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e THE TEXAS COMPANY
\/, 138 EAST 42ND STREET
S NEW YORK 17. N. Y.

n(chAl. OIRECTOR

June 3, 1352

gssbers of the Research ’roject Advisory Committes
Research Projeet ¥C-1, Amsrican Petrolsum Institute

pear Sirs:

As per our telegram of ¥ay 29, there will bLe & one-day
meting of the Research Project (m-x) Advisory Committes ou
Nly 10, 1952, commensing as$ 5130 A.M, at 2o Kettering laboratory
{s Cinei{nnati. Dr. Xahos will bhe umabdle to be presens, Wl
. Jorson and other mubers of the Ksttering staff will attend.

Kindly send me any suggestions tha$ you sy have for in-
slusion on the agenda whieh I will coupile and submi$ to the
smbers in advanse of the meeting.

Will you alse inferm we as to whether or net you will
sttend the meeting.

Yory sruly yeurs,

Chairwan, Ronmh PnJ«t
Advisory Coemmi Stee

N rus

. ¥, Adams

Le Ce Beard

mrf" D"i.. H.D.
o £ BRakardt, M.D.

'. '. rr.“. IOD.

C. ¥, Y!ln., HeDo

'z R %, Landon

1. K. Linder, 4.D.

I. G, Hackensie API 05326

! .0 C. uﬁoff

| Re M, Shepardson




S FOR INFORMATION OF MEMBERS AND ASSOCIATES OF MEDICAL ADVISORY
COMMITTEE. 6-30-32

-
—

URIVERSITY OF CINCINNATI
Department of Preventive Medicine and Industrial Health

o Kettering Laboratory
college of Medicine - Eden Avenue

Juns 5, 1952

Mr. David V. Stroop
Technical Service Director
American Petroleum Institute
50 West 50th Street

New York 20, New York

Dear Mr. Stroop:

In going over the last Interim Report to the
Medicel Advisory Committee an error was found in Table I.
Cn page 19 of the Appendix under API Sample No. 12-6 ths
description shows this is the distillation residue b.<1065°F.

This should be the redisue b.>1065 F. Please change your
copiles and the stencils accordingly.

Very truly yours,

/8/ M. J. Graf

Mary Jane Graf, Secretary to
Dr. A. W, Borton

mJjg
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Jue 30, 197

Dr. Bobert A. Yohoe
Umiwereity of Cinotumaty
T nttering ladosutory
College of Medicine
Cimcingati 19, Okie
Dear Dostor IBhoe:

Pwrsaant % the wiervtending reachsd d»y ocur
letters of Ostober 26 and Nowsher 5, 1947, w are enmclosing
the Institute ‘s check in the smount of $2,%00 yayakls % the
Uxivereity of Cinsimmtl a8 owr somtwridntion tosards the
devalogment ¥ infrwmation on flzorine and flworine campounds

far the twelve-month puwriod ending Juns 20, 1993.

Vory truly yours,

DV8se
Rasloswe
es: Dv., 3. Dwra linder
Wr. lacey Walker
B T0 MR, VALXER:
This sxpanditure is to be charged against the
Nedical Resesarcl Yund.
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THE TEXAS COLKPANY
135 East 42nd Street

New York 17, N. Y.
July 2, 1952

To Member of the R.P.A. Committee
of Subcommittee on Carcinogeniecity

Gentlemen:
As previously advised, there will be a

meeting of the Research Project (MC-l) Advisory

Committee at the Kettering Laboratory, Cincinnati,

9:30 a.m. to 4:00 pem. EST, on Thursday, July 10, .

1952, ;
For your confidential information an

agenda with attachments 1s enclosed. .
If you will be unable to attend the

meeting, kindly let me know,

Very truly yours,

.

- }7 L0, 0 Q)ZAMﬁ/i
M. N. NEWQUIST, ¥/D.

Chairman, Research Project g
Advisory Committee 3
MNN: JKP A
ENCS.
o=
E. W. Adams E. K. Lindﬁr, M.D. W
L. C. Beard, Jr,. K. G. Mackenzie {
Kiefler Dawis, M.D. Re C. Mithoff %
R E. Eckardt, M.D. R. M. Shepardson !
T. M. Frank, M.D.
C. M. Hine Mr. D. V. Stroop
R M. Landon Dr. Robert A, Kehoe
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PR PR




AGENDA

Research Project (MC-1) Advisory Committee Meeting
Kettering Laboratory, Cincinnati, Ohio

July 10, 1952, 9:30 a.m.

summary of April 1952 Progress Report
comments on the Progress Report

progress of studies since April 1952
and future plans

gffect of viscosity on potency and the
use of empodying agents to modify viscosity

(a) Need for additional studies on
straight-run, uncracked distillates and

residua

(b) Appraisal of British literature and
the magnitude of the hazard in Great Britain

Plans of the Sub-panel on Lubricants and
Process Products Hygiene of the API
Lubrication Co:mittee

Report on mid-year meeting, General
Committee, Division of Refining, May, 1952,
with respect to the RPA Commlttee's report
of April 30, 1952, to Mr. T. J. Sullivan

Epidemiological Surveys
(a) Among employees of petroleum
companies

(b) Among employees of customers
Other business
Date and place of next meetings of

(a) Subcommittee on Carcinogenicity
(b) RPA Commi ttee

to 4:00 p.m. EST

Dr. A. N. Horton

Dr. R. Z. Eckardt
et al

Dr. A. W. Horton

R. M. Shepardson

L. C. Beard

L. C. Beard

R. M. Landon
K. G. Mackenzie
L. C. Beard

R. M. Landon

Dr. J. J. Fhalr
Dr. E. K. Linder

Dr. M. N. Newquist

API 05330
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SOCONY=-VACUUM LABORATORIES
26 Broadway, New York ¢, N. Y,

June 5, 1958

g. 3. Newquist, M.D.
..dioal Departzent
Texas Company
156 East 48nd 3treet
Fo¥ York 17, 1., Y.

pear Or. Hewq.lst:

In reply to your letter of June 3, 1958, I advise that I plan to
attend the meetinz of the subjeet committee commeneing at 9:30
g.2. &t the Xettering Laboratory in Cincinnati. You may wish to
slarify to members whether this be Daylight Saving Time or
gastern Standard Time. )

As an item for your a-enda, I suggest a realistie discussion of
the hazards of straight run, uncracked distillates and residua,
I feel tals i3 an aspect of our work that must be sQuarely faced.

The large majority of cases of ocanocer of the skin from contaet
vith petroleum products that have some to our attention have a
history of contact with relatively noneviscous lubricating oil
distillates, To name them:

1) Nule skinnors cancer in Great Britain - while there
was an early history of use of shale oils, yet sush have
not becen used lor many rearss

2) cancers of the serotum in wax pressmen - these were
confirmed by tosts at Kettering to be due to the
pressed distillates;

3) Cutting olls eontaining 94% of 100" pale paraffin
0il - experiments at NYU on such oil from twe
different manufacturers both operating on Mid-Continent
crude produced cancers in miee}

4) An increasing volume of 3ritish literature of which
the recent paper by Crulckshank and Goureveitch 1is
an example;

3) Rumors of aore oases of canser of the akin from
custing oil on the Pasifioc Coass - our Pacifie
Coast representative may be able to elaborate.

Thile we have proven as econserns nice that high boiling catalytise
.lly cracked products are mush more ocarcinogenic, yet we must fase
the fact that the sancers in men we now know of come ilnstead from
straight-run products 2f the character indicated,
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g ¥ Newquist, M.D. L June 5, 1958

P feel it would be in order to request Kettering to make a
”.ultie appraisal of the Britiasn literature and advise us of

manitude of this hasard. Place should be provided for a
prief presentation of the plans .f the Sub-Panel on Ludbricants
gnd Process Products Bygiene of the API Lubrication Committee of
ghich Messrs, Landon, Mackensie and I are members.

1 feel that closer liaison with the British worksrs is in order,

¢ minutes attached to your letter of May 17, 1958, are not very
pelpful. Privately I have learned - "that fractions from

lahoma bright cymdes were tested diolozica.ly st Bermincham
gniversity and ylelded interesting results, amongst them the
finding that the most active careinogens are concentrated in a
fraction whose initial dboiling point is 600 to 6889P, The .pper
1imit of distillation was not so sharply defined as the carcine-
genicity fell off gradually. Whether this effect was due to a
docrease in specific astiviiy with inerease in molecular weight,
or to & lower concentration of active hydrocarbon t pes was not

01.‘:' o

™e quotation adbove zives in my opinion some substantiation to a
point that has been stressed by Drs. Beckardt and Shepardscn - to
the effect that viscosity appears to lessen carcinogenicity. Over
the years wer have noticed that our most violent dermatitis esome
plaints deal with products of relatively low vigeosity dbut a
boiling rance higher than conventional solvents.

fhis would sugrest that the product must be sufficiently nane
volatile to stay on the skin and of sufficiently low visecosity

to penetrate - and, of course, be irritant or earcinogenioc, I
repeat a suggestion made some time a<o that 1t might be in order
to take one uf our relatively non=viscous active carcinogenis
fractions and dissolve therein several pereent of a material te
increase vissosity without materially changing composition and
then test this material of increased viscosity to determine if
its carcinogenicity is lower. Thought should be given to the use
of Vistanex, Alkylated Poly Styrene and Acryloids in the arder
asntionedj also, aluminum stearate Or silica flour dispersion
(run through a colleoild mill) might well preve effective thickening

agents for this purpeose.
Yery truly yours,

Le G. BEARD, JR,
LCBtBML

ce: R, B. gck.r‘t. ¥.D.} B. K. Linder, M.De3 O K. Saunders, X.D.
Dr. R. ¥. Shepardson
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Mxy 20, 1952

gesley Barton
,a‘uping Laboratory, Cinn., Ohlo

pre gorton:
o7y SOTTY that I 4id not get the opportunity to discuss with you your
”“nt interiz leport and also other information which I had for you
{ was in Cincinnati. It was my full intention to come to the Kettering
y on konday afternoon, but in the meantims, a meeting of all the
ay affiliated 1ndustrial hygienists was called on Monday, which lasted
4877 and I felt that I should attend this meeting because 1t represented
rtunity to get together with the industrial hyglenists affiliated
'he company, which rarely presents itself. Therefore, I did not get the
“wnny to core out to your laboratories and 80 I am writing this letter
20078Y to 7ou the thoughts which I have had concerning your Interim Report.

