“Fo} teratesente Peiantial .
o el (PP1218878), SCLEE62s Svilestlen of Ssbeyotenie and

wase perforsed Suring Pedruery 9, through Pebewary 19, 197¢,

) = Mlt aasbie & sesslive the gueation of the length of time it -
‘ qT' -E00R te somplete the visesrzal examinatioas o:.:m 388 Lfetuses.
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¥ Bunnary 8ats agelnst specific POA sataisblons -
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1870)¢ 86-183631, Svaluaslon BY Kabryotosic amd
- ol jo Bie

B b0 L

ug -, SSpeTtens, <

71 Tesategenic Perentisl in the Neuse = sspacpasne,

Slidy D=3 was Iaftisted en Jaasery 20, 1370.' Lapacotesies

stedy vas lmlm.:z the Suresn of Foods on Awgust 7,
bo . 2% Penales thirty male aldinc rats, Chacles -
vot Casnagisn derived virgin Cesales snd 5ales were coed... .
alsety Ssmeles wvere distzidated inte three growps) Contrel, -
4 KIgh Dode. THe rats were fad 8C-18862 sspartane . .
It 10148 A0d 5.90 coacanteation respectively. 3Ihe fenalen,
Mgy sserifined od the I0th Say of gestation, : R,

5t lpition of ltux =3 shows the fellowiang: Detes .. - . | K
88 visearsl exeaination shests, fer 3129 viscersl ezamine

s Indleate ,*Mu esaninstions say hiva heen dane on twe )

hi- Tohswety 87 and Raseh §, 1370, ks, Schroecer, feemer

Lo agpriniataly Ahisty fothoes s soy oraeuteeld i

- HPPresisa  fotutee & day 11 PRt TR

bt S0y vary slightly hecswse of sther duries. e Em R
Svidense 68 ethes Setes on the materisl erssined. DRI B

t

It yould de estremely diftienit to make tAis aind of onasine-
stidn (n only tws days. The tecords are dated but met signed
o iaitisled to ideatify the Individeals that exazined the
viscerel sections, sheletons and perfeormad lepagotoates,

Jocone Sressler, Teoarm Lea July 19, 1977

b, REVIEWING OFFICER (WName and title) le. SIGNATURE d. paTe [ ’

®ORM FD 4814 (11/75) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXKAUSTED,
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INSPECTION SUMMARY N

DATA BY PROJECT/HIA-DCC coDEs
!' (Enter appropriate code, from list et right, in each column.)

' . [connmgcy .
; PRO- | Sob. | Tiow eC s con. scneouLe | PP
H JECT| 1Ty | NOTED | Turion  [cLUsions oATE ORI Ty
J CORRECTION NOTED AFTER
1
! No Correction Noted 0 Injunction/ GH
i " Seminar or Workshop 1 Prosecution
: Inspection 2 State /Local Action 7
' (1) Waming Letter 3 Recall 8
: m Citation 4 Termination of Prior 9
Seizure L] Approva]
" v Voluntary Action &
. .
" | . INSPECTION CLASSIFICATION
g " No Action Indicated Not Ofﬁcia‘l Estab- 7
i (2) Official Action 3 lishment Iaventory
by " Indicated Inactive 8
‘i‘ Voluntary Action 6 Out of Business 9
;‘: Indicated./Provisional ,
; ! ' DISTRICT OFFICE CONCLUSIONS
i 1 *Disapproval D *Remove Fror
! ) *Use Prohibited P Shipper List
1 1] : *These District Office Conclusions are for use in
i; identifying inspection Classifications for Consultative
| v H Programs
i |
; + Routine Follow-Up 0 Referred to State, 7
‘i ' I Collect Official 1 Local, or Other
| ; Semples Federal Authorities
. " l Reinspect 2 Recalt 8
i Regulatory Letter 3 Inactive, O/B, ornot 9
) ‘1 | Citation 4 OEI, not referred to
m l Injunction/ 6 state, local or other
Prosecution Federa! authority
v I for action :
Other &
K
" REINSPECTION PRIORITIES
(5) )
" . < Compliance 1 Surveillance 2
iv 1

?r U.S. GOVERNMENT PRINTING OFFICE: 1976—626-39%4/1018 3-1
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- aetually recelves apprentunsialy 403 meve then Yis: fovews:

L et ;o:nugr te the 7oA, A seview of W,'"Wm..f s
T e wajer melfacnaties o o Segnonted & N 2008 1
~and q alefs palete in s madien Sons 2atie S0th of WA - 9o0é

ENNTRIENERT S/3/7) vla Bassle Ladegarosies
Skekie, 113irois 6067

Thers a7e 20 Ipélvicusl Cetus recorde fer the shelets] enssisstions,
The dats fg listo¢ by 1ittor oaly seder the dan saabers, vhieh are

net édated, o /
the viscerel exexinration recerds €9 mot 1list XBo respestive fotes
icectiticatioa nusbers for abost 168 of the 329 fotus and viagersl .

specinens,

Thore wers né records to Secument Rhe Seures and age of the wele
Fats, mer were there any specificotions or sonay reperts fer e
bassl diets Thore vers me batch recerds fer the sis of she
povéered aspactanze with the meal forn of Recklsns hossl Siee,
Taie trestnent sixtere (tve dose levels) was aet susaysd ter @
potency, hoosgenalty eor stabiliey, : ST ‘

A conprriaeh of the larazetany sheets and visceral exapination
sheotls uarovered ot iesst 13 glevrepenciea, Twaniy-ons of Shove .
dlscrepanelos esnsinted af the linting of 2 differsat fox AR
the respestive fetus nuseer om the leparatoey shaet, ae oob

to the viacaral exenination sheets,

Study E-B9 was (nitlsted en Jenenry 135, 1573 vhen the preotecel
wee Clnelizred. Lanecetony shents intticete thet lapacetenien

vata parformed from Nay 19, 1975 shcengh June 18, 1975, Phe )
Strdy vas sabaitted te FIA (a Jely 1975, One henired yTegRant
Charies Niver slnine eles, wete ueed. The Neadred Fesales vore .
4istcinated into four grempss Contral, tev, Radien ond Niys Gess, -
Tha nise were supposed te De fod SC18862, sspartane; ot ,} 8¢
1.3% and 3.5% coneenteations respectivaly, M e Ah8 Bise .

b SCT NIRRT
2
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R ey
y

Sez lnvestigatien of Study N+1) shows she folloviegs Hines
Zindings of tue firn's enseisstion of viscers) weetieds

sqree in

sissing frem the FOA sudnissien. As ewcsite-ensaineting; of
was 20t 1a the rav dete of The FRA 18¢1ne,:

thst worked on (he steleten "“Mhn:i:“

Sstsh records for the sining of the g80ne Wity

the vitcesal saetions By Sr, ¥, Colline essfirued Sheie findiife,
Re slsu fovnd 2 slight Mpdrocephaing of 4 Jov Svge fouww:. W

Se conld find ne signeteces op ummi (

zeperts or npeeifisstiens en the Savel 4

The three Srestmest alsteres wers 008 S8s3yed

ez stadllirey,




BROORBENEET $/2/77 ot L

Senrle Laberstories
Skokle, Illinois 60€¢7s

The oaly Ldentifficotion of the skeleton specinens is on the caps
of the visls with the Fespective fetus aumber and the pT nusber,
1218, Toere is a possibility of & miseup occurring vith the

IéeatiZicotion on the Cap instead of on the body of the vial,

rollewveuzs %o be teviewed by the Bureau of Fooda,

Jerose Sressler
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k, ﬁ%muwem INSPECTION REPORT @

(See reverse for codes for commodity groups, establishment type, value, activity, and refusals)

1.

ESTABLISHMENT STATUS [] NEW FiRM (C] cHANGE OF ADDRESS [] CHANGE OF NAME [Tl cHANGE OF OWNERSHIP
[CJouT OF BUSINESS [ ] FIRM REGISTERED [ cANCEL DRUG REGISTRATION

{CINEW DRUG REGISTRATION [InoTom

25, HEADQUARTERS INITIATED ASSIGNMEN

(Enter D y Refer )

-wm-nm-uwn
Spesial Investigstisn of Aspertans

2, ESTABLISHMENT NAME 3, DISTRICT 4. CENTRAL FILE NO.
Searls Laberateries Div. of
6.0, Sesrle Co. QLA
ittt S
S, ESTABLISHMENT ADDRESS (Include Zip Code, Area Code and Phone NoJ) 7. JUDICIAL DISTRICT/TRAVEL AREA
4901 Senrle
e
Shekis, IL 60876 8. COUNTY
6. RELATED FIRMS
9. DATES INSPECTED
10, INSPECTION 1 ] I i I v
OPERATION
1. COMMODITY AND ESTABLISHMENT TYPE
R a, b, Ca :
[JconsTRucTION(Os) &0 L ESTAB | ° comm ESTAB COMM ESTAB COMM ESTAB
D IN-DEP TH (10) CODE TYPE CODE TYPE CODE TYPE CODE TYPE
[ JuimiTeED (1)
[ ] REGULAR (12) 9 2 T
12, APPROXIMATE ANNUAL VALUE
13, EMPLOYEE'S .. 5 . a.
ex-Do +10,000,000 s s s
14, 15. |16, HOURS EXPENDED BY POSITION CLASSIFICATION AND EMPLOYEE NUMBER
':fco'r a. 1ST 2ND 3RO |b, tsT 2ND 3SRD [ c.t1sT 2ND SRD | 4. isT 2ND 3RD
JE 3 3 P 3 PC Pc Pc PCc pc pC
HIA & DATA D [
CONTROL EMPL EMPL EMPL | EMPL EMPL EMPL | EmPL | EMPL | EmPL | EmMPL EMPL | EmMPL
CODE NO. NO. NO. NO. NO. NO. NO. NO, NO. NO. NO. NO.
(1) .
(2)
(3)
(4
7. OTHER PRODUC TS| 18. PRODUCTS INSPECTED
NOT INSPECTED
a. b. Ce d.
19. IgTAL ESTABLISH- | 20, 1sS. BUSINESS 21, PRINCIPAL |22, RECALL 23. REFUSAL] 24, FDA 483/2275 ISSUED
NT SIZE, FOA REGH -
ULATED PROD RECE!IVED soLD :SE'L:’B;.‘I(SPHE NUMBER CODE
9 &Y:s O n~o 3 Cves [Jwno

26. OTHER FEDERAL GOVERNMENT INSPECTION OR GRADING
?

——
27.

NO

VAL

FOR INSPECTION OF CONVEYANCES
NO., CONV, INSP,

NO

OAl

| |

2‘.

SAMPLE(S) COLLECTED

SR, ariah™
Jehnay 7. Balss

I 30.

Thomas J.X.

EMPLOYEE(S) SIGNATURE(S)

PAGE OF PAGES

2

FORM FD 481 (8/75)

et e e e v e ——— e w .
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PREVIOUS EDITION MAY BE USED.



DESCRIPTION

95 Aircraft

04 Alcoholic Beverages

56 Antibiotics

02 Beverage Bases .

0s Bread, Rolls, Euns and Sweet Goods (Except Custard or
Cream Filled)

08 Breakfast Cereals, Ready to Eat

96 Buses

15 Butter and Butter Products

34 By-products for Animal Feeds

13 Candy, Chewing Gum, Chocolate and Cocoa Products

16 - Cheese and Cheese Products

03 Coffee and Tea

93 Colors for Foods, Drugs and Cosmetics

94 Cosmetics

80 Devices

58 Diagnostic Reagents and Drugs, Drug Excipients, Vehicles,
Flavors; and Containers and Closures for Drugs

SO Dietary Specialities, Artificial Sweeteners, Conventional
Foods with Nutritional Claims, and Miscellaneous Dietary
Food Items

26 Dressings and Condiments

92 Drug Control and Research Establishments

57 Drugs, Crude and Bulk

60 Drugs, Non-Prescription

70 Drugs, Prescription

59 Drug Storage and Warehousing

90 Drugs, Veterinary (Exceopt Vitamins, Code 55 and
Antibiotics, Code 56)

20 Eggs snd Egg Products

28 Extmcts and Flavors

33 Feeds, Animal

21 Fish and Fish Products (Except Smoked)

23 Fish, Shellfish and Crustaceans, Smoked

43 Food Chemicals

47 Food Storage

32 Fruit Products

29 Fruits and Juices, Canned

27 Fruits and Juices, Fresh

CODE ESTABLISHMENT TYPE

Blood Banks
Caterers

Catering Point

Construction (Conveyance, Support Facilities, Components)
Control Research Labs

Conveyance Company

Dealer (Rotailer)

Elevator

Grower

Investigator, Clinical

Manufacturer

E~omumormwy

CODE INSPECTION REFUSAL REASON!

[ ] No Refusal

1 Refusal to permit entry

2 Refusal to allow inspection except by sppointment or other
condition

3 Refusal to fumish qualitative or quantitative formulae

4 Refusal to disclose or pemit observations of mamifacturing
procedures

5 Reéfusal to permit review of contro! records

CODE VALUE OR SIZE

[ $ 0 -3 24,999

1 25,000 - 49,999

2 50,000 - 99,999

3 100,000 - 499,999

4 500,000 . 999,999

COMMODITY CODES

CODE

23
30

DESCRIPTION

Fruits and Juices, Frozen
Fruits, Dried

09 Grains and Beans (Whole), Bulk .
11 Grains, Processed; and Starch Products, Human
19 Ice Cream and Related Products
49 Infant, Junior, and Geriatric Foods
31 Jams, Jellies, Preserves, and Butters
07 Macaroni and Noodle Products
35 Meat and Meat Products
91 Medicated Animal Feeds
18 Milk and Milk Products, Dried
1?7 Milk and Milk Products, Fiuid
S1 Miscellaneous Food-Related Establishments
46 Miscellaneous Food Use Items
12 ' Mixes, Prepared, Dry (Flour or Mea! Baase)
44 Mizes, Dessert and Pudding, Dry
36 Nuts and Nut Products
99 Other Acts and Miscellaneous Prepamtions
45 Prepared Multiple Foods
10 Pretzels, Chips and Speciaity Items
97 Railroad Cars
22 Shelifish, Crustaceans and other Aquatic Animals
(Except Smoked)
01 Soft Drinks and Waters
24 Spices and Sailt
06 Sweet Goods, Custard or Cream Filled
14 Syrups , Sugars and Honey
37 Vegetable Oil Seed, Oil Stock and Crude Vegetable Oil
38 Vegetable Oils, Refined; and Vegetable Shortening
and Oleomargarine
43 Vegetable Products, Cured
42 Vegetables, Dried or Dehydrated
39 Vegetables, Fresh
41 Vegetables (with or without sauces) and Vegetable
Juices, Canned
40 Vegetables (with or without ssuces) and Vegetable
Juices, Frozen
o8 Vessels
55  Vitamins
CODE ESTABLISHMENT TYPE
T Methadond & Other Drug Abuse Treatment Programs
o Other
L Own Label Distributor .
P Public Food Service (Restaurants, Cafeterias, Wet
Stands, etc.)
R Repacker .
X Salvage Operation (Retailers, Wholesalers, Repackers,
Underwriters, etc,)
v Service Area
w Warehouse
144 Watering Point
CODE INSPECTION REFUSAL REASON!
6 Refusal to permlit review of compiaint files
7 Refusal to permit review of sales or shipping records
8 Refusal to permit collection of ssmpies
9 Refusal to permit photography
& Refusal to permit review of underlying data regurding
material submitted to FDA (Regarding food additives, B !
color additives, pesticide petitions, ete.) - . I{
. : i
CODE VALUE OR SIZE !
!
S § 1,000,006 - $ 4,999,999 i
6 5,000,000 - 9,999,999 '
7 10,000,000 - 24,999,999 :
8 25,000,000 - 49,999,999 i
9 50,000,000 and over . ;

1Ennr one Refusal Code in Item 23. Select the most significant when there is more than one,

°0S.COVERWENT PRDITIIG OPFICK: 19750 631-536/1092 23
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Eik $/2=2/3/77 -1~ Searle Laboratoriss

CEL, Jr5, 7C Div. G.D. Searle & Co.

