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CPSC VINYL CHLORIDE STUDY IN RATS AND MICE

Jessie Norris of our company has made an assessment showing some very
obvious deficiencies in the Edgewood Arsenal Study on VCM, Since we
hope to discuss this briefly as part of our already crowded Research
Coordinators Agenda, November 28, I'm enclosing a copy of Mrs. Norris'
review,

Please don't distribute it any further at this time. The ultimate
disposition of the review will in part depend upon our November 28
discussion
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CPSC - VINYL CHLORIDE STUDIES IN RATS AND MICE

The draft report of the research project sponsored by the
Consumer Product Safety Commission (CPSC) under an inter-
agency agreement with Chemical Systems Laboratory (formerly
Edgewood Arsenal) was reviewed previously and deficiencies
in the reporting of the studies were noted. Since the draft
report contained hand-written tables, a detailed written
critique was delayed until a copy of the recently completed

final report was obtained,

The final report contains the same deficiencies as did the
draft report. For the purpose of demonstrating that the
report is deficient because of discrepancies and errors,
the following discussion has been limited to those studies
involving the single exposure of mice and rats and repeated
exposure of mice to vinyl chloride. Specifically, the
report contains discrepancies both in the reporting of

the numbers of animals per group that were placed on the

various studies relative to the numbers evaluated.
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Further discrepancies were noted in the numbers of animals
observed with tumors in various tables and the months in

which the studies were terminated were incorrectly reported.

Data in the report indicate that both the ICR and A/J mice

had a relatively high background incidence of pulmonary
adenomas. The ICR mice also either had a chronic pneumonic
condition or developed pneumonitis during the study. The
marked body weight loss in these mice, both the vinyl chloride
exposed and controls, during the 28th and 42nd weeks of the
study suggests that external factors may have been contri-
butory to the pneumonic condition. Except for the male

ICR mice in the group exposed to 50,000 ppm vinyl chloride,
the incidence of pneumonitis is roughly proportional to the
incidence of pulmonary adenomas. However, since the handling/
housing of the control mice relative to exposed mice is not
reported, and since no statement is made as to whether
medications were administered, the significance of the

apparent association can not be concluded.

As an aid to the reader, facsimiles of the various tables and
figures referenced in this communication and the respective
page number in the report have been included in the discussion

section (below).
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DISCUSSION

Single Exposure Data

Regarding the data reported on

of ICR mice to 0,

A. ICR Mice

a single inhalation exposure

5000 or 50,000 ppm vinyl chleride:

50, 500,

i There are dissrerancies in the numbers of mice
suprosedly placed on study and the numbers of mice
accounted for in the report. The numbers of mice
on study are given in Table 1, page 8 of the
revort and Appendixz Table I, page 23 (below).

TABLE 1. VIMYL CHLORIDE STUDIES
IFC LYy Rida JATS SJRARY TPECIES/NUMBER LAPUSED EAILTS
Groug® 1 nr/day) (pom=hrs )
A 50,000 1 $0,000 ICR Mica 180 313% adanctas
Fischer Rats 173 negative
¢ 500 49 24,500 Soraqua-Oawiey/ 49 wovinophilic
Wistar Aatg channes
A 3.200 1 3,000 [CR Mice 180 16.8% adencaas
Fischer Rats 180 negative
3 500 10 §,000 AJ Mice 180 747 adenomas
Fischer Raty 180 negative
= ] 50 100 §,000 Ad Mice 179 417 adenomas
Fischer ey 180 negative
< 50 49 2,450 Snrague-Oawiey/ 47 Eostnophilfc
Wistar thanges
A S00 1 500 [CR Mice 180 1ike controls
Fisener Rats 19 negative
A 50 ! 50 1CR Hice 180 ke controls
Fitcher Rats 180 negative
TOTAL EYPOSED 2263
TOTAL LONTROL 778
COMBHED TOTAL R oe))
*A - 170 ICR Mice (82 male and 38 female) and 17) Fischer Rats (92 male and 79 female) served as control animals
for the single sxposure (53,3005 §,700; 500: 50 P9M) studies,
8 - 190 AJ Mice (89 male 2nd 0] ferwle) angd 200 Fischar Rats (100 male and 100 female) served as control animals

for che myltinle exposure (10 1 500 PPM and 100 X 50 PPM) stydiaes.

