January 21, 1977

J! lﬁ m. -Ooo
Tennesses Eastwman Company
P. 0. Box 51

Kingsport, Tennessea 37662

recsive the draft mntf
have comments to you by Jansary 17. Others appaared to have made
soms dotailed commants, 30 1 will make ently a cowple of commants
and suggestions.

In the fntroduction, you state, “Ne must at a1l costs aveld the ;g AU 0
grin saga of PCBs, yiny) chloride, and asbestes.® - Thes, 18 the

e Jine you 90 oh to say that 1t 15 mot certais that we can aveid

“ 7 such eccurrencas in the future. I doubt 1f we are willing to accept
tha cost of mot dofing any further developmant of new cals ia
ovder to avwid another grim saga. Ue are willing to acdept seme
Jevel of risk {n order t5 ebtain the Denefits that we mey be abdls e
to darive from & mew mterfal, I belfeve it would be havmful to the
chemical {adustry o have one of eur representatives quoted as saying
that we must at 31} cests aveid such incidents. ‘

In the next to the last paragraph on page 7, you give the cost of

. unﬂnrnictty study as being in renge of $100,000. Ishala-

tioa carcinogenicity studies favelving two species are prasently

costing $300,000 to $400,000. I believe that the $100,000 figure -
my be teo low arnd misleading.

Relative to George Ingla's eomment on cost effectiveness, there is
some logic fmputting the Ames typs of testing, the domimbt lethal
tasts, and the tarn feity testing befers the 1{fetime carcino-
genicity tests. 1 belfeve that 1f w had strong positives ¢n all
thres of these tests, we could take a hard Yook at the probeble
m{i?&iu‘t{ before committing $300,000 for an fnhalation carcimo-
genic . -
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J. R. RcDomough, M.D.
Page 2
dJanwmary 21, 1977

There sight be some mention mada of fish and wildlife tests since
TOSCA does specify effects on the environmentz" as well as effects
on health of Msmns.

1 appreciate the Tege of baing able to read the draft of your
prasentatfon and hope that the above comments may be of same value
to you. You have undertaken an extemaely difficult §ask end have
Mﬂopod & fine sumury of the state of the art,

Yery truly yours,

/i

.‘ldlll'd mm. 'h.'.
Director, Health Sciences
and Toxicologic Ressarch

RiH:pan
ec: D. b. Mala

-
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TOXTCOLOGTCAL TRATTHNG

.‘3]‘1(10 1 Tenls currently avallable
ReligbLility
TnTormation derived from tesl
Limjilutions

Approach under the law

Qlide 2 Acule Study (Range finding)
Prolonged (Subchronic)

Chronic

8lide 3 Carcinogenicity
[/
Mutgpenicity

Teratogenicity
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Sample Acule Test

Slide 4 5 at Jov dose

Male Rats X150.2004) & at iriermediste dose
5 al hipgh dorne
Material by moulh
Observed T-1% days
Standard diel
LD;O calculntion
de 5§ Teat, Cort : Time

Acute oral LDy - 2 species $1, 000-1, 260 6 veeks
Toxicity RntinGE_Pnned on Acule Thyo

Slide 6 Relatively nontoxic 5g to BOg/kg
Slightly toxic 500mz to SG/kg
Moderately toxic 50 1o 500mg/ky
Nighly toxic lug to 50mg/eg
Fxtremely toxic less than 1me/ke

-
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Prolonred Tent

Slide 7 10.20 contron

10-20 Tevr dace
Teitn (n' doan) J0-.0 dnternetinle doce

10-20 hich dose
Mministration - Iy mouih, inhalation, injeection, =kin

Turation 30 to 90 days

Prolonred Test (continued)

!!ide 8 Yeriodic cvaluntion ol eniwalg

Body weiriit
Physica) Exam
Blaod chewmiclries
Urinalysis

' Nematloloysy

Dbservation of Animnls
Activity
FPehavior
General appenrance

Animoals subject to smtopsy ond histolosy
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Slide 9 Tert Cont Time

Prolonced (Sutehronic) Studies

90 dny rabl fecding $12-14,000 6 months
90 dny dopr Cecding $17-20060
Slide 10 Carcinogenicity Test

Rats or mice 0200 animols SO in euch of L dosage groups
100 suiwals Jn control group

Total 300 aniwnls
Route of Adwmin, - oral, iniz:lalion, skin, other
Miration - 2 to 3 ycars
Ohnervations - Vool chemistries, lhicuatologny, pharmacq;}netic
studies, weight changes, general demeanor. .

Slide 11 Teant : Cost Time

Chronic Feeding Study (Comer)

hat 2 yr. 170-90, 000 30 months
Doz 2 yr. $80-100, 000 30 months
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Slide 12 Matonenicily Tests

Cytogenetic finalysis
Matation in wicroormaniome
Host-=vwed ialod annoy
Dominant Lethnl

DNA repair siudies

Slide 13 Matomenicity Sindies Cost Time

Nlost-mediated ansay "0-D500 2.3 months

Dominant Lethal : 16-9000 L months

Cytogenetde Studies $7-8200 h months

Slide 14 Food
Housing
Climate

Riolorical Tuctors
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Slide 15 20 control
20 low dosc
80 remale rats
20 intermedinle doge
20 high dose

Dosage - daily during day 6-15 of pPregnancy.

Orservations

Slide 16 Autopsy - 1. 0Spontancens deoths ond morilund animals.
2. Survivors on éay 30 of pregnancy
3. I¥Exawinations

Term fetuses - weipghed, measured and exemined

Slide 17 Test Cost Time
" Rat $7-15, 000 i snos,

Mouse $6-9, 000 I wos,

Monkey $50-65, 000 14-16 nos.
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