~ 49Cl Searle Parkway -l ...
Skokie, Illinois 66076 - |

STHNADY COF FINDINSS '

ke made a detailed inspection of the raw.data versus the final

rercrt on two ratolesv stugdie< on SC 18552 (aspartare). Theze
stuedies, numbered E=5 ¥351870) and E-5° (PT1218575) were
selectec for our inspectional coverage by headquarters rersennel

©of the Bureau of-Foods. Study nurber E-S, *SC-12862: Evaluaticn
of Embryotoxic ang Teratogenic Potential in the Rat™ had not

beer previcusly inspected by FDA persennel 2t Searle Laboratories.
Study number E-8$ was incluieé as one of five teratology/rerro-~
Cuction studies that were covered by an FCa inspection teaa -curing
the pericé of December 1 through 15, 197s. ' : .
Cur irspection of Study -5 included the tollowing findings: .
The individual doing the exarinations of the visceral N
énd gkeleton specimens.was cware of the dose levels. The U
examinations were not done bling. R Y

1-. .

eletzl exanm-
d only by
ation recorés

re are neo {néividual fetus reccrds for the
The skeletal examination cata is 14
The skeletal exan

. -
The

inations.
litter under the Gam numtber.
are not dated.

D
3K
-~
5S¢
.
1

e
n

There are no exaxzination shecets thak specify the abnorrmalities
that 2re included in their exaimination ¢£f visceral sactions.
Their visceral exezination reccrds indicate only "O.K.* {f"
no ab:normalities were found. The visceral cxazinetion sheets
€o not list the respective fetus iéentification numbers for:
e2bout 103 of the 329 fetus visceral specirens. These incom-
Pletely identifiec fetus specimens are icentified on the.?xamr
ination sheet with only the dam number ané fetus sex, i

. .
1Y

- Y

Accorcing to the viscerzl examination records, a total of., 325

visceral examirations might have been done on tws cays. %e i

werc uvnable tec examine any visceral sections fron study ;ﬁs‘\
heceuse they had been discarded. : "y

There vere no signatures or initlals to identify the'ihdiv4duaXs

who did the work on the skeletal, visceral, and laporotony ™ N\ ‘\

- examination sheets. e NN

. 4.:A' . \\

. . . cay \
There vwas no identificetion on the bocy of the vials holding S
tac skelcton crecimens; the respective fetus nurmber was con’ ’
the vizl cep (See exhibit 39, phcto 1). :

-

.



EIR 5/2-7/8/17 o -2

7.

9.

10.

1l.

Searle Laboratories

Div. G. D. Searlzs & Co.

Skokie, Illinois 60076

There was no record to verify the source and age of the male'iéts.ﬂ

There were no specifications or assay records onhthe;pasal-diép.

RV RURTR A S T

mhere were no batch records for the mixing of the"powdeiéd'“ﬁu?ﬁ'

SC 18862 (aspartame) with the meal form of Rockland dietw(Tekléd '

.Inc.) Mrs. D. Helms, Research Assistant, could not remenber tha

details of mixing - such as tha 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 nat assayed fgf_,__

potency, homogeneity or stabilicey.

The examination of the fetal skeletons of 5 litters of each -

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

from their original skeletal examination data as compared to

the PDA submission. A few differences in the results are

not unusual between 2 individuals when they are doing examin-

ations. These findings are detailed in the body of the . )
. 1] e

. -

" report.

4.
5.

. There were no signatﬁres or initials to identify the'lhﬁividuals

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

The individual who did the visceral and skeleton exémin;tlon o
was aware of the dose level of the specimens that were beaing
examined. ' . T e

There are no examination sheets that specify the abddrmélities.'

_that are included in Searle's examination of visceral sections.

-

The only identification of the skeleton speclmehs is on the .
caps of the vials with the respective fetus number and the .’
PT number, 1218. . s . AP AL R

-

Py

Y e €47

The rec6r¢§ covered receipt of only 10 of the 36 male Ean::b::;ﬁ

. = N

who did the work on the skeleton exaninatioa records. ... ...

oL .

’

There were no assay reports or specificatlons'on the basal diet.

. N -
e E A

There were no batch records for the mixing of the aspéitéme'with
the ' chow. The three treatment mixtures were not assayed
for potency, homogeneity or stability. .
Searle did not include any abnormal findings of visceral. exan-
ination in the report that was submitted to FDA. The raw ..

w JV2
.
- . . -~
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£/2=3/4/77 -3= Scerlc Laterateries
: Dive G.le Ceoibrle & Ce,
Skcklie, Illlncig 6CCTy

D
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énta Included . pajcr nalforsoticns of 2 segoenteé Ltergus dm .o
"2 low Gose fetus s04C7 onéd a cleft palete in e medium cose = 77
fetus 32012 nefther of which weza included in the FPa subxiasicn.
Sr. Vondruska wss ehown thig dats ans seaid tnls chlissicen wes

an oversigit (see Vondrushke's fnterview). Lr. Colling exoninced
visceral gections that included verificstion cf the 2lecreuon-~
ticred findings. ©Dr. Cclling clso noteu o slisht hydrocegiialuc
cf fetuc 26407, low c¢cEe, thst was not in the ray dota of the
FUA stbxission. 7Thia was confirzed bv Dr. J. Neverccgke the
Scaric Teratclogist. (gec exkiblit 29, ghete 2) Cr. Celline
cimocreed vwith Seerle's clessificstion.of “rerel pelvic cazve
iteticn of the kidney rot enlarged® cf .the fetus 411C1 2s an
ortifect and not e =mslferxation. (see exhibit 3%, pucte &)

Zr. Ccllins decec not agree that this is en arctiiect ané ke

is of the opiaicn that it is Sue to the blochaye of the urinary
tract. T o

Lr. vondruska steted that in relrecpect “artifzcet® was prote
¢ voer vord to uce. Ec sald that Cail Right have sectionee
the kidrneys et an Incorrect amgle, theresy, zlving the snpoar-
ence of «&n enlarged cenal pelvie. (sce Vomdruska interviev)

It woulé aomeer that the vieceors)l sactione were cut too thlck.
Le p P (et
ieliss

There would e & possibllity that eome vigeersl akalizal
weulc be eissed, . ’ - .

It ¥a3 neted in the DA sub=iscicn thet therc wee & ecignifi-
cantly greater puamber of fetuscs In the mellium Losc lewel 7
with poorly cssiflied supracccipital bones, wher comgared to
the cortrol group. Beceavse of taic LinZirng, the surraoccigitzl
hones of the fetuses in the high Gose level were exzmincd. .
or. Collins scanned the supraoccipital bone for pecor ossifica-
tior in eazch of tha skeletal fetuces of thz contrel and higa
_docoge groups. Bis exsminction of the svyreccclpltal bone re-
vealed the follewing percentage differences frer the ¥COX sub—

eissies. . .. . RO D e B
tunrecccipital Pone
Poorl)y Oesified . . Contrel Fctuczas High Desce Fetuses .
Fza subaisslon o a0 Tey
Lxanination by - ' 4.46% B.4TY .b‘i-é‘
Lze %o COlans . . . : . -0t



* ¥We began our investigztion of E-5 (PT-851570) fvalustions of

EIR  5/2-7/5/77 L —a- Searle Laborateries

Liv. G.D. Szarlz2 & Ca. ..

Skokie, Illinols 60073

1l. G. Rirby, Feesearch Technician vhose duties ircluded tha
visceral anc¢ skeletal fetzl examinations and lacaroteories -

for study £-35 cozpletec about three yaars of college..y;;;?;g;‘_

"' “She startes emplovment with Searle Labcratories in August o

she perforzed the visceral exzas. She stated that heor

oL 1574 and perforzeé viscaral and skeletal exams on E-89 vt
in kay andé June of 1375, <TRhis was the oenly study where - e

on-tha-job training consisted of a total of about 3 menths. .-

12. There are no dates of exazirnation on the skeleton tables
(exaibit 30). On the back of the laparotcmy sheets, the
pajcr skeletal varfations are listed. Most of the skeletal
examinaticns are datee 5/15/75 and 6§/4/75. It woule be im~
possible for one individual to 6o a coxplete skeletal exazin-
atlen of over 500 fetuses in 2 days.’ -It 13 unclear over what
period of time these fetuses were read.,

3
03

PUFPCSE OF INVESTIGATION ) L

Assignrent memo Gated May 15, 1977 from Lonald Eealton, Acfiné
Lxecutive Director of Regional Creraticns, cenfirasd an carlier
oral assignzent to Chicageo District for a éirected inszection of

certain non-clinicsl studies submitted to PBA in support of a food

adéitive petition for the sweetener,'ﬁspartazg.

The investizating began on 4/25/77 (see EIR = 77/72) anB“enEém—?ﬂ
" passed the avthentication of 211 c¢ata, beth raw znd sunzary, .

relating to the studics jointly chosen for review by the tureay ™
of Foods and EDZO. Two studles actually done at G.D. Searle werc
selected for initial covarage, aad a decision to expand the jn- -
vestigation to a thirg study was macde at a later date. : -

- e

Enbryotoxle ané Teratogenic Potential in the rat, using 5C18652
(Aspartzre), on Hay 2, 1377. : . .

On Hay 11, 1977, after clearance frea the Cureau ¢f Foods, wa. .
initiated the Investigation of E-C3. (PT-1218575) an Evaluatjion .
of Embryotoxic and Teratogenic Potentizl {n the mouse, using
S5C-18862 (Aspartaxze), see assignzent attached. A
This report i3 concernad with the above two studies. <The report |
involving E~77/72 will be reported separately.

“e

.
e

-4
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EIR  5/2-1/8/77 -5- Searle Laboratories
Div. G.D. Searlas & Co.
Skokie, Illinois 600756

REPUSALS

Attached as exhibit 40 is a memorandum dated June 29, 1977 from .
Kr. Roger Thies, Attorney refusing our request for an additional -.a-. .
interview of Ms. Gail Rirby, a technician who worked on E-89 Lo L)
(PT-1218s75), Evaluation of Enbryotoxic and Taratogenic Potentiz) -
in the mouse (aspartame). N ) ' A

C -
DO

Wle wers concerned with the dates shown on the back of the laparotomy
 sheets, "6/14/75" and *5/19/75.* bpr. Collins is-of the opinion
that .it would be extremely difficult to completely examine 300 -
skeletons in two days, if these dates, so indicate. In our U
interview with Mr. Schroeder, a former employese, he told us that
he was able to examine thirty skeletons in a day. (see Schosdser -
interview attached) In our interview with pr, Vondruska, he
could not not explain the dates shown on the back of the laparo-
tomy sheets. He told Dr. Collins that he would have to ask Ms,
Gail Kirby. : e '

o

Cur failure to interview Ms. Gail Kirby leaves the Question of

the dates unresolved. G.D. Searle's refusal to allow us to con- - -
duct a telephone interview is given in the menorandum from Mr.:
Thies (see exhibit 40). We do not consider hisg reasons for - -- "~
refusal as valid. o “ L

PERSONS INTERVIEWED - SRt TR

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 ». L
wwerino, Director of Regulatory Affairs. bDr. Collins was at Searle
Laboratories on Mmay 4-8, 23-27, June 6-7, angd July 7 and 8, 1977. LA
Investigators Carl E, Yoarentzson ana/vr Johnny P. Salas were both =~ -
present on each date of inspection with the exception of wuly 7:
and 8, 1977 Investigator J. Salas was present a2t Searle Labor- -7,
atorles for the inspection of studies B-39 and E-5 on Hay117,}i;::‘
1977, when Investigator C. Lorentzson was not at Searle Labor- = -
atories. An attorney and/or a Ph.D. from one of the research
units of Searle Laboratoriea was present whenever'we reyiewed S
records, inspected the facilities, examined - e e o ‘

te e
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Ll1: 5/3=1/¢/77 -G~ Gearle Laboratorias
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-

forz2l ckeleteonz or lnterviewed perzcnnsl. These inlleicuzls .
yere - PRERS

o e Ty

" ©r. Lohert Gost —~ Director of Focd Prod bcts, Reaulatery Affaira"*

Zr. George Clay = CUS Crouz Leader e
Licrard Viktora =~ lLitorrey . e e T
Lzger Thies = Attorney ‘ S

or. J. Neveroske = Greup Lleader of Toxicolesyy . .
ife $CQC ke hedzialowaki = Bection Leacer cf Cardio-vascular
Fliarrmaceleoay -
ir. ke Jenkins = Dlrector of Freoduct Affairs coes e
Lr. richard L. Aspinall = Groul lezder of Izrunclogy & Iazla“- -
naccr; Clccases . .

. .
-

he irterviswed Pessacch Assistant Mes. Do relms at Se rle -abcr-'
ateries regareding her cduties on stedy E=-3.

WeE rade arr-njc“vﬁ 5. to intbtviev Favnond bchro*ﬁer, 3 fotré?~c*~
pla ‘e whoue title et the tise was Senlor Research Assistant, ané
vicse princizel cutics were cn ctucy E~S ond relatlvely 2iilted
Cutice on study C=9%%. This {nterivew was conducted In New Jarsey

¥

tecpuse reyr d ach.oecer {6 new residing in bo"erville, w.u.

iewad the £0110u1na Inuivi*ualu re"ctdirg ~helr outieq on -

o¥3 ~

1, Z2i! Kirby = Neszerch Technicisn R

2. Jersnz Thezpsen - Neceesrch Technician T

3. ©r. J.¥. Vordruska = Senior Investigzter -~ 7 . .

6, Alwr zitcnell - Tﬂratolcaiwt . o . f-u.ur.::

vichscd viktrro providec us vith the date that ?aywonu E. ucﬁrcn_ €

lett tnic £ir=z, namely ey %, 1575. dowever, Kr. “iktera szid

that be would net furalsi a copy of & record to substantiate | .
tnis terzination ate because it would be a violaztion ¢f tae . - -
LGeal -h,lvy:ent crportuenity Eepuiatlions. e were allewed te’
review and make netes from the following recorcs. iiowever, rog“t'
“ihdec, Mttconcy, €4d ast allow ghotocopice t.caus; he <48 nct '

censider these recorde to be primary c¢ata on stu»y L=5,. naaelyt

- .-

h—-—-—-_—-—...-

1, A p:elinlnary ¢raft cf the eurmary and ccncluSLOnn for the fiqa ]

"lepost on g3 8513727 (-ca:lc Dec #lid n) ,,--._-..-.;- ,-..;.;.-,..

.
e

2. A list or tze atuuics vbich e.tbcr bave bne Ictcd or’ w*rc
in progress with cesecartane to deternlne the relative texfcity .

