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I

INTRODUCTION OF GUESTS AND NEW MEMBERS

} The guests and new mexbers, Marshell Clinten. J. W. Hammond, R. A. Kehoe,
5. - Luongo, Robert Collier Pege, A. 0. Seeler, and N. B. Wilson, were recognized.

II
MINUTES OF PREVICUS MEETING

The minutes of the previous meeting, November 13, 1947, were approved

tion
A= as circularized.
III
REPORT OF SUBCOMMITTEE ON FLUCRIDES - DR. A. E. HOAG, CHAIRMAN
The report of the Subcommittee on Fluorides wes presented and is given
4p full in Appendix A.

The report of the subcommittee steted thet arrangements had been made
for the University of Cincimnatl to supply to the committee copies of all of
their date concerning fluorides. A number of such reports have already been

— distributed.

’h It was the sense of the meeting that it was desirable to carry out

toxicological studies on Boron Trifluoride; Dr. A. E. Hoag will explore the
possibilities of having Dr. Robert A. Kehoe carry out such studies and will
determine what, if any, additional funds will be necessary to support these
studies in the program of research on fluoride that is being sponsored at the
University of Cincinnati.

Subcormittee on Fluorides. In receiving this report the committee
recommended that the API continue to support this program at the
University of Cincinnati at the cost of $2,500 for the next year.

‘ Action The committee voted unanimously to receive the report of the

Iv

) REPORT OF SUBCOMMITTEE ON CUTTING FLUIDS - DR. B. B. REEVE, CHAIRMAN

The report of the Subcommittee on Cutting Fluilds, with an attachment
concerning "Safeguarding the Use of Cutting Flulds and Coolants" prepared by
Mr. R. S. Boneib, was presented end is given in Appendix B.

¢ It was the consensus of the meeting that the attached memorandum,

! entitled "Safeguarding the Use of Cutting Fluids and Coolants," would be
distributed by Mr. Stroop to the members and associate members of the Medical
Advisory Committee for criticism and for letter ballot as to whether it would or
— would not be published. If it was voted to publish the report, it would then be
’ 1 referred to the Editorial Committee for final review and then to the API for
Publication.
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A request from an engineering journal for permission to publish part
¢ the reviev,entitled "Dermatitis from Cutting Fluide - A Critical Review,"

¢ ed by Mr. Bertrend C. Kriste of the Harvard School of Public Health, has

| poen received. It was the consensus of the meeting, that in view of the fact

" gpet it would be a number of months before Mr. Kriete had modified his paper and
sblished 1t in a Journal such as the Journal of Industrial Hygiene and
70x1c01085 » that such a request for publication should not ©be granted until

M- Eriete had published the paper.

tion 1. The committee unanimously approved the report of the Subcommittee
AC
_— : on Cutting Fluids.

2. The committee recommended that the report on "™Dermatitis from
Cutting Cils," prepared by Mr. Kriete of Harvard, be published
in the medical literature s scon as practical. After such
publication an extract from the paper will be prepared by the
American Petroleum Institute for distribution.

v
* REPORT OF SUBCOMMITTEE OF CARCINOGENICITY - DR. McIVER WOODY, CEAIRMAN

The report of the Subcommittee on Carcinogenicity was presented by
pr. Woody and received by the committee. It is given in Appendix C.

In the discussion that followed the presentation of the report, the
importance of the cancer problem wae discussed and it was pointed out that
.h government agencies, the medical profession, and the public had in recent years
become very interested in this problem. In addition, a confidential memorandum
of information for Mr. W. R. Boyd, Jr., Prosident of American Petroleum Institute,
describing the available information in the medical literature concerning
cancer as related to petroleum, wae presented.

Dr. Robert A. Kehoe of the University of Cincinnati presented a verbal
report of the work that his laboratory had carried out to date on several samples
of residual and distillate oils. He stated that & written report concerning this
work would be subtmitted to the committee within a few weeks. DIr. Kohoe felt it
important for the cancer problem to be studied in the petroleum industry by means
of animal experimental studies, spidemioclogical surveys, and chemical and physical
studies of various petroleum products. He felt it desirable for a research
progrem such as that outlined in Appendix C tc be established.

‘ , In the course of the discussion, the precauticnary measures that have
been instituted in certain petroleum companies with regard to the handling of
high-boiling residuel oils from the catalytic cracking process were discussed.

