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I
I

STATISTICAL METHODS

I
Mean organ to pathology receiving weight ratios and organ to brain m

weight ratios of each dose group were compared to the control by a test
procedure developed by D.A. Will iams (1971, 1972). This test procedure •
assumes that the mean response is a monotonic function of dose. It is used |
to determine the lowest effective dose at which there is evidence of an
effect. A two-tailed test was performed for each sex at the .05 and .01 —
significance level. •

Mean terminal sacrifice weights were adjusted for differences between
first dosing body weights by analysis of covariance. The differences
between first dosing body weights are eliminated by adjusting the terminal
sacrifice means by regression whether the estimates are obtained as if the
treatment groups all had the same first dosing weight. The dose group M
adjusted means were each compared to the control adjusted mean for each sex •
by a two-tailed t test. The significance level was set at .01 rather than
.05 to control for the number of comparisons being made.

The analysis of aspartate ami notransf erase and alanine aminotrans- •
ferase was complicated by the structure in which the samples were
collected. All animals in a given dose group were measured on one day. M
This does not allow the dose, day, or dose-by-day interaction effects to be •
measured, which from past history have been known to exist. A one-way
analysis of variance was performed where each dose and day combination was
a level of a factor called day-dose. A significant day-dose effect does
not tell whether it is a measure of differences between days or differences
between sexes.

Possible outliers were detected by Dixon's Gap Test at the .01
significance level. The detected observations that were declared erroneous
by the PI are given in Table 12.

Williams, D.A. (1971). A test for differences between treatment means when m
several dose levels are compared with a zero dose control. Biometrics, 27, •
103-117.

Williams, D.A. (1972). The comparison of several dose levels with a zero •
dose control. Biometrics 28, 519-531. ™
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CHANGES MADE DUE TO OUTLIER DETECTION

CID

37600256 Lung set to missing

37600261 R. Kidney set to missing

37600224 R. Testis set to missing

37600229 No organs weighed - observation deleted

37600230 No organs weighed - observation deleted

37600231 No organs weighed - observation deleted

37600232 No organs weighed - observation deleted

37600233 No organs weighed - observation deleted

37600234 No organs weighed - observation deleted

37600238 No organs weighed - observation deleted
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TWO-TAILED I' VAUItS KUK LOWKST KmiCTlVE IDSK liY WILLIAMS ItST

1
I
1

BRAIN

HEART

LIVER

LUNG

OVARY

R. KIttiEY

R. TESTIS

THYMUS

SPLEEN

ORGAN /

P VALUES MALE |

.OKIK.05 j 6325 P i

POOL 1 6325 P !

.UKK.OS i 6325 P i

P<.0l j hS !

.OUK.05 1 405 P i

PO01 J 405 P i

.01<P<.05 ! 6325 P i

P£.01 ; 6325 P j

.01<P£.05 i N/A i

POOl i N/A i

.OKPO05 ', 2530 P i

POO! | 2530 P |

.OKPC05 i 6325 P i

P£.OI i 6325 P i

.OKP005 J NS !

PjC.Ol ! NS \

.OKP£.05 i t<A/ !

IK.01 1 N/A j

RATS

BODY i

FEMALE !

1012 P i

1012 P i

NS 1

NS i

405 P i

2530 P !

us i

NS i

N/A i

N/A 1

405 P j

405 P i

W/A !

N/A i

2530 N i

NS !

N/A j

N/A j

EXP 376

ORGAN

MALE

N/A

N/A

6325 N

6325 N

162 P

405 P

NS

NS

N/A

N/A

6325 N

6325 N

MS

NS

0325 N •

6325 N

N/A

N/A

/ bKAIN

FEMALE

N/A

N/A

2530 N

2530 N

2530 P

2530 P

6325 N

tiS

N/A

N/A

NS

NS

N/A

N/A

1012 N

2530 N

(./A

N/A

1
1

i ORGAN /

t MALE 1

i 162 P 1

J 162 P i

i NS •;
1 NS i

1 BO P |

! 162 P i

i 162 P i

i 1500 P |

! "/A !

i N/A i

i NS i

i NS 1

i 162 P i

! NS !