.y

of &spactace ana Dikc:o,xperazlne in soveral sroclca o. «niwt-.y

,(ucatlc Loc €L27‘ 5) TS
o N ,'."' N L2, S
-5 . -‘3- % PN e v
- L SR R AR TR - °s
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. . Div. G.D. Searle g Co.
- Skokiae, Illinois 5807g

- -

3. A “galley copy™ of the feport that; was sudmitted to Fpa A

4

in a bagement Storage area. The racord inciusag a listing of

the fetal skeleten Preparation froz the rat, in stedy E-5 (o7~

B851S70) in box nusbers 7-043a, T01s5.,

SCOP2 02 OUOR INSPECTIONV ' ' ) T

V2 raguestes all of the tecorde pertalning to study B-5 on the
first day of our inspection, fav 2, 1977, It was brought to our’
attention by Jarome Braessler, PDA inspection tean leader, that the
data partaining to thig taratology studv Nad baan pPreviously rlaces

undsr FDA 35221, we then visited their R&D central file rooa to

locxte these records, Wa Gateraines that the data inclulding orizary

recor?s pertaining to thair teratoloyy studles on SC 18262 (a3-

Partanz) was stored un3er FOA sea) in two file drawers. s initislly

attemdted to renove the Gata from these file drzwers that pertainesd
only tc study Z-S. In order to facilitate our dstailed exaaination
of theses records= on teratology studies, we than removad the 12c901ds

on all of ths teratology studies in thelr two file drawers to a roon

oa the first floor of "J* buildinjg., UYhenever we did rot vmerscnally
quard ths3e records, we Azintained the data on these teratology
studies in a locke3d metal cabinet under FPA szal. e obtained al-
Rost all of the records for our E-5 study from their central fila
Loon. Ve gabsequently reguested additional records pertalning eo
ths study E-~5 zuch a»s the lab testing of tha coznonent, SC 183862;
invoice for puzchase of female £atsy curriculua vitae an3 chain of
responsibility. Ve made photocopies of essentially a1l orimary ..

data and othar records pertaining to study g-5. Exhibit nuaderz 1 -

through 13, 33 and 3 photos in Exhibitr 39 Pertaln to study e-s5, .

ettt

¥e made a detailed.:eview of 2ll raw datx agsinat the report that -*

was subnltted to FDPA. This.review included fetol and Raternal boily

velghts, maternal food consu=dtrion, crown rumn measurenents, nunbder

C©l corpora luten, nunher of live an3. dead fotuyses and exaxziration
records on visgeral and skeletal fetal spacimens. bDr. 7. Collins
exadin2d skelatal specimens froa study B-5, and skeletal an3 vig-

ceral specizens from stuldy E-23, :

- -

After we coapleted the mejority of our lnspectional work at S2arle
Laboratories on Sstudy 2-5, ve recelved authorization from persoansl

v. Aa iaventory list of the teratology spacimans that wera 3tor$d§f



EIR s/2-7/3/717 -3=- Searle Laboratories
piv, G.D. Szarle & Co.
Skokie, Illinois 860376 .

<

of the Bureau c¢f PooZs on M¥ay 11, 1977 te instiwwte an inapection J
of an additional teratology stuly, E-23 (p=-1215575) entitled - o
*5C-18862 ~ An Evlauatlon of the Eabryotoxzic 2nd Tezatogenic Poten-
tial in the Mouse®. We made cocles of all primary Zetea anl othet ’
records pertzininy to study £-29, Exhibit nuebers 16 throuqh 32 and -
zhoto numhers 2, 3, and 4 of Exhidit 39 pertain to study £-39, ¥
mede a cosprehensive review of 2311 raw A2ta with one ainecr excontion.
wa eztinste that ve checked more than one third of the food consurte-
tion prinary data for accucracy. The nrevious {nsmecticn of

Decexzbet 1=-19, 1975 included study E-89 and stated in port that
aaternal food conzumntion was trensferred without errcrt from the

raw “ata. The FCA submission on study 7-83 states in port that v
pregnant animals actually consumed dose levels for the low, mediu.,
an2 high dose groups resgdectively vhich. are apnroxinatelv- 4093 .

more than the oriclnally intended doses of 1.0, 2.0 and 4.0 3/%g.

)
. :

PERSONHIL_O7 THE E=-5 _STN9Y

Individual Title s Background Duties
Hrs. Donna Helns pesearch Assistant bonna lielms stated T
der educational back=- that her duties {n- f
ground lncludes 3B,S. clusded: weighing
Univ. of Hisconsin of the anirmalsy set- -
with a major in ting up the stuvly; (
zoolozy in 1986, food consunmgtion
Shs started work for data; transfe: of
Searls Laboratories - éata from cage l
in 1963 and is " cards to laoorotom
currently eaploved sheets: and per-
: by the firm. , - forming hyster~ !
otomies, i
Ravaond F. Senlor Research ’ According to Donna .
3chroeder Assistant in Helos, the duties '
: Teratology. His of Ray Schroeder ‘
. education includes includied external
a M4.5. in Zoclogy obscrvation of the .
frons the Univ. of fetuses; suparvi- .
fllinois in 1967, sion of the lanorc-
He was enployed tonvy and perfor-
by Searle Labox- nance of the visc-
atories from Dec.. ceral cections and
1967 to May 2, 197S. skeletal examina-

tions.



FZIr 8/2=7/8/327 -5- Sezrls Lakcoroteries
Live Gole Sezria & Cou
. Sackle, Illinois 683735
vargarat S. Foler 2ls TFegearzs - Lonna Zelxs 3t z2ted ...
{(scsenreil) <echnician thal Harsaret fouar

wigbt havs <ence
_&0&e c¢i the crouwn
run; measurersents,
geanz Zelcs

tantle to recall
envy cther work the
na3 cone by Lrja:

Reyvaond -c“roeuer
irxov-aﬁ ez cduring
ig fatervisw that
tha dodies of lior-
caretr Faber (Hopgpen-—-

rath) included:
. killing of anlxals,
- ) =ixing of the &let,
cTCwaR=Tusy messure—
rents, weinnx ¢ of

fetuzes, staining.

o0f skeletong, aud

cutting thas wvic-

2]l se¢ ctio"a.

.c irs ¢f Curricrlun toe fer key pergonnel anl a listinc of the
reancnsikle 1ncivicualz of Sesrle Laroratories duriny £he vears 19 .,
erd 157< are attachad 58 exiibits nusberec 1 and 2. &Study nuesber
I~5 w33 concductel Suring the first Lali of 1570. CThe Cirector of
riclogy c( Eesrle Laborcteorics 'durlng thls time period was V.i.
~r111. Le authors of the repcrt are2 L.E. Schroedar end T.C.
icConncll, Ceit. ©f Fethology-Toxicelegy, Livisicrn of Bieloaical

- L
ltﬁzéﬁfc'ﬂ-

Leuedy =5 (DT HE1370)

: . Evaluation of the Embryotexic and crato,cnlc EBct .tial
in the ret . :

Cete ztuly initlieteds Jzn. 20, lo97¢

9 through Feb. 19, 1375

Sates cf perforring laparoteoxiez: Ped
rote stuty veor reccive? by Curedr of Feorfz:  duvqust 7, 1972
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‘ghe respective ldentificotlen number of eachk of the rats wr2 punca

LIs Lf2=7/8/77 -1¢- Casrle Latzrotrories
’ Cive el Scatla g Co.
Srekriz, Illincis €CCI4 7
Arnimals: - DR

Specicoz ead Ctredia = Albino rat, Cherles Eiver caezaorian
Gerived virgin femzle® ond proven mdles

beoter 2né Sax = 86 fe=zles, 20 =eles - tuere %cic no

gecerds e insicete scurceo sné &0

of sale rats. e verifiecd tiat the

Lerzcles were opgrexisately 10 Gays

cld gt tizc cf rmoting = Invoice (Zxxinit

{) inclcetes éote af recelpnt: 12/30¢/53,

Erxuerinentel degiuns : ' -

Ninety fec2les were distributed inte the fel-
lewing three groupS. Hrse Do Relns said thet
ghe uged a randorisaticn rmethud thet Lnvelved
erawing animzl nunbers froea gicces ol parer in
e hate &ne ¢ldn't remember {f tke Llrot nuelcr
érawn was cacligned to & control group,

feanae CrOSQ gc of anirals : rece Level = umn/Re”
Contrcl 30 ' 0

Low ' 39 20¢0C

Liigh ’ 30 4000 - .

*

=arkeC ¢cr thelc ezrs,

tonrns Helme could not steote ceficitely whether the anlpzle from
esc)h dcece groun ha¢ a unique colcr marking en their tall, Throe

. Ceascles, cne Lrox each of trrce 605age roufs were houced tegetlier

in & breedlny cases At 4830 Pelle OR2 nale was »laced intec each
cazey Le was removec dt 8130 2.x. L2 tollovin: mornling. At

tnst tize females were exanined for a ccpuletezy veginal plusg
ard/vc ecermetezod in the vacinzl s~ecar. Cheervetion off elther
o! these sfigas indlcrted reting and was desiyncted day 0 ol
preghancy. Such fewcles were tecovel frox the Lreeding cace

are toused fpajvicurlly. They put thic.rat in the next enpty
cace geiny trom lett ¢ right, iz procedure wag con- T
tifces wetil ¢ alrnloun cf 246 fezeles fros eoch yroup wefe fotsa
Cesles of the case luentiticaticn cards sre stteached 8c Lxhikit
nurber 6. e were informed that ery daily orssrvaticns weuld e
reccrded on these czje CArcss Ihere are ac recerde ¢l cunorsal
onservotions cn thecse Calvie :

T

.
e ..

.
-
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EIT 5/2—7/;/77 -ll- Zcarle lLeboratories
2iv. Coebe Seaczle & Co.

v
rszle, Illincis G227¢r

Cletsry zozinistration cf ST-16842 ot the Qosc Tincicatesd (2.3%% one
S.UG;‘concentr:ticn resgectively ) besan cn dey & oI geastation end
continued througa <27 15 of ﬂc*thtlcr, 2 10 d.v reriod of treatzent,
Th2 lazsles v::o uacrzficeu‘on cey 0 of gestutioa. Tae uterine
horns werec expcsed anc exarirec. 1Ine £atusc= were rcbﬁvcc, eaz n.ﬁg,

crterrnally end nreserved intact to he arine¢ leter for viscera
_drreaularitiez (Wllaen .cccnlﬂce) cr sx letan anchalics (Fli.arin

ket & Skelietal stairing technique). L. e

Cosc Croug 2red cereiving Pregract’

Contrel .27 27 26 T

Low : 25 23 24 . ) e

Bigh - 2% 2§ .23 ] : Ty

Derna ileless coculd not remesker the exact eniszl roox {n whicx
this experinent to’¥ place. UGovever, ehe ahowed uz “ar enirmel
reen thet clocely resemlledsthe actual rocz that was used to .

. bovee the snizz2ls for study U-5. Thiz reor had orly one docruvay
thzt wae used for moth the ertrance ond ezit. Thz reoonm hal eguipssnt
to cantrol tne temporeture anc aljust the nuxber of hours of
liﬁbt anc derknesse , L o me ety

A photocopy ©f their protocol s zttached 2¢ Lxzaitit 3, ° 2ur review
cf this rroteccl reveals that it is esseatially in ccuxo:aznce with
“tu?it FOA scanlsslon on stuldy E-5 (Ixbibit 13). . Y. ,_¢';.~;

- e L we

S A,
B N

The &C 15502 vwas nixed vith the basal diet in welyght per welght con- .
centrations of J.34% apu S.Ct rearectively for the low gnéd high coze

groupse - . e : . SR

The | rtocel, v-14cl ;irer thet weos Lscg curinq 19 ¢ in the
resezrch fecllity of Seerle Lzderatorics In 3Skekie, ;llirﬂjn wag -
sehisequently coved to ancther ¢ivizion of the C.2. Sscrle Ceanenv.

" Tais mizer wac then returncé te Scarle Lekcoroatories in Skekle, I,
uhere 1t {5 cetrently icinn uses {n their Fhorxecevticel Ds vrl““‘”t
erea. we ins3ccted this miaer (about S tcct H1Qu) and netcd o

. that {t wag cu:rently belng used with a =ixing bowi that would ... -..
lo¢_ arproxiracely 2C kilea ¢f & trestzent zixture. 7ac treatment |

‘ - ® .

LA SR .. e, e .
S A e . . . L S
. P A ] s - G o . ‘e .
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- ..';’: L IRNE A - . : ‘ -
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LI </i=1/5/77 -12- Sewarle Lezcroter
. Tijve $ol. Gearle & Ca.r.
- txonie, Illinols

(2 d

vze tateh claez fer study I-=5 wera 3 kileos er @saller. It RS l
pre :Ja. ts ouc otrontiun thet bi:ig mizer woes turmerly equisped

& gral lcr zixing bowl end a ucsller anchor shaped wmixing - -0 -
vhen it was uscd T2 Bmix trestrent Zixturas Gf aspartase .
< Coring our irtervlew wité Ao SCLEU(u%I, he deecrited

=izer (eiout 2 foet hisk) with & lC-gellen capacity

-

R
[N PN o WO

o T2 o+~ LT
2D
" L re GV o
- v Y
v Ly
L33 I ol
e

ot

=
n"
—
po I/

IS Gi” ot salrtzin hoteh recoris fo
t% the regal fera of Rocklens I

'ic&ticrz or azz3y tecords on ti ~Ck

.that the wyanulfecturer of the Easal Eiet ic ot ©f busin

r T4C22 o! SC-15852, & shite powier, obtelned {rom the ‘

irert | waz Incerporatesd {u the troctizent

=13 azterisl was sub~ittesd te lab teostine that irncleded:

tastsr Y in -ater;;neltinc rancey scecil{ic zotationy I

reoen cententy loss'en dryingg heavy m2tals and txin

cr**c; anty. Coples ol tteir recsrds reserding led ,

thie 1ot ©f SC=1REN2 are etteched e¢ Lxnlnit S. :’ ’
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< *erutc1c., ¢r i.cs. Lepna Uelns, &
ent. Hrz. b. ficlms coulé mot rexenter the detell
n o= tac creer ef adding the £C=18042 and the koo
¢ the hebert mirer. Recerve samnles of the trestxent o
3 werc not maintained. Adciticnal detcils rogerdina
mztment sizturez are included undGer ¢ suwceguent teedins
rview cf sey-sead Scoroeder.s” L.

. - o N . : . ' . .,; OO I Need
feo® Censusation - ‘ - . : PR I

the o006 ceansuanticn recezds are attached a

{ . shisly 7. .
ty of fccd censumdtion that {z underlinea on cc reccrds

5 that a veizhed guentity cf splllece hso bLaen tractee
rcnna Frlss saié thet fcod congusntion was alvay* mcuou:cd Lirst .
in tke perpirg. bonnea exciairacg that in an sttermst to, : '
acc Lnt for fcod nylll-ﬂc she sepacatad the fcod ttoa theo excreta |
¢ tnu troj bencatl the reszcctive anizal cegs. Ponna 'cire sald

that e covered tae .a»u jaru vith a v-tr"" mech screen fLer the
ratz that vece cenafdarcs ®chrenic spillesrs®. She anld thet the
feed weon translerced te s;allgt gi{zy jars <duclirn; the cocurde cf

the r.uu, in crder te mcke At eagicr Lo wig sragaont TalE t reecth
theiz foucre Sur crlculetion ¢f thelr feud concusption recard N
inticeted thot thelr stoterment recardlng £0508 consuzaption on.f‘

b
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“i. Lpe=Tf8/T0 =) seerle Lszocaterics
Cive Gala Sorle & Co. -,
Sxexie, 1llinois GLLTE

l‘r(‘C'.‘.. l:n(- ."Cu"".