. Dr. A. J. Fleming, Assistant Medical Director of the du Pont de Nemours
Compeny, presented a twenty mimute talk descriding how toxicological problems
such as the "Aniline bladder tumor" problem had been handled end is being handled
in the chemical industry.

Action 1. The committee voted unanimously to accept the report of the
~ ’ Subcommittee on Carcinogenicity and the personal and confidential
memorandum cited above.
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2. The committee recommpended that:

A. The American Petroleum Institute be suthorized to establish
a comprehensive research project for the development of
fundapental facts, enalytical techniques and related
information pertaining to cancer-causing compounde which may
occur in petroleum or be produced therefrom.

B. The American Petroleum Institute be authorized to enter into
an agreement with the Kettering Laboratory of Applied
Physiology (College of Medicine, University of Cincinnati)
to provide or arrange for necessary facilities and services
and conduct the work under a program to be established on a
cort:nuing basis by the Medical Advieory Committee subject
tc =pproval by the Safety Committee of the Board of Directors.

C. The Safety Committee be authorized to solicit contributions
to a special research fund, outside of the API Maintenance
Fund, in the amount of $110,000 to meet the costs for the
first year which will include $50,000 for non-recurring
capital expenditures for construction of extraordinary
experimental facilities at the laboratory.

D. Responsidility for the continuation of the program of research
be delegated to the Safety Committee of the Board of Directors
which is hereby authorized to approve and underwrite future
annual budgets and to solicit contributions to the speciel
research fund as may be necessary to meet approved budgets.

3. The committee recommsnded that Dr. Robert A. Kehoe and his
assoclates collaborate with the Chairman of the Subcommittee on
Carcinogenicity and as many members as is necessary in the
preparation of & plan of collecting statistical medical infor-
mation on cancer in the petroleum industry versus the country at
large; and if possible versus other industries. The committee
also recommended that a definite propesal be-made for implementing
the collection and coalition of such information (every effort
should be made to separate any cancers caused dy contact with
known products from those arising from other causes).

vI

REPCRT OF SUBCOMMITTEE ON PERMISSIBLE CONCENTRATIONS - IR. T. M. FRANK,
ACTING CEAIRMAN

The report of the Subcommittee on Permissible Concentrations was
Iresented and was received by the committee.

The report, the letter of March 23, 19LE from Dr. A. 0. Seeler to
Mr. D, V. Stroop with an outline for toxicological screening tests as modified
by the committee, and the letter of March 10, 1948 from Professor Drinker to
Dr. V. C. Beird describing the progross of the work et Hawvard ave given in
Appendix D. 1In the course of the discussion of the outiine for toxicological
8creening tests prepared by Dr. A. 0. Seeler on March 23, it was agreed by the
committee and Dr. Seeler that the toxicologicel screening tests program dbe
modified as indicated in Appendix D.
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In the discussion of toxicological reseerch that might be carried out
uilibrium catalyst, Professor Drinker stated that the estimated cost of &
1ed study would de $15,000 per year for epproximetely three years. It was
the consensus of the committee that such a dotailed study should not de
1mm&ﬂfated at the present time, bdut that a similer progrem involving

peritoneal injection studies be carried out on guinea pigs or other animsls.

tra
32 vas estimated that the cost of these studies would be less than $1,000.

sotion 1. The report of the subcommittee as presented in Appendix D was
= adopted by the committee.

2. The following summarizes the pertinent action taken on this report:

A. That the Manufacturing Chemists' Association Medical Advisory
Committee mombers be made consulting members of the Subcommittee
on Permissidle Concentrations of the API Medical Advisory
Committee and that they receive copies of tentative and final
drafts of toxicological reviews.

B. That in cases where a literature search, carried out at
Harvard University, reveals that little or no toxicity data
are available on certain compounds or products, no
toxicological review will be pudlished. Imstead of pudlishing
reviews on these materials, a list of such sudstances with a
1list of pertinent references will de pubdlisked by the API
with a statement as to the inadequacy of the availadble .
information.

C. That the toxicological screening teste program given in
Appendix D will serve as a general outline for screening tests,
but eech particular study will have tc be modified depending
upon the nature and uses of the compound or product.