’
$

4 of 311, 7ou will remsmber that in February, this jear, we had soms dis-

w0 concerning the composition of API 86 and API 89, Por your iaformation

weclosing a table glving the distillation data on these two samples as
for me by the Process Division of this company. It will be noted

421 89 contains over 307 of material boiling al» ve 700°P. and, there-

, would de expected to have a relatively high potenocy. The predicted

ey bY the ultraviolet method 1s 42. In our own work we ordinarily con-
that any sazples which have a predicted potency above 30 have a signi-

ot dsgree of carcinogeniocity. API 86, although called a tar in

nery parlance, actually represents a 1:30°P 4 material from the steam

Hng of kerosens, and undoubtedly the low bdoiling components of this

wrial account for its low viscosity. It would seem, therefore, that there

been nO mistake in the labeling of this material,

{ng NOW to your repors, there are several things that were sapparent to
88 I went through it. The first of these is that if you take all of the
saxples which you have studied and rate them on shether or not they cone
significant quantities of =matserial bolilihg above 700°P., it would appear
$ in Dost cases wherse there is much material boiling above 700°P, in the
sample the Pyc falls below O.,1. It is difficult, of course, to make a
ite distirction at 7000P. because the distillation data given in your
les are broken into less than 7500, 750-9250 and greater than 9250P, You
remember, however, that we have claimed that 7000F. represents a
dUvely crf.tica.l bofling point for the carcinogenic material comtained in
utalyticdlz eracked o0ils and has been found useful by us in
ferentiating oils which have what we considsr to bde a significant degree
tarcinogenioity from those which we consider not to have a significant

of carcinogenicity. We have tried carefully not to apply this 7000P,
™ to all types of oils, but rather, to confine our remarks specifically
te PCC oils. You have, on occasion, taken considerable exception to our
of the 7000P. figure, fmt in looking over your own data, it appears to
that it zives partial support at least to our previous contention that it
o5 as a useful guide when 1% is remembered that if an oll contains 10%
t mterial from fluid catalytic cracking boiling above 7009F., 1t is in
stimation siinificantly carcinogenic; whereas, i1f it contains less than
10€ figure, it does not have a significant degree of carcincgenicity.
¥ have indicated, we flind this to be a useful guide, although I am sure
' You are aware of the fact that our own efforts in attempting to develop
:h;tﬁiou tool are an indication that we are not cozpletely satisfled with

@e -
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. sesley Horton -le ¥ay 20, 1952
' text Of your report you indicate that little difference seems to exist
p pesults which are obtained when 100 mg. Of a sample are applied over a
F #% s Of an animal's back as when 20 mg. of the sample sre applied over
. Py sres of the animal's back., This presumadly was based on the results

A / p‘l.‘ with API 243, as listed in Table 2 on pags 20 of the tables of your
e ’: However, if you look at the results of Table 1 on page 12 of your

“ . in which API 3. was painted on C3H mice onos a week in one group with
' i 7 ' over a large area of the back, and in snother group, where 20 ng.

N 'g,.d over a small area of the back, the results do not seem to bear out
UV e omuntion. Thus, in the two groups of animals, the maximum incidence
) :: d:“’,” (f.1.) indicates that in the first group, where 100 mg. were used,

Tt A ‘ '“E.
. |y flgure 1s 39' whereas, in the second group, where 20 mg. wers used, the
3+

1g8 AT® %. To re this means that in the first group, 94< of the animals
| joped tumors in 2L, weeks; whereas, in the second group, only 53% of the
- ey have developed tumors in 37 weeks. The corrected average latent
N !"::. for tumor industion in weeks for the first group was given as lj.3%
SRR ".23 ghereas, no fizure is ziven for the sscond group, but it is 4difficuls
‘a0 "L to see how this could be =uch less than 30 weeks. It thus appears to
T 4 1¥ st & consideradbly greater armount of work must De done to definitely
L wmP sk the point that the use of 20 mg. on a small area of the back gives
g §s which are comparabls to those which are ocbtained when 100 mg. are
AP L over & large area of the back.
1::'

page 13 of Table 1, with API Sample No. 73, two apparently identical ex-
mnts vers performed on Ciff mice which were jainted once a week. In the
$ group the maximm incldénce of tumors is g;; vhereas, in the second

- . : ':;."
2l
f_\".ﬁl‘"
DRI :
T -'t: p the maximum incidence of tumors 1s 95. The corrected avsrage latent
.
ol for tumor inducstion in weeks 1s 18 for the first group and 22.5 for
second, This represents a difference of only 4.5 weeks in the average
umat period, vet the Pyc 1s 0.45 in the first group and 0.27 in the second
« This then meuns that a 4.5 weeks difference in average latent periods

g represent a 56-2/3€ error in the results.

)
Br1
R
TR

“ 2w 2 dufferebce of 4.5 weeks in the averags latent period is not a very
. I tine and would represent about what I might expect as an error of an ex-
; nt. In support of this contention, if you look at the results obtained
inl API 203 on page 20, where 0.075 g./100 ml. of methycholanthrens in
wvas painted on two different Zroups of mice, the corrected average
At period for tumor industion in weeks in the same strain of mioce, namely
is 4.2 wveexs. This, as you know, represents, a control sample. Thus,
wuld appear that from the data which have thus far been presented, there
lUkely to be a v 66-2/3% error of a - approxizately 30€ error. ™is to me
0t too far off from the results which have been obtalned previcusly in
Uterature by investigstors using subcutaneocus injections of a pure ocar-
Mgan and in wkich they indicated that the errar of gquantitative determina-
vas of the order of «f 100€ or - 50%. Again, it is wmy feeling that these
t8 very strongly suggest that more duplicate experiments on exactly the
soncentrations of carcinogen in a solvent, as well as duplicate deteramina
on oll samples, be obtained in order that we can more ascurately define
' the erTor of the blologicsl experiments really is. You will remember
#TA the IPA Committee has stressed within the past few months the importance
t quantitative blological test in order for the analytical tool to have any
Ay icance. Although I believe that the biological test can be sexi-juanti-
Vo, I have for a long time felt that a truly quantitative test, in the

-

. At
. J)‘
1ol
. Y

PRy 4

Py
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, Wesley Horton “Jo Hay 20, 1952
of vhat a chemist thinks of as a guaniitative test, it is i-possidle

)

*

o SR .p present diological testing methods. If an error of v 66% or -33% 1s
.2 P cgble 17 the development of sn analytical tool, then I belleve the bio-
Y. ':1 tests will be satisfaotory; but 1f such an error is unacceptadle,
LR, sonsiderabls amount of doubt is thrown upon the desiradility of
TroniPoting to develop an analytical tool by correlating results with a bio-

o8l test unless 1t be recognised that this analytiocal tool will only be
p {-quantitative tool., I also would like to point out that in the ex-
at on API 73, there were only 12 final effective number of mice out of
,w;ml- in the first group where the Py was O.hsl whereas, there were
. 5”1 offective number of mice out of 20 originals in the second group
$’ the Pyc was 0.27. You have indlcated 3roughout your report that the
4Py of an nals throws off the test and tends to make the results less

fve than if the anixals are healthy and surviving. If this is the case,
. one ight presume that the actual potonocy of the first group, where only
Wanal affective mice remain, would actually be higher than the 0.45 1in-
P tod in the table and that, therefore, the error in this duplicate ex-

st might de even greater than has deen pointed out in the above paragrspt

4l apther support of what was said above, I think it 1s important %o lock at
AP results obtained with duplicate determinations on API 79 listed on page

i YN of Your Table 1. In this oxperiment Cqg mice were palnted twice a week,

;,‘-J‘.’ Py s maximm incidence of tumors in one”group of 100, end in the second

ool o of B. In the first group only 4 final effective number of mice remaling

N R o in the second group 15 final effective number of mice remain.

”‘? s result would Drodadly indicats a difference of more than } weeks in the
TN sted average latent period Hr tumor induction and, therefore, an error

hish night de greater than indigated adove.

" L page 19 of Table 1, the aromtics from Ssmple No. 12 which boil between
0 qmi) snd 71099., corrected, were tested and the aromatics dolling between 1010
s ,3 1065°F were also tested on mice, dut spparently the aromatiocs dolling
<9
~"-r

nJRUC IR S 'Y -

dod

3

n 710°P. and 1010°P, were not subjected to biologiocal testing. I

onally believe this to de unfortunate sinse it is the aromatias in this

¢ shich we consider to be the most i-portant from tha carcinogenic stande-

pxt. IS also occurs to we that the less than sign waich is in front of the

ROP, figure for le 12-6 prodabdly should be a more than sign. I believe
is a typographieal error which you might wiah to correcs in future

les of your repors.

et s 28 of your report, in Samples 232 and 236, there is apparently a sig-
s ~oRlsant 11fference in the maximm incidence of tumors, even though it is

sult to decide why there should be such a difference whan the oconditions
Ge experiment vere 80 nearly identical. Do _you delieve that it would de
ble to conelude from this experimsnt that dodecyl bensene, painted be-
8 8iczle applisation of a carcinogenie 0il and then painted following
single application, has an inhiditory effect on carcinogenssis? Personal-
oalfih 1 do not believe, as I also feel you probadly do not delieve, that this

: l ‘20 case, dut, rather, that the difference in maximum inoidence of tumars ir

two experirents is nmore likely simply representative of the experimsutal
of technique. I would de very intervsted in your explanation of these
renc e s,

I have indicated to you above, the nost satisfactory way of discussing a
®t of this nature is with a personal discussion between the two indi-
8 involved, and I sm sorry that such a discussion could not be arranged

~q 0

|
N
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gesley Horton -y vay 20, 1352
4

RN y ves in Cineinnati. I did not wish to take up the time of the Sub-
tee OO Carcinogenicity in discussing these things with you before the
'oi““:“ and hence I let them slide in the belief that I would be able
00 g5 them with you later during the week; but having falled to have
l"i,cuuian with you, I am taking this opportunity to open the discussion
lens 0‘0\1. e one pointwhich I would bring up for discussion before the

- “02 il;,poomittoo on Carcinogenicity, namely, the validity of applying a
S I ird slope line to the biological results in view of previous evidence

’ . {terature that the slope of the line will zradually diminigh as the

1
v b,
‘° ? ﬁzflogrcinogen dininishes (in subcutaneous experiments with .ure
g A4 n05°’")' still has not been sanswered completely to my satisfaction. It
Ay that the application of a standard slope to these experiments places

emohasis on the initial latent period for tumor induetion, which

ous investizators have lindicated 1s not a& particularly rellable index.