PA IR

¢

neTe U ool the ToA sut=lzefen Lz esezrntially €O

oL Su=1LE(2 sctueelly consuzed closely spproximated the slanned.

Coss~os of 2CH5 ané 40U mu/Iz. Cn tae tesis eof mean boly welsite

¢r ¢éryn & mné 11 of gestatien an5 cean fcod censuprptien frex

ecstaticn czye 6121, the actid z2ily éecrea consured LY -the

1os arc Rich COsE QCQUET WelD 1,955 crd ¢,54%¢ mo/Re 'o'v voinht

reoractively., Cur calcuvlaticrs cof the [oo‘ consunztlon detd

revesied regults that ere witain 1s of theac reportes zvereae

cclly Gosesg. ' ' . .

rysterctosny tata .

1

Len nelze roid thet their hysteroteoviey were usuclly done ln the

et . Theoir crisincl recoris co nat inciceate onzecrvaticns of 2

l¢z ¢ ¢f the cvaries ot storus in any of the arimelc st sacrilic

PR cics cf nuUALTred nyfterotory Ghests inciudcs sinsine cenzucy

Liwr. husher hysterotonmy sheels for arizals that nevar mated, Qur

cenmzrinbon of thelr. otx»xncl hysterotesy fate ‘ulullitﬁ be 5, & 1€

ar: the tanlce nuzbered 1, 2, 3, & ¢ in tae Fionx subnissien raovesle
iy e lew uluc;caangzn&. mhese hysterctony tssles in ivdes Zota

1.6.1 nuweer of live and deoc fctuges; scx of {etusec) nemuel ol

ruzorsticns) aversse felsl weighty cnd aversge CLONR LUST FEEIULCT

SentS. '

1o neted the {cllc%ing ¢igcrepanciee::

1y, wr=le 7 of the iiA.suinis scion {nclcetes tret the overaae :
fetcl wedpnt fer emimal 23 ¢of the ceza :rul grevs Is 4.0 crensg
tae avecnge fetal weight for thiz mnimal {s actually 3.Y.

2, Criszins) hysterotnly TECOrEE {ndicatec tkat there vwas ore
:c:cr:Licr or tne *left® s£ile for znivzl nunber 11 of the
cnmtrol crours tohle 2 of the FLM sulmission dees not 1is¢
thie ccs :\ticu cn the leflt zide. The ¥ia subsicsior correctis
1{rts tie twe rescrmticne thot ore arekel o the risht stde of
arizel nurkar 11 on thclc lacacctony shedte ~ Nife o Schreider
cokarwlecsed thone CTLCIE,. (soe R, &carcedar fntervices)

Je ¢ notea the listinz el ane resorotien coz anigal 72 on the

i,
la=arcteory sheety th1is rercrrticon 1s not ligteo in tue FOA
cubricaitne fife ke SclTOAUEC ackaonlodged thie oJiac;un anc

zric 1% wight krve besn 8 typogreraicel errar.
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. 0 e, . 3

skeletal Cxawinzticas = [=3 - DL

-

There are mo Indivicdual fetous records for the s3x2iztaul 23ax iratiene
The skcleteal exsalnatloﬂ cota is listed cniy by litter wucsr the
reszective “Iom nuscoc” zhe sxoleten ezzazlzaticn rocerde vierTe net
¢ateg ond ¢i2 nc: tas:s &r“ slznstures or Initlels. tir. 2. Schrecded
waez chowh these records and statad tiost thcy sbhould nmeve Loen

dated. ODe gals theh 1t tock & sreet Ze2)l ¢f tice to comnlets

ta co a copplete Shbletﬁl crazinaticn cf orne fotus. (3ve Iptervicw.
with Hr. Schroever) ke conparel the orfglnal skeletel exaninati

recerds (Exznhicit 1i) with the rejort that wea eubaitied to F2A
(txhipieva 1-13)}. LCre. T, Cclliry 2132 exazined s:eleta, agrecizens
at 5 litters ol each wulse lavel.
e noted the follewings .4 . . ]
1. 7%he originsl skelets) exazminpticn cecordu indicate a fiadiny cf.
"pypeplasla ©f the hexilla* §n one fetuZz of Dam 37 and cne J
fetus of Lac 35; (seec exhibit 32, phetc &), thias firndlag
is not {n the FDA pubzlssica. . tr. b, Schrceder ackaculedzad
tbeoco errorse. . ' L 1
2o Thoe efig.na} rzcletal erezminaticn corde lict s totzl of

168 (£3%) fetal skelatens with un uzsiﬁzee cervica} ceatrum -

R T .
h’ in the contrzl greup. Zhe origlinal records do net inricat» -

how itany of the cervical vertehrae had lcss thazm 3 ossif .
cl centrz. 7The POk cubatisalon indicates a tostal of 23 control
g fetuses had urncssified cervical ceontzum witn lege thon
3 centra ocssilfed. It {s prehedle that e&n errer was made i
transcribing the serceataye of 53 fpotead of tae total . | -
of 156 fetszl stelctons with uncraifice carvice ceatrual . |
to the Fii sulk 1saion. c D A

.

[ ]

3. 7The oriziazl .kelctbl ozax reccrlis fndfcete 132 uprer and 13
lcver inclsorz abcext for the coantrol yroup, 4% upper ané | °-
4% lcwer Incisocs sisent for the low cese graup and S8 upaner
‘lncisors abseat for the high dcse. These are neot seatlonsd ..
im tae FLa suoziasien, ‘ , . ' e N

s .’ . b * . LI . B4 - .

_&< The eriglnel eteletal exex recerds Indlcate crc starnan osal-

ficetlan center sclit ”o: tuc contrel c¢ecse aroury twi. stﬂ:nu"

'u“f.' sciticavion r;lxt fc not listee Ln tha ¥CA nutvt::xon. )
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.

‘The rudiaentary structures are saz2ll orojections froz the
£irst lumhst vertecrae, These are szall l4ps ridbs. Most

aninials with thesc Structures are gradel twice, They are
counte? as havirng 13 pairs of ribs as vell as rudirmentary i
struectures, . . . ST

Dre T. Collins® examination of fcral skeletal s
5 litters of each dose level revs=ale? only a feu
from what was ccntained jn the rav data thnzt woild

. N

the conclusion of the study.

Dr. Collins stated in effect that it vou2ld have bezn a battar
procedure to grade individual bones instead of closure Sraling
for skeletal exarination of the skull. (zee Exhibit 11

We madc a2 physical iaventotv of tha sxeletal epeclzmens, we
cozpared this inveantory against the skelatal fetal anscimans
that are designated on the laparctony records (Exhidit 2, 9,
& 13) =23 "2" for fatuseas that ware curdozed to be initially

preserved in 953 slcohol orior to staining, evisceration, clear-

ina with 2queous potassiva hydroxiAe, staining with Alfzarin
Red and stora’e of tha skelatal vredaration in glycerin., This
irventory revealed that a total of 15 skeletsl fetusss froa the
bigh dose group were ~issing. Wwe were tnable to obtain a dcf-
inite reason as ta why the following fetal skeletons were not
in inventory: 6902, 64903, 361z, 89308, 8509, B311, 5913, 9002,

90&¢3, 9005, s$00%s8, 9303, $939, 9011, anz 92313, Dr. J. Novarecsxe,

‘Groun Leader in Toxicology 8peculated that the four skeletal

1aG.

anecinens from litter nusaber 39 ans tha skelatal scecinens fror
litter number 90 nmight be in a separate carion that wa2s inas-
vertently nisplacea. .

Or. 7, Cellins found nmistakes in exarining the skelerald
icens of all dose levels. As an ex=zdle Dr. T. Collins
a roorly ossified Ischium for a fetus of Danm 58y this finding
is not in the rna subnission. (see exhibit 35, photo 5)

These mistakes appear to be equally distributed batwean

the dose levels. Searle's exanination of the skwuletsal spaclrmen:
corresponds essentially with the rpaA subnission,

J

y
o

Raynond Schroeder, the individual who did skeleton excaizations
uas: arate of the dose levals of the ‘
fetal skeleton specinens, There is ro identificaticn on

the hoty of the vialsz holding the akeletal snecinensy ths

fetus nuaber was marked on the vial crn. Thiz metho? of
ideontifying feotal skelaton speciment in vialz could cause

a xlx up, Phote nusber 1 of kExhibie 32 illustrates their
nethod of fdentification of the skeletal specimen on the

cap of the vialg,
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£IR 5/2=1/8/11 ~17= Searle Lahoratories
h ) : :’i\'o G.;. .':(‘c':tle s CC'.
- . Stckie, Illinocizc 60Q76

viccerel Eraiinaticns = Gruly E=% ) -{',f{ff

B

Ac 7tcx1vate1" ong=thire of the fetuses were fized o Couin'e solu-

.o

tiau {or 2ubscquun~ exazinotion by the free hand sectioning tecinique

of Vilszon. Tissue slices were examined vnder a éiseecting nicre=
gsczre. The rezcrt °Lwn1tt~” ts TN incdicotez that 21) tiszse
gllcez fros treatel fotusass end fror control fatuces with arons
wvere ttenqiet:eé ) polyetnylene bacs for temporciy sts r:gs.
eroclnens wore £iscrrled prrler te ¢ur lnspectlon onl there! uc
vare une;le t¢ meke ory craninetienn of their visceral aecclons.
mupze ware ne initiels to ifentify the indivicdual whe ¢iS tha
wcrx on the visceral examinstisn shects (iLxhloit 1%). f%he ..
visceral exzrninztion recorle do not ligt the respective fetus
{censificaticn nn:bcrs for MJC't IOi'n toz 22 fetal viaceral

crecizens. Thete inceazle cly dentllla? fotra sneclusnz cre léen-

ti;ief on the ViaC&f(& exsninzticn records vitn eonly the daz
nusser asd fefus peXx. AZ on exeuile, 2 Zetus ¢f Tanm munber 30
ﬁOulu bo licted os 43X fesale. The viscersl exaxineoticn shect

! :
& the rcz;ﬁc-

nifcates enly *Cone® JL no ebnorralitise are found i
tive visceres] zocticn. Txere iz no exewination sicat thet epeci-
fles what atnormelities they ere pertictlacly lecoking for 11 tha
visceral sections. Yhe inhiticLh. €oling the examinzaticens way 2wata
¢f coce levels cf the vlscnzal a,\c.ﬂeuc. \ : o
Acccrélicy te the vizceral aﬁiﬁatxor rQCfrés, see cexhikic 12, a
totcl ¢f 323 v:z;cral ex aa !htld@e verg don: on cwo c2ysz, Pu:”
Feltie 27, 1970 and ltarceh 5, 1970. "fir. Scarocdcr zsald tioat he o;u
vidcc:al secticns on a"vruxi rately 3¢ fetuces o;r day. e u,;

© The gow <ste or< the repert -u-xlttc- to gon sreclf;eg he 1thLﬁU.

cf{ c¢rly thres ancmclies. fycrocephelus wee ozpervel in one

lov Gose and in oneg high <¢cae fetus. Evdrenephresis end tydroureter

".were odzervesd in cne control fetys. ke notel thst the original

vigsccral eoxsrmicaticen records aloo gpecifled the fin2ing of bloecd |
in the pericarsial csvity of u viscerel sectics of fetus pumber .

‘4av1 eré the marking, “G.2.%. This r.n e of tlecod ip the

periceréizl covity wes rot in the FoA szimlssicn. There vcreﬁl[ﬁ"
no other szeciffc f{ncince ligtec ¢n the rat viecorel excziration

shects. The results of the re= ainlng resective fotsl visceral
exealneticres were listed cizply &8s "C.%.®. It zmay te interesting

te note that there hBave been teratolcegy studles conducted iz et

the ret by I'0r lsboraterles where the (Undinga {n the vicgeral -

"mections are reportcd fer at least 108 ol the fetuses. e
ol T i : : ..:“7'~
L A - - L. et el
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Co¥2PARTSAN _C7 myz LADDANTIRY AND VISCERAL SEIZTS.

uncovarad at laast 335 3discraoancies when we compared liating <o
fetuses on the visceral and lacor0toly exsnination r=cord IR

LA
"

o]

[N

- A = . aw
. PO

che2ts (Exhibit neabers 2, 9, 10, and 12)., Twenty-onz of these
discresancies consist of listing 2 difler=nt sox f£OI tha zespactive
fatus on the laparstoay apd vlsceral evaaination 3hzeits.. Fha o=
raindzr of these 33 discrepancies include a 1isting of tha alcohol

sixative, (a) skelatsl on the lanozotony she2is for fetuses that are
ligtad on the visceral exacination sheats or 2 1isting of 3ouia’s
fixative, (V) vlsceral on th2 loparoto=y sh22ts for fetuses thabt
ar> not listed on the visceral she2t3Se. "7he following rabulation

{1lustrates these discrepanciezs. . ..

am Sheet ggaaent

visc, Exam ghaet rLap. BX i
Lot listed 43413 (8) Fe=male o A
+ 4412 Perale 4312 (™) Fexale 4412 15 not in skelatal inventory.
L 6104 dale 6104 (B) renmale '

y 5110 panale 6110 (2) Male

p SADL Tenale 5801 (3) Male

. 5210 Hale 5210 (®B) pPanale
_ 2110 Hale 2110 (3) P=3ale ' . ..
~ 2113 Male 2113 (A) Nale 2113 is not in skelatal laventoty
_.1002 P=nale 1001 (B) ARale N S LT
71013 Male _ 1513 (B5) Pemale : ,;'“T'f_:"é ’
y7710 pamale - 7710 (3) H#ale ' ' Sy

F7713 #ale 7713 (8) Fexale c . : ST J

_ Hot ligted 3012 (B3) pPamale 3012 i3 not in skeletal invantory
. 3013 Hale 3013 (A) MNale ' ' . o
2701 H2ale - 27101 (3) Fezale - . ‘ ',-'x;=m,;;u~;3;'-_ }

2704 Pezale - - 2704 (B) Male - -

a04 Male - 804 (nB) Pemale : : R T

“~ 313 Fanale - 813 (3) Hale e o wEm s MR
_ 2910 Hzle -+ 2910 (B) Pezale ’ Co o B
U Yot listed - 7212 (3) Female , . R
U 7217 female ' ‘sjot listed DA% 72 had only 13 Fotus23,. - -

it night refer to fotus 37212
L 3201 Hale .. .3201 (8) Fenale I A
L 6451 Hale . 6401 (@) Fenale e e i e ]
v 5413 Zedale © 5413 (2) Hale A U
L 3104 XNale 3304 (8) F=zale oo T

L3210 Fenala 3310 (2) #ale : - e 1
_ 1307 Feaale : 1307 (9) M"=zle o e e ]
1312 Pedala 1312 () famale ,

. . ¢ Y . g

L‘//! ¢ (/o/o L L H a7 : . ' !

- r————— S RS

T4

C e e .

-
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A total of §
f2tud=s arse
liared for
Das 313

2eiore Tr.

to these sections.
anr?

»ith age.

b4 SN

given

Cellins,
szctions of this study it was brounht to the attentiorn of
.attorney, namely Mr, Pojer Thias that

to Searls ba2fore Dr.
Cleszancse and avthorizzation was given by Mr. Richard Ronk, bDircct )

Division of Pood and Color A3ditives.