s}
'

45 Soraque-Oawiey/Wistar (20 sale and 25 female) served 23 control animals for the multigeneration resrvduction
Study.
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AFMERULX

$ingle Ixposyre scnecule of Animaly
To {CH

famasure dato TepoLure I AT R SR AT™
Sgecies  Jex  Jaoce o ) _grovn_sveais) of zsposyre

VICRS

/4175
ATARY RS
3/18/7%
Fischar 3/28/7%
MEYN]
ETARY-S
3418778
W28/78

/4778

ETARYALS
3/18/75
3/25/7%

/4778
ETARVA I
3000 /8775
3/25773

Neg/Cont.
Neg/Cont/

Hag/Cont,
Nagy Conc,

The numbers reported in the above tables and pertinent to

this comment are summarized in the following tabulation:

4 Mice on Study

Concentration
-Drm- Female

0 88
50 90
90
30
90
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The numbers of animals, however, that were evaluated for
liver/lung changes, including those sacrificed after the 8th
month and 18th month (final) sacrifices and all those animals

dving spentanscusly which should account for all animals

placed on the study, are given in Appendix Table IV, page 43

(below) .
Tavle (Y. Over-ai] Sommary [ncidence of Monangotiastic Changes ind Histologically-2roven Neoplasmy
within The Liver and Lungy af (LR Swiss Mice ixpoded 10 Vinyi Chiormas.
Stngie [nhatation Exoosure
neigence 37 {eiponse
Srousure Lantrol iyl snioride
Dose Lavei (PPM} il 0, J00 3,00 EDi!] W
Jex of Avimals + ¥ 1 ¥ H - ki 7 L] v
issus/Response Animdls Per 3roup” 52 11 74 az 8 32 12 ] 31 30_
Liver mmger Svyluaceq 30 = 33 b} 3R FL 1 Jr .. 58
- sepatic ceil onecrod)s H o ] 3 § 7 4 5 2 ]
< nepacte ell vacuoidtion (lipidasis) M " . 2 1 1 § ! 4
- nepatie zell rypertrogny t kd 3 q 1 13 i
= nepatic =eli nyparmiatia 4 i
- AMGIECLA% S i 1
- srousovgal reticuiosis H
- hepatic cal] acenoma 2 ! 1 2
- nesatic cei) caretinoms 2 4 ! 5 1 9 3
© MEmANT H i
* AEmENG 10T ArCOMN 1 i
Lun tumoer Cyalgaten a0 l b{ TR 8 n n a *
- meusonttiy 1 3 2 0 11 7 19 15 4 7
+ Jronchic«dlvenlar jdenon 4 8 n 4 14 12 ) 19 3 §
< Dronchio=aiveolar zarctnoms i : 1 !

Total includes animeiy ‘row schaduied sacrificed (8 and 19 month seriodi) nd LpoRCiceRuS JEIERS.

The pertinent data from the aforementioned table indicating
the number of animals evaluated are summarized in the fol-

lowing tabulation,

# Mice Evaluated=Liver (Lung)

Concentration
-pom- Male Female Total
Q 50(50) 75(70) 125(120)
30 64 (71) £3(68) 132(139)
500 67(66) 72(73) 139(139)
5C00 68(65) 76(78) 144 (143)
50,000 63(61) 78(76) 141(137)
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The numbers of animals not accounted for can be estimated by

using the data on the greatest numbers of animals evaluated

for liver or lung responses as noted above.