D. That Dr. T. M. Frank, subject to the approval of the American
Refining Corporation, submit to Prcfeasor Drinker a progress
report on the results of studies sponsored by that company on
the toxicity of {resh catalyst. After reviewing this infor-
mation, Professor Drinker and associates will recommend to the
committee what, if any, additional work should be carried out
on fresh catalyst.

3. It was voted that, in order to carry out the experimental work
outlined by the Subcommittee on Permissible Concentrations, $10,000
be alloczted from the 3eneral fund on balance in the AP to de
used dy the Subcommittee on Permissidle Concentrations for
toxjcological studies indicated above.

VII

REPORT OF SUBCOMMITTEE ON MEDICAL POLICTIES AND PRACTICES-DR. T. M. FRANK, CHATRMAN

The report of the Subcommittes on Mediczl Pclicies and Practices was
Presented dy Dr. T. M. Frank end consisted of the following recommendetions which
¥ere unanimously approved:

API 06945




@
-

-6-

Thet the committee favors the adopticn of an international
certificate of innoculetion and veccination such as that sponeored
by the World Health Organization subject to their simplification
from a practical operation point of view in kesping with the
suggestions mede at the first meeting of the Expert Committee on
Quarantine, Gensva, 1947,

2. That we request Dr. M. N. Newquist and Dr. E. K. Linder to approach
the Interim Cammission of the World Health Organization to see what
can be worked out in line with the esbove recommendation.

VIII

REPORT OF EDITORIAL COMMITTEE - DR. J. P. HOLT, CEAIRMAN

The report of the Editorial Committee was preeented and is given in full
(n Appendix E. The ccmmittee unanimously approved the report which included the
following recommendations:

Action 1. That the toxicological reviews on the following compounds that heve
been epproved by the Editorial Committee be published by the API:

Acrylonitrile Mathyl Ethyl Ketone

Alkyl Disulfides Morphcline

Alkyl Mercaptans Naphthenic Acids
Diethylene Glycol N-Butyl Pare Amino Phenol
Dowtherm A Phosphorus Pentasulfide
Kerosine Sulfur Dioxide

Mercury Thiophene and Derivatives

2. That the tcxicological publications on the following compounds be
doferrsd until some future date:

Acetone Maleit Anhydride
Carbon Monoxide Phosphoric Aclds
Ditertiary Butyl Fara Silica
Cresol Thiophenol and the Aromatic
Hydrogen Fluorids Mercaptans
X

COMMONTCATION FROM BASIN O'CONNGR

The communication from Besil O'Connor to D. V. Stroop of February 2,
1948, requested that the members of the API be informed of the activities of the
Fourth Intern=tional Congresses on Tropical Medicine and Malaria. The

desirability of giving finoncial support to this enterprise was discussed by the
comnittee.

It was the scnse of the meeting thot this meottor should be hendled by
individual members of the committee and it wae su_ jested that they bring this
Question to the atterntion cf the appropriate individvois in their respective
Companiea. It was felt that no definite action by the committee was reguired.
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NEW BUSINESS

Mr. D. V. Stroop presented to the committee a statement concerning
ceipts and disbursements of funds of the AFI medical research fund, & copy of
:;ich is attached in Appendix F.

Mr. Stroop requested that the Chairmen of the Medicel Advisory Committee
ond the Chairmen of the respective subcommittees meet together prior to the meeting
of the Committee on November 12, 1948, and arrive at a recommendation as to how
guch TONSY the committee will need during the year 1949.

X1
NEXT MEETING
It was unanimously agreed that the next meeting of the API Medical

advisory Committee would be held on November 12, 1948, and the meetings of the
subcommittees would be held on November 11, 1943, in Chicago at the time of the

regular API meeting.

J. P. Bolt, M.D.

Secretary
Approved:
M. N. Newguiet, M.D.
Chairman
5-18-48
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APFENDIX A
REPORT TO THE API MEDICAL ADVISCRY COMMITTEE
BY THE SUBCOMMITTEE ON FLUCRIDES

Dr. A. E. Hoag - Chairman
April 2, 1948

At the Subcommittee meeting held on November 12, 1947, the Report of

e gubcommittee on Fluorides to the API Medical Advisory Committee was accepted.

regerd to the matter of reports, Dr. H. F. Heyroth of the Kettering Lzboratory
I ed to supply the Chairman (for distributicn to the Subcommittee membsrs) with
10 €0 ies of reprints of previous publications on their work on Fluorides; elso
4o SUPPLY 10 copies of their next (and first) Annual Report to the "Industrie
group- " It was the sense of the meeting that the Chairman should receive and
distribute all reports and technical communications.