! 1500 P i

; NS ;
i N/A i

i h/A !

MICE

fcODY i

FEMALE i

1500 P j

NS i

NS ;

NS i

162 P \

162 P i

NS j

NS i

N/A i

K/A i

1500 N J

1500 U i

N/A 1

N/A i

NS ;

NS !

N/A i

N/A !

EXP 376

ORGAN /

MALE i

N/A !

N/A i

NS i

NS !

750 P i

750 P !

NS i

NS i

N/A i

K/A j

1500 N i

1500 N i

NS j

MS i

1500 P !

NS i

N/A |

N/A i

UUAIK

FEMALE

N/A

N/A

NS

NS

162 P

162 P

1500 N

NS

N/A

N/A

1500 N

L500 N

N/A

N/A

NS

NS

K/A

N/A

39

J

I
I

•

1

1

I
•

§

•

•1

•

1

1W

N = LOWEST EFFECTIVE COSK IN A NEGATIVE DIRECTION J>T SPECIFIED P VALUE
P " LOWEST EFFECTIVE LOSE IN A POSITIVE DUIECT10N AT SPECIFIED P VALUE

NS = NO SIGNIFICANT KVIltt.CE OF IOSE EFFECTIVENESS AT SPECIFIED P VALUE
N/A = NOT APPL1G\BLE 1

1
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Pathology Services ft
UNIVERSITY OF ARKANSAS FOR MEDICAL SCIENCES J e f f e r s o n , AR W

NATIONAL CENTER FOR TOXICQLOSlCAl RESEARCH 72079

DATE: •

October 21, 1981 m

TO:

FROM:

Chief, Clinical Pathology

SUBJECT:

Serum enzymes for Experiment 376

It appears that only the high dose (1500 ppm) had an effect on male and female
mice. There appears to be no significant change in aspartate aminotransferase
(AST or SCOT) or alanine aminotransferase (ALT or SGPT) at either the median or
low dose. The greatest change in activity between treatment and control
occurred in ALT. This should correspond with histological lesions in the
cytoplasm and loss of cellular membrane integrity.

The volume of serum from mice at the high dose was extremely small. Is this an
effect of lower body weight or a toxic result of the chemical which caused a
reduced blood volume or extracellular fluid?

In rats, only the males appear to be affected. There is very little, if any,
change in the AST and ALT levels in females in any dose group. The greatest
change in male rats appears to be in ALT. This same change was noted in both
sexes in mice. The higher microsomal protein levels after induction in the male
rats could account for a metabolite being the toxic agent instead of the parent
drug.

These enzyme changes are consistent with damage to the cytoplasm and cellular m,
membrane. There is no biochemical evidence that damage to organelles, e.g. I
mitochondria, ribsomes, etc. has occurred. *

We have changed our analytical technique for ALT and AST in mouse serum. This
should eliminate the problem with QNS samples on the NTP projects.

Sincerely, 1
Chief, Clinical Pathology

cc: I

1
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> o
"3

-n-n ofl D —
rn rn m IO

r - i i s i i 2 i 2 Z i - z i 2 ( - ( - ( - r - ' - r - r - t - i - r - r - r - ^ S i j £ i - 5 S 2 S i 2 i ( - r - ( - c - i ~ i - r - r - r - | ~ r - i — j c i ^ i e i X TI
" " "

.
m ~n m ,n -n m "n .-n m m .-n -~n ,-n .-n m m m rn -n m m ™ m TI fn .-n rn m m in .-n

-I ./>
30 -»

O - - o 3 o O O i s i i — o p O O - ^ ^ * — M O 3 O M O i— '
^ M ^ ^ : . ' — ^ j j * « . ^ ^ ^ 2 . - o 3 - 4 J > ^ ^ ^ : . - i : j

cz.

^ .