(e FROTE, as I indicated to you in the course of the Subcormittee =esting,
gorkers in these laboratories originally applied a standard slope to the

:‘ jts of our own experiments but subsejuently abandoned this practice when

ey found that 1t 4dld not seen to satisfy the majority of the experiments,
oy ticularly where a wide range of relative carcinogenicity is being tested.
ey fore, there ls considerable doubt in my mind as to the validity of
LA 1ying & standard slone line to obtain “corrected™ PXC valuos for experi-
3.3k :"1 resulta. I siwply call this to your attention again because I believe

rants a consideradle amount of discussion before it 1s adopted as a

‘o rsl procedure.
~Brn
3 a:: {als0 have looked rather carefully at the relationship of tumor production to

AL t response in the ani~als and find it extremely difficult to find that

:,?; is anYy constant relationship between the two. In many experiments where
gssidorable drops in weight have occurred, a significant number of tumors
gposrs Lo have been produced at the tims of this weight drop; and even in
gfferent groups of animals on the sams experiment the relationship of tumor
pduction to weight drop 1s not absolutely appareant to me. This then ralses
o question of whether or not group weights are irmportant, or whether in-
gridual animal welights may not be the most siznificant factor insofar as

wor production is coxcernsd. In my own biological experizental work on the
dtauins, we used t0o welzgk our animals individually bdecause we found that

, ere vas a rather important difference in when animals would begin to lose
e wight after they were placed on a vitamin deflcient dlet, even though they

- 94404 [are presumably of the aame age, litter mates, and fed exactly identical diets
l4mply point thls out as a suggestion to be considered in trying to make the

27 W, 3 Tust more quantitative.

- -1-13 | a though the avove comments may sound oritical of the work which you are
& Wieing let me add that I believe that it is important and significant, and I
'-“‘g &lnk your report was an excellent one on the whole. I Lave simply offered

«%'1%se criticisms in the hope of stimulating thought and discussion on the sub-

s+7 Mt of all of these investigations.
: Sincerely,

“. 'jilp Bo Ec ECKARDT, ”.DQ

:#7 441wl Dr, c.B. Brown
’ Mr, 7, G. ¥. Plscher
Mr, R, ¥. Sh.p.rd'on - Attn: ¥r. ¥, Pri‘.tl.’

Dr. ¥, ¥, Swaney - Attn: Dpr. .. T. Ebny
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UNIVERSITY OF CINCINNATI U P B
OEPARTMENT OF PREVENTIVE MEDICINE AND INDUSTRIAL HEALTH % ¢ "’ \,‘é ;/ :
* [ :

- LABORATORY
“"" —&DEN AVENUR CABLE ADDRESS: KETLAS. CINCINNATI
or wemiciE TELIPHONE: CamToL 14M4

19, OWIO

July 8, 1952

Mr. D. V. Stroop

american Petroleum Instlitute
0 West 50th Street

New York City 20

Yew YOI‘k

pear Mr. 3troop:

I am sending you herewith, for your infor-
pation, statements of expenditures made on behalf of American
rgtroleum Institute during the first quarter of 1952. I
pelieve the statement l1s self-explanatory, but 1f you have
any guestions or comments, Doctor Kehoe would appreciate your

bringing them to his attention.
Very truly yours,

Gile g

IS lola Sheppard
Firancial Secretary

Enc.
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UNIVERSITY OF CINCINNATI
KETTERING LABORATORY

ACCOUNT OF AMTRTCAN 2 TROTITM THUSTITITR

FOR___ 15T QUARTER 1652

sALARlEs (Based on Proportion of Time Actually Spent on Project)

Direct Salaries ... ... ... ... 84119. 56 ..
indirect Salaries
Histopathological Preparation ... 1091.75
Other Services. ............. ................. ... .. ...5937 . 87 . _12'-_:_472 .18
MjSCEu.ANEOUS EXPENSE
Purchase of Animals ... ORI 41.40
Special Laboratory Supplies ... . . £91.24
Travel o e 231.40
Overhead
(Proportion of Heat, Gas, Electricity, Steam, Telephone, General Laboratory -
Supplies, Postage, Annuities, Pensions, Maintenance, efc.......................... . ._3&%@_4_1_
TOTAL . ....... 20, 369.82
Balance Available for Further Work g
ot End of 1951 .. ... 18,995.06
Balance Due Kettering Laboratory
at Bnd of .. ... e
RECOIPIS ... o e s e e 21,692 .42
50,687.48
Expenditures ..., 20,369.82
Balance Available for Further Work - _
at End of . 1St Quarter 1952 . ... .. 30,317.€5
Balance Due Kettering Laboratory
A BRd Of .. e e L APT 05338

OO 1230x. RET, LAD.. 300, 7-32



Copy fram D. V. Stroop for Infarmation of Doctor
Linder and Doctor Newquist.
T-11-52

' UNIVERSITY OF CIDNCDMMATI
Department of Preventive Medicine and Industrial Health

The Kettering Ladborstory
Colleges of Medicine - Eden Avenus
Cincinnati 19, Ohio

July 8, 1952

Mr. D. V. Stroop

American Petroleum Institute
50 ¥Vest 50th Street

New Yoric 20, New York

Dear Wr. Stroops

I am sending you herewith, for your
information, statements of expenditures made o
behalf of American Petroleunr Institute during the
first quarter of 1952. I belleve the statement is
self-explanatory, but if you have any questions or
comments, Dostor Kshoe wauld appreciate your bringing
them to his attamtiom.

Yery truly yours,

/s/ Iola Sheppard
Pinancial Secretary

#

API 05339



UNIVERSITY OF CINCINNATI
Kettering Labaratoary

ACCOUNT O AMERICAN PETROLEUN INSTTTUTE
FOR 1ST QUARTER 1953

Salaries (Based cn Proportion of Time Actually
Spent on Project)

Direct Salaries $8,449 .56
Indirect Salaries.
Histopathological Preparatiom 1,091,
Other Services o
Miscellaneous Expense
Purchase of Animals

Special lLaboratory Supplies

Travel
Overhead
(Proporation of Heat, gas, elsotricity,
steam, telephome, general laboratory
lies, postage, anmiities, pensions,
tenance, ets.
TOTAL
Balance availadls far further wark
at end of 1951 18,995%.06
Receipts
Expenditures 20,369.82

Balance Availadble for Purther
Work at end of lst Quarter
1952 30,317.66

$15,479.18

31.80
691.24
231.89

20.*9.&

API 05340



> »
UNIVERSITY OF CINCINNATI ”
DEPARTMENT OF PREVENTIVE MEDICINE AND INOUSTRIAL NEALTH @ ~ ? \VV
“"". LASORATORY
# ¥ or ugoiCINE—CDER AVENUT CABLE ADDRESS: KETLAS. CINCINWATI
onlo TELEPHONE: CAMTOL 1414

.”ﬂ 1.

July 9, 1952

Mr. D. V. Stroop, Director
pepartment of Technical Services
asmerican Petroleum Institute!

50 West 40th Street

New York 20, New York

Dear Mr. Stroop:

I wish, herewith, to acknowledge with
thanks the receipt of two checks, omein the amount of $5000.00
tovards the skin physiology project, and the other in the
amount of $2500.00 towards the development of information on
fluorine, vhich you forwarded to Dr. Kehoe on June 30, 1952.

Very truly yours,

J !

1S : Tola Sheppard
Financilal Secrermry

cc: R. A. Kehoe
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UNIVERSITY OF CINCINNATI CI
DEPARTMENT Of PREVENTIVE MEDICING AND INDUSTRIAL WEALTH

April 11, 1952
1 KETLAS. CINCINMAT
TELEPHONE: CAMTOL 1434

mr. Lacey Walker, Secretary
aperican Petraleum Institute
50 West 50th Street
flew York City 20

t

Dear Mr. W_.lker:

7 herewith acknowledge with thanks receipt of American Petroleum
Institute's check in the amount of (25J00.0., covering expenditures
+0 be made on thelr behalf on the Skin Physiology Project.

Very truly yours,

E. ﬁ. Fortla%?Z Secretary to

Dr. Kehoe

ef
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June 30, %R

Dr. Rodbext A. Yaive
Dnivarsity of Cinciwmati
The Isttaring lLadaratory
Collags of M=disine
Cincinnatl 19, Ohdo
Dear Doctor Xahoet

Porsuant to the understanding reechsd Yy our
lettars of Mareh 20 and April 3, 1598, W are emclosing
the Institute's check in the mmsunt of $3,000 payable to
the University of Cinciomati as owr comiridution “owards
w gldn phyalology moject S ihe wvealve-montd period

exiing June 3C, 19523,

Yery truly yours,

DVaze

Iasloswre

oc: Dwr. 3. Dirn Linder
Wr. lacey Vollme

MEMO TO MR. VALXERS

This expenditure iz to be char against the
Medical Research Fund. oed
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WA 3, 12852

Dr. Rodert A. Xahoe

Undversity of Cincinnatl

The Xattering laboretery

Collage of Madicine - Yden Avemwe
Cirrinmtt 17, "l

Dray Toctor “»hret

Please express to Doctor Suskisd my sppreciatiom
and thanks forr the 2alpful infopgation he prepared and sent
to ms vith his latter of March 2t adeut the skin physiology
preject,

n the vimrotanding ¢hat wo sdall receiw copise
af 2l) perilodical and special reports resultiing from this
ressarch wxctect, W are emcloeing the Institute's check in
the amount of $2,900 as ouwr contridtion for the siz-moath

period ending June 30, 15%2,

As of Jly 1, 1952 we alalli make & contridution
of $5,000 for the 12-month pericd ending Jume 20, 1953.