The following tabulation shows the difference between the
numbers of animals that are indicated in the report to have
been placed on the study and the number of animals evaluated
for liver and/or lung changes e.g., for male contxols:

Table 1 states 82 ICR mice were placed on study, the maximum

number evaluated were 50; 82-30 = 32,

Numbers of Mice on Study (Table 1 and Appendix
Table II) Minus Numbers Accounted for on
Appendix Table IV

Concentration
- Dppm- Male Female Total

32 13 45

19 22 41

23 17 40

5000 22 12 34
50,000 27 12 39

The fact that the numbers of mice evaluated for liver changes,
as noted above, are not the same as thosé evaluated for lung

changes is inexplicable.
Furthermore, if one assumes the discrepancies in the numbers

of animals per group on the study as given in Appendix Table

IV, and those actually examined could feasibly reflect the
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incidence of autolysis among expired animals, the incidence
was 10.3% overall and, in specific groups, namely, control
malas and 50 ppm males as high as 19 to 21% respectively
e.g., number Of control male mice: 62 per group, maximum

number evaluated for either liver or lung changes = 50, 12

of the 62 in the group are not accounted for or 19%.

Further discrepancies are noted in the numbers of animals

placed on study as given in Appendix Table II (page 24),

APPEND{ X
Table [ Expowurs Schedule for Agimals fxposed Repescadly to VO
ipecies eX wose IAposure Lxposure dacas EXposure Lroup ARY
perioas iize{s)

From To tare cad Jtare and

o daye EL)
Flscher L] 30 100 3/27/75 _1/328/78 30 38 21 41
Rat 100 10 7/7/73 7/18778 30 90 14 18
r 30 100 /27,78 llig/78 20 37 21 11
500 ia Ty T/18/78 20 240 14 18
'] 50 100 T/7/78 7/18/7% 20 37 15 23
e 500 10 8/27/15_ 1/26/78 30 .8 10
¥ 0 100 T/7/78 7/18/73 20 1] 13 33
300 19 8/27/7%  1/24/78 39 30 ] 19
[ Neg. 100(e) - 30 30 2} 41

£
icner comeret __10(g) - 50 10 14 18
r Neg. 100(c) - 40 47 21 41
control 10(c) = 10 50 i4 18
wi L] Neg ., 100( ¢} - 40 39 13 15
Wouse congral 10¢a) = 0 50 ] 10
r Heg. 100(s) - 30 Y 15 is
control 10(e) - 0 B ] 3 0
NOTE: (&) coarrol lor corresponding doss above.

and the numbers of animals evaluated for responses in liver
and/or lung changes (Appendix Table IV) as well as the

number of animals per group given on Appendix Table IV.
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Discrepancies have been noted in the data given in Appendix

Table VI

Appendix Table IV,

(page 453)

for the same periods.

below, and the incidences as given in

Tamie VU, Incidenca of WiatoiegicAlly=Proven 1a0piasAs WithiA Tissued From 1ER Adey
Cxommed ta Vinyl Ghlaride Movesser (S.ngie (nnalation Exposura)
[ i 1
1 30,300 oom l §,000 opm 500 pom 50 pom i 1 oom (Cantrell
acriflen dryan ‘ ' T 1 |
Periog | Tistua | o s ltecall » r Fotai s TR r Lem “ t ltocai
Ecneduied Lung | . ) s | T 3 ) 2 s a2 ta o 2 L1
8 rwensl Livar | 9 1] b] 1 3 ) ! k] ! ' 9 3 b1 L] Y
Kldmgw | O k] R ¢ ja o a2 ) 1 1o 1 19 3 3 a
Stomaen | 9 b] 3 9 3 l L) 5 2.t 2 A la 2 A
denare | 3 a2 o 13 3 1o a LI s 1 A 1
Tatals [} ! s H ! ! 2 ) ] 3 2N ] 2
48 _sonchal Lung, P ORERL S i IR s ts W ol
Liges 2 1 s 12 3 ! 1.l TS I N, H b
Kidnay 3 3 3 |9 1 i 9 3 3 3 H : s 2 2
| Stgmach | 0 3 ] ] FAE) L] | 1 | 1 3 e 9 a
PIITIL NI N 11 sl 1o RN R 3
Tospte L2 s a2 | e P 5 LTS L ) STV I S )
Eoontans | Lung N 2 y | o [ n | ! k) b B B . hJ
pous [yiver o0 P ] RVERA RE L BE] 7 q 7
Daaths X1 Y » kY L) 5 1 0 13 [ 3 3 3 J k]
06 many | Slomech | 9 b) 3 ] 3 10 4 0 2 2 E] £l 2 [} 3
| Quiry | o 3 ] v L1 bg E I 3 |0 [ ) i
Togais L] 2 ] i T ] MR 3 J 1 M
712 mon [Lyoe ) ] 1 i) Cy e [ R T 4 Q 3 3
tuer Y 2 PR F I [ S E] k] J
Fm } 7 3 1 I R 5 vy 9 3
Litompen | 3 2 2. 12 2 Va2 | d 200 ; ! 2 b} b)
Deners ! + S |2 IR Y ' I ] | ]
Totais 5 1t y | s MR 3 i u [ EL] 2 )
13218 monfbung 122 1 ERIE T iV s IR ) A A ]y
YA Wo1s 3 1K) “ ] 1 . . 5 g L !
Xldrvaw [ 4 ] ! J [ 1 r o) ) ! : ! 3 k)
Scomach | Y |9 [ IR ¥ b ] 3 T
Jthars H 1 1y ) 1k |8 [ & s} 1l 4 11y Y [0 A "
Tata! 13 12 45 12 17 {hg ]n n_] 11 1 4 b7 Fu 4 55
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These discrepancies are summarized in the following tabu-