J •'' T: C - O J O O O O i; J -3 7- > J' > J- T> "^ J- > -T > ~ J > 7- 7- "* ̂  > > ?• > > ?• O D " ^ i ?i 2 ? n C - .S 3 3 3 o a >

217



© Q O G O O O O 0 . O © G > 0 Q O © O © @ ©

31

3
>/>
rn

O
*-s

o

— r~ i- t- r- r- r~ r- <- X Z X £. * S. ?. 31 4 JL

r ~ r — i — r — r~ r~ r—r~r - r - i
m m '~n TO i-n en m -"n rn rn m m

.
t- r- t~ —

> o
r~ wn

x m

— -i
a -H
•<

, e o 0 o 0 « o o o O o u i

5) 3030 i>* • J* ji i—

O

— *
m

218



• •

I I-* m

?
r> O~o
"^ C^
a <m

> TJ

rn —Vi O
»> o
f J>o
O r-

w 10

m rn *"n m -"n TI rn rn

•— -J -J -Jl Jt '

~s> -a "a x f a ,1 x TO "a •?•
i

91 Q



220

in

Z

o
0
o
o

ao

o
OD IV

O
o
o

o
M

00
J» O

O

co rv>

O O
t> O

•x
0

3> IV

0 0

O

a KJ

o

5

0

5

o

a

a

0

N
O

R
M

iL
 

0
1

2
/C

1
2

 
C

1
2

/0
1

2
 

0
1

2
/0

1
2
 

0
1

2
/0

1
2
 

0
1

2
/0

1
2
 

0
1

2
/0

1
2

C
O

N
T

R
O

L 
8

0 
P

P
M

 
1

6
2 

P
P

M
 

3
2

5 
P

P
M

 
7

5
0 

P
P

M
 

1
5
0
0

 P
P

M
AW

 
G

G
 

G
R

 
D

N
 

00 
O

U

O
B

S
E

R
V

A
T

IO
N

 
O

B
S

/T
S

T
 

C
R

S
/T

S
T

 
O

R
S

/T
S

T
 

O
B

S
/T

S
T

 
O

B
S

/T
S

T
 

O
B

S
/T

S
T

S
P

E
C

IE
S

 
S

T
R

A
U

 
S

E
X

M
IC

F
 

B
6

C
3

F
1 

F
E

M
A

L
E

T
E

S
T
 

T
Y

P
E

! 
S

U
B

C
H

R
O

N
 

P
O

-H
A

Y
 

R
O

D
T

F
! 

O
R

A
L 

F
O

P
O

 
"A

o
f- : 

I
 

N
T

P
. 

IC
1

<
,
5

F

C
A

"?
: 

0
0

0
4

e
<

»
2

lf
T

C
^'T

:

m
X
•o
m
TO

i
z
-4

O
\Jt
O

0

-4
m
•*/>
-4

a
(V

C
lIN

tC
A

I. 
P

O
S

F
i>

V
A

T
in

M
 

. 
- 

P
f™

P
T

: 
F

l<
;p

.->
T

7
3

N
T

P 
' 

• 
D

O
X

Y
I.A

M
IM

F 
- 

' 
• 

P
IA

T
C

. 
n

o
/i/./o

->
I
I
I
I
I

I
1
I
1

1



NATIONAL CENTER FOR TOXICOLOGICAL RESEARCH

FINAL REPORT

EXPERIMENT NO. 376, DOXYLAMINE, 90-DAY STUDY

IN B6C3F, MICE

APPENDIX D

LIST OF STANDARD OPERATING PROCEDURES

221



LIST OF OPERATING PROCEDURES •

Methods and standard operating procedures ' *
during conduct of the experiment are listed below. ^

Animal Husbandry Standard Operating Procedures •

6 - General Duties

Building 6 - Rack Washers

Building 6 - Autoclave #1 - Steam Only

Building 6 - Autoclave #2 - Panel #1 - Steam Only • y

Building 6 - Autoclaves # 1 and #2 - Cycle Times ' —
1Building 6 - Autoclave Loading Diagram . •