Beports shoull Yo sent o me Jor distributioca to
ccamittee mambere. Ve should lile t0 recelve 80 copies of
each report vhich will de made awailalls i quantity. I»
sases vhere that mmber will 20t Yo awallables to us, cne eepy
vill e suffisisat f'wr cwr wie in repodunetien.

Tery tmuly yours,

IV

Eslosure

os: Dr. R. Dorm Linder
or. lacey Vallme

MEMO TO MR. WAIKER:

Tais expenditure is % be charged sgainst the
Medical Research Fumd.
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Maroh 23, 1952

or. Z. fera Lindes, Chalirman

API Kedical Adviscry Cosmittee
c/o The Atlantic Refining Company
260 South Brogd Street
Philadelphia 1, Pemasylvania

Dear Ksrn:

Por your revisv thare is enclosed ariginal
lettar and msmorandum from Doctor Raymond R. Suskind adbout
the Skin Physioclogy Project. If you spmove we shall
Eepare and send copies of this Lo members and asscciates
for informatiom in sdvance of the Apri)l mesting.

Also if you approve we ahall send $2,500 to
the University of Cincinnati as owr comtribution for the
six months ending June 30, 19%2,

Vary tuly yours,

API 05345



ol

UNIVERSITY OF CINCINNATI
DEPARTMENT OF PREVENTIVE MEDICINE AND INOUSTRIAL HEALTH

46 LADORATORY CABLE ADORESS: KETLAB, CINCINRAM
g ™ oicing—EDIN AVERUE TELEPHONE: CAmTOL 1434

19, OHIO

March 20, 1952

Dr. David V. Stroop, Director
Department of Technical Services
American Petroleum Institute

50 West 50th Street

New York 20, New York

Dear Doctor Stroop:

In Dr. Kehoe's absence I am forwarding the
memorandum on the Physiology Program which you
requesteds I trust that it contains all of the
information which you need.

If there are any questions concerning any
portion of the statement which require further
elucidation, Ir. Kehoe who will be back in a few
days, or I, will be most pleased to answer them.

Very sincerely yours,

_

Raymond R. Suskind, M.D.
ERS/mg
cc: Dr. R. A. Kehoe
Encl.

T W
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RESEARCH PROGRAM
SKIN PHISICIOGY PROJECT
KETTERING LABORATORY, UNIVERSITY OF CINCINNATI
1952

Background and Purpose .

The concept of the skin physiology project at the Kettering Laboratory
ijs a natural outgrowth of the increasing demand for information about
medical problems, industrial and non-industrial, in which skin function
is an important factor. The establisiment of this project is an atterpt
+o satisfy a pressing need for well established scientific knowledge
about the chemistry and physioclogy of normal skin as well as skin in
abnormal enviromments. Since the inception of the project, the field of
skin chemistry and physiology has been explored to aseertain rot only
what specific problems mighf be effectively attacked, but what techniques
of study recuire development to facilitate an orderly approach to these
separate problems.

During this pe;igslhtoo, the original program of the project has
undergone a process of nétural maturation which was characterized by
expansion and the gradual inclusion of new problems in the investigative
program. The latter has been possible only with an increase in trained
personnel and research facilities. It has been necessary, therefore, to

meet the expanding tudgetary recuirements of this project.

JI. Svpecific Research Problems

The following is an outline in brief of skin problems which have
been or are under investigationm.

A. Sebaceous Gland Chemistry

API 05347

1. The identification and localization of lipids and enzymes



and other chemical constituents of the setaceous gland and
tneir secretions in normal and diseased states.
The quantitative study of pilosebaceous constituents in
normal and diseased sidn.
A ouantitative study of lipids in wvarious levels of the sidin.
The observations which were made on the lipids and
enzymes by histocnemical methods are now being verified and
enlarged by the study of nof;al and abnormal sebaceous
material employing microchemical technicues. The particular
interest of the group is to ascertain the normal chemiczl
constituents of human sebum, the locale of their development
and change, and the chemical a2lterations which occur in
diseases of the pilosebaceous apparatus such as acne vulgaris,
occupational acne and keratin eysts. A systematic study of
the metabolism and function of the sebaceous glands is
closely linked with the project's interest in percutaneous
absorption since the pilosebaceous unit is probably the
most important portal of entry for non-gaseous, noxious
substances which pass through or into the intact skin.
The following is a list of publications of the group
in connection with its sebaceous gland study:
1. Suskind, R. R.: The chemistry of the human sebaceous
gland., 1. Histochemizal observations. J. Invest.
Dermat. 17: 37-5L, 19¢l.
2. Schmidt-Nielsen, K., Suskind, R. R. and Taylor, E.:
The chemistry of the human sebaceous gland.
II. Analysis of human sebaceous material from
individual orifices. J. Invest. Dermat. 17:
281-290, 1951.
3. Schmidt-Nielsen, X. and Taylor, E.: Use of a
quartz fiber micro balance for histochemical

investizations of skin. J. Invest. Dermat.
(in rress).
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3, Percutaneous Absorption

1.

The study of factors wnich influence absorption tnrough
animal skin.

The application of radioisotopes to the study of skin
absorption problems. This includes route of penetration

as well as the rate of absorptionm.

he knowledge and experience of the group with respect to
absorption is employed in a practical fashion in problems
of industrial hygiene. It is consulted by industry and
other interested groups on such matters as cutaneous
protective measures with relation to irritants, sensitizers,

acnegenic and carcinogenic materials.

C. Cutaneous Irritation and Sensitization

1.

2.

The study of physiclogical, chemical and biclogical factors
which influence irritation and sensitization. Probtlems
which have been assailed and currently being studied are:
(a) The influence of the endocrines on cutaneous irfitation
and sensitization
(b) The influence of percutaneous absorption on irritation
and sensgitization
The development and improvement of techniques to measure
the irritant and sensitizing capacity of chemical compounds.
This includes both human and animal methods of evaluation
(See E below).
The following are the publications in connection with

the cutaneous irritaiion and sensitization studies:

API 05349

1. Nilzén, R.: Some endocrine aspects of skin
sensitization and primary irritation. J. Invest.
Dermat. 18: 7-35, 1952.



J F

2. Nilzéh, A.,: Some aspects of epidermal testing of
muine2 »ics sensitized and not sensitized to
2,L-Dinitrochlorbenzene. ¥For Dr. H, Haxthausen's
"Testscnrifte” to be issued QOctober 1932,

D. Participation in the A. P. I. Project on Carcinczenicity

Several problens which nave arisen in the A. P. I. project
recuire and will contirue to recuire the cooperation and advice
of the memters of the sidr physiology zrour snd their participation
in the A. . I. prozram. These problems include:

1. The rcle of percutaneous aosorption and primary irritation

on experimental tumor rates
2. The role of cocarcinozenicity in skin painting experiments
3. The effect of barrier creams and washing on experimental

tumor induction

(K3}

. The Use of Cutanecus Techniocues in Problems of Industrial Toxicology

The personnel of this project in cooperation with the other
divisions of the leboratory zre frecuently called upon to delve into
matters of industrial hygiene at a fundamental or testing level when
the skin is a potentizl or prcminent factor in the exposure. The
oroup is organized:

1. To evaluzte indust}ial and consumer materials for pctential

cutaneous irritancy, sensitizing capacity, percutaneous
toxicity, acnegenic ovroperties, etc.

2. To investigate clinical industrial oroblens when *they rmay

ct

arise by surveying the plant or industry and studying the
probleme involved szt a laborztory or clinical level. The
facilities available zre zarticualarly nelsful in the study

¢? sueh practical problems.
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-17, ZPersonnel

Tn its »resent form ire program's activities are teing carried out
ander toe direction of IDr. Raymond R, Suskind, Ir. Imut Scimidt-lielsen,
2 ohvsiclosist, 1s in crarge of the ricrocrerical and radioisotope
percutaneous absorption studies. The otner members of the staff include
a cnenical engineer who is in cnarze of the isotope laboratory, a tecnnicizn
in the isotope lzboratory, a full time assistant for microchemical work and

a2 f211 tine technician for histocremiczl, cutarneous irritztion znd sensiti-

zation studies.

I7. Facilities

The facilities allocated to the work of thz project include a well
eouipped histological and histochkemical laboratory, an analytical labora-
tory especially desicned for microchemical werk, a constant temperature
room in whicn a wide range of atmoscheric conditions may be vproduced, a
racioisotcre lav-oratory, and animal ararters for oreeding a hypersensitive
ctrain of guinea pig and for housing animals on cutareous experiments,
The facilities and services of the other departiments of the Kettering
laboratory have been effectively integrated into the work ¢f the project

2s the particular needs have arisen,

V. Finances

The financial sponsorship of the skin physiology project was initially
urndertaxen completely in 1SL8 »r the Zristcl-yers Company which 2llocated
funds for a three year veriod, The sponsor contributed 20,000 ver year
frem 13L8 - 197],

“ntil recently “he original sndowment satisfiied the needs cof tne

am. With the normal development zné zfrowwh of the oroject, the
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general increase in ecuipment costs and salaries, the economic recuire-
ments of tne full program are now several timzes the amount of the project
as orizirally planned.

As of Cctober 1950, a grant of 21C,000 per year was initiated by the
opocter and Camble Company in partial support of the irritation 2nd
sersitization studies. Tiis endowment continues. Several months aco
<re ~onsarto Chermical Covpany contributed 25,000 towards the general
suonort of the zrcject uring the rear 19¢1. llonsanto has made an
asditional contribution of §3,CCC for tne yezr 1352, Additional surport
is available uncer the terms o a contract with tne United States Air
Torce for the work on percutzneocus absorption of liguid orranic cormounds,

T™his will probably not exceed the sum of $1C,000 in 1952. A further

crant of 3,000 has teen made Jor the year 1952 by the Abbott Laboratories.

Two other pharmaceutical companies have expressed interest rgcently in
+he support of the prosran. The funds made availavle so far towards this
work have been without sirings except in the case of the Air Force in
which instance they are earmarked for work in the absorption section of
the Trosrom,

A tabulaticn below sumarizes the situation with resrect to funds
row svailable for 1952 including that represented in the recent recormen-

dation of the A. P. I. Medical Advisory Committee.

