellowing:
brge. E1rky tcld the investigators that she észieted In perforsing
aysterctorles, weaighed fetucee, sexed the tetuses, recorded s
nrofs cnagrvetions, performsed crown TuGp reastrezente, and ve-
covider yterdine Clstribution, - : oo T TE

Ghe zteted that in E~29 she w2g olto resnnnsible for preparing

end staining fetal skeletens and vigceral scetionsz.

irftinlly reportes that Rey Schroeder read the vigcersl eectiong - o
en thle exterirent but later corrected the staterent szying o

she examrined the viscerel sections. )

frr. Dleky aleo teld the investiscators that she per

srevines sheletons on thie exsperivent apa Er. vundruska had cnEckel

core of ber cobsecrvetions. A deteiled account of th
thrl wo held with with Cell Kirsy ic frecluced in su
tections of this rercrt. Curriculos vitse for J.%.

folo Bitenell, ong G Kitby are atteched to this report as ST,
exhibit ylt., Wie recucsted the corriculuc vitee fer J. Thespzon &
or. rursrous cccazlens Lut we were told thst no forn

"exfates f{or thils irndivieuel,

r i
study (E=E¥). She was responsible for takin?_ﬁaternal‘bbéy4ycigh;za-
and ' R R T

ceal gidalificetions incluce the fcllicwling:.

"

4 deteiled

dut fee on this

RN

2t Searle -

B~

Brs. Richy oo

- ..
PR .

sonally
¢ tvwe interviewvs

Leanuent
Vcaaruzk&; o

&)l corriculux ™




£IT 5/2=7/2/77 -lh- Sezrie Lrbtercstoriea.
‘ : : Civ. Cu0, Cearle & Co, .
ge o . Skokie, Illinoie €076 -

55 end Facilities ' -

views with Zr. Jznee Vendronka and Alnn'kitcbell on 5/24/7%7

Inter

gntzblished th» fellewings ©Tr,. Verdrusks stated ¢t Vet Scrvice
Lepzrtisrt wao ¢ rtenponsisle for animal care. inae tic; ¥2tf pre=
pere ody weignt

S by ﬁlhn “itcheli shd he was ezoisteg in teking b
gnc feood consuwnticn dsta. by Zeanne Jhcrr«on, Feacar oy Teachnicisn,

Tho irve"ti~*tor, made an on site visit to Erizel f
6/2/77. Lr. Vondrucska féentifled Roed 338 in 3 cutldine s the
reos where Study I-35% was conducted.

Ve wers ghown the type-of cage and feeder nzesd. Ve noted that
tiafe rooz wes equipred with temperature and l{ohting .
contrel. It hed only one rcarvry fer entesrnce eng .
exit,

e were {nformed that individuzl fesale mice useé in [~f% ¢la

not Lear eny unicue ddentificaticon mark after breeding, The zice
vere marked with teil celoring tor the recpoctive SrQUpRS. Ereed-
ing cage c2rdés gnd {ndividual femele caje cerds ore subzitted ase
Expibit 23, 2ecerd of Rzily ohgervation woulé bie recorded en theae
cerdsz,  We ob-u one observation en the incivicual cagye c3ré for
andwzl 117 "externsive bleeding €rer vagina on 4/5/75°,

The ohcerv tiu" is :ocoruﬁ* in tre Bubnission on welle ¥o,

4 Summery Uterine Infermatign fata Contrel Croup. :
Cognounde Forpulatione - E-86

Fhe test sabetance helny eveluated in this Sezment. X1 Terstoloay
Stucy ta L = aspagytyl = L ~ mhenylalapine a@uh)l ester (SC16562)
(vawertane) Lot 59887, C.C. 0475, Tiis svucered §C 18302 was
accirintered by <Sletary incorgoraticn in powaered lsat .
Llet frox gestation doy & throughi 13, The Icllewing Istended
doee levels were fed the test znizmals. .

- IRTEXRCT D LaYLY COUCENTRATION IH
> DOSL LLVELS iy GILT (ACYTUAL)
. Low Fose JeC gramss/zy .7?; ‘ )
B Cobe 2.8 grams/fa l.5Ct
Ciiah Sose &  graws/ig .00

The enirals actuzlly recelved approxisately <4C % more Char the .
orizinalliy latenced Goses, S




TIv 572 774797 -5 Searle Lakcratscjes
£iv. G.Z,. Hearle & Co, . .
Stoxle, Illinei:.§&076gi

¢ Lab¢ratories €4& pot #aintein batch records ef the traat~
dlet tiztures, nor 4338y feor potency, harogenrity cor stabf-
+ In eddition we wers unable te establish that the persen~

i Kept awny nots books or any ctaer writter recorc con the method
iet  prepergtien, o

ol
e~
\}...‘

Uf. denkins was able to locete sone uniiorzity of nij
re B \iizer on a different active inrredisnt
ely §C-102¢5, These rosulty of gnalesis
1ol 197% ene are ettached ax exhini
studies ¢ mot subetantiete the uni
6652 wiky . [Ret Chev, they are sub
ongl purposes,

The gretecol for E-59 sgecifies o8 the moge ol eézinistretijen Lo
Eele 1XE4Y to Le acdmizer WE Ir the Giet.  pnr. <illfas Jenkimg.
furniched the 1nvestlgatorsiyith & Copy of a el for the Furine
Fat Cicw, statise that thiz was the only Inforxmetion zveatlable
&8 te the covrositien and/er specificoticne on the feea Erxibfe
22). Dr. Jdentins alss accospanied us te the piet Prevcration sgope
er® ldent{fies the pigzer, Jt wez a Hohsrt Eodel C=160 T with 2
&ixing bkowl of abeoot 3 gallerns capacity. Or, Jenting tGié

-

2t there were no 2szaye on these sintures of g.C. 18862 with

’ A
Perina Rat Chow,

[

M

+

Zlsn vitchell tele us urirg hies interview % 3/24/77 that ke wyas
reaponrzible for prepsrins the dlet ®ir., =e deseribeg kis mixinpg
procederes s follows:  The Giet was npoe v in 168U gram bBatches,.
Approvimately 508 grese was places in the mixer Lowl and then the
apirontiste sacunt of 5.0, 16062 W35 aiced. Then the recainfra
cepcunt ef the Est Chow weg sGled and tua coeantents were mixed for
1% =in, .

#vore

ditnrough they did aot'assay the aixture of 5.C. 18852 with bagal
dlet, they &40 assay the test wubstance g,.C. 13882, ¥We obtafiped
realyticel records tor their verlity Centrel ¢rigiral zszay

a - 'S -~ n o
¢l hspartame Lot 54887 . . CCEIZ. (Exuitit §15 ana LxLinir 32¢)

It wag noted thet the aselyet mede a decimal Feint error in nis
ori¢insl verk bonx celculations wWhen eeseyims for otency.,
Ixhivlt %) Tue ertor wan crazed by nains 1600 me, trstgae

LAl

&£ 150 w3, guertity {n the ecustien ané rultiplving by 1gg -

Instead ©f 3¢,000, If the caleulating for poteney le pade in o
accorcance vith the ecuaticr listed with thelr enalytical method.