lation:
Incidence of Liver (Lung) Neoplasms

Table VI Table IV

Concentratiocon
-DoMm= o ! Total Male Female

0 B 15(21) 5(4) 0(8)

50 8(19) 4(8) 1(8)

300 ] le(27) 9(8) 2(11)
5000 13(34) 7(15) 2(10)
30,000 17 (80) 5(32) 1(16)

The Zata base Ffor the results of the single

o

inhalation study in ICR mice as reported in

in error. dAs reported it

the percentages of adenomas

level when in

animals (see page & of report):

4% Animals Reported # Animals
Concentraticn On Study % Adenomas Evaluated

-ppm= (Tabple 1) (Page 5) (rage 5)

50 180 "like controls" 139
180 "like controls" 139
180 16.8% 143
180 33.0% 137
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4) The statement (page &/ i3 made thnat tnereg were
no zconstistent or Zcse-relased differences setueen

tozta

O
s}
Lol
£3,
=]
[
15
o
()
X
y
W
£
vt
oyl
3
3
ot
10

and 2xp
signs or gains in weight. However, tne vinyl
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Figure I

IROWTH CURVES JF MALE (4R #ICE ZXPOSED ONCE "0 /M

ITTRT ST )
L ]

b o whnesdursad

L Getasrs

5

-
@

P A AL VTG

2 % -3Z0PPM 1=300PPN *=30007PM 230000284 azCINTROL °

‘AIUIYT“YYTT‘TIIIOEHHMHlIvH‘HHl|4!.H”TTTTTH]lv'”‘(.Y.'-T;H”TY” l'”l‘
'

$ 10 1S 20 25 30 35 40 45 33 S3 S0 45 70 75 30

SEZKS 05T THPOSURE

Except for the data on male ICR mice exposed to 50,000 ppm

vinyl chloride, the incidence of pulmonary adenomas in ICR

mice is roughly proportional to the incidence of pneumonitis.

The following tabulation summarizes these data:

Pneunonitis Adenomas

Female Female

Concentration
—oDm-— # : % #

6/70 i 8.0 8/70
7/68 . 11.3  6/68
15/73 : 12.1 10/73
17/78 . 21.5 10/78
10/76 : 50.3 14/76
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The weight losses which occurred in the male ICR mice are

summarized below:

Sody Weight(l> (Grams)
Concentraticn Difference
-DDm- 20th Week 42nd Week (Grams)
0 52.8 48,2 -4.6
50 52.0 49.5 =2.5
500 51.3 49,5 -1.8
3000 50.6 47.2 -3.4
50,000 49.2 45.3 -3.9

(*)Approximated from Appendix Figure X. Quality of figure exceedingly

poor.