Building 6 - Autoclave Loading Diagram » . A

Building 6 - Autoclave #2 - Gas Only

Building b = Isolator Rooms r fl

Building 6 - Autoclave #3 - Manual Operation

Building 6 - Autoclave #3 - Control Panel •

Building 6 - Autoclave ?3 - Automatic Operation
IBuilding 6 - Autoclave #3 - Cycle Times •

Building 6 - Sterile Transfer " «

Building 6 - Hacconal (Wetting Agent) *

Building 6 - Isolator Dip Tank Solution

6 - Peracetic Acid Use

6-2% Peracetic Acid

Building 6 - Rat Inbreeding (Room 128)

Building 6 - Rat Inbreeding (Room 129) g

Building 6 - Load Scheme for Pellet Feed Containers

Building 6 - Entrance/Exit of Personnel, Equipment, Supplies, Animals

Building 6 - Entries in Room Log Books
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Building 6 - Steam Console 10

Building 6 - Gas Console 10

Building 6 - Water Information

Building 14 - Rack Washer

Building H - Rack Washer Maintenance

Building 14 - Bottle Washer

Building 14 - Cage Tunnel Washer

Building 14 - Tunnel Washer Maintenance

Building 14 - Changing Millipore Filter

Building 14 - Steam Kettle • »

Building 14 - Thermo-King
»

Building 14 - Water Information

Building 14 - Hypochlorite Solution

Building 14 - Feeder Dump Station

Building 14 - Environmental Water

"A" Barrier - Cage Check for Experimental Rooms

"A" Barrier - Detergents & Germicidal Solutions "<•"

"A" Barrier - Wipe Test

"A" Barrier - Cage Cara Information

"A" Barrier - Hypochlorite Solution

Experimental Animal Room - Quarterly Clean-up

Experimental Animal Room - Spill Clean-up Procedures for Hazardous Compounds

Experimental Animal Room - General Housekeeping

Gavage

Experimental Information System Terminal Operators Manual

Diet Analysis Branch Standard Operating Procedures

Analysis of heavy Metals in Potable Water
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Analysis for Chloroform In Potable Water

Analysis for Organochlorine and Organophosphate Pesticides ana Polychlorinated

Biphenyls (PCBs) in Potable Mater

Analysis for Cadmium and Lead in Animal Feed

Analysis for Mercury in Animal Feed

Fluoremetric Microdetermination of Selenium in Animal Feed

Analysis for Arsenic in Animal Feed

Bioassay of Feed Lots for Estrogen Activity

Analysis for Mitrosamines (DMN, DEN, and DPN) in Animal Feed
. t

Analysis for Total Protein in Animal Feed

Analysis of Animal Feed for Vitamin B, (Thiamitie)

Analysis for Total Fat Content in Animal Feed

Analysis for Vitamin A in Animal Chow

Analysis for Aflatoxin in Animal Chow

Particle Size Analysis of Hardwood Chips and Animal Chow

Analysis of Organochlorinated Pesticides, OrganophosphateTPesticides, and Poly-

chlorinated Biphenyls (PCBs) in Animal Feed, Hardwood Chips, and Cardboard

Moisture Analysis of Animal Feed and/or Animal Bedding

Analysis of Pentachlorophonol in harawood Chips ana Cardboard

Analysis for Organochlorinated Pesticides, Organophosphate Pesticides, and Poly-

chlorinated Biphenyls (PCBs) in Oil (Corn oil, Sunflower Seed Oil, etc.)