- BEch



.. BIR S/2=7/3/17 =26~ _ Searle-Laboratoiies
o : "Div. G.D. Searle § Co. -
Skokie, Illinois 69076
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Exhiblit 20 and correct placement of the decimal point, the calcu-
lation indicates satisfactory votency of asparatame (5.C. 18a62)
for their sawvple weicht of ,1500 gms, It was explained to the
investigators by ¥r., Aspinall that they weighed out exactly

‘150 =25, for this assay. BHe said that the equation for
calculation of potency was not checked bty a 2nd person. .

Rysterotory Data - 2-89
Mvstercotories for E~89 were vetfornad by Ray Schroeder and Qail
Xirby between the periods of 3/17/75 to 4/14/75. i s. Eitby -
told the investicators during an interview on 5/24/77 that hex
dutiee for study %-89 included: ) S

&. - performing dissections I
b. welghing fetuses : :

c. sexing fetuses

d. enterinqg gross abservations

¢, did crown-rump measurements

f. recording uvterine distribution,

Durins this time Mrs. Xirby was supervised by Ray Schroeder.
Ray Schroeder was responsible for the external examination of
‘the fetusaes (see R. Schroedet interview). We authenticates
the hysterotomy data by reconstructing a chart :
from 211 of the raw data. We found that this information was -
sccurately recorded and essentially the same as in the PDA B
Eubmission. We verlfied total number of fetuses, number of
tesarntions, total dead fetuses, aveladge Crown=-ruad measurements,
and bodv welghts (exhibits 26 through 29), - ] e

. We also checked accuracy of recording the sexes by comparing

the Jdata on ‘the lanarotomy sheets agsinst the viscersl exan
sheets, We found nc errors {n nmaking this compsrison,

Exceptions:

Famale 3236 with gestation day 1 of March 22, 1975'deliveted 4

fetuses 4/68/75, three viable and one non vieble. This appears .to
be a full term for the fetuses to gestation day 18, The FDA .

subnission states that this female deliveread otematurely on ges-- |

tation day 18, %o puns were saved for exawination due to their
contition. The data regarding these dead pups wxs not included
in their calculation of nesns, A similar tyne situation wos




Eis SA=TusT ~-37= Ceerlw Lebordtories
- . Clve &0, Sesdrie §.Co. -
- - Skekie,
recordes for fenele $3G64 wltn gestation ﬁag 1 ©f fares 3, 1§7S*
wie celivered 1{ fetuses on &arek v, 1373, one cspnlcelised ance
& intact fetoses. This alse appeare to be & full terx fer ths
Letuses te gestation day $i&. uo EVRt were saved for gxazinetiern
ent ceke regarding these FUFS VR rot included in thuclr czlceunlz-
tiens of resr velues, This vas prabably & correct nrecedure -
vgceuse the pluy eof the cazt was missed &nl hencte the anicals
¢ozes on incorrect days. In Dr. Cclifos' opinian ft wogls
have peen better {f thep= litters hasg oran erxavined and wel g e
ant the records kept., . ’ :
The uterins isplantscien data listed in teies in tha BT
gudnlgsion frclucdas: Ssts on nuvsber of fetuzea; number of
rererpbions; sox éistribution; meosn fetal bedy welent; meen
fetsl Crown-rury measvrementzs end ou umber of tets]l exawinat tiens,
Lt noted the {£)llow iny Clscrerancy when we coerpares thers

s Gn

vtetine fspleneation fn the FoA eunsinzion witn ,
ot The averand ferele fetal crown ans oeazvresent

‘e
£7 is reportes on table nu=ter 2 BY 457 4t shayle

e
iy
DI )
Feu
b S\

0
d 'n
©F Y e}
5
Vons iy
AR e
— =
ol Oy
-

Hom

.

Fred Consunptian

Corier ©f the pody welghts and fooo censunytion records for stuly
E=-52 2re attsched &8 Exhibit noshers 24 epd 2L, Tur csloviaticn

ol the raw data £or at leaet one thire =l tne food econsumption
quantities listed in the FDA submission inCicates anreement with s
stetessnt on page ¥ of the FoA gvlboissicn that the grtegnant &risals

of the low, mediox snd hizh dose Groups congunnd aa;;g;{gg«a:u
[N o Ve

4C% more théen the crlasuell, iﬁ;ﬁﬂuef duesee oI l.¢, Z.¢, enc
U g per rilosraa, :

& 4 oz. slass jer w28 vzed 25 the food con-

2 A paper onder each jar waz used te collect the spillaze;
e {eed was Cusned back inte the feeser jere. Gur ceiculeaticon of
riginsl Zoaé co“,uvo:ion data gncovered only tne follewing &

dlecrepancies from yaluer listed {n the FOA sebaission,

3 Bitchell gaid




Bl S/2~1/5/77 -iE=- Jeatle Le%oratorlcs_ N
_" . ’ '4 Yiy- C-J' &2219 & Coo a
e T . Skekie, Iilinais §087¢ ‘

Aut, o 5C 18:8l =  Azt. ef 5C I&S&“ .
censuepticon listes econsumdtion e~
in FLa sebzission ceraing te enr -

&nimal B6, Cestatiecn tay {ararasna) czlcnx:tiﬂ*ﬁ

455 18 .4 4.C

232 13 l-é -.G t - 'v-I\.

-i& an estarick cr
T.C. record fer
gey 12 - and the I
hanfvritten epe— " .
rent "I am not sars
' eout sofilaose® o0
128 13 : 1.2 1.7¢ - =
232 lc - 1.(’ . Lo ~ ’.&'J.\'.'U"_;
lated on Lody wto~
. - tay 11y c¢eyv.i¢
Tt rody wt, wag ot
reccrded o

""’3 ': blgs-

e ¢ l ~ a/M M-‘IN*‘/

Yra. Jeanne Thompeen, Rosesrch ?echnicign, LVEs intkrezewed 5/29/77.V_

E€he ¢s5id tnat zhe waz re roasicle fer taring pod 8y velukht 2nd fecd = °

tonsumption dete.  She wis supervised in hﬂe*e ozeratiuns by ala* :

“ltebell. ¥rs. J, ThOwpson gald txat he dossge lev¢1; ¢ the mice

vare {Centilisd by wmerting their tells with a apeciflc ca;or. L ,,%§

Hre, Taompeon described how the animsls wers fed end how the . Rl

velohinge vere dors. Sne saie that the czges were pelled ovt and '

thes enimzls &na fesad container wexg ed en the Intec. fterwaré

the food was acded ana the co6Rtafner reweiched, 5ccor¢1ng e

- to ber, the élet mix wae stored In a latelec plastic ccatuina:.”