The weight losses were never regained during the remainder
of the study. Furthermore, during and following this period
of significant weight loss, and in particular between the
12th and lé6th months, the mortality of the male mice in each

group including the controls increased significantly when

compared to the females for which the maximum increase in
mor+tality was less than 10% during the same period of time.
The incidence of mortality among male mice at each dose level

during this period is summarized in the following tabulation:

Mortality Male Mice

Concentration
~oom=- 12th Month 16th Month Increase
0 ~13% ~35% 22%
50 ~ 8.5% ~35% 26.5%
500 " 8.5% ~30% 21.5%
5000 ~11l% ~30% 19.0%
5G, 0C0 ~23% ~50% 27.0%
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Since there is insufficient data e.g. water/food consumption,
time of appearance of the pneumonitis etc. from which to
form a nypothesis as to the cause of the body weight losses
and increased mortality it can not be ruled out that the

effects were caused by external factors.
The time of the final sacrifice was reported on page 2 of

the report to be at the 18th month, however, Appendix Figures

I and II, show data up through the 2lst moenth!
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B. Fischer 344 Rats

Regarding the single inhalation exposure of Fischer 344
rats, the statement is made on page 7 of the report that
"axcept for aggravation of latent pulmonary changes, par-
ticularly bronchopneumonia, changes attributable to VCM were
not apparent in any of the tissues evaluated at 8, 16 or 24
months from Fischer 344 rats exposed to concentrations of
50, 500, 5000, or 50,000 ppm". Nowhere else in this report

are the "latent pulmonary changes" addressed. It must be

assumed that either the incidence among animals dying spon-

taneously were not included in order to make the above claim
or the statement is in error. The data on the incidence of
bronchopneumonia presented in Appendix Table XI, page 50

(below) includes the animals dying spontanecusly. Furthermore,

the data in Appendix Table XI do not support the conclusion
that the pneumonia is attributable to VCM exposure except
for the male rats at 50,000 ppm since the incidence of
bronchopneumonia in control animals was significantly higher

or as high as the incidences in the treated animals.

Tiole X, Qver-all Jummary Incidence of Non-ssoplastic Changes dithin
The Lungs of Frscher Raty Exposed To Vinyl lhlorige.

Single Inmalation Sxposure

. _ Tncigenca af Jespansa

Liposure Controdf inyl =nloriae

Jose Lavel [PPM) ' ] 30,000 7,000 E) 30
) iex 3f Animai M » “ 3 L] o ] T
TissuesResponse Animais Tep Treyp® 39 74 a6 37 33 33 37 180 30 N

Lang lumoer Ivaluated .38 57 30 17 30 37 35 EL -] 74

3

- 3ronchoonsumonta 18 13 13 19 15 1o

)
o
[=3

% 'ngidence D08 119 5.2 16.3 6.3 11§ 17.5 3 35.2 §.1

® Total includes animals from schequied sacrifice (3. 16, and 24 month periods) and soonfanemus dedtnhs,
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Furthermore, discrepancies are apparent in the numbers of

rats on the study as given on Table 1, page 8 and Appendix

Tables I and XI, numbers of animals per group (pages 23 and

50, respectively), and the numbers evaluated as indicated on
Appendix Table XI (page 50). The animals placed on the

study but nct evaluated are not accounted for in the report.

TARLE 1. VINML CHLORIDE STUDIEY

WREY TIPS WY
{1 hriday) _{ e ey )

' 50,000 jor wce 13T adewde §
Flegher Rats nigative

24 500 S s -One i gy/ =t i ] i
wiytar Gety Chamy

5,000 Ik Hice 16.8% rdewomey
Figscher Raty ALty

5,008 A) Mice TRT achndma g
Flgeher Raty et fve

5.0 Al Mice 412 agennemy
Flaeher Baty 140 ALl v

Saranue-Nawlny/ 4 Eotimohi He
Wittar chanans

1CR Hice 189 ke controly
Flogcter Raty T neartive

1CR Mige 190 Tike controis
Fischar Bats o wgative

TOTAL EXIPUSED 7283
TOTAL e
iR TOTAL oy
. 170 1A Wice (A2 mate snd 88 Female) wed 179 Flocher Rats (327 wale and 79 female) sarved a5 comtrol sminaly
for the vinnle espoters (50,000: 5,900 5007 50 PAY) o tudfes.