Dr. A. E. Hoag, Chairman, Subcommittee on Fluorides, is the member of
tpe API Medicel Advisory Ccrmittes to whom all correspondence concerning the group
pI'OJQCt should be directed. If possible it will be helpful to have coples of such
co,-respond.enc:e sent to Dr. L. C. Beard, Jr., as Dr. Hoag's alternate on the sub-
comittee. Both are on the staff of Socony-Vecuum Cil Company, Inc., at 26 Broad-
vy, New York L, N.Y.

The following roprints were received and sent to the members of the
Fluorides Committee: 'Fluorides as an Industriel Health Problem” by E. J. lergent;
jormal Urinary Fluorine Excretion and the Problem of Mottled Enamel” by Willaerd F.
Machle; '"Exposure to Fluorine in Industry” by Willerd Machle and E. E. Evans;
“The Urinary Fluoride Excretion Among Men Employcd in Alkylation Piants Using the
fydrogen Fluoride Process” by Edwerd J. Largent; "The Effects of the Inhalation
of Hydrogen Flucride” by Willard Machle, Karl Kitzmiller and E. W. Scott;
"Exposure to Fluorides in Magnesium Founding” by E. J. lLergent and I. F. Ferneau;
"Fluoride Ingestion and Bone Changes in Experimcntal Animals” by E. J. Largent,
Willard Machle and I. F. Fernceu; "The Absorption end Excretion of Fluorides"
by Willard Machle, E. W. Scott and E. J. Largent; "Normal Urinary Fluorine
Excretion and the Fluorine Content of Food and Water” by Willerd Machle, E. W.
Scott and Joseph Treon; '"Magnesium Acetate as an Ashing Agent in Fluorine
Anelysis"” by William E. Crutchfisld, Jr.; and "Titration of Fluorine in
Biclogical Materials” by Euger: W. Scott and Albert L. Hemms.

At the beginning of this year we received coples of the "Annnal Report
on Investigations of the Storege of Fluorides in the Tissues of Human Experimentel
Subjects and by Dogs, in Relation to the Amounts Ingested by Them." ZExtra copiles
wore obtained so that not only momboers of the Flucrides Committee received them,
but 211 the members of the Medical Advisory Committee, as well.

The Monsanto Chemical Company requested membership in the "Industrial
Group” sponsoring the Fluoride project at the Kettering Laboratory end were
accepted. However, on Fobruary 19, 1948, Monsanto withdrew because thoy felt that
thebstudy of Fluorides on human subjects did not appear to bear on any of theilr
Iroblems.

On November 28, 1947 we received notification from Mr. D. V. Stroop
thet a check for $2,500 had been sent to the Univers:ty cf Cincinnati as a contri-
bution toward the development of infcrmetion on Fluorine end Fluorine Compounds.
The Committee feals that it can report progress and that the project should
contimue. This will enteil the annual expenditure of $2,500.
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APPENDIX B

-

REPORT TO THE API MEDICAL ADVISORY COMMITTEE
BY TEE SUBCOMMITTEE ON CUTTING FLUIDS

Dr. B. B. Reeve - Chalrmen
April 2, 1948

At the meeting of the API Medical Advisory Committee in November 1947,
it ves proposed that a bulletin be prepared and put out by the API Medical
savisory Committoe on "SAFEGUARDING TEE USE OF CUTTING FLUIDS AND COOLANTS."

Thie assignment was given to Mr. Roy S. Bonsib, Industrie.l Hygienist, Standard
cil Compeny (New Jersey) for prwparstion. This bulletin has been prepared and

— pes been circulated among the members of the API Medical Advisory Committee and

. it i8 now being presented. We feel that Mr. Bonsld has done an excellent jod
in preparing this bulletin, and we wish to present it to the API Medical Advisory
committes for its acceptance, subject to change.

We also hoped to present at this time the review on "DERMATITIS FROM
CUTTING OILS" whic.h is being prepared by the Harverd University School of Public
Health. However, I have besen informed by Dr. Albert 0. Seeler, Assistant
Professor of Industrial Hygiene, that this work has been delayed and will not be

availabls until a later date.