-19-

& total of 4

fetuses are listed

in Bouin’®s (via=~

caral)

5504 (B) Hale S594 is
ot Listed Dam $55

‘A total of 5.

fetuses 2re listad
in 2ouin's solu-
tion for Dar $33

901G (B) Pemale
9212 (B) Penale
8311 (A) Hale

o the
Danm 290

Sear
Div.

skeokiz,

not
haz

He were unz2ble

akel
(=§23

le Laboratorlies
GC.T. Searl= 3 Co.
Illinoiz 60075

in sxz2letal inventory
only S fetus:zs

to locatz anvy
2t3l fetuses for
ing our inmventory

£ gkeletal zpeci:ken:

aspartanre (&C

- :An eveluaticn of embryatoxic anu teratogenic rnotential

" “in the nmnouse = 183362) Seg. II

Suteay of Peools exanmined the wvisceral

some Jen

age

Seagrle'’s
mavy ocsure

The sections had bean treviously exaaina3d

Dz. Collins was gliven

it is a fact that these kinds of secticns tend to come apart
Thesz sections 2re approxinately two years old.

Thies reguested thet afficial authorization in writing be
Collins ezanined the viaceral sections.

oz

authorization to examlne the viscaral sections of this atudy (£-39)

in tre company of a Searle teratolosist.

Dr. Collins azgrzel

to infora Searle's teratologist the resultsa of his readings,

(see exhibit 41).

nNate Inftiated:

. Y

Protocol Finalized - Januaxz y 15, 1975
Tha first recorded body wa2iqht - Pebruary 27, 1974

The firat recorded date of food consunption -
Pebruary 27, 1373 )



LIR £/2-1/8/71 -2G- Searle Lebeoratories : 1
Civ. G.D. Searle & Ca.

Skexie, Illinois .80C76 ,g
sate Caomzleted: Lest body welght' - Aoril 14, 57s B
Last food conzumption — April 14, 1975'"1’”??9§;¢7L
Final dzte o= visceral exam workspe2ts = Juneflg:
187S; Fizst date - May 28, 1875
_vondruska's notation on visceral e:a:ina:ioﬁ.cf
" fetus 41131 femcle = 6/24/75 I
ztes Fecorded on
Fezerse 34 S e
Laporotory Sheets ) C ) LT
For Skelectal . R
Exexs: The a;o.lty of the cates are elther Hay I9, 157:
cr Jure 4, 1675, Slx fetuces of bDam 1G& are. '
listed with 2 skeleton exam cate of €/3/75.
atecs Recorded ) -

on Eeverse of . ‘ o R jf-
Lapcrotoz=y Sheets . : ] A

for Viscereal 4 ' 8]
nxams. . say 28, 1975 and June 4,5,6,12,13,16,17 and 18" .. |
Date on Cover . ' o T o S ;#Af‘jﬁjvﬁf} .
Sreet of Fimal = - e , _ e TTe
=enort qub’-Ltted S ' : . D L
to FDa& July, 1975 e o - . ;;“@“,'.
animals 6sed§~-"tn \ Breading Lzbs . Giew A ?

Rancdoz bred 2lbino mice, female Cu—l Ftrain SDu
Randoa brcd albino alice, malcs -~ proven breede

.

36 feralcs - Cont'ol L.
. 36 femalez - Low [ase R R
- “ . 36 females = Medlium Do3e ‘3”*"7"—.;~ n
36 femsles - Righ Dose : o P

A copy of the purch se order for thesn female: ir

. attached as txhibit %21. TN o
tiating Procedéure - natus ¢zl Dating; dotectien of
copulatory Flus Geslgnated as day 0 of gestation

- » . - L] ~ Ny e o

- ‘ - Id
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TIr Ci2=7/L/07 -2i=- Lesrie LITLILTGIlx
miv, lele HUuLlc
Zackig, 1llinci=z 3
Cyreentratice: Intendes
ot Il=lizez Lzily oTle
in Diet (%) {crome cel %ilear=um)
tose Levelst Low el - i Coa
reciui 1.5 2 - s T
fich Z.UlY - 4 GEX
fusier O Iregnail
1iges Contrecl: 27
Low bos2s - 25
#eé, Leras 27
biszh Loses 21
Ve moted that ths pretscel specifies thot body waledts Will O
cn =sateticn deve X, 4, 5, 13, 1°, and L. Theo becy veloents
the ENA BULmicSicon weld recordcd oa gestatisn deye O 1, 2, %
13, 13, and li.
.
Scame of the Irvecstizoticn = E=C9
e benar a cearrehensive reviex ¢f Study £=13, @i 1218293 en
pitwi tue investigation ct E=Z, ET 0314706 wes essentially cco
chig aulitlizrel coveranl WAS in ac¢rroence with setncrizstian
ceived fre tbe Lureas ol Foouile
Ve bLeonan our revies by sepervising the conying of @il rew det
storac under #S: gaz) ot Secrlw Leunstarsries. 1n288 rooIod
ez follzuiny oeingipzl ltems:
1. Couy ot preteccl ertitled Fimsl Frctecel ror & Pre—-slinlic
=7 F
safety Lhuuy 2 SC-10862 Fath=Icy PLOje 3S. 1218372 (Bxni
. Cozies ¢f laperctely sheets = The raverse ©f the lsparoete
aneets include wisceral ezasinations ang mcme ¢I ghrlctal
sticn fincines. (mxnlibits 2¢-45)
5. Docy wel-ht dets (mahitir 2%)
£, Toed cenriTrties £otR (FeEivit 7%)
¢, Tigeeral e=sreipation WOIR 21)
¢, frcimtsl craaiasviun et
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. ' Div. G.D. S2arle & Co.
Sxokie, Iliinois 5QC74
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The lovestigators aucited tnis raw data by racomstructing the -i7-
inforoation sutnmitted in Summary Tacles. we verified total nuabdbzr -
of animals on test, indapencently taoulated and coaparces inforaatior
on Suasary of Uterine Implantation of all groups, veriflad maternal ..
body weignts, food consuwmuption and calculated g/X3 of test substance.
adrwinistered. Dr. 7. Collins exazined selected sk2let2l and vis- )
ceral sections. ‘
\

Fersonnel for Study 3FE-383

Tnis study was conducted by the following individuals:

i. Dr. James Vondruska — Sanior Researcn Investigator

2. Alan L. Mitchell - Teratolosgist
BLQEGail Xirby - Researca Tecanician ' . : . .
4. Ray Schrozder - Senio}'ﬁesea;cn Assistant -
5. Jeanne Thompson — Research Technician '

one Curriculua Vitae for Dr. James vondruska, Alaa L. Mitcazll,
and Gail Riroy are attached as Exnibit 216. 7The Curriculum Vitae
for Raywond Schroedar is included with Exnibit {1. :

Our review of CV's establishea:’ Ce e S
Dr. Jaszes Vondruska is a licensed veterinarian and is certified by
American College of Laboratory Animal Medicine. Ee has baen ea- -
ployad by Sesartle Labor=tories since Harch, 1373. L .
Dr. vondruska said that ha was responsible for submitting the final |}
report on E-89, PT 1218S75. S . . |
Alan L. Mitchell is a graduate of Southern Illinois University -
" and completed some graduate work at DePaul University, Cnicago, i~
Illinois. Mr. ditchell has assisted in supervising the teratology’
laboratory since 1971. Regarding the conduct of E-39, f#ir. tiltchell

was resosonsible for preparing the Treatment Mixture and for super-

vising the maternal body weighings and food consumption.

Raymend Schroeder has a Masters degree in zoology from taz Univer—
sity of Illinois. He worked at Searle Laboratories as a teratologists
from December, 1967 until Hay 2, 1975. #itn regard to E-39, Ar.
Schroedsr was responsible for training Gail Kirby in teratology .
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‘eajatez Lor tals indivicuele

- Bearic Labcocrateorier
:l\-’. C-nl seccle & ;Cv.
£korle, Illincls 60075

-"'

s N e
ané for svpervisins the mvotorctosy exaszjireztiofic. A detzrllead  --
account of cur Jcoe 22, 1%77, intervicy with Re Schroeder can be
founs in & subcerueont certicn of this rercrt. ) CR
tre. Jeanre Thospson, Techniclian, hoe very limited dutise en this
study (L=EY)e. Shp wat responsible fer takins materncl boly welghts
and feoed corc uuptiun. '

Ly, Sezecr;\ *echrician, hes teen ezsleoved st Searle
izt since August, 1974, She piayed 2 zelder fole in
uct ol F=2¥%, 1Ir thig exrericent she wee responzible
rains ¢ll o the vizcercl exexinctieons arg tor gheletal
he recelwed her tradning fa teratclegy frem hay Echrocéer,

re. sirry's edoceticnal gualificeticons inclute the Iclicwlnz:

sre. Biriy craduszted frem fladn Hignh Schoel, June, 13V1 ond rttenden
tereie Universlty feor three years wlhere sae ecquired 1&l seacsteor
asuere oL credlt, . :

Curfre en fnterview with Prs. Rirby she descrised bor regpinei-
Lilitics in cenmcucting this experizesnt to include ths fellovwing:
Fre. znirky tolé the invectigotore that ohe escziutec In prerforsing
nysterctesles, welghed fetunes, sexes the fetuses, fecorded

crces cnaervatlons, zeriarmed crc»n ru=y Teastrezents, and ro-
cerdes uterdiac Clstribution.

cd that in E-29 she was olso cexnarnsille for rreparing

Lhke =teot

erd vtaininy fetal sxelctens and viscercl sectienz. ¥rs, Ricxy
fritinlly reprertes tiet Koy Schrocler read the vizcersl eecticns
cr tris \"rrirc“t tut later corrected the statecent szying

ehe ex’rsi:’. 3 khe viscerel sectiona,. . c e

‘rr. Sir
retireu
Al z

ke zlzo teld the investizntcrs thet che personally
asxclotons on thlf cygerjizent arnu Cr. Yondrcieka hed cnccked
AT der obse:¢atiou:. A detoiled acocunt of the twe interviews
thrt wo held with sith cell wircy fc irclivced {n svlbseatent
roctinne of this rescrte Cuzrriculon vitar fLor Jefe. Vensruzke,

fole iltenell, onu v Kirpy are attectee te tals reporl as -
errioit ylt. e recucstes the curriculus vitee {foer Jo Thoempzon

On russzoLEe Occasiuns Lut we were told thet ne ferzal cursleulux’

A O
3

0

»
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Methots end Facilities - et
In?tt\irua vith Dr, Jazmee Yendruske end Alan Eltchell en §5/248/77
estahlishied trne fellawings Tr. Vondruszzs stated tact Yet Service
Cewartasrt woeg rancchsfsle fer anfzal care. nz dlebt w21 pre=- ;
nezred By Alan ¥itchell snpd bhe wae ezuisteg in tokin: body weignt i
encG feag ceonmsuunticn dste oy Jeanne Thormrneen, fezcarch Technlclzaan.
The lInvestizstorz wade zn en site vicit to zricel tsciliviez on }
C/2/77. _Lre. Yordrusha fcdontiflec Soer 338 In & Cutldian oz the
reos uwhere Study £-35 vas conductec. '
fie were zhewn the btyte of cage ang foodar uzed, Ve acted that J
tiafe rcoz wvas equlprad wilth tespeoreture and liohting .
cantrel. It ned eonly one dcoorwey [cr ontrence eond !
oxite o , N
tic were {nforzed that Individuzl fezmale mlce used in [-xy ol -
nct Lear ey Lr‘*"‘ ideatilication meck aftor treocding, .The =xice :
vere marked with toil celorinmg ter the regspsetive sroupa. Srced- !
{3 cane caris und (ndividunl “tenele €33e Coras &re cubrittad as .
xriblt 23. focerd of Qoily chservatlon would Le reccrded on thene |
cerés. We noted one observatien op the {ncivicual csqe caré feor
arizsl 117 “extencive hlesling freoz vasina on &/3/75%. .
The obecervetion i3 raecorded In tre Sudalszion an welld o, '
4 Summecry Uteczine Intersmaetign Deta Control Croup. ) ‘ B
Caznound Fofﬁulatloa: - F=38 . B )
“he test aubstanse bYelny cvoiuated In thfs Sezment Il Tptsfclosy .
Stucdy s L = aspagtyl - L - 'ncnyl:lanxng hoyn)l aaster (8 L)
{va:6ctane) Lot 59857, GeCe (LI, Tiils soweeres SC l-ub‘ Wo&
sézinistered by Cletary inccrgoraticn In fewcerad lazt .

5 )

Llet frox cestotien day & throush 1;. The lcilowing {ntended
¢oee ievels were fac the test enise

. INTERSTL CRILY COUCETTFATION IM
hd VoSN LVl Ay CILT ( F.C"-.‘J.’-.".- )
.,}cn"tcsc o 1.C grems/i; «73% e
. B Cose : 2.8 grama /i3 lotnt -
lxﬂ" Cese ¢ grazs/ig J.ecs h

The arl»ul& actunlly cecelved oy roxxnute. “& ¥ ors Lhan the
oris 1nal;) isleénsca Goses, :

-



————— e, o

e

M

Ty /8 /sy -2Li- Serrle Lancratoe]
flv. C.2. Secrle
- Svecwie, Illinoix
Seerie LeX¢rrteriss €10 nat wmairtain caten racesis ef the t
ment/etet mixtures, ner 2335y for cotancy, Rurissennity o s
litye 1In 2écitica we were urosle tc establisza thor tas jper
RYL Rept any MEtE SLUCRS of ary ciaer written recere oo tos
ci diet prezarctien,
Yre Jenxinzg was able o logety azue tnlicrzity ¢f ciz st=’y
% otog \vixzez cn 2 2lZferent aciive fnxrodient [ ar
ihow, nazely SC=-102¢5. Tnese rasults of gnilvsis are dateld
P2red end april of 1979 anc are ettecred as exhiiic Sl
Ritnuvyd theon studies oo not suistantiate &-o: enilzezicy
¢i wiz ef 3C1E:582 with |et Chew, they are scocittad
£or inécr=zzrionel gurposzeas,
Toe gfretocol for L-3y specifics 23 the sode of edxinistret]
Defe 1XS6Z to e adsfizol /i 4r the Ciotl. Lr. millten Jerk
{urnieled trno investlgatc:s4w1:n &2 copy of 2 levs! tor tus
Fat Ciiow, statise kbt thiz was tho enly Inferieticn avsile
22 te tRe eomzszitien end/or aneciffczticas orn tho frel (ir
<2). Lfe Jerkinz 2lst accompearniec us to the fict Frerocrst
e~ fdentified the rFlzer. Tt was @& Bahert nedel) C=l6y T Wi
Zixlnz bowl ef  about 3 ceallens Cazeclity., {'re Jensirz tolicz
UZ tDAt there were No 23SyyYR On these =ixtures of S.Ce 158%
Perine Fet Crew,
~les vitchell teol? us 2vrins hiz intervlew en S/24/77 thnot
reaporzidle for pregsarins the clet zir. » cozcribel nis =
prececeres as follcwys: Ine dist was race ag in 100U gras b
Anproxirately L grang xam vlaced in tae wixer Lowl ano th
agirorgiste 8Sount ©f H.te 15LEd wos sucad. Then the ronad
ezmcunt ¢l the Eat Chow v27 seded arnd tu2 contenmts wore rdxe
12 =in.
Sltreush they ¢le mot zszay ede sdizture of 3.0, 1IC8ET wits
Ciat, they &id ass2y the test subctarqe I.0. lé€a2, we c¢ote
eraivtical records for ticir vuslity Contrel crigliral ccz2zy
¢l Azzortame Lot 3%E87 (.o CCC0Tl. (Lxivioit 14 ano ZxbLisdir
TL was roted thct tre anslyos mals o seciral golnt errec In
crivinol woeri bond celeulations whon £3527 10l £O0r LCOLEnCy.
(TxMizle Y4) Tre errer waz cavees v uxine 1000 me, fnztor
€f 150 m3. quertity in the ¢ruatien and rulticlving by 100
Instzad of 1¢,600. It the crlculatice fer roteney le made
accorcance with the ezuatich 1iztsd wiea thelr soplvtical o
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EIF  5/2=7/3/77 -26~  Searle Laboratories
: Div. G.D. Searle & Co.
Skokie, Illinnin 49375

Exnibit 20 anl correct nlacerent of the dezimal noint, the calcu-
lation indicates sotisfaciory potency of assaratzme (5.C. 15352)
for their sanmple weight of ,1500 gms. It was explalined to tha
investigators bv ¥r. Aspinall that thesy weighed out exactly

150 =m2c. Zor this assay., He sald that the equstion for
czlculation of potency was not checked by a 2nd person.