Hrs. Thogpson told the Investicators thet where &n ssterisk a;yeu.,

ch the Intec pziat cut under §90p ceneurpticn, it meant that their -

welghing Indica zoilleac that {5 nct esatle for calcvieting o

- food censur ptio She ¢oGld not recall whether or net the
Canimzls wEre we i*beé and fed at trne mome time each day,
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'Skeletal Exesinztions Ky Study §1-85

che rosults of their ereletel exarinatiors &re partly on the — 0t
reverse of the lawarcteny sheets. (Exdidit 320 tbre $2%). The ,
reczarch tecnnician includedé & tecord ol the dote of the skelstel
exzainztien znd the resgective fztus nembter orn tiwe laparotony.
sheets, Towever, the finciags listed for tue reahectivw

ercleral fetue on the back of the lzperctosy saeet 2ro fLor the

rest pert incomplete beczufe the recearch tectnicizp llnteL cul-
the ’lh(iL@' that che censidered rula'luclz vnnaual. Thoy als

deve enemineticon date s thelr tebuler cysirtcl rerc rtir~ 'C!&ﬁt
(exhitit #34) by Yitter number and not by infi" :

e

vidusl fotur
Thiz tabulsr phelstal farmat §s not Cated, Ticre &£re no 1ritials
or slgrnatures to identify the individusl mhc wid the mkeletal
era“i* ticne Y T
Ke corpared orisinzl preminsticn recoradz, the reverse of the
1z rﬂto:j ehvct; {tLxhivits €2% Lntu ¢25) &nd thg ta""lat
°ncl&tfw orting forwet (Fshinft §3C) with tre raport that ?c
sdtrattec to Fud {L;:init £37)e Ire. To Ccllins med ‘e & Getnile
exeniretion of gkelete) siecitens ¢f S litters frow esch doge &9v~1
&ne dtuenxc:te@ the rmejor atn Lor alitics in other litters. Cur find-
inas include the foliowinag

1. 7he orlginal sxeletal exaxinstion recorcs essentlially agreq
with stetsments in the FCA gubzission. Ibhe tabular sxelstal
resorting ferzat (Dxhizft §38) <ic nct cleosriy cifferentiste
botween the totel pumher of sternsirce centera that vwzre gboent
aré the tota) nurler of Y3wzll" sternetrze cenrtars,

2 “he rudizentar ﬂ"tnrcg are 2zell prcejectionz from the first
Jumder vortetzbe,- These atructuras are in ecrence & £wsll
14th ric., Hoet enimale with these structures are cracdeé:

twicc. ubey are counted ss hoviry 13 psirs of oits as
vell o8 rucimentery gtructurer :

e a detelled exarinaticen ¢f fetal mkeletzl
littere of eerch desesn gronn, Te plec scarnc’
in detail the sunraecelpitel bone for rrcr C§°1’1P3t fon in cren
of the akcletz) Fotuses of the comtrel end hlgn comzge grous.
petails regercing tois exacination [oilow in ohdscwueut rAL &~
graghs. HIz ezaniretion of the suz sracecizitasl bohre ravealed tha
following percentage 6ifferences frow tne PLA sv%wizaien. Lo

3¢ Tle Te GO

lli.sza
grecirens fr Y
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Supraoccivital Bone Control fetuses Eighzﬂo$§5?éfh§ggf““
Poorly Oszified . . _ .

FZA Submissicn : : 33 0 s gy
Exsxzination by . ' .4.483 . o D 8.473% .

Br. ¥. Collins

Br. T. Collins slso exaﬁlneé fetal skeletal soecimens to &efify
their findings of major melformationst fetal skeletor 310803
with hypoplastic 4th thoracic vertebral centrum and fetal

skeleton $32703, with frontal, perietal and interparietal pdérlyh:

cssified, 2nd, 3rd, 4th ana Sth sternsbrase split, &nd cleft
palate. lie alsc made 2 rapié scan of the fetal skeleton of .
ley cose dans §228 and $225 and medium dose dan $301 to con-~
firm thelr findings. '

Pr. Collins found pome mincr Slfferences in their classji~
fication of skeletal veristions. An exazple weuld be ths
cssification of the supracccipital bene. A certain az=cunt

¢f variation norzally occurs betweern inc¢ividuols when

faking these types of skeletal exasiinztions, Ho seriocus _
errors were found, .

- S oo

The gkeletal examinations were not done bliﬁdlf. The fIncivi-

c¢uval knew the dose levels, There i3 no identification on the
bocy of each vial that each holds one skeletal specimen; the :
PT pusmber 1218 and the respective fetus nunber are on 2 label
on the visl cap (see exhibit 39, photo 1. ) B
Vie pade a physical inventory of the skeletal fetuzes arnd could
zccount for all of them with the excepticn of one fetus frox
the high level (#42210), This was reported in the PpaA sub-
rission, , B e - T e

There ere no dates of examination of the skeletéh\tabiesi”“ ,
(exhibit 3C). On the back of the laparotory sheets, the najor

‘Gkeletal variationz are listed. host of the skeletal”

exeminations are dated@ 5/19/75 and €/4/75. It would be . 7
irpcssible feor one inédividual to do a complete skeletal 4
exerination of over 500 fetuses in 2 days. It is unclear over
waat period of time these fetuses were read, o

i

j
!
]
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T yerrs of college with jeb relates courses that included

_ e
| Seerle Laborztories
st DIVQ Co». Sebtl':."& C'Q.

8. " Gall Elrdy,: thn r~“earch techriclan whe perforzes the visceral.

gnc skeletzl fetal exexinztionz fer study §i-§d cozpleted shout
engrynleqy, cormgarative anateoswy, zocleay esnd genetics. She
gtartad smployrent with ueatle Leboretories in Adugust of 1374
ant werfornes visceral and skeletzl exess for StUdy L~£9 in
in Hay ané June cf 1375, Lﬂin wag the only stu:} whnere ehe
perfcr:eu tite vizcersl exeme. She stated that her-on~the des
trairning was abcut 3 menths, Ke ohtzinec cp'ieq ¢yl twe Zesrls
Trezinin¢ Fanusle for fetal ec L otlesue eand skeletel examination
(exklvit $£3Z). Eoter Taelr,zttorney cauticnes us that thay
couldn't determine the date when these training sanuvals
caze into exlstence. Zherefore they covlen't be considered
SUF Eanuals fer tole study. $his {natructior menual docs
not have sheletal photos. referred tc inm the ranual,

'ccntrcl sroupy 1G102, 1028635, -K020&, 12202, 123C3,122¢3, @ong 132 G&.

letails Ie: Scannins of Surraoccinritel Bone ir Control
ne High {oTte Lreol

& szlective czazipration wes pade by Br. 7. Collins for poerly
ogeifled surracceipltal vone in &11 of the control (1% 7} ans high
doge (118) fetsl skeletons.. Dr. T. Cellins foupd tén skalots)
fetvses that had a poerly cssified supraccoipitel in the hian

degzage grovty 40103, $0118, 40204, 40713, 40711, 40700, &11¢1

41195, 4154738 and 41603, Tthe gurmery of fetal skeletal eraaiuation
deta In the FDA sobrissien mtetex that they fcunk 7 fetusen

with & voorly cesifies cuﬁrtrccirltal bone fn the Hizh Cosé

grotp, Dr. T, LOIIXP" confirred thefr findiongs in 7 of these
sxecletzl fetus fle wlge unc cxereh recrly csnified supracccipitsal

“ene {n three adiiticnal gheletal fetuses in the high flose

groug, namely 406103, 40110 and 46713. ©r..%. Collins found sevcr

skeletsl feotuses with 2 poorly *al’iau *u{raoccibital in the '
ihe Burmery ¢l tetsl skelatal exewminetion <otz in the EDA L
setelesion atates that Seerle found & skeletel fetuses frow .

the contrcl graup with & supraccedr ital tore that wes pocrly -

cosified, Lr, T. Cecllins conficmed thelr findings of & "ocrly

oceifies gurraccciritel bene in 4 of the contro) grheletal fetu .
lie Gld pot agjree with their finding of » poorly oseif led :
L EUT rﬁouc! itml Leie {n fetus nudber 1070,.“ e

Skokie, I1linole §007¢

g
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:Detalled Examination of 8x°letal Fetuses By br. T. Colllns

Control Group
Number of Litters - 25

~ Number of Fetal Skeletons -~ 157

Number of Litters Examined by Dr. T. Colllns
Number of Fetuses Examined by Dr. T. Collins
‘Fetus Numbers Examlned:

. 10102 -10805 11204
10103 10806 11203

10105 10808 11205 .