Sponsors Amounts
‘onsanto Chemical Company $3,500.C0
Abbott laboratories 2,000.00
T. S. Air Torce /approximately) 10,C00.00
Procter and Camble Corzany 10,000.00
A, 2. I, £,000.0C

Total §31,700.20
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The total sum shown above is not sufficient to support the entire
program which we have in nind, and it allows nothing for future develop-
ment, but it is hoped and believed that additional sums can be obtained.

veanwhile the werk will be retarded somewhat to fit the funds available.
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Telrwry 18, 19%8

Dr. RBodexrt A. Kehoe
Dattering ladoratory
niversity of Cincimets
Cimcirmati 19, Ohio

Beoaxr Dootar Kshoe!

Favorables sonsidezution 1s being givem %o te
recamniation of the Medical Advisory Cammittee fer
eontriutions to Jowr ressmrci om daxis phyuiclegy of
apa sking howver, W lask specifis infuorsatisa on the
origin, scope, Jrogress, sad xogram of the preject.

It will de Balpful if yom
weopared statessnt, together with the nuame of past and
Kesant sponsors and the saowmts

I fael certain w will b amthrrized to send
ths recommsnded contridution of $2,500 withis a few vesks
aftar the receipt of suck & wtatemmnt fram Jom.

]
§
g

DVBse
cs: Dr. B, K. Linder
». 7. &, Pertar
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UNIVERSITY OF CINCINNATI
OEPARTMENT OF PREVENTIVE MEDICINE AND INDUSTRIAL NEALTH

y ue LABORATORY
X g™ gicIns—EDEN Avsnut . CABLE ADDRESS: KETLAS. CINCINNATY
, ot onid TRLEPHONE: CAPITOL 1414

n

July ]J-'-n 1952

’

Mr. D. V. Stroop, Director
Department of Technical Services
American Petroleum Institute

50 West S50th Street

New York (20) New York

Dear Mr. Stroop:

We are returning to you four copies of the
continuation agreement covering API Medical
Research Project M-2 for the fisecal year ending
June 30, 1953. This agreement has been signed
on behalf of the University of Cincinnati by
Mr, Frank F. Dinsmore, Chairman of the Board of
Directors and Hr. Ralph C. Bursiek, Clerk of
the Board.

We would apprecliate your sending us two
copies of the agreement for our files as soon as
they have been signed by the President and
Secretary of American Petroleum Institute.

Sincerely yours,
T irwn Kakis
r Verna Rahe, Secretary
Enel, - h
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AMERICAN PETROLEUM INSTITUTE

80 WEST 30TH STREET
NEW YORK 20, N. Y.

Juns 30, 1952

Board of Directors
University of Cincimati
Cincinnati 19, Ohio

Gentlemsn:

This commnication is authority to contime work on
investigation of the toxicity and mode of action of certain
petroleum products for the year ending June 30, 1953, according
to the terms of the agreement dated Jamuary 8, 1946, and on the
basis of a maximm budget for operating expenses of $10k,T60.

Upon receipt of your approval of the contimmation of
the project with this maximm budget we shall pay you the sum of
$50,000. The balance of $54,760, less the unexpended balance in
the fund on June 30, 1952, will be paid on Jamuary 1, 1953.

It is understood that any balance remaining in the
fund on Juns 30, 1953 will be returned to the American Petroleum

Institute, and that no excess over the amount of the budget 1s
to be obligated or spent without written authoarization.

Very truly yours,
AMERICAN PETROIXUM INRSTITUTE

37\7/'4”"51 /,2&-_

By

£ Secretary

Acoepted and Approved:

UNIVERSITY OF CINCINNATI
Thro*h 1ts Board gf Directars

Bme

inamorse, man
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copy from D. V. Stroop for Information of Members and
Associates of the Medical Advisory Committee.

7-16-52

UNIVZRSITY OF CINCINNATI
Department of Preventive Medicine and Industrial Health

The Kettering Laboratory
College of Medicine ~ Eden Avenue
Cincinnati 19, Ohio

July 8, 1952

Mr. David V. Stroop, Director
Department of Technical Services
American Petroleum Institute

50 West 50th Stree*

New York 20, New York

Dear Mr. Stroop:

Enclosed are the stencils of additional
individual data shects on carcincgenliclity experiments
for duplication and distribution to those mamhers and

assoclates of the Medical Advisory Committee who are
not members of the Research Project Advisory Committee.

Very truly yours,

/8/ A. W. Horton
A. Wesley Horton

AWH: Lo
encls.
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LEGEND FOR DATA SHEETS ON INDIVIDUAL EXPERIMENTS

pols used in connection with average weight curves:
<7 Time of deatp (from disease) of { th tumor-free mouse,
b Time of death (from disease) of i th tumor-bearing mouse.
i? or ( Time mouse killed,

" Mouse missing from cage.

Gross and microscopic pathology:
a—

(@ Time of appearance of first papilloma in ¢ th mouse,
When this symbol is first used for a given mouse after
its death, the presence of non-invading carcinoma
(intra-epithelial) or small areas of benign neoplasm
was determinable only by histopathology.

p)

el Time of appearance of papllloma which regressed later

or was not confirmed by histopathology.

® Time of appearance of gross changes indicative of
malignancy in tumor of i th mouse, Diagnosis confirmed
except in cases where no tissue section available,
When this symbol 1s first used for a given mouse
after its death, the invasive malignancy of the tumor
was determinable only by histopathology.

.
-

Gross diagnosis of malignancy of tumor not confirmed
by histopathology.

2
3

3 ng
&lor{@ No tissue section available for histopathology because
of extensive post-mortem decomposition or cannibalism,

# Tumors not recorded during this week,

Cumulative dose-response curves (summation of data from all cages
unless otherwise specified):

. - — Experimental curve for benign papillomas,

—  Hypothetical curve for papillomas, This curve
furnishes average latent period (time for
50 percent tumor index) from which relative
potency, Pyc, is determined).

1] 5 Experimental curve for grossly malignant tumoras.
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SKIN PAINTING EXPERIMENT

[¢]
API-8-10, Fraction b, 1}}2-175 C€/0.03 mm, from Distillation of API-8, S0% Solution in Benzene

3} Cage 1, 10 Mice orPgiggigﬁges STARTING DATE: 9/5/50
33' Discontinued STRAIN OF MICE: C3H
. P @NUMBER OF APPLICATIONS PER WEEK: 2
321 _/\/\.,/\ . ";,— DOSE PER APPLICATION: 100 mg |
o~ ]
23y ! t. RELATIVE CARCINOGENIC POTENCY, Pycinvlt,0)
o : 8 ﬁs,,
30} L ”r
ol N -
29} _
S i GNONORES ®
—H o ]
=28t @ LI
B 1 Gl = :.’.: @ 80
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\ [ ~
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30} "4///’ #l:
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i ot & 4|
‘ ]
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L 8 12 16 20 2& 28 32 36 Lo LI, LB 52 56 2l 32 L0 L8 o5

TIME AFTER FIRST PAINTING (weeks)
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BHIN PALNTINU A fFLnkuiMmmne .
API-8-11, Fraction b. 175-197°C/0.03 mm. from Distilletion of APLI-B, S0% Solution An Benzene

Y .
Cage 1, 10 Mice Painting _ || sTarrING DATE: 9/5/50 *\
! of Both Cages 8 = S ; 2.
30 Discon%}nue % TRAIMN OF MICE: C3H
B ) 3 £ HUMBER OF APPLICATIONS PER WEEK: 2
2 B ]
4 % DOSE PER APPLICATION: 100 mg.
g 58 | ; RELATIVE CARCINOGENIC POTENCY, Pyq:v0,132.01
B F E 95 I
27 + . .
[72] '
1] - ' 90r—
o ' 7
f26 | g @: 0© ¢
P 3] 9] ‘
5 F 50 5 (3] 80 |
L2 I TN SN N U N Sy MNP U SR N S
5 | ly 8 12 16 20 24 28 32 36 St f
B Cage 2, 10 Mice . =
532 X U} ?360 -
b | ] A
2 : 250" o f
1 g )
i : ol b
<< — ' %
[} q .
| ! 30 |- -y
30 7, z -
B ; b 1_ ‘ 20 -
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29 - 7 :
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TIME AFTER FIRST PAINTING (weeks)
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SKIN PALNTING LEAYIER IMICNT

AFI-8-13, Fraction b, 215-238°c./0.045 mm, from Distillation of API-8, SO0% Solution in Benzene

|

30F Cage 1, 10 Mice% STARTING DATE: 9/5/50
- STRAIN OF MICE: C3H
2% NUMBER OF APPLICATIONS PER WEEK: 2
-8l DOSE PER APPLICATION: 100 mg.
§ - /\/\ Wav RELATIVE CARCINOGENIC POTENCY,Pyn: ~0.152 .01
&7 v 95T
w [ s
626" 3._". / 90 |-
1 e
~ e /
Fog mm g O 8o |
2 P RO T TS DR Y T N |
%30» L 8 12 16 20 2 28 32 S 1o
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10}
2§*— 8“ sl o
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HBERAIN A NTLNO X PR IIAWKNY

APiI-9, T,.,C,C. Cracked Residuum

| Cape 1, 10 Mice | STARTING DATE: 1/20/49
31t STRAIN OF MICE: C3H
8 NUMBER OF APPLICATIONS/WK: 3
30¢ DOSE PER APPLICATION: 100 mg.
29| RELATIVE CARCINOG:ZNIC
—~ . 0,05%,
g 28; POTENCY, P,.: 52.01
L [ T ] v T H ! v T,
E | BFs6 oo ok b
= 27 Scale for Carcinomas
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SKIN PAINTING EXPERIMENT

API-23-1, Extract from Solvent Extraction with Concentrated 1,50y, 20% Benzene
Painting 7 STARTING DATE: 6/26/51 \

Cage 1, 7 Mice Discontinued

30 Vs 5 STRAIN OF MICE: C3H
2 N NUMBER OF APPLICATIONS PER WEEK: 2
26 \ DOSE PER APPLICATION: 100 mg.
— 1 ‘*.0
g 2!+P :@ @0 ® RELATIVE CARCINOGENIC POTENCY,Pymc;~0.19_ I
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SKIN FAIMTANG MX YR 1IMLWT

API-33, Cracked Sidestream from Delayed Coking

Cage 1, 10 Mice STARTING DATE: 8/21/%0
" y § STRAIN OF MICE: CFW
32 I
i Y, 3 NUMBER OF APPLICATIONS PER WEEK: 3
_30} \ DOSE PER APPLICATION: 100 mg.,
[+2]
8 T 7 RELATIVE CARCINOGENIC POTENCY, Pyc: -
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API-221, Dodecylbenzene (from propylene tetramer and benzene)
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UNIVERSITY OF CINCINNATI
OXPARTMENT OF PREVENTIVE MEDICING AND INDUSTRIAL HEALTH . \JO
’W %\
#6 LABORATORY
grpicue—eos AvEnut CABLE ADORESS: XKTLAS. CINCINNATY

TELEPHONK: CAriTOL 1414

July 18, 1952

D. V. Stroop, Director .

pepertment of Technical Services
american Petroleum Institute

0 West 40th Street

New York 20, New York

pear Mr. Stroop:

I wish to acknowledge with thanks the
receipt of your check in the amount of $50,000.00 for work
to be done on behalf of American Petroleum Institute for

the year ending June 30, 1953,

Very truly yours,

)

I8 Tola Sheppard
Financial Secretary

¢ec Dr. R. A. Kehoe

API 05376



sy 17, 9%

I, Jodert A. Eshoe
vty o Cloeimsdl

DWose

Inclosmes

ce: Doy B, Baem XMndew
. losay Waler

B e R i Gapniiture is %o be chrged agcinst e
oidtenl Pegenrch Fimd.