. 190 AJ Miew (89 male and 101 fempiv] snd 200 Flacher Rats (100 mie s 100 femaie) tarved oy comtral mimsly
Tor thg waltinie expmsure (10 1 500 MW ane 100 £ SO #H) sldien.

= 45 Sorammr-Oewiny/Witcar (20 saie ind 19 Tomalu) sevvid 07 control snimly for the seitigtnervtion reprmbction
tudy.

APvswnity

Tagis | Stayle Exmvire Schmdnie nf Animm i
Tn viH Tale T1 Ower-ai! “numtry (nrdence Af dne.sseplaatic Mhaveyme Within
- . - The Lommps of Flcchmr Raty Fennsad Tn Vine) Chine i
Lxnagprn Axte Expwn wrs At Qonme
M A areew, i2e08) b o pnsgre

ek

Singia Inhetation Famvaury

YacTAercs of Bespomye
Erpoturs + Tontral y1 chipr!
:1- Level (PPW) . mom BN ) ¥ mu._' Car
2 of dniew) ©OH 4 L) ¥ L]
Tisswe/Sns pows e dnimels Per Growpt ” :G R) L1] ";

WS

Y1/s
bZaLTasl
WISITS

3Rz

1/4/7%
Wnrs 2 . ] Mtrer £vylgated . ] .3 0 [+ *%
WA TS - - " . N
18/ 15 * '
N ™4 52 183 176
wmaesrs
128118

1] (LR

5 T .
: s TOaT includer aninels frrm schemied sarrifice (A 16, and 20 math onrinds) and srmatamews denths .
o0 RIALYALS
Sy 125/75%

Nrn/Cont
Weq/Lnat/
N/ Comt
Hrg/Crnt,
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The pertinent data from the above tables are summarized in

the following tabulation:

YemowT3 3¢ ridchar tacs

In study zvuulud(“

mancaneration Tabie i § Appandix tamie £'% Appandix Table O Apoendix Tabie X1
—apm Wle  ramale  Iacal  daie Peseis Tocal  mie femeds foea
b 112 9 1 EL] 74 163 EL 57 152
4 0 30 180 ie 37 125 10 7 157
L0 0 30 180 33 1 178 30 37 187
5000 30 20 17 100 LE] 9% 80
30 20 130 10 " 81 10 T4 154

.
9]
includes snimais ‘rom schedulied racrifices and sDoOAtanedus deatha.

il
*"saea 3 tentrol animals o TADLe | 4nd Aopendix Tile ! d¢ oot igres Jich daca
an Apperdix Tapbue II.

Repeated EZxposure Data

A. A/J Mice

Regarding the data reported on one hundred (100) or ten

inhalation exposures of A/J mice to 50 ppm or 500 ppm,

raspectively of vinyl chloride:
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T. R. Torkelson

The numbers reported in the above tables and pertinent to

this comment are summarized in the following tabulation:

Sxposure 4 Mice on Study

oom % Davs Male Female Total
Q - 89(1) lOl(l) 190(1)
(2) (2) (2)
40(3) 50(3) 90(3)

30 50 100

50 100 90 30 180

500 10 30 90 180

/

\

)

[

Table 1 common controls for both exposure groups.

2

( )Appendix Table II control for 100 day exposure group.
3

)Appendix Table II control for 10 day expesure group.