10106 10809 11207
10108 10611
101065 10813
168062
" 10803

Low Dosage Group. 'ﬂ

Number of Litters ~'24

Nuisber of Fetal Skeletons -~ 158

Number of Litters Examined by Dr. T. Collins
" Numper of Fetuses Examined by Dr. T. Collins
Fetus Numbers Examined:

20202 21002 21802
20203 21003 21803
20205 21005 21805
20206 21006 21806
o 20208 21008 21808
e - © 21010 21810

Medium Dosage Group
Numper of Litters - 25 :
Nunber of Fetal Skeletons - 163
Number of Litters Examined by Dr. T. Collins
tumber of Fetuses Examined by Dr. %. Collins
Fetus Numbers Examined: 30602 30702 32702
30603 307063 32703
30605 30705 32705
30606 30706 32706
30608 30708 32708
. 30603 30709
30711
30712

-5
- 30

12302 12402

12303 12403
12305 12405 °

23402
23403

23405

23407

-5
- 34
33102

33103

33105

33106 -

33108
33108
33111
33113

12406
12403

12409 .

12411
12412

12418 o

23502

23503
23505 ..

23506 -

23509

33502
33503
33505
33506
33508

33509, .
33511 © N




EIR  5/2-7/8/77 S T

Hiah Dosage Group _

Number of Litters - 20

iumber of Fetal Skeletons - 1318 .
Number of Litters Examined by pr. T, Coll
Kumber of Fetuses Exemined by pr. T Coll
Fetus Numbers Bxamined: 4020} 41102 412

40204 41103 41204 41403 43003;t:,_u

U 40209 41105 412
g 4 41106

Viscéral Examination-g-89 .

Approximeately one~third of the fetuses fr
in Bouin's Solution for ‘suksequent examin
Sectioning Technigue of Wilson. The tiss
under a dissecting microscope. Aal} tissu
ané treated fetuses were then transferreg
were filled with 70% ethanol for storage.

with the project No. pT #1218 and the Iespective fetus numbery -\
These tissue slices are also identifiegd inside each of the yials_.<*

with the respective fetus number,

Our physical invehtozy of their
they are in conformance with the

22310, 22503, 23507, 12101, 11309, 11304,
20101, 20800, 12304, 12301, 12807, 20207,

Gail Kirby who did both the visceral and skeleta} e%amiﬁééiohs,

was aware of the dose level of the specim
evelueted. There are no examination shee

ebnorralities that are included in their examination of visceréligha;

Eurirng our interview with Gail Kirby she

manuzl had been provided her by Searle Laboratories, We'subséquéntly
received coples of training manuals from Roger Theis, Searle-attorney.

The firm was reluctant to Provide these t
they could not establish the date their m
Copies of their meanuals for visceral ang

ultimately provided and are submitted Exh

Searle Laboratofleé . L
Div. G.D. Searle g Co. .
Skokie, Illinoi$“60076

ins - 5
ins -~ 23 . .
01 41402 439002

07 41405 43005
41406 43005 -
41408 43008
41409 7 - ..
41411
41412

& slices from control \
to glass vials that Lo
The vials are identifisq_w K

N e
o =

stated that a training <<~

raining manuals because :

anuals were initially used.
skeletal examinations were
ibit $32, In reviewing ... .
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~ B e

i S Y

these manvels we noted that they pertzin vrimzrily te raubit ard

v b

rot viscera] exzas end not te rmeouse vizcerel erany, &lsc, fearle

Mtrcrne roscr thelc did not furnieh coples of s¥eletel plctures:
rﬁfvrre» te in the cenvel. e ' . T
1. e noted orly core ﬁis'rvr=’cv Surlny cur inventory. %Sho
soft. tlesue specinen f[rom fetus £42:208 Iema le weg found in
inventory bt the wviscerel ezas recocds ¢o net imlicate thet
it na¢ been exzrmincd, She lotoraztery ﬁheet for L-32. incicctes
that the sreletel sreclman of fetus $42:21C wazz loast. There (s
e scft tissue exam licted for $42ziv fesgale with resevlts of
"O.R.Y for this fewurn thet was not in their sclit tissue
Inventcry, N ' -
e cozozred the listir~ ¢f the fetuses gn the visceral .
(Lehibit §21) ane lopCrotony snoets (L Lit $36~2%) anc
notee thet Zearle correctly listes the same sex £Gr the
respective fetes on the vxfceral and lagcrotesy shests,
fhey elsc correctly specilicd the vre of vouints fixative for
the viscergl specinens. Mg acted thit tne results of the
“~ S L

vigceral cxomiprtions for & fetuges of den 137 ang § fetusesw

o W

of Gam 226 err reported on the paeX of the 1aﬂ”ratoay gheets

(qui?lL g6 & 27), but thege fetuges sre nat 1 steg en the
viscera)l exam sheets (uxbluvit $2 ). S

Study 5-3¢% wzs the oply SfLu) vhere C5il Kirkv perfcr“&o thn
vigcerel exass, : D

7he viscersl exerirnmtion Instructior waruals are not esec1,ig i
with renaréd to nosier of sectlions or thick“Cbr thru the Xesre.
¥e were unable tc sek Gall Xirby to exaxine thene BanuezlE. Lo

éetcr’int it she vzed thez fcr tzairinc or seierence., Mrs,
wae ir her rinth month of pzeqrcncy eau wes cn neternivy le

Ripr
o

when veo condeetzd cur reccond end £inal 1nterv£‘» Ly & telephon~

conference call to her heese, Details regerding toth the
interviews are found in 2 subsecuent cecticn of this

_L&FOTY.

Lvaminaticn cf Viscerel Specimens by fr, %, Celline

P

s total of Il viccerel soecluens. FPhoto
t (3

1<
9 Df cx?lnit ¢J~ i some. of the viscerel exewineticns

3 . .

“

gode by Lr., Te Coid

PPNy
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Visceral Fetal 3
33017 T

40310

42207
42239

40109

40301
41205
43007
43612
42401
42407
419056
42607
¢2610
42307
42009
40202
40285
40707
43712

41708

20407

41101

43201
43204

5/2~7/8/77.

By e

Comment.

Dr. Collins vers
that ‘was indicat
theiz FDA subais
NOo Abnormalities
Yo Abnormalities
Ho Abnormalities
Or, Csllins 3id

that was made fon
No Abnormalities
10 Abnormalities
They 3id not gst
Yo Abnormalities
Yo Abnormalities
RO Abnoxmalities
No Abnormalities
"o Abnormalities
Sczcimen wag In

RO Abhnormalities
Ho Abnoramaslities

' ¥o Abnormalities

R
No Abnormalities
No Abnorma2lities
thick sections,

Ko Abnormalities
thick, epvroxiaa
The FDA submigsi
thorax would beé

Dr. Collins veri
uterus that was
ot {n their FDA

_that there {s a

ventricle and en
rav data {(exhibj

Their raw data i
tenal pelvic cav
and {s an artifa
tion of thig fet
larqed kidney wi
Photo 4)

No 2bnormalities
B0 Abnoranlities

Collins there were not e
thru the heart. .