API 05377



ol New York 17, New York, August 7, 1952

». N. J. Newquiss
Building

”IJ' 8ir:
I have just had an opportunity to read my copy of the

ginutes of Meeting Mo. 10 of the abeve Research (roup. I am
oting from page 2 as followss

"It was sgreed that a repert shoubd be rendered, through
Research Committees, to Coungil who would make it availabdble, as
it thought fit, to such Sodies ad the sponsors, and Minstry
of Puel and Power at highest level, and to those likely te
help the finances. It should mod clash with the Medical Re-
search Gouncil and therefore should avoid medical aspects. Im
this connection Profes.or Cook emphasised that M.R.C. investi.
gations were oaly in the early stages and K.R.0. isaiverse
to issuing genersal publications until it had something definise
to say. .

"It was recommended that the report should cover what has
heen done, what the Group is proposing to do, and the lroup's
relationsnip with the Miaistry of Labeur and the M.R.C.,; and
it aight contain, im correct perspective. a brief susmary of
the work done in Ameriea.

"Mr. Steveason was asked to prepare a draft of abeut the
length of fouroz:ios-of the I.P. Journal for submitiion te
the Researeh G ttee in Juns. The Renors sheuld be fairly
full far the Research Committee who could decide om suitable

extrasts for the I.P. Journal.®
Appareatly from this, the I.P. sommittes wili take the
following stepst
a, prepare a itrief study of the verk dome in Ameries

be tramamits this summary with a report of its own work
to ths Couneil of the Institute.

e authorise the Council to make this summary available
to "the sponmsors, and Ministry of Puel and Power a2t
hi;ho:t level, and to those likely to help the fin-
ances
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gre K, ¥. Newquiss R August 7, 1952

d. Researeh Committee to publish if it thought desirable
ia the I.P. Journal a summary of the work done ia
America

Such a step would prove most embarrazsing not only te
gevtering Laboratory, but the whole imerican Petroleua Industry.

1 had thought that in transmitting our reporvs econfidentially teo
gol. Auld we had surficiently safeguarded this matter. Apparently
our "British cousins®™ are unable to either understand or to trans-
1ate the "American languaze" into the "BEnglish language”.

I would strongly urge that ysu immediately communicate
with Col. Auld, p»ointing >ut that as yet the Medical advisory Com=
gittes has made no publication, and specifically ask that the work
{a ‘merica remain confidential within Lesearch Group No. 2.

I would also sug;est that your letter be also translated
{ato French, which I understand is pretty well known by most Englishe-
sen.

Vory truly yours,
Signesg: §. 0. BAcAsNZID
E. G. MACKENZIX

IGM-FKL /
¢s: Mr. D, V. 3troep

Dr. B. K. Linder
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August 13, 1952

c°1. S. Jo ‘ul‘
Institute of Petroleum
25 Victoria Street
London, 3.W, 1. &\GI‘M

Dear Col. Aulds

I wish to thank you again for continuing to send me minutes
of the wmsetings of your research groups and to acknowledge receipt
of the minutes of meeting ¥o. 10, Researeh Group 2,

. I noted on page 2 of the above minutes that your committee's
contemplated report among other things "might contain, in correet
perspective, s brief summary of the work done in America.” While
mention may be made that similar research work is going om in
America, 1t seems inadvisadle for you to make sueh a report on the
wvork being done at Kettering Laboratory, University of Cineinnati,
inasmuch as (1) their progress reports, of which copies were ssnt o
you, are not for publication, (2) they were sent to you for your
personal and confidential information, (3) the reports are only
progress reports, ineonsclusive in charscter, and as sueh they are
not suitable for release as s public repors and () sinse Kettering
Leboratory has nos ye$ published & report it would be embarrassing
for a premature summary of their work to be released eslsevhere.

While I have not yet discussed the above matter with
Dr. R, A. Keshoes, it seems to we that our mutual purposes vill de
best served by kseping owr intershange of infermstieon on a sonfi-
dentlal basis until either party releases publiely a definite
statement on his partiesular work,

With kindest regards and best wishes, I am
Very Sruly yeurs,

K, B. EBWQUIS?, X. D,
MKN sRMS

ca: Dr. Robert A. Kehoe BLIKD NCTE DVS: I would appreclate it 1if
Dr. B. Ks Linder iou wog}ld z,:%m,ecgraphdaid 'ci'.;cul ar-
e among Hembers an ssociates
ke, D. ':_w 5 tne 3Ub-Ccmmittee on Carcino-
Seniclity.
M. NN

API 05380
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AMERICAN PETROLEUM INSTITUTE
50 WEST SOTw STREET

NEW YORK 20, N. Y.

To Members and A-socilates
Subcommi ttee on Carcinogenicity

Gesntlemen:

I am enclcsing a copy of the minutes of the zeet-
ing of the Research Project Adviscry Ccmmlttee which was
neld at Kettering Laboratcry, Cincinnati, Chio, July 10, 1852.

Will you kindly indicate your approval or disapproval
of the actions and decisions of the R.P.A, Committee and your
decision cn questions 2, 3 and 4 listed on the enclcsed letter
ballot and return it to me. Negetive votes should be accompa-
nied by an explanation.

I will also appreciate receiving any ccmments and
suggestions ycu may have ccncerning the research rroject at
Kettering Laboratory.

Very truly yours,

s 1)
W?o 7)0 /zw/zdmff
M. N. NEWQUIST,iM. D.”

Crhairman, Subccmmittee on
Carcincgenicity

MINN : RMS
zZnclcsures

me: Members and Assoclates
Medical Advisory Ccmmittee

Dr. R. A. Kehoe (2)
(Without letter ballot)
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ON

AGZNDA

Research Project (MC-1l) Adviscry Ccmmittee Meeting
Kettering Laboratory, Cincinnati, Ohio

July 10, 1952, 9:30 a.m. to 4:00p.m. EST

Summary of April 1952 Prcgress Report Dr. A. W. Horton
Corments cn the Progress Report Pr. R. E. Eckhardt
et al.

Progress of studies since April 15852

and future plans Dr. A. ¥W. Horton
Sffect of viscesity on pctency and the

use cf enbedying agents to medify R. M. Shepardson

viscocslity L. C. Beard, Jr.

(a) Need for additionel studies on
straight-run, uncracied distillates
end residus

(b) Appraical of British literture and
the magnitude of the hazard in Great
Britain L. C. Beard, Jr.

Plans cf the Sib-panel on Lubricants and
Prccess Products Hygliene of the API

Lubrication Committee . M. Landon

R
K. G. Mackenzie
L. C. Beard, Jr.

Report on mid-year meeting, General
Committee, Division of Refining, May
1952, with respect to the RPA Committee's
report of April 30, 1952, to Mr. T. J.
Sullivan R. M. Landon

ZIpidemiolcgical Surveys
(a) Among employes of petroleum
companies Dr. J. J. Phair
Dr. E. XK. Linder

(b) Among employes of customers Dr. M. N. Newquist
Other business
Date and place of next meetings of

ag Subcommittee cn Carcincgenicity
b) RPA Committee API 05382



For Informaticn Only - Not Fcr Publication

REPORT ON THIRD MEZTING

Researc!l. Project MC-1 Advisory Committee
July 10, 1952
Kettering Laboratory
Cincinnati, Ohio

MEMBERS PRESENT CR NEPRESENTED

M. N. Newquist, M.D. - Chairman

R. E. Eckardt, M.D. - Acting Sec'y.
L. C. Beard, Jr.

Kieffer Davis, M.D.

C. Mithoff
M. Shepardson

C. M. Doane (For E. W. Adams)
T, M. Frank, M.D.

R. M. Landon

K. G. Macxkenzie

R

R

MEMBERS ABSENT AND NCT REPRESENTED

C. M. Hine, M.D.
E. K. Linder, M.D.

CTH:=RS PRESENT

F. F. Heyroth, M.D. - University of Cincinnatl
A. W. Horton - University of Cincinnati
Arthur Pabst {Socony-Vacuum Oil Co., Inc.)

J. J. Phair, M.D. University of Cincinnati
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The attached agenda of the meeting, which had been dis-

gributed by Dr. Newquist prior to the meeting, was used as the

program .

Dr. Horton presented to each of the members the attached®*
memorandum from the Kettering Laboratory, Third Meeting of the
advisory COmmitteé, API Research Project MC-1". Dr. Horton followed
the outline presented in this memorandum with additional comments,
as follows:

a. The year 1951 in terms of the health of the experi-
mental animals did not satisfy the laboratory as
well as the year 1950 and, therefore, the laboratory
has considerable reservations concerning the accuracy
of mouse test data determined in 1951. This has led
to the adoption of correction factors for the determi-
nation of the Pyc values of the various materials
tested., One source of this difficulty was discovered
in infestaticn of the animals with mites. These mites
presumably caused an eye disease in the mice, which
was thought to be due to the scratching bty the animals
in an attempt to rid themselves of the mites. he
mites have now been controlled by using a dusting
powder consisting of a low concentration of Chlordane
plus pyrenones.

b. Criteria used by the laboratory for determination of
what is considered a good animal test include 85%
survival of the animals for at least 6 months, or until
50% of the animals have tumors.