The numbers of animals, however, that were evaluated for
liver/lung changes, including those sacrificed after the

8th, l6th and 18th month (final) sacrifices and all those

animals dying spontaneously which should account for all

animals placed on the study are given in Appendix Tables VII

and VIII pages 46 and 47, respectively (below).
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The pertinent data from the abowve tables indicating the

number of animals evaluated are summarized in the following

tabulation:
ExXposure 4 Mice Evaluated-Liver (Lungs)

Ppm ¥ Davs Male Female Total
0 ~ 45 (43) 48 (47} 93 (90)

500 10 78(76) 89(90) 167 (1le6)
0 - N.A.{(39) N.A. (43) N.A. (84)
50 100 NLA. (77) N.A. (81) N.A.(158)

N.A. = not available.

The fact that the numbers of mice evaluated for liver changes
in the control and 500 ppm groups are noﬁ the same as thoée
evaluated for lung changes within these groups or why data on
the liver in the 50 ppm groups are omitted is inexplicable.
The numbers of animals not accounted for can be estimated by
using the data on the greatest numbers of animals evaluated

for liver or lung responses (Appendix Tables VII and VIII).
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T. R. Torkelson -20= October 23, 1979

The following tabulation shows the difference between
the numbers of animals that are indicated in the report
to have been placed on the study and the number of ani-
mals evaluated for liver and/or lung changes e.g., for
male controls: Appendix Table II states that 90 A/J
mice were placed on the 10 day study, the maximum number
evaluated for either liver or lung changes (Appendix

Table VII) was 78, 90-78 = 12 male mice not accounted for.
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Furthermore, there is an additional discrepancy on Appendix
Tables VIi and VIII regarding the numbers of animals listed

per group and the numbers of animals actually evaluated.
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2) There are discrepancies in the inctidence of

histologically-proven neoplasms in liver

.

and/or lung ti3sue of A/J mice as grven in

Appendiz Table X, page 49 (below/, wit he

A3
<1

b~y
[N
[SH

inoidences given in Appendiz Tables VI 7

Tapia X, indidance of Mistological lv-rroven heoplasms Within Tlssuas From &) Mica
fao0qed 10 Yinyl Chisride soncmwr (Muitiale Inhaiation Exposurs)
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The extent of the discrepancies are summarized in the

following tabulation:
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Incidence

QOctober 23,

of Liver (lLung)

Neoplasms

1979

Table X

Exposure

Tables VII or VII

I

summarized below:

Exposure % Animals
P on Study
ppm # Davs (Table 1)
0 - 190(1)
500 10 180
0 - 190(1)
50 100 180

(L)

Reported %

_Adenomas

34.5
44.1

34.4
74.7

Controls used for both studies.

more, the incidences are not reported for the
control animals in Table 1 of the report. The

errors/omisstons in the reported inctidence are

# Animals
Evaluated

(Page 6)
84
158

90
166

ppm # Davs Male Female Total Male Female Total
0 - 1(15) 1(19) 2(34) 1(1%) 0(18) 1(33)
500 10 2(69) Q(78) 2(147) 1(68) 0(78) 1(147)
0 - 2(14) 1(13) 3(32) N.A.(13) N.A.(18) N.A. (31)
50 100 12(386) 6(43) 18(81) N.A.{30) N.A.(43) N.A.(73)
3J The results of the repeated inhalation studies
in A/J mice as reported on Table 1 of the report
erronegously imply that the following percentage
of ademomas were Ffound in the stated numbers of
animals on situdy when in faet the percentage
was zalculated on fzwer animals (page 6). Further-
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¢) The statement is made on page 5 of the report
that there were no remarkable signs of
tozicity in the animals repeatedlylexposed
to vinyl chloride. However, the cumulative
sponzaneous mortality among mice exposed to
500 ppm for a 10 day period (Appendix Figure

V, page 30) is higher in ezposed animals after

the 17-13th month when compared %o control

animals,
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An additional error has been made on the time of the ter-
mination of the study. Data on the A/J mice for 10 days
to 500 ppm or to 100 days to 50 ppm are given up to the
21 or 23 months (Appendix Figures V and VII). However,

the final sacrifice is reported to have occurred at the

20th month (see page 3)!

egsie M. Norris
Associate Scientist
Chemicals and Plastics Regulations
Health and Environmental Sciences
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