0 Abnermalities

¥

T

-

Szarle Ladboratories s
- Div. G.D. Searle & Co...
. 'Skokle, Illinois 60075

V R s
of 3 cleft palate .
data but nqt in:

i=3 the finding.
ed in their raw
sion,

locate the section

not L
renal velvic area.

r thsa

enough sections,

|

i

|

|

pocor condition for’ examination /
- N : ' ‘ i

;- but exceptionally

but section of thorax was too 4
tely 5 m» (exhibit 39, photo 2}, -
on stated that the slices of_ the
sozewhat thinner than ) =a, :

fied the Fins
indicated jin
submisaion.,.

their raw data but
Dr. Collins also’

slight hydrocephalus of the .. 7w
largement that is not in thefr ..- l
t 39, photo 3). _ S |

’ T |

|

S Ee ]

ings of a segmented & . ’
|

noted.

ndicates that fetus 41190 has "a
itation of the kidney not enlarqges™
ct and not a nalfornation, Sxavina-
us by Dr. Collins {ndicates an en-
th hy3d:ionephrosis (axhibltf33rh;

Sl

N

but in the ovinion of'

Dr.
nough sections

TR S TSy



In Dr. Collins' opinion this statistical review of the FDA

' necessery because Ers. Kirby played a mejor role in the conductfof

EIF 5/2-71/2/77 -36~ - Searle Laboratorijes
L ‘ Civ. of G.L. Searle g Co.
Skokie, Illinois 60076 .

43207 | No abnormalities but ip the opinion of pr; .-
' Collins there were not enough sections .-
thru the heart. S

417G2 _ . The specimen was broken up and was a8 problem
o . to examine . o

417GC2 :  The specimeh was broken up and was a problem
to exemine _ Sl :

41705 - No Abnormalities

41766 - iC Abnormalities

41709 - No Abnormalities

Dr. Collins estimated that approximately 503 of the fetuses hadg
One or more viscerel sections that were tco thick (exhibit 39,
rhote 2). It mey be significant that their fincings in their
tctal of 357 visceral sections pertained. to only three fetuses.
(Exhibit $31), bDr. Colling noted in some cases that they misseg
the renal pelvic area. There is a possibility that some of the
sections might have disintegrated or some of the sections might -
not have been placed in the vial at the time when they were
originally examined by Searle Laboratoris.

Statistical Evaluation : o ‘ ;?%;,g

Attached as exhibit 35 is a memo fronm Er. bennis I, Ruggles, Coed
Cepartment of Mathematics, HFF-110 to Dr. Collins HFr-155 regarding | -
an evealuation of the statistical nethodology employed in this :
study (E-89). An actual statistical review was not performed.

submiscion showed that the methodology employed In this study
vere essentially correct. The corments made by Hr, Ruggles .
écncerning this rethodology were minor (Please refer to exhibit 35)0

Interviews with Gail Firby

An initial interview was helg with Gail Rirby, research technician,
on 5/25/77. Hrs. Kirby was reinterviewed on 6/7/77 by telephone
in order to obtzin adciticnal information. ma felt this was

E-CC.



EIR 5/2-1/8/77 . -37~ o Saarle Laboratories
: : piv, G.D., Searle & Co,
skokle, Illinois 69075 . - .

The second interview wa: beld by a confsrence ahnre froa aeatle
Laboratorles to Hrs. Kirby at her residence,

The interviews will be reported in guestion and answer format -l .-
to voint out differences between the twd interviews. Portions of .-
this information ‘have been reported under the respective headiniy,

Cn 6/2/77 Richard Viktora, attorney told us that Gall Rirby

had reconsidered hexr fixst intexview and had ncw'decided that on
study E~80 she had performed the visceral examinations.

Interview with Gail Kirby 5/25/77

N

0. What was vour job in BE-8%7?

A. T worked as 2 Research Techniclan in Teratolozy. My
duties inzluded perforaing hysterotomies, nreparing
fetuses in Bovins, preparing skeletons for staining,
cutting visceral sections and recording data.

0. Describe vour hysterotory duties.

A. These xncluﬁeﬁ:
1. Making dissections
2., %eighing the fetuses
I, Sexing the animal
4. toting the gross abnormalities
5. Crown ruap measukeaents
6. Uterins distribution of fetuses

she d4id the entire hysterotomy, she generelly wrote har .
findings on the laparotomy sheet but occasionally she quht
have received help with the transcription.

0. How were the Wilson sections prepared?

A. I cut the sections for someone elase to look at, 'The """://,
sections were made as follows: . ' ~-

1. Bix sections through head ‘ : . %;
2. 5 cr 6 through thorax - .
3. 2 through the kidney

who evaluated the visceral sections? . : I

QO
)

A. Ray Schroegder evaluated viscerals. 1 may have transcribad,
("ot~' che subseqguently stated that she made 2 wistake In thia
initial interview and that actually she did those wisceral
exaninations).

!‘ R oL L Ve
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23

Q.

d.
Al
Q.
A.

~dow long would it take Ray Schroeder to evaluate.VXSceréi o

5/2-7/8777 ' ~38~ Searle Labozatdzies'
T ' . Div. G.p. Searle & Co,

erre s

8pecinens represented in 2 visceral exan sheets dateg
6/17/77? . : ' L

It would take sl day. (25 litters)

Bow did you prevare fatuses for ®Wilson sections?

Put the fatuzes in bouin's for 2 or thres weeks, then rinse

in tap water 2 or 3 times and thean cut tha fetus 2 at
tine on a plate. (She pade a record of the fetys nuabsr),

How were the fetuses sexed?

The sexing on the vigceral waz dons by iéentifying the 6xgan.

«

Didé you use a checklist when verforzing viscersl exans? -
Ko we did not use a form,

Describe your procedure in doing visceral exaws,

I teok the fetus out of the Jar whleh contained watsr,
Then I sat down where I bad paper on ry right side,

Ray Schroeder would then evaluate the visceral sections,

Why don't the work mhaets show more Bouins Stain?

. T usel gloves,

'This-critezia is given in our manuals, - ;fw

¥ho 414 the skeletons on E-297

I have doce skeletons examinations, but T don't remember e

if I 4id these,

Showed her the skeletal results,

"I did the skeletons on p-89", ' . ﬁfi~;%;ff

On your skeletal closures, what do you consider normalz

4 ~ 758~100% ozsified B
3 - 503%-75% oszified -

How did you assess the skull closure? Did you do a real N
screeening Job? )

Skokie, Illinois 60078 - -
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EIR 5/2-7/8/771 . -36-~ ' Searle Laboratories

Div. G.D. Searle & Co.

Skokie, Illinois 60074

A;‘:The_closure was what wes mostly done,

- Y

Q. ' Could you say You screened the frontal Bope or parietal bonez.

A. "I hope I dig-,

\

Q. pr Many autopsies could one person do in one day?

A. 30 autopsies per day. I startedq at 8:00 am.

(Gail said that she did not kill the animals at ope time,

she dic the killing over an extended period of time).
Q. Wno else assisteq in the skeletal exam?
A. I was the only one who diq skeletal exam,

. 1In doing'this Skeletal exam, {is it fair to Say that you
knew what level You were looking -at? .