¢c. Experiments are designed so that the average latent
period will be not less than 100 days or more than
280 days. If the average latent period is less than
100 days or more than 280 days, it is believed that the
accuracies of the Pyc determination will be considerably
reduced.

d. The desirability of weighing the animals once a week is
now recognized and attempts to weigh them at this
frequency will be made in order that no breaks in the
weight curves will be present in the data sheets
presented to the group,
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In the discussion that followed on Dr. Horton's comments
it was brought out by Dr. Beard that he had heard of some data
from England which indicated that in straight run distillates
paximum carcinogenicity is observed in the 300-4C09C, cut. Dr.
gorton then emphasized that the nature of the distillation must be
fully understood before the significance of this observation could
pe accepted, since in distillations in which poor fractionation
occurs a material presumably cut between 300 and 400°C. could con-
tain considerable amounts of material bolling below 300°0C, and
poiling above 400°C,

Later, Dr. Beard placed on the board the following §
varlables which may affect the quantltative nature of mouse tests
and thelr extrapolation to human significance:

1. The amount »nf carcinogen per unit of area.
. The dilution of the carcinogen,
The frequency of application.
. The effect of the physical state, i.e., viscosity
and surface tension.
The health of the anlimals.
The psychic state of the animals as concerns eating.
The effect of area of application.

The persistence of carclnogeneslis 1f applications

are stopped.
The variability of susceptibllity of human skin, 1.e.,

black versus whites.

O O3 owwn =W N

Mr. Shepardson then brought up the possibility that the
work which Dr. Horton has done indicates that there may be several
types of response to carcinogenic agents. Thus, with fuel oils and
methycholanthrene it would appear that the activity of a given oil
does not increase with the increase in dosage. Thls conclusion was

reached as a result of the experiments using 20 and 100 mg. of
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material per application with solutions of methycholanthrene and
4ith API No. 8. In the latter case activity seemed to increase
Jith dosage. Dr. Eckhardt then commented that this variation in
setivity might be both a functlon of the dosage per appllcation
and the dosage per week (frequency).

A considerable amount of discussion followed, the out-
growth of which seemed to be that a great deal more additional
work will have to be done in order to develop all of the various
variables which seem to influence the quantitative nature cf the
mouse test. There were many who expressed the opinion that to
think that we could begin tapering off on the amount of effort in
this program in 2 years' time 1s an extremely optimistic outlook.
Rather, it was their feeling that this type of research will have
to continue for a considerably longer period than 2 years at the
present level of effort. Dr. Eckardt introduced the concept that
perhaps we have the practical answers which we need at the present
time to control this problem and that these various refinements
of the technique, although of extreme interest, would not contribute
appreciably to the development of any practical solutions. He
compared to a degree the establishment of MAC values in which a
considerable safety factor is always allowed, and where the MAC
value 1s exceeded certain medical supervision 1s carried out. From
the strictly medical standpoint, this is the type of approach which
most medical departments and industrial hygiene departments will
require. Whether this approach will provide the answers needed by

the refiners 1s a question that can only be answered by the refiners.
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Dr. Beard brcught with him a cample of alkylated poly-
gtyrene which had been shown to increase the viscosity cf s
Catalytically cracked recycle oil from about 84 to about 1100 when
55 of the material was added to the oil. It was suggested as a
possible agent to use in increasing the visccsity cf carcincgenic
cils without appreciably changing their chemical compositicn.
geference was made to a letter submitted ty Mr. Shepardson which
«ndicated that Vistanex and polyprocpylenes would aprarently not
'ﬁ satisfy the requirement of increasing the viscosity surficlently
with a sufficiently small additlion of the agent.
ACTION Dr. Horton will test cn mice scnme

petroleum fractions cf known

potencies but those viscosities have

been altered by the eddition of

alkylated polystyrenes (using Dr.

Beard's sample) in order to eveluate
the effect of viscosity on potency.

ITEM Ha
+ Dr. Beard indicated that experience thus far has shown
that most cccupational cancers allegedly due to petroleum products
hed resulted from prolonged contact with uncracked distillates and
residua. For this reason it is his bellef that additional studies
should be carried out on this type of material in order to help us
develop the answers to the problems of this type of material.
ACTICN Dr. Horton feels that the samples he
already has on hand including the
fractions of the three crudes (Ckla-
homa, Kuwait, La Gunlllas) presently

being studied in Gresat Britain would
suffice for the time beling.
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Dr. Beard suggested that it prcbably would be helpful if

rr. phalr could or wculd review criticelly the literature on
cancer &s related toc petroleum with particuler emphasis ca keeping
(ne memoers of the committee informed of any new articles which are
sppearing in the literature cn this subject by circulating to the
members of the committee a critical abstract of each cf these
erticles. Dr. Phair felt that this could well bpe done by himselfl
ard Ls nresumably planning to undertake such a critical abstracting
of current literature for the committee.
ACTION While Dr. Phair is favorable to such

an undertaking he hesitated to ccmmit

Kettering Laboratory in the absence

of Dr. Kehce. Therefore, this matter

eawaits official clearance from Kettering
Laboratory.

Dr. Beard told the group of the activities of the Sub-
Panel on Lubricants and Process Products Hygiene of the API
Lubricetion Ccmmittee. A small subcommittee has been formed to
discuss the advisability of labelling petroleum products in crder to
warn customers of potential hazards. Solvents prepared from
petroleum should probably bear labels which are in conformity with
those reccmmended by the Manufacturing Chemists' Associatlicn. Other
materials, such as lube and cutting oils, should probably bear a
simple label which indicates that the oil may cause skin irritation,
that it should be kept off cf the skin and that 1f it cannot be

xept off of the skin, it shculd be washed off as soon after contact
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5practicab1e. Mr. Mackenzie emphasized the need of making such
3
iagﬂngs practicable so that workers would nct be spending half

_» their day washing things cff of thelir hands.

ACTICN None taken

Dr. Landon reported that a verbal summary of the report
of the RPA Ccmmittee was given to the General Committee, Division
of Refining, in May of 1552. As a result, the General Committee,
sivision of Refining, addressed a letter to the chairman of the
yedical Advisory Committee asking that the Ccmmittee recommend
ginimum standards for medical care, qualifications of medical
directors and minimum standards for adequate medical records. This
letter will presumably be presented to the Medical Advisory
Committee at 1ts next meeting. It was the feeling of the RPA Com-
zittee that the General Committee, Division of Reflning, recoznizes
*he importance of the carcinogenic problem to the petroleum industry
snd the general recommendations of Dr. Kehce that the petroleum in-
dustry must develop the adequate medical and industrial hygiene
zeasures to control this problem. However, the General Comrittee,
Jivision of Refining, went further than the simple prcblem of
carcinogenesis and included, presumably, &ll of the medical rroblems

of the petroleum industry in their request.
ACTICN None taken

ITEM 8Ba
Dr. Phair indicated that he has now received about 900

Qistorical records. Arparently he 1s receiving very few current

API 05389



Y

-8 -

records and asked the cocoperation of the Committee to stimulate the
carious medical directors to send 'in their current records of
,ancer ceses. He indicated that since April, only 35 or 36 records
pave been sent to him. He stated that up until the present time
«mere has been no real call on his services in & consultation
.gpacity. Discussion by the Committee indicated that Dr. Newquist
would provide the stimulus to the various medical directors to send
1n thelr current cancer cases, and that following the action of the
Medical Advisory Committee, on the request of the General Committee,
pivisicn of Refining, much of the work ¢f Dr. Phalr may Dve
implemented because some of the companies which do not ncw have
sdequate medical re.ords may btegin to develop them on the recommends
tion of the API as to what constitutes adequate medicel service,
sdequate medical perscnnel and adequate medical records.
ACTICN The Chairman of the Subcommittee

on Carcinogenicity will aid the

epidemiological studies by

stimulating the various medical

directors in the petroleum

companies to submit the data re-
quested by Dr. Phair.

IT=M 3b

Dr. Newquist mentioned the need for epidemiological
studies among the employes of customers of petroleum products since
mcst of the cases are aprarently occurring among users rather than
ameng manufacturers. He indicated, however, that the collecticn of
such data would require great tact. Dr. Phair felt that the Univer-

sity of Cincimatli could probably make such studies at the progper

time and in a proper manner.
API 05390
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Committee that the University of
Cincinnatl should uncertake
epidemiological studies zmong
customers at an approprriate tine.
This matter is subject to further
action by the Subcommittee on
Carcinogenicity.

Under item 9 on the agenda Mr. Shepardson presented a
table of data collected by the Standard 0il Development Company
gnd New York University which indicated that there are et present

4 methods which will predict tumor potency within what it is

pelieved to be a useful range of accuracy. These 4 methcds involve:

(1) ultraviolet absorption at 360+ 0f a 650-1000°F. cut of the oil,
(2) polarcgraphic determinations which depend upon the diffusion
current at two voltages, (3) the caffein numbter which depends upon
the ultraviolet absorption at two wave lengtns cf caffein extract
of the oil, and (4) the high aromatics characterization which is a
more complicated method and was not dlscussed in detail. He in-
dicated that the Development Company 1is 1in the process of checking
these four methods in three different laboratcries in order to
determine their reproducibility from laboratory to laboratory. He
urged that the University of Cincinnati give serious consideration
to checking these methods also since they have been found to be so
ﬁseful by the Development Company. He indicated willingness to

provide to the University of Cincinnati the details of each of the

methcds as soon as it had been determined that they were reproducible

frcm laboratory to laboratory.

ACTICN Dr. Horton has already been in communica-
tion with Mr. Shepardson on the above
subject and he will give 1t further study
in connection with Kettering's effort to
develop an analytical tool.