Mailing Samples to the Contractor

Analytical Quality Control Procedure for the Diet Analysis Branch

Surface Swabs for Workplace Monitoring

Sample Receiving, Sample Handling, Data Entry, and Distribution of Reports

Chemistry Data Subsystem Terminal Operation Procedure's

Diet Preparation Standard Operating Procedures
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Standard Operating Procedure' for Feed Control ana Accounting

User's Manual: Sample Identification (SID) Card Preparation Procedures

Standard Operating Procedure: Purchase of Animal Feed

Standard Operating Procedure for the Preparation of Sterilized Feeds in Bulk

Standard Operating Procedure for Processing, Packing, and Distribution of

Sterilized Feeds

Standard Operating Procedure to Sterilize Milk Cans, Six-pack Trays, Rubber

Bands, and Feeder Boxes

Housekeeping Procedures

Microbiology Standard Operating Procedures

Microbiological Support Function
*

Identification of Specimens for Microbiological Surveillance

Packaging and Handling of Animal and Non-Animal Specimens1 Received for

Microbiological Survey

Guidelines for Acceptable Microbiological Contamination Levels in Surveillance

Specimens

Process of Sterilized Bedoing or Feed ''<•'

Processed Water (heated, filtered, distilled, or acidified)

Bedaing and Feed Shipment Lot (autoclavable and non-autoclavable)

Steam and Gas Sterilization Systems

Certification of Water bottle Washer for Operational Efficiency

Certification of Animal Cage Washer for Operational Efficiency

Certification of Rack Washer for Operational Efficiency

Certification of Biological Indicators for Steam and Gas Sterilization Systems

Calibration and Standardization of Laboratory Equipment and Instruments

Identification of Bacteria by Analytical Profile Index (API) 20E System

Automicrobic System (AMS)
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Identification of Pseudomonas aeruginosa Using Fluorescent Antibody (FA)

Technique

Keagents and Solutions

Microbiology Support Functions (frequency rate schedule and type of specimens

tested)

Guidel ines for Us ing Biological and Chemical Indicators in Sterilizers

Potential Pathogens (bacteria, ectoparasites, endoparasites, and fungi)

information Required for Log-In Microbiological Survey Samples in the Data Bank

Terminal Operation Procedures for Diagnostic Log-In and Data Collection
«

(Non-Animal) Systems

Sample Identification (SID) Card Preparation Procedure

Terminal Operation Procedures for the Bacteriology, Mycology, Parasitology, and

Virology Subsystems (using CID cards)

Microbiology Data Bank Display File

hicrobiology Reports

Bacteriology Laboratory Data Sheets r

Laboratory Equipment and Instruments Requiring Standardization and Calibration

Pathology Standard .Operating Procedures

Receiving Laboratory

Necropsy Laboratory

Processing Laboratory

Histology Laboratory

Office of Data Liaison and Verification

Tissues Screening Laboratory

Block and Slide Storage
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Program Kesources, inc.
National Center for Toxicoiogical Research
Jefferson, Arkansas 72079

FROMs
Data Verifica

June 9D 1982

SUBJECT? Experiment 376 '- Final Memo
NTP Experiment 5010-02

The data for this experiment is verified and the Pathology
Data Base for the CID's can be "locked out" to prevent further
modification»

I

HFT-310
HFT-40
HFT-1
HFT-310
HFT-300
HFT-310
HFT-310
HFT-903
HFT-903

le

Aninwl C.uivl)ici Preparation T.D.M.S.
501541-1554 501-541-4595

Pathology Occupational MiMlth Unit A.D.P.
501 -641 4401 Q O Q SO 1 541-4333 501 541 -4393

I
I
I
1
1
I
1
1
I
1
1
1
I
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TO:

FROM:

Principal Investigator,
Experiment 376; NTP No. 5010-02

Investigator, Quality Assurance
and Safety Staff (HFT-40)

DEPARTMENT OF HEALTH AND HUMAN SERVICE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

DATE: May 12, 1983

SUBJECT: Database Corrections Submitted to DTDMS

Reference: l ' s memo to PI dated 11/23/81, subject: Possible
Errors/Discrepancies Between EIS and EDCS on NTP 5010-02, NCTR E-376 (approved
by PI on 05/12/82, with marked corrections; and approved by QA on 05/13/83).
See attachment.

During the conduct of a data audit on E-376, the above memo was encountered;
the approved corrections were compared against the EIS database via a printout:
"Animals Removed From Experiment (EISRPT01)" dated 05/10/83.