A. Yes, we knew the levélé;
Q. Can you describe a 5th sternum.

A. It is always smaller, it is the size of & pin head,

Seconé Interview with Gail Kirby, 6/7/77
(Telephone interview) . .

Q. Give us your educational_background.

A. I attended Loyola University unti) June, 1974 ang accumulated;f
some 100 hours credit at Loyola. My biology courses included:
comparative anatomy, embryology, microbiology, 2 inorganic - |

chenistry courses, one organic chemistry, 2 physics, plus

. usual liberal arts. ‘ .
G. Did you receive a college degree?

‘A. No, I have not received a degree,.

;Q.t.Piéése tell us about your work history. - -

A; '} started in teratology at Searle in August, 1974, my super—
visor was Ray Schroeder. ge taught me the basics., Ray gave -

~ Fwre



S5/e=1/5/17 ‘ -0~ o Searle Lebsratories
' : t‘iV Gov' dﬂél’le & CCO
°kck!e, Xlllnois to 75

. [4 :
vher Gid you gtart Soing shecletons, . -
Pranably ebout 3 ronths after I cawre te Searle.
ve1l un how voe reccrced skeletal data, and the reason -for

nzving the fatz e tee pleces, f.o, on back of *zv«t”tavg
al gumpory report by dam, e.%. 41507 S/1G/75

r' »"

e In akeole Se
.o noted thot on back ¢f the laperotony sheets, there is =
stelgte) rescing by fetugs ket it doef not cepteln ell of the
é(’t.ﬁo v .

forpe wes logsked at individuelly and reyQFtF' tw Zax
rumbzr ern the skeletel gheet., Once it was ali tall fed y BLY—

thins that wae uruvsesl or outstanfing was prut cn the beck of ths

lazyrercreny sheet by fetut. The transcription wae not -done at
tine ot ctlginal exz=iietion, Y Si¢ a3t g6 back vo the f{atus
te recerd the gloniticont findiw

~
e

oW diu you renexter the cbservatlon?

1 thins that on th L 2tudy, or the next wo usel & tict&*h‘t.
Tne fetrsss were not exarined twice, 1 trermecridbed ané yl-
tizctely recorcded the dats on back of the laparctony sheet,

kessréing the viscerel exams, what G¢io you do?

-“'c vl*ccrel lete wer alsc reccrded in two rlaces, l.e. on

ruled sheets of paper apd later pot or back of lopsretomy
sheet. 1t war felt this pade the deta look better,

Cr the skelatenz, ¢i4 yov acrean fer surracccicital dbonecs.

[y

rlsc, what skull benes ¢id yoeu cteck lor?:

- -

I triek I have alrezcy enswered thst questicn for ycu. %he

ES

gores of the gXxull are parfetal, ;roﬂtal, tycid, veprer Javw
ord leower jaw, nasel, heunible, rexille, epnd the hones arcund
the eyee. Sharc i3 & listing of these on the tnally sncet.

Fereréing youy work ezretleﬂce, hew neny BtuLLaS spve oy
woTRed OR? ) . . R

7 or & plus historical, I aié viscercl crly on ¥ 1"'1r (L=~¢32),
Fov seny separtase ptudies Lave you werkeé on?

Fi 1201, BT l2lé. | : | .

=3
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Hoter At this point,‘noger'Theis, attorney, strongly objected .
. tO the line of Questioning stating that thig was not rel- -

o7 @VARL since Dr. Collins hag not found serious objectiong -

: to the skeletal exan findings, = e

Dr. Collins stated that it was relevant because there are.

training asnual giving instruction for visceral and sxeleta} 4
exanination, Gail Rirby told us that a aznual hag been available _
and tihat it contained pictures of viscsral szctions., ) A

Hrs, Xirby stotead that she did gomsa controls, during which

time Ray Schroedar vould point out unusual findings, ,
‘Bhe stategd "Ray Schroeder t2ught me what was a norral condition
and what was not. FRe also tayght me what to lcok for when Raking

thesa examinat;ons.” s

This concluded the telephoned interview,

Interview wWith Raywond Schroeder

et e e v,

v

‘This interview was conducted at the D - .‘”;\1§l" t
| on June 22, 1977. : Lo T

et e

QL$'Hhat ¥a3 your role in atudy E-52 .Who‘eisa.waéhﬁnyolveé?;“

Aes I was supervisor of the group whieh includea 2 technlcians,‘{ .
Bonna Belms zng Nargaret Pabayr Foppenrath, 1 gig not kill i
the animals but gig exanine the animals for external abnorma)j- .-

ties. T read skeletons ang read visceral sections after they . .. =~
had been cut. Donna Helms killed the animals, recorded the=ob-;é//7;

Phiar

servations, and the food consumotion, and made up the diet, -
Donna felms made the CXOwnR~rymp measurementsg by Btretchiny the
" fetus out on a piece of paper towel, naking two narks, and realing

the distance with a \ealiver, "Margaret Paber Boppenyath ..
alsn killed animals, made up the diet, 4ig Crown-rump S

measutements, and Aeasvred food consumption, . . - VU AR

B

Q.2 DI& you &0 the caegareans at the same time each day?

A.tr Yes, around 10 in the morning.,
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few ruch peel wee mixes ©p st Cne tized
I don's know how wmuchn wae mlived up abt one tiue,
vescrlise the tyue ¢f gixcs and lts lccesticr,
t vor 2 Hebart mixer, spproxlioastely 2 fect hich, cf zeproyiint
¢ ¢gellon cornecity.s It waszm lc gted op the thire Ticer In the
let wixirg roon. -
¥e&s thete any ditlerence iv the particie glar of t~ asnsItsins
Enc thce ehow? : Ul e
vhe finlzbked pizxture wse hamogerecus In eropesrance but 1&" “r-
Iz cclor thsn rejulér Chow, iThere wss ne ka;lxn LA Yol :;;;1;
In ¢y cpinleon tie rete could not diacrininete bgthﬁ"“ cacw ar’®
aenartene,. o
hows werc the anizéals plaeces on ths racks? . -
The &nlnals were put of [2¢ks as the © qot proonsnt, ‘"e
. fachs wele berizentel and the :ri:al vere put orn in rcr\.l
‘{fegrion. , Ay‘w_g
LSy
fiew were the erninzis iééntillﬁd fn study E~G37 TN
The fowales werc ear-puncheds (te &id not remerher hew the
xelen were *arxeo). , .

i T Shokie, Illincls €0078¢ %

o fn~hours coleny whics hed beeon used {n previous stedice.

1vs, 1 ¢ié it deitiecldly,  Lhe osga £
it bed & teadercy to ball wy. The chnek was pot sirue-. toe
zanner ¢f wmixine wazy & little chew was pud inta the bowl,
ZEPATtams was &f4ed enu rlsed for approzinmadelr 2 »1:Lttb, the-
tha veut of tne chov wae odoed and mlxed. Gke seel hsd larsor
‘porticles thanh the gopzrkave and the Eedl was nGh Trount,. Alte:
the clet weoe ix@d, there wae ne-kslling c¢f the eapartaus, '
nere rny Botel reCergs Or referve Sampled Reptd ‘

Yttt ba

. ) ' ' : [
/L7787 L o=z~ Eearle Leberatories
Clve GoZo ferrle & Lo, .