API 05391



- 10 -

7724 10

The Commit“ee adjourned at 4:30 p.m., after agreeing
.ret the next RPA Committee meeting shculd be held September 24th,
g¢ the Conrad Hilton Hotel in Chicago, one day prior to the meet-
es of the Medicel Advisory Comuittee which is to be on September
s5th. It was felt by most members of the RPA Ccmmictee that a
geeting of the Subcommittee cn Cearcinogenicity prior to the date
of the September Medical Advisory Ccmmittee meeting would not be
necessary 1f the Subcommittee could hendle its interim work by
-ail. Considerable duplication cf presentetion and discussicn can
pe eliminated by having the Subcommittee make its report, including

Dr. fnorton's report, tc the Medical Advisory Committee as a whole

on September Z5th.

During the meeting Dr. Horton distributed & sheaf of

=
o
=
24}

data sheets (copies mailed to MAC Members 7-1€-5Z) on
various mouse experiments which are to te included in
the available data thus far suomitted. Dr. Herton
indicated that he would present a series of data tables
for the coasideration cf the full Committee at its

meeting in Chicago.

R. E. Eckardt, M.D.
Acting Secretary

M. N. Newquist, M.D.,

Chariman API 05392



MEMORANDUM FROM THE KETTERING LABORATORY

THIRD MEETING OF TFE ADVISORY COMMITTEE

API RESEARCH PROJECT MC-l
July 10, 1952

A. Tests to determine applicability of standard reference
curves based on methylcholanthrene to determination of
relative carcinogenic potency of refinery samples,

1. Preliminary data on catalytically cracked residuunm,

API-63:
No. of 100 mg.
Applications
Per Week Average Latent Period Relative
to C3H Mice for Tumor Induction  Potency,Pyc
1l 3l weeks ~/ 0,13
2 22 weeks ~ 0,14
3 15,4 weeks 0.1l

2, Purther tests under way on Fuel 01l 30 (API-113),
previously examined in skin painting and washing

experiments,

B, Further rechecks on reference standards to clarify in-

fluence of following variables:

l., Dosage per application,

2., Change from Jax to Heston sub-line of C3H strain of
mice by suppliers (Roscoe Jackson Memorial Laboratory)

3, ?Purity of methylcholanthrene (all commercially avail-
able grades found te contain traces of a powerful
skin irritant, removable to a large extent by

chromatograohy).
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C. Results on API-83-2 indicate that mild air oxidation of
catalytically cracked residua not useful for reduction

of concentration of carcinogens,

D. Effects on rate of tumor induction of decreasing severity
of tests by decreasing dosage per application.

1. For solutions of methylcholanthrene, same rate of
tumor induction by 20 mg. and 100 mg. applications
(results to be rechecked on Heston sub-line with
purified methylcholantirene),

2. For fuel oil blends (provably relatively low concen-
tration of accelerating constituents), preliminary
data indicates rate of tumor induction same for
S mg., 20 mg., or 100 mg, applications,

3. For API-B8 (catalytically cracked residuum of high
poteney) rate for 20 mg. applications significantly
slower than for 100 mg. applicatlons, rossibly in-
dicating & critical dosage level for action of

accelerating constituents,

E. Correlation of potencles of finished lubricants with their

ultraviolet absorption spectra.

1. API-99, spectrum type C (0.5), weakly acid treated
naphthenic stock containing 0.2 percent anti-
oxidant, Pyc 0.07.

2. API-100, spectrum type B (0.3), blended, solvent
extracted lube containing no additives, yleld
of papillomas zero after 41 weeks of painting

(3 applications per week, C3H mice),
API 05394
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F. Tumor yield from white oils, API-80 and 95, zero after

one year of painting,

G. Fractionation studies to determine classes of 3= and 4-ring
compounds responsible for carcinogenicity.

1. Exhaustive Diels-Alder reaction (maleic anhydride)
on API-8 yielding anthracenes, benzanthracenes,
dibenzanthracenes (?), naphthacenes, naphthcoyrenes
(?), and nitrogen bases (?)., These classes separated
by solubility properties of their succinic acid
adducts and adsorption properties (on alumina) of
the recovered parent compounds to prepare samples
for blologlcal testing,

2. Indicetions from results of blologlcal and analytical
tests on API-8-19 and 8-20 that pyrenes and
anthracenes not contributing to potency of distilllate
fractions, boiling 700-800°F. (vacuum corrected),
from API-8.

3. Fraction bolling lower than chrysene of aromatic
compounds from API-12, F.C.C. residuum, being treated
to remove pyrenes and anthracenes; fraction thus
prepared for mouse testing to contain alkylphenanthe-
renes, alkylbenzfluorenes, benzphenanthrene (?), etc.

L. Further chromatographic fractionation of distillate
fractions of API-3 corresponding to 8-10, 8-11, and

8-12 to separate L-ring compounds into classes for

biological tests.
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H. Accelerating constituents of cracked oils,

1, Further evidence that colorless fraction from chrom-
atography of API-8 has accelerating effect on rate
of tumor induction. Potency of API-8-21 not signif-
icantly different from that of API-8, whereas com-
pargble 50:50 blends with sec-amylbenzene (see 8-16)
or with white oil and reduced crude (see 8-4) demon-
strated marked reduction in potency.

2. Resin removed from API-71, T.C.C. residuum, not
responsible for high potency of this relatively
low boiling catalytically cracked product. Testing
and further fractlionation of colorless chromatographic
fraction of API-71 to be carried out,

3« Low dosage tests on cracked sidestreams for further
evidence on possible contribution of accelerating
constituents to thelr moderately high potency when

tested in 100 mg, appllications,
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~ETTER 3AL_OT
Subccaomittee on Carcincgenicity
Medical Advisory Ccmmittee, American Petroleum Institute

PLEASE MARK AND RETUEN TO:

Dr. M. N. Newqulst, Chalrmen
Subcommittee on Carclnogeniclty

c¢/o The Texss Company

135 East 42nd St., New York 17, N. Y.

. . . . . . . . . . . . . . . . . . . . . » . . . .

1. Shall the actions and decisions of the Resesrch
FProjJect Advisory Committee, as shown in the minutes of the
July 10, 1952, Meeting at Kettering Laboratory, Cincinnati,
Chio, be approved by the Subcommlittee?

Yes No Not voting

2. Do you recommend that Ketterlng Leboratory, Uni-
versity of Cincinnatl, make epldemiological studles of
cancer ameng employes of customers?

Yes No Not voting
If yes, what is your oplnion on the following
points?
8. Random selection of plants for survey.
Yes No Not voting
b. Limit surveys to plants where cancer cases
are sllegedly due to petroleum products.
Yes No Not voting
c. Maintain s cancer registry wherein only

cancer cases proven to be due to exposure
to petroleum products would be recorded.
Yes No Not voting

3. Do you approve of continuing Research Project
MC-1 =t spproximately its rresent scope and cost ($100,000
per year) for the year beginning July 1, 19537

Yes No Not voting

4, Do you concur with the opinion of the RPA Com-
mittee that a meeting of the Subcommittee prior to September
25, 1952, 1s not necessary?

Yes No Not voting

It 1s requested that any negative vote be accompanied by an
explenation.

Neme

Company

.




M. N. UEWQUIST, ¥.D.
\ 135 East 42nd Street
' New York 17, N. Y.

August 28, 1952

~o dembers and Associates
. Subcommittee on Carclnogenicity

sentlemen:

You have by now all received a copy of the minutes of
ne third meeting of the Research Project 1C-1 Advisory Committee
sld at Kettering Laboratory July 10, 1952, together with a
jstter ballot on which to indicate your approval and disapproval
of the actions and decisions of the RPA Committee and your
jecision on the three other questions listed.

I will appreciate receiving your ballot Ly return
-ail so that a report of the Subcommittee on Carcinogenicity
.an be prepared and sent to all members of the Medical Adviscry

~ommittee on September 11,

Very truly yours,

l M. N. HgWQUIST, M.D.
NN TKE
uarshall Clintcen, M.D. Z. W. Adams
L. Z. Curtis, M.D. L. C. Beard, Jr.
Xieffer Davis, M.D. C. L. Brown
Robert E. Eckeardt, ii.D. C. R. Brown
7. . rrank, M.D. L. C. Burroughs
C. H. Hine, ¥.D. R. C. Cole
7. J. Kelly, M.D. L. 0. Crockett
w., R. Levis, M.D. A. E. Dooley
Clark R, Miller, ¥.D. Re M. Landon
jsames Ww. Osoorn, M.D. K. G. Mackenzle
3. 2, Reeve, M.D. Re C. Mithoff
Jsorge M., Saunders, M.D. J. R. Morrison
Leo J. Wade, M.D. F. J. Sanders

R. M. Shepardson
mc: E. X. Linder, M.D.
D. V. Stroop
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Angust 28, 1952

r. 3. Istn linder

The Atlantic Refining Company
260 South Broad Steet

Pailsdelphis 1, Pemmaylvania
Dear Doctor Lindexs

Enclosed e two coples of the letter ballot
which was seut to the msmbers and assosiates of the
Sudoommittes on Carvinogemicity om Awgwst 22, This
lotter tallot was attached to the ximtes of the meeting
of the Ressarch Froject Advisary Cammittes 20ld at
Ksttaring Labaratary, July 10, 1932,

Yery truly yours,
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25 VICTORIA STREET

S. J. M, AULD LONDON
S.. 1
ATR MAIL 29th August, 1952

Dr. Y. N. Yew-ulst
The Texas Company
135 East 4 2nd Street
New York 17, N. Y.

Dear Dr. Yewqulst,

I hasten on my return from hollday to reply to your
letter of August 13th and to reassure you in respect of the
proposed report.

There was no intention to make and there definitely
will be no statement made nor excerpt included, regarding any
of the work which has been the subject of mutual exchange of
information between the Research Group and the Kettering
Lacoratory. It was my intention merely to describe in general terms
for the beneflit of the sponsors, the organization of the correspond-
ing American activities and refer to any already published work.
You are aware there has been some of the latter and there will be
more - generally in connection with the work at New York University
as published in the Journal of Industrial and Engineering Chemistry.

Now that you have drawn my attention to the matter, too,
I will make a point of sending you a draft of any material which
refers to American activities.

I hope there will shortly be an opportunity of your
coming to this country and meeting for discuasion some of the
people who are specially concerned in this work.

Yours sincerely,

With kind regards, (signed) SJMAuld

SIVA#GBM

cet Dr. Z. %, Linder )
“r. D. V. Stroop % from ¥NN - 9-5-52

jge) | ’
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