~

Hvstetotomv Pata = -89

-

“vstercotories for E~89 were verferzmed by Ray Schroeler an? Gail
¥irby betwzen the periods of 3/17/75 to 4/14/7%5. His. Eitby
told the investigators during an interview on 5/24/77 that her
dutize fer study 5-89 included: ‘ '

a. performing diasections

b. welghinz fetuses

c. Sexlng fetuces

d. enterinqg gross abservations

ec. 414 crown-rump neasvureacnts

£. recording uterine distribution.

Dutiny this time Mrs. Xirby was supervisesd by Rav Schroeler.

PRayv Schroeder was resvonzible for the external examination of

tha fctusas (see R. Schtoeder interview). We authenticatas

the hysterotomy data by reconstructing a chart T

fron 2ll of the raw data. e found that this information was

accerately recorded and ce33entially the same as in the PDA
EubTission, We verlfied total number of fetuses, numter of

tesdrntions, total dead fetuses, average crowa=-ruad measurerents,
and bolw welzhts (exhibits 26 through 29), .

. W2 also chacked accuracy of recording the sexes bv connaring
the Jdata on the lamarotomy sheets azainst the vigcersl exan
cheets, wWe found no errors in naking this compsrison.

Exceptions:

Fema2le 3226 with gestation day 1 of March 22, 1975 delivered 4
fetuses 4/68/75, three viable 20d one non viable. Thls appears to
be a full term for th> fetuses to gestation day 18, The FDA
subnission states that this female delivared otermaturely on ges-:
tatlon day 13, o puns were saved for examination due to their
contition. The data regarding theaze dead pups was not included
in their ca2lculati{on of neans. A similar tyne situvation wos

. . ,
S —— ——
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Sriss for Zemale §3L0 wlrn seztaticn
celivercs iV LEQuees o fizron <o, 13
nt2ct feroses, This alsc appsarz to
SSul R gootaticn cay i, ne punt w
TRl regzrlling ChESS LuTS wes not o Mr
nS cf meen veluss, Thiz wa2 rreLalley
eu3e the plug of the carmz wal nmiszed
€c ¢a {nccrrect doyi. Ie Tr. Ccolilcs
® peen better T4f thepx littors Ls2 Swe
the reccrds kes-t, .
utaTing lIxslamtavicon cata lfisted in
nlssion frciudes: oate on aumsber of f
erations; scx cistritution; mesn feta
51 QrOUS=TUTD FQRIULSTLREI) &nd munk
aoted the {nllouing cl*cra~_h~y wher
ie3 <L vlevine izpflentetion In the Pry
ir raw czta, Toe gverand feszle fotal
arimal #3807 is repested on tavle musbe
fel.
cuZ Conzunstian
c-,tne Bocy walglites and foss coingu
attached as Lzhibit NUEbILs 24 2
ui tas raw Cata for at leas=t one thirs of
.ntxtxrs lieted In the FC4 cuscicsion i
Ch peal ¥ oI the FLA svisissicen
¥, medics grd ni.n cose gregys ©
Lien the crligin2lly istensdec dJdus
TN

ilo Ie.a.

crell sai¢ 2 § oz. gloss Ser was
A peper wnder each jar vzs vacd
wvas Cusned heca into the fosler
lo6s consunniion éata uncovered
cies Lroxe valuee lisced ia the
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Els S/e=1/2/07 -ii- Learle lenoratariean
ilve LU, Tasrla s Co.
- SkeNie, (iliaaiyg se07i
Alte I 3T Ivlsz
cor2undticn oo~
cereiag o eur
Animal rg, Sestdtion Dav c2icainticrns
405 1o vl
jogrge 1z R
-2 an estarisc co
: feCe racari fcr
£ey L2 = and th=
hatfuvricean coe-
®eabt YD as onmaot -
cusut sziilane.
26 13 1.2 1.7¢
232 1c 1.4 Lol =~ Tglou=
lated cn ey we, -
cav 11l dew 50
o 2edy wt. woT not
fecorial
) . k1 ~ o
el 9 laez . L--}:L'I" .o
SIS. Jacope Thounpcun, Pofesrsh Technicisn, was interviewed SR/ 0.
Ste gsid tnat zue waa zesuopslzle faog tehing Lely welalt zpd feos
COnIURDCLIon C2te. Lhe waS oSulcrviaed in tharcze creratiens by Alan
sltenclle ¥rse J. CO2UPE0R Soli that tae CCsoze levels ¢©2 €8t mice
ware ISentiZicd oy m=erfing treir toils with a sreciliic ¢clar,
fre. Taczpeen describesd how the animsls wers f28 ens how tne
walolhing s werd dore. 32 22id that the C&5€% were wullad gut and
the cmizzla end fead container wzigled cn tSe IRtec. Afterware
tad foed was acded anc tie container rewelcSeo. sCCaLiing
tc ber, the dlet mix was stores In a lacelew plastic centciner.
Hr3. Thoxpson told the Insvestisators that wvhere an osoterisk agurars
cn the Intec print cut undsr £poc conegurepiicn, ik zcant thst &reir
uclching Incicates srflliaze that {2 pot vsatle fer Taloulating
focy cazeunption. Site could net recall wholles or not the
anlczlt were ueicheld and fed 2t the saze ti-e =ach cay,
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5/2=7//77 -3GC- Searle Ladborat

rlas
Eiv. G.D0. Searle & Co. -
Sxoxie, Illinofis &C07¢
Sucraoccicital Eone . Centrol Fetuzes Sich Tosa Petus
Pcorly Cssifled . e
FSA Subzissics 33 - D
zsmination by 4.485 ’ . 2.473
Dr. T. Colllins ’ -
Pr. T. Collins zlso exanlnsd fztal skelatal spacizsns to verify
their £indings of major melformations: fetal skaleton 310203
with hyseplastic 4th thoraclc vertebral centruzs anéd fotal _
cxeleton £227C3, with frortal, varietal and interpariztal poorl

cszified, 2nd, 3rd, 4th and St sternshras srlit, &nd cleft
p2late. [e alsc made 2 rapid scan of the fetal skeleton of
lew cece cams $228 and 3229 and mediuva dese das $3201 to cen-
firz thelr findincs.

Cr. Ccllins found some mincr élffercnces in their classi-~
flcation of skeletal veriztiens. An exaznle weuld bz ths

cssification of the supracccipital bene. A certain a=cun:
cf varilation normally occurs bztween {ndividuoles whan -
teking these tyses of skeletzl exczmlnztions. o zerious
errcre were found. .

———

The cxeletal exazinzticns were nct done blindly. The {ndivie -
cual xnew the dose levels. There 13 no identificatien on the -
bocy of each vial thet each holds one skeletal gpeciaen; the 7
PT nucker 1212 e&ncd tha respective. fetus nusbar asre en 2 loxel
cn the vizl cop (see exhibit 32, choto l). . e

-

wh

Ve m=z2de a physical inventory of the skeletal fetuzes and cc - }
zccount for 211 of thenm with the excesticn 02 one fatus frc.

the high level (#42210). This was reported in the PDA sub-
ricsion. e e
“here are no dates of ezeminetion of the skelztcn tables
(exhibit 38). On the back of the lagparotory sheats, tha pmajor
Greletal variationz are listed. host of the skeletal’ L
exeninations are cated@ 5/13/75 and €/4/75. It would be = .. .
irrossible for one indiviéual te do a ceczplote skeletal -
exerinatlon of over 508 fetuses in 2 days. It {53 unclear over
wiat period of tize these fctuses were read.
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- s 5/2=1/8/77 -31= 59:rlo Lakorzcturies
_ . . v, C.T, Serrle & Ca,
5?02-~, Iillinoia 6057¢

griorzed the viseceoral

6. Cell Rirdby, the rceearch teochriclen wie g
- oend skeletil fatel exarinctiornz for stucdy §L=60 cozpleted anonut
= - 3 yenrs of collece witn Scl relates couraer that includes -
nqr"0104v, comzarative 2notemy, zecleny and genctics ska
startel c“ﬂlog~ent with Cearle Leboreteories inm August o: 1374
ant perlfernes visceral end srelerz) exsss for study L=£9 in
in Hay anc J;re cr 1575, Tais was the only study wnere =he
perrc::cu tie vizcercl ersmc. She stated trhat her-on=-the ict
tralnsz was abcut 3 Denths, W obtaines coriza ¢! twe Sescle
Treinlng Penuvzis for fetol ecit tlesnum and caclatel czaminaticon
(exr:lbic £2Z). Eoger Theis,ztiorney ceuticnes ts that thay

ceulan't ceterzine the cate wasn thece t..;nin ls

case {ntc exlstencs. Zherefore they coulan’t Lo censiderad

SUZ ¥gnuals fer txnlec studyv, fois in::ruCticn waaudal dezis

not heve sasletal photes. referred te in the maruel.
Netails le: Scennins of Sumgoocci~itel PBone ir Cantrel
knd Wleak Loze rooen
A szlective crazipaticn wern mele hy Ur. T. Collins fnr pourly
oreifled curracccipital wone in &11 of the contrel (157) ans hizh
doce (118) {etsl sSkelctsnz. Dre Te Collins found tEn sk 2lotal
fetuses thet had 2 pecrly ccsified seprecccipital {n tle Rind
doFage grouvry 4CLC3, <0118, 402064, 40713, 4C7Y), 4£07¢0, 4éli¢2, -
41125, 41237 and 41893, Thne gurmmary cof tetal sreletdl” ca,:ir:tion
drta in the FRA gubricsicr mtetee that thoy Scurs 7 fotusnes :
with & soorly oeusifled srpracccif tal :cr» in tho kizgh Ccse
grcipe Dre To. Collire ccnlirred thedr findincs ia 7 2f these
pxcletal tetusce, flg &lsu uncivesred rocrly osmificd suprecccipiisl
pone (n three 2¢fiticnel grhelcta) fetuses in the high Zlose .
groug, namsely 4U103, 40110 ané dU713. Sre 7. Ccllinz fcumd seven
Skeletgl frotyses with 2 pcorl%,osaif b4 ~u,raocc1hxt-1 in the
centrel groum 16102, 1¢233, -K028L, 12282, 12285,122¢2, and 132658,
?he sursery cf tetsl skelatal exosinctlon Coto in the ¥2N

etocission atates that Cezrle found § skelstel fcoctuses frox
th contrcl ¢roug with a supraccceizitel beone thzt wos wocrly
ocslfied. Lt, T. Cellins cenficmec thelr findings of & £26riy
ccuifice zanracceitritel beone in 2 of the contrdl ohelotal fetunt

e cld pot agree wita thedir Elnding ol ¢ puorly osai.icc

JEuzreocciylital tene {n fetus nuiter lOyu_. L
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ELX 5/2=7/8/717 -3Zi~ Searla Laboratories
Div. G.D. Searle & Co.
Skokie, Illinois 60576
Detailed Exemination of Skelatal Fetusas Bv Dr. T. Collins
Control Grouo -
NuZoer of Litters = 25 Ty
Number of retal Sxeletons - 157
Number of Litters Examined by Dr. T. Collins - 5§
Number of Fetuses Examined by Dr. T. Collins - 30
Fetus Nuzabers Exaxined: }
. 1010z 16805 112062 123G2 12402
o 10103 105065 11203 123063 124403
10105 10334 11205 123065 12435
10106 10809 11267 124035
10103 10411 12403
10105 10813 12405
10602 ) 12411 -
10803 12412
12414
Low Dosage Grousg. *
liumber or Litters - 24
ruwber of Fetal Skeletons - 153 :
Nuxoer of Litters Examined by Dr. T. Collins - 5
duzper of Fetuses Examined by Dr. 7. Collins - 27
Fetus Numbers Examined: I
202G2 2100z 218062 23402 23502
20203 21003 21803 23403 23503
20205 21005 21803 '234065 23505
20206 21006 218G6 23407 23506
20208 21008 21808 23508
21010 21810 23509
Yadium Dosage (Group
Numoer of Litters - 23
Nurnber of Fetal Skeletons - 163 ,
Number of Litters Examined by Dr. T. Collins - 5§
tiumber ot Fetuses Exeamined by Or. T. Collins - 34
Fetus Numbers Examined: 30602 30702 32702 33102 33502
30603 30703 32703 33103 33503
30605 306705 32705 33105 33505
30606 30706 32706 33108 33505
30008 30708 32708 33108 33504
.- 30603 307CS 331G35 33509, _ ., .
. 30711 . 33111 33511
30712 33113

. .
—— S, ———— .
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LIfn 5/2=-7/2/77 -33- Searle Laboratories

Civ. G.D. Sesarle g Co.
Skokie, Illinois 66076

Dosage Greup . -

2r cf Litters - 20 .
er of Fetal Skeletons - 11§ e I
€r of Litters Lxamined by Dr. T. Cellins - 5 oL T

c

of Fetuses Examined by Dr. T. Collins - 23 : o
Fetus Nurbers Bxemined: 40201 41102 41201 £14C2 43002. -7

‘ 4020¢ 41103 41204 414G3 43CG3 ’
40207 41105 41207 41405 43005

- 411086 41406 430085 .
41408 43c0Cg -
41429 R »
41411
. 41412

Viscerel Examination-E-8%

Aprroximately one-third of the fetuses from each litter were fixed
in EZouin's Solution for subsequent examination by the Free-zarg
Sectioning Technicue of Wilson. The tissue slices vere examined
un<er a dissecting micrcscope. All tissue slices fronm control

and trezted fetuses were then transferred to glass vials that .
were filled with 703 ethanol for storage. The vials are identifieg
with the preject No. PT #1218 and the respective fetus nemser. \.
These tissue slices are alsoc iéentifieé inside each of the vials‘\
with the respective fetus number. . e o

i
~ vy
/,

EEY TN
Our physical inventory of their visceral specimens reveals thé¢,~&;({
they are in conformance with the listing of the fetuses - .- /" "\
recorced on the reverse of the laporotomy sheet ({Exhibit $26 thru 25;.

¥e notecd that the alcohol was evanorated in the following .vials "

and those visceral specimens might have been c¢araged or destroyed:\
22310, 22503, 23507, 12101, 11209, 11304, 10101, 10564, 10707, N
20101, 206800, 12304, 12301, 12807, 20207, 20107. o St s e by \

AT 0

- a - - LA I A

Gail Kirby who @id both the visceral and skeletzl examinations ~. -
was aware of the dose level of the specimens that vere being -
evaluatec. There are no examination sheets that specify the
ebnormalities that are included in their examination of visceral .
sections. .