Following the memo item-by-item, the QA f indings are:

1. Removal Reason for Serial Sacrifice was corrected to Terminal Sacrifice for
all 288 animals as recommended/approved.

2. 3 mice from each cage had conflict ing earclips between EIS and EDCS, i.e.
EIS was "N, L, R5 and B", while EDCS was "N, B, L, and R". These were
corrected as recommended/approved.

3. C I D ' s 28, 29, 52, 54, 76 and 78 had confl ict ing earclips (rats) between EIS
and EDCS. These were corrected as recommended/approved.

4. 105 C I D ' s were listed with EIS terminal weights different from Pathology
EDCS receiving weights.  instruction was for the PI to
underl ine the correct weight — this the PI did. The problems discovered
in my review are:

I
i
I
I
I
I
I
I
I

CID #

** 73
** 97
* 167
* 166
* 254
* 259

260
258
261
263

PI Correction
Weight

420.0
,5
,5
,6

*
*
*
*

206.
26.
26.
32.
32.
30.
30.
30.0
29.1

,3
,4
,6

Database
Height

418.0
206.4

28.1
28.4
34.4
35.8
33.9
33.6
33.2
34.1

I
I
I
1

I
_i _



I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I
I

CID #

*
**
*
*
*
*
*

264
262
265
267
268
266
269

* 271
* 272
* 270
* 275
* 276
* 177
* 277
* 279
280
283
284
285
287
288
286

PI Correction
Weight

28.6
30.0
22.0
21.7
21.1
22.4
22.0
22.6
29.1
22.8

Database
Weight

33.4
34.3
25.0
24.7
23.8
25.5
24.8

,2
.2
.2

25.
32.
26.
26.0
25.4
27.
29.
24.

,1
.3
.2

24.5
22.9
23.6
26.4
21.4
22.6 25/8
22.9 25.5
22.4 26.3
22.8 26.2
22.6 25.4
20.8 23.9
22.5 25.3

* = were never changed

** = were changed to a weight other than that approved by the PI

5. These weight differences may have no effect on final report generation;
however, the stated discrepancies (  memo) and the fact that they
were never changed needs to be documented and the PI informed (thus this
memo). Also, a document is needed from the PI as to why one weight was
selected over the other. CID's 73, 97 and 262 need to be explained as to
where the third weight came from. QA needs this documentation.

-2-
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TO: 

FROM: 

DATE: November 23, 1981

Disapprov Date
Principal Investigator

 

1
I
I

Reviewed By
Quality Ass

e£> "
Director

I
SUBJECT: Possible Errors/Discrepancies between

EIS and EDCS on NTP Study 05010-0?,
NCTR Experiment # 376

Discrepancies between EDCS and EIS were noted at the
completion of this experiment. We feel these should be brought to
your attention so a decision can be made to either make changes
to the appropriate data base or leave "as is". Any authorized
amendements to the data will be made by User Service's pending
your approval of this memo.

1. Animals on EDCS exhibit a Removal Reason of Serial Sacrifice.
The correct Removal Reason is Terminal Sacrifice. Removal
Reason on EDCS should be corrected to reflect Terminal
Sacrifice. '"

Three mice from each cage have conflicting ear clips between
EIS and EDCS. Ear clips were entered on EIS as none, left,
right, and both. They were entered an EDCS as none, both
left, and right. The CID ' s on EIS will be ch'anged to match
EDCS's Data Base by User Services.

1
I
I

3. CIS's {28, 29) (76,78
between EIS and EDCS.
match EDCS's Data Base

) (52, 54) have conflicting ear clips
The CID's on EIS will be changed to

tt by User Services.

The following CID's exhibit weight discrepancies between EDCS
and EIS that exceed allowable weight loss range. The animals
were fasted. Please underline the correct weight.

CID

73
75
77
79
80
81
82
83
40
42
43 232

Pa
ED

~~ J93
3R9
350
393
36 1
337
324
356
335
350

thology
CS

. 1.