®rat was the eparcxfzate zce el the maelesy

-

I have no {cdez of thelr 2ge. The m2lel were rrover nales fror

vidoyou mpix the diet:

texez was sinves helxrus

i
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G.: Eow were the animals chosen_to be mated on each dose IéveI

‘A.: The animals were placed on the experiment randomly,
weight, and were mated 4 days per week. L

Q.: Who_ﬁroté the report? L
A.: I wrote the report, and_also edited it, - - . ..

Q.: How was it verified and collated? o ””.f;“,,hf
A-: Dr. McConnell and Y verifieq and collated the report,.
"Q.: Several errors in transposition ané non-recorded daf&_béfé
shown to Mr. Schroeder; " These Included a transposition»,_v L
error in the recording of the unossified cervical centrum, and
one unreported sternug osgification center split, 2 resorptions
(in dams S7 ang 58) unregorted, an unreported poorly ossifieg -
iechium in dam 58, and an unreported unossified cervical centrum
“in-the.control group. : - R I (R

Az T migﬁt;have missed them,

Q.: How were the skeletons examined? How was the data fégérgébﬁ'f
How long wes each fetus looked at? S e

- A.t The fetus was looked at individually but the data was recorded
by litter {dam). If abnormalities were founad, they were iden~
tified by fetus number (e.g., fused ribs). - Each fetus.took' -
approximately 5-§ ninutes to observe,. P o

-,

wa

Q.t Are there any sheets where the ékelefal'data
fetus number? B .

A, Nq

Q.3
A.l

Q.: Would you have seen reversed blood vessels, for ékahp

T N

ANy

o

~. - e

A.: Yes - ' : S LT CRIEEE
tions dateq
- ..-_' N ‘..

C.: How long did it také you to do the visceral éxamin
2-27 and 3-57 _ oL
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Bes

.salicylate, The anirals from the studies hag Positive tissues,

-ﬂzf you‘ﬁere in charge of teratoloay, woulg You have put

5/2/7/8/77 ‘ -§4- ' Searle Laboratories
. ' - Div, G.D. Searle & Co; = .
Skekie, Illinois_60076',_g-

I hac¢ many interruptions, end it obviously took longer than‘a" _
2 days. I @ig approzipately 30.per gay, . _ B R

Why were only 3 abnormalities reported, ‘i.e., 2 hydrocephaluéaﬁf‘
and 1 herorrhage in the pericardial cavity? PSR TE U :

Thcse are the only abnormalities that were found. 1 fhihk“that
the . \rat is & good rat, T e TR

Why are there differences in sex recorded on visceral sheets |
versus laparotomy sheets? There are approximately 20 S
Gifferences, - : . :

. ’ . r - . X [ ..‘ .
I wes Interruptegd many times, also transposition could have take- - -

Place because I was looking at 2 fetuses at the same. tine,
W¥he traineé you in teratqlogy?

I trained mvselfs by look}ng a2t many control animals plue animale
from studies {n ¢ amino-nicotinamide, hydroxyurea, and methyl
What date dig you leave Searle?

I left Searle on May 2, 1975,

%hy did you leave Searle?

I vas fireg by Vondruska. 1 didrn't get along with Dr. Vohdfuska
I left Searle in Kay of 1975, : S e e

What role dig you playvla étudy E-83> f'wil;ffj;“;grffi

I ¢id strictly external ‘examinations, sometimes sex and wveight

of the fetuses, ang the gross examination for externali‘;-
abnorralities, - . s e

Lid¢ you train Gaij Kirby? 1f éc, how? ,;f ,‘; :;4

There was ho formal training., I pointeé outr things to ﬂgf’ané
shovied her representative sections. I was rot there very long

(aporoximately 4 ronths), ’ ' 55

- R O T

Gail Rirby in cherge of ap entire experiment? 4

I do not want to be pressed con answering this question, :
Hr. Schroeder volunteereg that Gajl Kirby wes hired.tp augment
the teratology group. .o L

o

ey
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ud Tive €D, Beérle § Cc.
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Interview wWith fr,. Jarcs F. Vondruel

ihis intervieu wsg held at Searle i abcpg;ﬁr!sd on July 7, 1977,
Thote preslent were ©r. Voadrueka, flebsre Viktore, Fojer Thels,
Jorcy Sreegler (teco leader), endé Uy, Thamas cullir%.

Dte Vendrusas o Llrectoe of Anlmzal ' kessurcse. Abt~the tize of che

gtudy, ho wes & resesrch scientist., Hiz feoued iate suTervizor wasz

Lre Iotert HeConneli, Pitectﬂt ol the Pathelogy~loxicclegy Lepert~

pent,

-

Cot ‘aat were the Ingtructions glven te C2il firky for steletal anc

visceral exexinations? ' . SO

SRt Czil Eirby kel ‘been st Eearle Tor seversl sonthe au & hed beern
treinee Ly Keyzos ne ”ctraﬁuer, icr vhon shs perfcrnes the gane
fencticrnse Ebe wae told 'to cefry on. I ¢rve her ne specific

inetructions,

N Gre what beszle &ié¢ you Eag) thet &a il Flcdhy warn adenugtely
teained ané had t!c cnn?city to Gg the tkeletal onc viacvrél

EQCtiO:u,( . o

2.3 T relie¢ on Schroeder's tralning., When he 4as not thers, I
srct checked,

Get Khat percent of the 500 or more skeletonn did you exemine?
Where atre the t?Cctds c¢f your exarinatlions?

2 } grogely locked 2t 108S of the fetuses for earnr"elities unday

~ed 4

¢ €igaecting microscope. I checked & exal)l gercentage
(er'rOVLﬂately 1€y for skeleteal variataona. I alzo eheckad

Ceil ¥irby'e wvork when Schroeder wasn't there. I don't recell

&Py tecordse 1 Gla not peke & separste get of netes.

Cet wREt porcent of the 300 or 8o vizceral gecctions ¢id you ezenir.

A, 1 cil not chicek viscersl esoctione, They were done by Gafl
Schreeder bad long gona.

‘et DIG Laild Kirby veo & Gictaphone?

Aot Sne dia pot use & dictating machine (o work perfvrzod oo thf
bench, She mede hanévwritten nctes v:ittcn ¢n the raw éata,

Cat udat vés the significence of thc ¢ate §/4/77% on the tfcaf cf
e lescorsto: ‘7 shests? _ e o .

. Fver



EIn S/2=1/8/77 2 L sesrle Labcrateries
rlv. \.QE' oearle & CQ.
Bkehie, Illiroia £9076

kot ?hia was the date on which Cail Kirby averaged tb& crown»

IQA-.

runp sné fetal body welghts. i} . i_.,fﬁa

Q.t GP what bzels ¢id ycu consider the tenal ca"itatiaa an ettiaﬁct

4.t Thio was probadbly @ tad cholce of terwinelogy. I t“ounut taet
Gall Zirky cut throuvgh the kidney &t an Incorzewt asgle (againr

the Lioa)o . . R . P

et Dic you examine thiz visceral section then?