EBuring our interview with Gail Kirby she stated that a trairing
manuzl Lad been proviced her by Searle Labotatories, We subsequently
received copies of training manuals fronm Roger Theis, Searle attornsy.
The firm was reluctant to provide these training manuals because
they could not establish the date their manuals were irnitislly used.
Copices cf their menuals for visceral and skeletal exarinations wera
ultimately provided and are submitted Lxhibit §32. In reviewing o
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arence ¢all t2 her hese. Totdils regording Loth the

Cvf:l -
in 2 subsecquent cecticn ot tni-

Intervicws ars found
_Tepotte.

mination cf Visceral Socoolizerns by Tr. %e Collipe |

'DK’-
bz

-

l

Cellina exzxined & total of 21 viccerel snecloens. the
of exhinit ¢3¢ iliustretes gcome ol the vizeerel zyxerines
2e Ly r. Te Collian,.

L3 .'

EIL S/e=7/0/77 -d4= : Zearle Lotorsterios
"Dlv.e T.T. 3eerlic & Lo
Skekie, Illirois 80278 )
. ~ J
these zanvele we noted thet thery rertzin crimzrily te rawbit enm?
rot visceral exzus end nat te couse vizcezrel eraxe, aloc, Szarzlc
Attcraoy, ro5lr Thelc ld act furnish cogles cof s¥elatel pletures }
raforred te {n the zeonuel, ‘

. Ue¢ 20tel orly cre Alccrscoaney Surlny cur imventory. “he :
' soft tlsasue gpecinen fres fetes $42238% Iexale wae found n ]
Inventcory Lot the visceral exas rocoods <o rol imiloate thet

i¢ noc beon exzringd,  Ite lotcsratcrTy ohgcet for L=32 lncicotes
thet tho sHelctz) ereecimun ¢f fetue 42212 w3z locst, There (s i
e scit Liceue exzw ligted for $40Z1v itexalie with recolts of
TCeRe® Zor thlz feotun thet was not {n their =clt tlssus
Inventcry. ‘ J
e cenoared the listine ¢ the fetuszesz ¢n the viccerzal .

DeRISit §2)) e ler<rotony snfots (Lasalidblc :l0-29) ane ]

nstec thot dearle corraetly listes the sare cox for tas .
ceacective fetur on the viccersl and legcrotory cucets,
1They #lcc correctly specilicl the vsoe of douin'’z fizztive for
tig viscerz) suecinens. we nctsd that tiro recults cof tan J
vizcerel czzwdnzticns for & fetuces ¢f Grz 130 anu S fatuse:
of dam 226 arc rcnerted on the fzcr of the lansrstozy sheets
{(Lrhleft €26 & 27), bLiut these fetuges 3re not llstes cen ths I
viscerol exas ghests (wxtiuit €21).

"study =55 wzs tie only study where Coil Xirivy gecforoed the !
vigecrel exaxs. : . !
The viscersl exeminstion fnstructien rapcals ere not suecific )
with rz-z:4 to nu=mcer of cectlens or thickaesre thru the Net n. |
e were urable te sek Gall Firby to cxarine thoie wmanueals
deterzire it she used thaa fer ‘trafrning or relerencs, #rs. miry
was ir hor rinth month of Frejnency Znd was cn maternivy lesxve
whon ve conctctad cur meesha end £inz2l fntervisw by & tolerher™

—
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EIR S/2=7/8/77. -35- Scarle Ladorstorlss

Visceral Petal 3

- — . s =

32012 77

40310
%2227
422339
40109

40301 )
41205
43007
43612
42501
42407
41995
42607
€2614
42047
42009
£0202
452355
20707
18712

41752

20407

41101

23201
43204

Div. G.D. Searle 5 C
0

.. .
Skokxle, Illinaois &5 75 .

Counent S
Dr. Collins verfiad the finding. of 3 claft
that was indicated in thelr rawv data tur 4
theiz FDA subaission. R M
No Abnorzalities ' T
Mo Abnormalitien
Ho Abpormalities -
Or. Collins 3id not locate thze section
that was =acde for the ren2l velvic arsa.
No Abnormalities :
7o Abnoromalities .
They d4id not get enough sections.
Yo E3normzalities :
Yo Abnorsalities
No Abnoxrnalities
No Abnormalities
Lo Abnormalities
Sczcimen was In poor condition for exanination
NO Ahnorcalities .
30 Abnorzalities
NOo Abnormalities
Yo Abnecrmalities
NO Ahnormzalitias
No Abnorm2lities; but exceptionally
thlcx sections. .

-~
-

No Abnormalities but section of thorax was too
thick, zporoxizately S m» (exhibit 39, photo 2).
The FDA subnmission stated that the slices o0f the
thoraxz would bz sozewhat thicner than 1 =na.

Dr. Collins verified the findings of a seqmented
uterus thot was indicated in their raw Qata but
not in their 2NA submisaion., Dz. Collirs also noted
that there is a slight hydroceohalus of the . -
ventricle and enlargemant that i3 not in their
raw cdata {(exhibit 359, photec 3). -
Their raw data indicates that fetus 4110) has "a
tenal n2lvic cavitation of the kidney not enlarqges*
and {s an artifact and rot & =alformation. Zxavina-
tion of this fetus by Dr. Collins indicates an en-
larged kidney with hy3dionzchrosis (exbibic 35, .~
photo 4) A . e
Mo 2bnormalities

15 Abnoranlities but In the oninion of Cr.
Collins there were not =nough sections )
thtu the heart. o



EIP 5/2-1/2/77 ~-36- Seerls Laccratoriasg }
Civ. ¢f C.CL. Zearla o Ce.
Skckie, Illirois €375 J
53207 NC obnormalities but in th2 opinien of por.
Collins there were not endugh sections T
thru the heert. : \
417C2 Ihe srecizea was brcken 2 and was a problier

to exaxine

The szecimen was broken Le and was a probl

417C2 en

Lo excmine I
417¢C5 ’ ilo Abnormalities
417C€E ) Nc Abnormalities i
41738 No Abnormalitiss

Dr. Collins estimated that approximately 553 of tha fetuses haq
Cne or more viscerzl sections that were tcc thick (exhiknit 29,

ricte 2). It ray be sianificant that their findings in their

tctal of 357 visceral sections pectained to only thrze fetuses
(Exiibit £31). ror. Collins poted in soze cases thzt they miszeg ]
the reral pelvic erea. There is @ pessibility that some of the
sacticns might have disintegrated or some cf the sections mizht

not heve. been placed in the vial at the tige when they were !
originally examined by Searle Laboratoris. S
Statistical Fvaluation ,J
Attached as exhibit 35 is a memo from ¥r. Lennis I. Rugales, 1

LCerartrent of Mathematics, EFF-11C to Dr. Collins HIFF-155. regariing ;
an eveluation of the statistical methodology employed in this
study (E-89). An actual statistical reviaw was not performed.
In Or. Collins' opinion this statistical review of the FoA
submiscion showed that the rethodology employed 1in thiz study
vere essentially correct. The cormrments rade by lir. Ruggles ,
ccncerning this methodology were minor (please refer to exhibik 335).

—

Interviews with Gail Kirby

An initial interview was held with cail Yirky, research technician,
°n 5/25/77. Hrs. Kirby was reinterviewed on 6/7/77 by telephone -
in order to o:ztzin adcditicnel Information. I felt this was .
necessary beczuse Nrs. Kirby played a mejor rele in the conduct cof
E-g¢, :
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£IX 5/2-7/8/77 -37- Saarle Lahoratori
Div. G.0. Searle &
stokle, Illinoiz 5

ahorotorias to Hrs, Kirby at her tesidance,.

The interviews will be reoorted in question and answar forsat

ont diffzrencas between tha tws intzrviews. Portio

to »eint

€2
i
s

5

=hg second interview was hald by a confsrence cvhone froz Searle

-3 0of

this information -hzve been reported under the res=cective h-a;Ln;.

3

Cn 6/2/77 Richard YViktora, attorney told us that Gail Rirdy

hasd reconsidered her first interview and had now decicdad thaet on
study E=20 shes had verformed the wviszceral examinationrs.
Interview with Gail Zirby 5/25/77
2. %hat wos vour job in E=892
A, I workad as 2 Research Techniclan in Teratolezy. My
duties included perforning hvstnrotoaloa, nrenaring
fatuses in Bouins, preparinzg sxele-on~ for stalainz,
cuttina visceral sections and recording Seota.
J. Describe vour hystesrotoxy Juties.
A. These included:
1. Hakxiag dissecticns
2. *eiqhing the fetuses
3. Sexing the ani=zal
4. tY¥otinz the qross abnornmalities
5. Crcwn r2ad m2asurenents
6. TUTterioe Adisiribution of fetusss _ -
She 4id th= entire hysterotoay, she generally wrote bear .
findings on tha laparotomy sheet but occaslonally shs might
have received help with the transcription. )
Q. ULow were the Nilson s=ctlicns presared?
A. I cut the sections for sonzone else to look at. ‘The )
secrions were maje as follows:
1. Bix sectionz through head’
2. S5 cr 6 threouah thorax
3. 2 throujh tha kidney
0. whe eveluated the visceral sectlions?
A. Ray Schroeder evaluated viscerals. T may have transcribel.
(Nota: cha subzeguzatly stated that sh2 madfe o wmistske iz thia
initial interview and thaot actuzlly sho did those viscaral

exaninations).
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5/2-7/3/77 -2~ Searla Laboratoriss
Giv. G.2. Saarla g Co.
SkoXliz, Illinoia 33273
Jow long would it take Q7 Schroeder ts evaluate 7i3C2z22
scecinens renresented ln 2 visceral exan she2ts Qated
8/17/772
It would take sl1 day. {23 llitters)
How did vyou Predare fatuses for wWilson zections?
Put the fatuszas in bouin's £or 2 or threa weexs, then rinss
in tao water 2 or 3 tiwes and than cut tha feinusz 2 at a
tize on a plata., (Sh» Rad2 a record of tha fzsyus nusgar),
o9 were th= fezuses sexed?
Tas soxing on the visceral was dona by idzatifying tos 3:13a

2i2 you use a checklist eien verforzing viscersl oxans?
0 ve &id not use a fors.

L2scride your procsdure in doing vlsceral exas.

I toox the fatua out of th2 jar wialeh contained warsz.

Then I sat down whare T bad papar on Y rlgnt s{d=.
Ray Schreeder would than evaleoste the visceral szctions,

Wiy don't the work shaets show BOI® Bouins Stain?
I us=3 gloves.
who d1d tha gkelatons on E-297

I have derz skelstons exaninations, but T don't remenbar
if I 442 these, :

Showed har tha skeletal results,
*I did th=s sxeletons on B=-89°%,

On your sk=letal cloauvr=sa, what do you consider norral?.

Thls critezia 1a given in our manuals.

4 ~ 753-10C% o3sifiag
3 - 503-752 oszified

Yoy did you assess the skull closure? Did you do a r=2l
scroeening Job? .

JOR——,
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EIR S5/2-7/58/77 -35- Searle Lasoratgries
Div. G.D. Searls & Co.
Skokie, Illinois 60L748

A. The closurs was wnat was mostly done. . .

Q. Could you say you screened the frontal bone Or parietal

-

A. -1 hope 1 dig-.

Q. How many autocpsies coulgd oné person do in one cay?

A. 36 autopsies per day. I started at 8:00 anm.

(Gail said that sne did not kKill the animals at one ¢t

Ene di¢ tne killing over an extended period of time).

Q. Wno else assisted in the skeletal
A

exam?

- I was the only one who did skeletal exam.

L. 1In doing.this skeletal exam, is it fair to say that you

knew what level you were looking at?

4. Yes, we knew the levels.

Q. Can you descrioe a Sth sternum.

A. It is always smaller, it is the size of 2 pin head.

Seconé Interviaw with Gail Kirby, 6/7/77

(fz2lepnone interview)

Q. Give us your educational background.

A. I attended Loyola University until June,

some 100 hours credit at Loyola.

comparative anatomy, eabryology, microbiology,
cnenistry courses, one organic chemistry,

usual liberal arts.
Q. Did you receive a college degree?
A. No, I have not received a degree.
Q.,.Pleése tell us about your work his
A, I started in teratology at Searle
visor was Ray Scnroeder. Ke taugh
rme raterial to read and did histor

bnow me absorption ana how to make
did the visceral ssctions accordin

e s = 2 4 % Sy —— - 0 2 . o

-

ize,

one?

1574 and accumulstad

¥y bilology courses includaga

tory.

2 inorganic
2 physics, plus

in August, 1974. My sucsr-

t me tne basics. Ray gave

ical control anirals
Skeleton specimens.
g to wilson's boox.
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Note:

5/2=7/3/77 -4 1= Starle Laboratorjes
Div. G.L. S22atls 3 Co,

Skokie, TIllinois 50375

At this point, Rcser Theis, attorney, SLrongly odisctac -
t3 tha line of Guestioning statins that this was not ra

Y
-
8737l since Dr. Collins had rot found serious odjactions ...

to the skealetal exan findings,

Dr. Collinas stateq that it was relevant because thera a
very fow inztitutions whare teratolngy training is avail
able, Cons2Guently {n house trzining has to be Provided

Or. Collins asked whedher ar not Szarle had provided a

training asngal giving instruction for visceral apa 8xaletal
exanination., Gail Ritty told us that a npanugal had baen 2vailasle
and that it contained pictures orf visceral szctions.

Hrs. Xirby stoted that she aid som: controls, during yhizn

tize Ray Schroedar vould coint out unusgal findings,

Ghe stated “Ray Schroede: taujzht ze what was a nozrzal conditicn
and what was not. &ge also taujkt se what to look for when RaXxing
thes=: examinations.” - ' T -

Thls concluded the talephoned interview,

Interview With Pavmond Schrosdar

e - —— e et s e oy e

This interview was conducted at tha ‘ “in

C.: ®hat was your role in study E<5? ¥ho else waz i;volved?u :’

[ on Juns 22, 1577. o S

A.s I was supervisor of the group which ircludead 2 technicians,
Conna Eelas and Hargaret Fabar Fopoenrath. I did pot kill

Q.

Al

the animals but 4ig exaaine the aninals for external abnor=al i-

ties. I read sXeletons an3d read visceral sections after thevy

had been cut. tTonna Eelms killed the anizals, recorded the ob-

Servations, and the food consuantion, and pade u2 the dist,
Donna Pelms made the CIOWR=IURD "easuresents by slretching the

f2tus out on 2 plece of paper towsl, making two Rarks, ond realin:
the distance with a \ecaliver, Margaret Paber fionoenrath
also xilled animals, nads uo the diet, 4i0 Crown-rump
Z€4asutenents, and meazured food consuaption, . . -, ST
cia

701 30 the cassareans at the same tize eoach day?

» STound 10 in tha norning.