. 7

. 1

. 1

. 1

.4

.0

. 0

. 3

. 8

I
I
1
1

1
I

335.1



I
I
I
I

C I O A n i m a l P a t h o l o g y
Room EDCS
Removal
E_l§__

1 1 1
1 13
1 14
1 15
1 16
120
81.
86
39
91
92
93
95
97
105
228
1 88
186
1 89
192
1 90
145
147
148
146
149
151
152
150
155
154
157
160
158
161
163
164
165
167
166
253
255
254
257
259
260 ?33.<7^33.9 -3/7.4 29-4
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CID

258
261
263
264
262
265
267
268
266
269
271
272
270
275
276
274
193
1 94
197
201
203
204
202
207
208
2 1 1
213
215
169
171
172
170
173
175
176
177
180
178
246
277
279
280
283
284
285
287
288
286

An ima l
Room

Remova1
EIS

~ N 2 4 . 6

"V25.8

.9
\«2

N, 2
\I2

V2

^_i.
\j o

^ 2
^-2

^2
N/ 2
^•2

-v,2

^2

^2
^2

0

4
5

3
_4_
4
7
3

_5
1
9

5
6
6
5
3

.7

. 7

.8

.9

.0

. 4 __

.4
,4
.2
0 1

.7

.2

. 3

.2

.8

.5 ,

. 3

.2

.4

.9

. 3

Pa

30
10

29

30

22
7 1

i 20
22

o . 21

2?
29

-Z2.

, -7 °"° 23
22
23
2 1
21

2 1

22
20
2 1

23
1 8
19
1 8

19
20

21
22
71
20

21
2 1
23
2 1
22
1 8

~2~T
22
2 1

r 2 2
2 2
22

? 0r —
22

thol ogy
EDCS

.6

i2___

^J
j_6
.0
To"
-̂7— —
.6
.4

o 2
.6 ,
. 1

*a_
.2

ii.
. 3
.5
.7

. 1

.9

.2

.9

.5

. 0

.3

. 4

.0

. 7

.2

.6

.4

. 3

.4

.3

.6

. 6

. 2

. 8

. 0
^4
T4~

. 6'

.9 J

.4 V>

.8 I

.6 ' ff

I
I
I
I
I

I
I
I
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1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1

IV/f TUTy/fr^D A NTTM T1V/T DEPARTMENT OF HEALTH AND HUMAN SERVICES
MiliVlUK AIN D U Ivi PUBL1C HEALTH SERV1CE

FOOD AND DRUG ADMINISTRATION

May 12, 1983
TO: Principal Investigator, DATE:

Experiment 376; NTP No. 5010-02

FROM: Investigator, Quality Assurance
and Safety Staff (HFT-40)

SUBJECT: Rack Configuration Data Differences

Reference:  Randomization and Rack Configuration memo of
05/05/81 (attachment to E-376 protocol) and  ESS RECAP for
E-376 memo of 07/21/81.

The rack configurations are different in these two memos; this may prompt
questions when study detailed data is reviewed. The purpose of this memo is
to show the differences, explain that the study was conducted as planned, and
to provide information that may be needed to respond to questions.

1.  memo uses dose level numbers of 1 to 21, i.e.:

1 = control male rats 1 = control female rats
2 = 162 ppm male rats 7 = 162 ppm female rats
3 = 405 ppm male rats 8 = 405 ppm female rats
4 = 1012 ppm male rats 9 = 1012 ppm female rats
5 = 2530 ppm male rats 10 = 2530 ppm female rats
6 = 6325 ppm male rats 11 = 6325 ppm female rats

1 = control male mice 1 = control female mice
12 = 80 ppm male mice 17 = 80 ppm female mice
13 = 162 ppm male mice 18 = 162 ppm female mice
14 = 325 ppm male mice 19 = 325 ppm female mice
15 = 750 ppm male mice 20 = 750 ppm female mice
16 = 1500 ppm male mice 21 = 1500 ppm female mice