Kol ¥GG - : : e

e

Cot Yhy Sidn't you rsport the viscersl walformations of pegmented
uterus &nd cleft oclatc in the PCA eubmissien? {Dr. Vondresia
wus ghown the FUA subwdssicon alony with the raw dats).. -

h.t This was protadly an oversight. . ) T

Q.t Ehat s the slanlficance of the datez §/14/75 and ‘/19/?‘
cn the becH ot the lap azatcr gheets? - A )

Kot I con't know. You will have to ask Gall REitdby,. :; ?:;:s,:“
L.t Bhy €18 schroeder lesve? ' ‘
A.t Schreeder wae zeked to leave, Nig lesving bhac nct ing tc Oo

wvith technrntcal qnalificaticnﬂ as & resesrcher. Ha lacked
purerviscery skills and there were personel 8ifferences,

e . . e i PR

Interviow wlth Eargsret Faber Honpenvrath

This {nterviev war held &t her here on the evering of Jduly 7,
1377. FPrecent vere NMacgaret feppenrath, kr. Sopuvenrath (hustand),
goger Thels, Jerry éressler {tesn leadnr), &rd Dr. Thowvas Collins,
When Hr. Bressler and Ore Collilins arrivec at the Goppentath hone
at approxfeately 7:00 pems, Roger Thels wes alrecdg tbere

- Bargaret Hoppesrath was mentlched by en exmpleyeo asz poasibly
hoving werhed on study B-5. lHrs. doppenrath le ao lcnqcr woralng
for Sestle Laborsteries, but agrcec to bta interviewed by the FDA
teex, A copy 6L stuly P-5.wes given to her te review on June 27,
1377, ' . S .o
Nra. Hoppunrath stated thet upen tilnking ft over, che Gi¢ not -
think that she was involved in &ny of the cesaresns on F=5, “The




EIR  4/25/77 to 8/4/7?~,V'u =47- “Searle Laboratories’

- JSA/DNE/JT/LE - Div. G.D. Searle.§ Co..
: . Skokie, Illinoi 60076

Bart Tangoqan:,."w@
- Tany Martinez _ - -
~.David Kie .
Robert Spaet' -

The abové'fo@rfpétédnsjinafhéfti
--With ass?mbling"datiiﬁ9¥501iﬁiqaliChemiStrY and hematology. = -
determinations for April 1973. to Feb. 1974, L

Joyce SchuimanhfﬁfpérforﬁéaﬁqriﬁéiYé&éféﬁa hematologyﬁaétéfﬁiﬁée*fz*u

" tions from'Aprilv1973h§9_Eeb{;;9}§g

Philip Muellner)%MTéEhﬁiéian'in PaﬁH—Tbfoept,:July‘1970 fiii‘éné’.‘.'

of study. -

~Janet»Praalj—*Techﬁiéiah}'pfépéted'ihdividualnwd;k shgets.fpff!

urinalysis." No longegﬂgmployed byﬁSeg;le.i;~

C. . The follqwing ehplbygesHWe;é.idtér&ieWed regéféing clinicgl S
lab procedures;-ahd4mgthod.hfqrgrecording;clinical labus oo 0

data;ﬁ‘”“,.““

1) Bart Tangonan'bn”6/l/77:régarding the recording of data.’

2) Judith Beauchamp, on 6/2/77 regarding hematology and
urinalysis.

3) Judith Schmal, on 6/2/77, 6/7/77, and 7/29/77 regarding
clinical chemistry. : ’ :

4) Tony Martinez, on 6/3/77 regarding urine and blood col- -
lection, and recording of data. _

5) Jane Drury, on 6/7/77 regarding electrophoresis.
Accounts of these interviews are attached as exhibits $#47-54,

D. Other Documents and Procedures Used to Authenticate Clinical
Laboratory Data values in Submission were as followvs:

1) One loose leaf volume entitled "SC-19192: 104 Week Oral ‘
Toxicity Study In The Rat. PT - 988573 Protocols, Organ
Weights, Dosage, Hematology, Urinalysis, Blood Chemistry,
Protein Electrophoresis." The volume was subdivided into
sections according to the above parameters. The indivi-

oxicology department were involvea -




A ¢ A

T3

F

2
- e

14,

<
“e

"gtucy E-89 V o L ,3(

K/2=1/5/77 N =48~ ‘ Searle Laboratorles
o : " niv. G.D', Zeoarle & Co,
Skokie, Illinols 60077

Cory of Fni subalsslion on study -5 . . .;ﬁ o

F & & erganizstion chart

Dele Searle 2nnudl Peport 197¢C

a) Currlculus vitze = James F, Vondruske
%) Currlcelus vited = Rlern L. rltcte,l

c) Curriculur vitze ~ Ceil Tirpy

Chein of responelbility 1375

rinzl protecel for & praclinical safety qtnay acf &C° 38862,
prth-tex project FX2l357 (£~89) : ‘

fearle enalysis of r&&“TAE C~607S, lot SSEET7 andé copy
cf analyst notebood ;ertinent to &8ssy, Study #E-89H

.

Searie Lakeretories anslvticel srecificeticr for 1°pattame "
(SC 18862) msthod CA 02004~0374 - Ltusy E~89 -

Chsrles Fiver Breeding Led, #Wilmlngton, Kres,

P.Ge 5027238 - rendon b:ac alblro wice, CI~1 atxaia - Stuov t-'_

Lotel copy - Turina raL Chaw - "tucv E~€9

Case cerds breed unit ond 1néividua1 i¢ ale ECUBE cane cara,

L.

Wl ee ve

Copy ~ Intec priat cut beéy wgiqht useé £n~t—3§'ti3?;{_{

Cepy = Intec print owut feed concumptica éata, E-82 .
Ccgy = leporctedy enests Ccrtrol aniralsg - E~3% -

Cepy = lapccotomy shects bow oge euiﬁals - L~0339

Copy = laperctomy eheat rcdiu& Boseéy n~39 fl IR
Copy = lepototony sheet Bigh Tosze, E-33 L .;'{w

Copy =~ undated report < fetezl skeletal exarinztion dete; £~63
Cuopy = viscaral exawinatien regert, FriZls, §/5/7% ~ £=09 '

Cosy ~ instruction wanual tﬁtal soit tiesue aﬂﬂ skoletsl
CUANS ™~ 3-89 ) . o ,_ . \..;,_. [ oo B '~,v7}-‘ v L.
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34 Copy of .photo taken by Searle personnel of fetus
-$32703 - E-89 _ e

A

R T IE

33. Copy - mixer data SC 10295 in Hobart mixer - E—89

35,

36.

37.

38.

- 39.

40.

41.

Sy wemgReT . e

Statistical data regarding interpretatlon of results of

. Study E-89 . . ,J,ff-\g
Randomization procedure fox Study E-89 ‘ S e
Copy of FDA submission on E-89

Copy ‘of memo refu31ng to allow an additional 1nterview -

PR

5/2-7/8/77 ~49- Searle Laboratories - -
- - ) : e piv. G.D. Searle & Co.:

Skokie, Illinois 60076... |

Listing of data for teratology studies under FDA seal

Photos 1l-6. Photos show identification label on cap, thlck
section, Hyérocephalus, Hydronephrosis, reduced ischium
and rissing pubicibones, Hypoplasia of the Maxilla.

of Gail Kirby signed by ¥r. Roger Thles.'

Copy of authorization to exahine vxsceral sections. A

carl E. Lorentzson - SR
Supervisory Investlaator .

JOhnny.F. Salas . R

pr, Thomas F. X. Coil;ps

T e