/‘
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I/L=T/8/77 -4z~ ’ Eoarle Laoncratoris
Cle, 0.2, “eorie & J3.
. frorfe, Iillinclis 43278~
Bhal vas tne evarcafzats ece el tne nelery
I havae no icdez of thelr age. 7The palez were yroven males fr
an [n=-house celeny whica hec been yses (o ;c.,x,.s stecics,

vint o veu Zix the <Ciets

196, 4 eidéit doiticlly, The zsgarftexs Los o n
L sl & tenleangcy to tall y.e Tne Ccucw way o
i T w2l & little Chew wosz pod
< « Flxes £27 anircsizate
e Lioal end xlacd., i @l
zrkesae end the 2edl w23 LGN Jroulids o
ere wae ne Lslling ol tioe eazsrtcun,
herT enty DORCH regerss GU Feftlve S3-010F Aeihe
OO
Lew much meel wes mizes U st ocnT tizgd
I dontt know Row muca wae alred up st ene tine,
teoscriinc the btvue ¢l sizcr erd Itz leccoticr,
t voz a nietert xlzer, eovraxloetoly 2 fect =ich, el anproxt
¢ oceolicn eapeciey. It weaz legoted on theo trird fleor im et
iet mixinzT room.
aF X7 c'ate chf ditference ic the martlcin clar ©f the asne ¢

vrne fLinlzted pizture wsn hemogsereccs In egpeerance ot Lioh:
A CCicP thin [e,ulér Thowe Lherc wis me “elilins 2nd neori
on the rete 2ould not diaccininmetes Lotuner cnow 2

Inp ¢y cpinl
2evartcade

cee 0N thas LICKRST

,.
[
"

(3]
v—
h 4

FOa» wQre the anize

The &nlz=ala were nut on [2¢K3 as they 2ot proonent. Sha
facra wole actiscatol and the anirels vere Lot on in reodor-
{ecricn. ' ‘ S

fow were the erfegle idsatlllceld lo studs E-57 i

The fcovales were car=punsned. (1o &I nol re= asker howowhe
2lec vgre Tarxec). .

——
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Q.:

A.s

Q.3
A.:
Q.:
A.:
Q.2

: The animals were Placed on the experiment randomly, .

: Several errors in transposition ang non-recorded data were :

5/2-1/8/17 ~43-  Searle Laboratorjes
' Div. G.D. searle & Ca.
Skokie, Illinoiz 60076
* Eow were the animals chosen to be mated on. each dose levell- %

weight, and were mated 4 days per week.

Who wrote the report? . S ot fﬁ:l'f?'
I wrote the report, ana also edited it. - fﬁ;

Bow waé it verified ang collated?

: Dr. McCornell ahd I.verified and collated the :ebort;:_. J;; N
- - R R P ..,,,l'

. \.\

shown to Mr. Schroecder. ‘These {ncluded a transposition O I
error in the recording of the unossifieg cervical centrum, ana
one unreported sternuz: ossification center split, 2 resorptions
(in dams 57 and 58) unreported, an unreported poorly ossifieg
ischium in dam 58, and an unreported unossified cervical_centruz

in-the.control group,

: I migﬁt have nissed them. . . L SFE

PR I

: How were the skeletons exanined? FHow was the data EeESf?ﬁb?i

How long was each fetus looked at? . CR P

The fetus was lookec at individually'but the data'ﬁés'fééétded
by litter (dam). 1f abnormalities were founa, they were igen-
tified by fetus number (e.g., fused ribs). Each fe;uqstgpki.t

approximately 5-6 minutes to observe.. . st
Are there any sheets where the skelefal'data.haé listédmbyfi.
fetus number? ) _ DR R L ey

"-.._..' . )

What parameters did you use for examining the visceral sections>
: A . .t
R -'.‘;.".:\_5_.'_-\:~ ..:\-:1:;_~ .

There were no forms that vere used,

Would you have seen reversed blood vessels, for example? . ..

- '.~‘...!.u..."‘ ...'.‘.'g -

Yes ) . ' .o R - ) ':"-_‘;-; :

How long did it take You to do the visceral éxaminations"bated
2-27 and 3-5? ‘ SR Troeslln el




EIR

C.z

A.:
Q.:
AL:

: I had rmany lnte:ruptiocs, end it obvicusly took lcnger than -
a I

T ——————

b

3/2/7/8/717 -d3= ' Searle Laboratorjes
. Civ. G.p. Searle 5 Co,.
Skekie, Illinois §0C076

¢iag agrroxizately 33 .per da». . o
Why wera only 3 abnrorzalities Feported, {.,e., 2 hydrocephalus,
aré 1 Rexzorraaga in the pericardial cavity? Cen e

- T e el
D

: These are the only abno:zelities.that wera found; I think tﬁet

Y

3

the \rat iz a $00d rat.

Why are there'differences in sex recordeg on visceral sheets
versus laparotory sSheets? There are approximately 20
Gifferences. . -

I wes interrupted meny tizes, also transzosition cduld ﬁave tekcg

Place because I was looking at 2 fetuses at the same tine.

Whe traineé vou in teratelogy?

03

I trained mvself by Icciing a2t meny control animals plue animzis
from studies in ¢ amino-nicotinemiée, hydroxyurea, and rethyl

-salicylate. The onirals from the studies had positiva tissues.

Wnat Gate &i4 you leave Searle?

I left searle on May 2, 1975,

Why di¢ you leave Searle?

I vas fire¢ by'Vondruska. I didn't‘get alons with pr. VOndEuska
I left searle in Kay of 15975, e W e

What role Gic you Play {r study z-g3> ._J-ﬁ'f';'l,,

LY

I ¢id strictly extetnal'cxanlnetions, sometimes sex ang weight
of the fetuses, and the gross examination for external = - -

dbnorzalities. v - , o

Dig you train Gafl Kirby? If sc, how? . '.;¢,:

There was no formal trairing. I peinted cut thinme to‘SEr'and

- ehowed her Ferresentative sections. I was rot there very long

s If you were in charge of teratology, world you have

(approximately 4 months),

put
Geil Rirby in charge of an entice expericent? .

L 8o not want to be preszed en answering this Question. o
Iir. Schroecer volunteered that Gail Rirky was hired to augment

the teratolosy greup, .

-

——.—"-—-—-—-—-
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e 8/73=T/8/77 =§tm . .- Gesrle Ladoretcries
- . e Cive €ula Seirle & CC.
Tee=s - o gkedlez, Illirnolz €5275
. IO ' ..

- el L

Interviey Witk Fr, Jarcrs T, Vendrusla

' P

Thia intervicw wes heléd at Scarle Lcrst*rle. on Juely 7, 1977,
Thece prsslent werrn 2. Vcwczuzha. PiCu:r viktere, fogsr Thels,
Jorsy Lreztler (tec. leeuer), enc L, Thowas slliins,

Sre ¥ONITUSAG $2 Llrectece of Anlmal'kesaurcos., Ab~the tl=me ¢f cic
study, Mo et B resosrch sclentist., Hiz fcouediate suzerclizor waz
Lr. Lodert #cConneli, Flrector ol tne zathciogy-.oxlcg;czr seperi-
pente

-

.

Loz a2k were tha Instructlons glven te ¢z1i ficvy fer steletsl en:

vi.caral exz=Ilnations? : e .

Aes Tell Birby ks teen at CLearle for saveral zonthc ang hed Seer
trei e by Reysend Séhroeder, for whoz &hs verterncs the gane
furncticnse &£be wae t¢ld 'to cefry On. I Crve her n6 sypoccls 1—
ingctructionas., - . .

Cr what deele Gid you feel thet Cail Ficdy was adanratoly
tralpned gns hod the’ canacitr to ¢s the skeletal onc viacrrel
secctions? . : .

et I relicd o Schrocder's tralninc. When be ~ag pet there, I

srct checked, -

vel What vsrcent of thr 500 or more skelotons di¢ you czexine?
kaera are the roccrds ol your exaxirnatlcns?

Ee3 2 oroczly locked 2% 1083 of the fetuzes for 2ororz2lities una..
& éieaecting microscopd. I checked 2 sxall gercenteye
(errroxinately 18%) for skeletal varlatiorz. I alsc checked
Cail ¥irby'c work when Schroeder wazn't there. 1 don't gecall
ary recordse 1 Gla not rmeke & separete set of notes,

ni:et gorcent of the 300 or sc visceral gecctions ¢id yeu exen!

A.t I ci not check visceruvi eocticns. key vwere dene by Gefl Fir
Scrhroecer bal lcehyg gons.

et DiG Lolld biruy uss 8 dictapkonce?

Aot Sre &4Z net use & dictatinyg 2echnlne Lor voerk perf{orzecd oo thiv
bered, EShe made handwritten rcte- written cn the raw d’ta.

Laet what vas thoe signiticence or thc cute &/4775 on tgo I:cat c!
tre lejferpton *7 ducst'7 . oo

.. -
. .



IR 8/2=1/8/77 -{i~ Sesric Laboraterias
Glve €.C. 8zcrle % Co.
Skekie, Illirois 62376

_ ket Thiz vas the cate on which Cail Eirby averased the crown=
. rusn ané fetel body welghts. AT

Q.: c: sbat vzals ¢42 yeu consider the renal cavitstion an'hrti:ac:‘

A.: Thls was prodably 2 cad coolce ot tercinolegy. I :hou,nt tazt
Gall Zirby cpr through tke kidney at an incorcect é&nila (z2gains

the Liaa). . e ‘.

Lot Tic you cxenine thls viscersl secticn then?

A.’ *.'GG . . " )

Cot WhY Sién't vou roport the visceral malformatioss o! cegmcented
uterus and clels rclate in the FLA cubmiszien? (Dr. Vondroska
was ehown thic FUA subkisgicn aloay with the rew dcata). :

M.t This was prodably an oversight.

Q. kha {z ths silanlficzace of the dztez f/14/75 and 5/1%/125
cn the beck oz the la“”tdte ny sheeks? o

A.t I con't know. JYou will have to atsk Sell Rirby. 'f f, W

G.t Tay ¢16 Schroeder lesve? ' . L
A.t Schroeder wae azked te leave, lis lceving bag nothing to do
with techntcal cualilicaticns ag a resecercher. 0Oe lecked
Burervisery skills znd thece were per soncl &i{2%fcren ceﬂ.

oy . . A :
e, s ‘.

Interview &lth Kargsret Faber Sonpenrath | v

This iatervieow wae lield at her hioxe on the evening of July 7,
1377. Preczscnt wace Nocgaret dicppentatu, Llfe Sogusnroth (buu;anJ),_
toger Tkels, Jerry urcsale: {tezn leaénr), ard n:. Thovas (0llfins
when Hg. Bressler and Cre Colliina arrivec at the GLoppenrath boie

at approxisatoly 7300 peme, Rogor Theis wes alrecdy there. ' .

Fargaret ilcppesreth was zenticned by en exployed as poasibly -
having weried on stuly B-Se. rc. icppentatl i ad longer waraing
for 3estrle Llaberateories, but agreed to ke intecviewed =y the F2A
teem. A copy ©f study 2-3.was glven to her te roview on June 27, |

1'577. X * . e e

Nra. doppunrath stated thet upea tilnklrg {t over, che éid not
think that she was involved 1n &ny of the cesareans en F=5, THe

L

——y



L EIR  4/25/77 to 8/4/77 -47- Searle Laboratoriss
JSA/DNE/IT/LF - ' Div. G.D. Searle & Co.
Skokie, Illinoi 66075
- Bart Tangonan '
; Tony bMartinez
David Xie
- Robart Spaet
©  'tne above four persons in. the toxicology department worc invdlved‘
F .with assembling data for clinical chemistry and nzmatology

determinations for April 1973 to Feb. 1974,
Joycea Schulmann'-fpé;formad'uriﬁélysisAand hematology determina~
tions from April_1373 to Feb. 1974. .

Pnilip Huellner.~ Technician in Path-Tox Dept. July 1970 till end
of study. S T R

Janet Praal - Technician, prepared'indiviaual~wb;k sheets for

urinalysis;¢ No 1onge; employed by Searle. o ‘ -

C. The following employees were intérviewaad regérding clinical
lab procedures, and methody for recording clinical lab.
data. . - ‘ S T e T

1) Bart Tangonan'bn'6/1/77'regarding the recording of data.’

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

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

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

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

D. Other Documents and Procedurés.Used to Authenticate Clinical
‘. Laboratory Dataz values in Submission were as follows:

Toxicity Study In The Rat. PT - 988573 Protocols, Organ
Wleights, Dosage, Hematology, Urinalysis, Blood Cheristry,
Protein Electrophoresis.” The volume was subdivided into

l‘ 1) One loose leaf volume entitled "SC-19192: 104 Week Oral
I sections according to the above pParameters. ‘“The indivi-

R e N e
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€/2=2/5/77 ~it=  ©  searle Laboratorles
. . TIAV. \J'D. "".’ltle & C(.'
ukCl’i?, Illi--OLS 60”7“

Cory of FGr cubplissicn on study L-5 -
F & L ereanization chert : = L, S
Telo Scarle ipamucl Peport 197C o o

2} Cu’rl.a;u* vitae = Jzaes T vc TR LIE S
%) ¢urriculun vites = Alan L. Mitchell
c) Currlculus vitee -~ Cofl Kirby .

Caain of resgonalbility 13578 . B

Tinel preotecol for z praclinical sa.ety study cf SC 18852,
FLth-tex project 1141347 (E~39) i}

fearle eralysis of '"Pn_.kng C=G07S, lct "SSELT end ccpy

el uﬂ&&)&t notebLoah gertinent to 2558y, StLcy $L=3y

Searic Lahoreteries anslvticel sreciticeticon for Aspartane
{SC 13862) =mothel CA GLO4-0374 - Stugy £~85 e

Chorles PRivar Ereeding Lab, illzington, Hoss.

P.Se S02726 - rancox brudé albino zmice, CL~1 strafa ~ Study C-t.

Lotel cezy - vurlna Fat Ch w = Stucy I-£2

Cane corla Lreed unit sac indiviu i'fa. lu.meue ﬂa~e.;ar£,
Cepy ~ Intec print cut bedy wvelght u«ed ln :-39 ';'5 E
Ceny = Intec gtln§ oa:iteec égncu:ptiqa”§ata( £-33 :
Cesy = leporeteny ehests Centrol animals.Q £-35
Copy = lagccotomy sheets Low Lose enisals = L35
Cesy - lepcrotomy cheet ﬁaakda Coce, C-69

Copy = lepcrotony shcet Ligh Lose, n-bq L .; (T

Copy ~ undated report = fetel skeletal exa~instion dote, C=07
Cupy = viscaral cxaminaticn rezect, ?11215.:5/5/75.7 E;eﬂ

oy = instruction wanuel Q~tc1 'o.g_tissue end nholotsl
c2ens = C=§3 LN A PO
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EIR- S/2-7/8/77 -45- Searle LaBorato:ieé
. . ' Piv. G.D. Searle & Co. "
Skokie, Illinois 60876 .
. 33.! Copy - mixer data 5C 10235 in Hobart nizer - E-39
:34fj¢opy of rhoto taken By Searle personnel of fetus . 3~
-, '#32703 - E-39 : Ce

- 35. Statistical data regaréing interpretation of results~of:i.“
l. : . Study E-89 IR

36. Randomization procedure for Study E-89 A RE
[; 37. Copy of FDA subrission on E-89
l’ 1 38. Listing of data for teratology studieS under FDA scal {

39. Photos 1l-6. Photos show identification label on cap, thick

o section, Hyérocephalus, Eydronechresis, reduced ischium
]j,_ and missing pubic: bones, Hypoplasia of the Maxilla. :

‘ : 40. Copy -of memo refusing to allow an additional interview
! 3 N of Gail Kirby signed by Kr. Koger Thies. B
R 41, Copy of authé:izaticﬁ to examine visceral sections. L
r , e R
[ . .
S R carl E. Lorentzson o ma
I Supervisory Investigator - SR TR
lji'ﬁ. Lot o R : Johnny.F. Salas R

v, Dr. Thomas F. X. Collins ATl
[ ;:L5f - IEANLS -2