2.  memo uses treatment numbers of 1 through 12, i.e.:

1 = control male and female rats
2 = 162 ppm male and female rats
3 = 405 ppm male and female rats
4 = 1012 ppm male and female rats
5 = 2530 ppm male and female rats
6 = 6325 ppm male and female rats
7 = control male and female mice
8 = 80 ppm male and female mice
9 = 162 ppm male and female mice

10 = 325 ppm male and female mice
11 = 750 ppm male and female mice
12 = 1500 ppm male and female mice

-1-
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In reviewing the ESS RECAP rack configuration (Attachment A to
s memo), which represents the actual loading of E-376, against
 rack configuration, taking into the account the above

differences, E-376 was loaded and dosed according to the protocol.

I hope this information will not be needed, but if so, I wanted you to be
informed.

I

I

I

I

I

i

I

I

I

I

I

I

1

I

I

1
-2-

236



DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Memorandum
Date May 19, 1983

From Principal Investigator (HFT-30)

Subject Justification for Data Changes in Experiment 376

TO Director, Quality Assurance and Safety Staff (HFT-40)

In response to your memorandum dated May 12, 1983, I agree that the
differences in body weights recorded in EIS terminal weights and Pathology
EDCS receiving weights probably would make no difference in the final con-
clusions. Erratic weights were often encountered in Pathology receiving
which may reflect the stress of moving the animals or to the removal of
of food prior to sacrifice.

The weight was corrected by comparing the weekly weights several weeks prior
to sacrifice. In those instances where both EDCS and EIS weights were
obviously out of line with the preceding weights for that particular animal,
a terminal weight was estimated from an extrapolation of previous weights.
Trends such as weight gain or loss were considered in estimating the correct
final weight.

/lv
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service
Food and Drug Administration

Phone: (501) 541-4000
(FTS) 542-4000

June 3, 1983

QUALITY ASSURANCE REPORT

National Center
For Toxicological Research
Jefferson AR 72079

Title: 90 Day Subchrom'c Study Report on Doxylamine in B6C3F. Mice

NCTR Experiment Mo.: 376 Other I .D.: NTP 05010-02

DATA SOURCE: QAS Master Schedule - Inspections/Findings Log

Date

06/30/81

07/30/81

07/30/81

08/13/81

08/31/81

08/31/81

09/02/81

09/18/81

09/30/81

10/01/81

10/30/81

05/13/82

Comments/Action

Protocol review.

Review of weekly PRI animal care reports.

QA verification of dosed feed preparation.

Review of ESS Recap.

QA verification of dosed feed preparation.

Review of weekly PRI animal care reports.

QA verification of dosed feed preparation.

QA verification of dosed feed preparation.

Review of weekly PRI animal care reports.

Conforming Amendment: Ref.:  memo
10/01/81. It was determined by QAS that each
test article-test system combination requires a
specific protocol, an individual listing on the
Master Schedule sheet ( i nc lud ing inspection dates),
and a single final report. QAS to assure that these
instructions are followed.

Review of weekly PRI animal care reports.

Investigator ID

Review of proposed changes to EDCSS EIS, and Pathology
data base. 

06/07/82 Review of proposed changes to Pathology data base. 



I
I
I
I
I
I
I
I
I
I
1
I
I
I
I
I
I
I
I

Date Comments/Action

08/06/82 Review of Pathology Services SOP's.

09/02/82 Inspection of DTDMS archives and archival
appointments.

09/03/82 Inspection of Microbiology operations --
instrumentation.

10/06/82 Inspection of Histopathology archive -- blocks and
si ides.

05/03/83 Final review of Final Report.

06/03/83 Final audit of data on completed study.

Investigator ID

Results of Quality Assurance investigations and data audits on Experiment
No. 376 were reported to the Principal Investigator(s) as appropriate, and
to NCTR management in bimonthly reports of: 08/20/81, 10/21/81, 06/29/82
and 06/15/83.

Director, Quality Assurance
and Safety Staff (HFT-40)