L
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DEAFT

As Revised by Subcommittce on Cutting Fluids
at Meeting Held in Boston on April 1. 1948.

SAFEGUARDING THE USE OF CUTTING FLUIDS AND COOLANTS

April 7, 19L8
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FROPOSED TRAFT

SAFEGUARDING THE USE OF CUTTING FLUIDS AND CCCLANTS

The tremendous increezse in the use of cutting fluide or coolants
and the general lack of understanding concerning them among new and
partly trained workers suggest that a recapitulation of the hazards
involved and the necessary preceutionary meesures may be of assis-
tance in sefeguarding their use.

INTRODUCTION - A cutting fluid does no actuel cutting; & grinding compound,
nogrinding; but each vastly improves cutting and grinding operations. Cutting
oils are divided into two large groups, the INSOLUBLE and the SOLUBLE, the latter
actually representing an emulsion of cutting oil base in water. The solutle

cutting oils (emulsions) are used mainly as cooling agents to remove heat generated
py the action of the cutting (or milling, grinding, honing, etc.) tocl on the work
igce. They also serve as rust preventives on the finished work and as & means,
grticularly in grinding operations, for removal and settling of chips. The
{nsoluble cutting compounds, cn the other hand are used as coolants and lubricants,
giding the tools in the cutting operation by reducing friction between the cutting
tool and the work piece and reducing the adheelon znd friction between the chip and

the tool face. They also improve the finish and increese tool or wheel life.

Machine tool operatocrs who work with cutting oils and compounds may be
croubled with eruptions (rash, pimples, or boils) of the skin of the hands, fore-
arms and thighs which come in contact with cutting fluids and permit hair follicles
of the skin to become plugged with dirt and oil, and cause the condition sometimes
referred to as "Cutting Oil Dermatitis." With the exception of certain types of
chlorinated-aromatic compounds which some suthorities state occasionelly produce
chloracne, no specific chemical compounds in cutting fluids have been identified

as causel agents for oil acne, whose incidence is the highest among the cutting oil

dermatoses.

CAUSE OF DERMATITIS - Ae a result of lomg skin contact with cutting oils,
the opening of some of the sebaceous glends may become occluded (plugged). This
mechanical blocking prevents eecape of the gland secretions, which consequently
asccumilate, harden and eventuelly cause local irritation. Infeotion may also pley
& part, but the germs causing the infection come almost entirely from the workers'
own skin, rather than from the oil, More than fifty dietinct and different types
of harmful bacteria have beex found on the arms and hands of the average clean
heelthy individuel. These bacteria are perhaps the most important source of
infections, the cutting oil itself acting merely as a carrier of the germs from
the surface of the skin where they are quite harmless, into the pores where they
germinate and produce pimples, sores and rashes. Cutting flulds of petroleum
derivation are sterile and will remain that way if not contaminated from cutside
sources. Most antiseptice added to cutting fluide in an effort to prevent
infections have proven ineffective. Some entiseptics may corrode the mstal beling
worked, or may in themselvee irritate tho skin after prolonged use. If the oil
becomes conteminated in use, heat hae been found the beet means of sterilization.

Another cause to which dermatitis may be attributed is the presence of
emall chips, splinters or particles formed in working metal -- grinding, cutting,
polishing -- which accumulete in the cutting flu'd znd arc brought into contact
vith the skin of the worker, and by their abrasive action may cause slight cute
or scratches affording entrance of germs. These particles of metal readily
accumulete on the skin and on cotton waste used by workers to wipe the oil from
their arms. Germs present on the skin may enter the scratches caused by this
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and lead to infsction. Verious devices for extracting these metel
from the oil are on the market, dbut it should be remembered that such
n alone will not prevent the dermatitis,

actice
P ticles

. 44T8C tio
Another contributing factor to dermatitis is the defatting propertiezs of

such as gasoline, naphthas, etc., used for removel of cutting fluids,
1ting in d&rying and crecking of the skin. Dry skins and senile skins are most

"?Suly to be effected in this manner because the slin glands are not sufficlently

lﬂgve to replace the fat extracted from the skin by the solvents. Defatting of

0% kin is often times further aggrevated by the use of abrasive or highly

:ﬁalim soaps. Even bleaching powder sometimes is used to clean up efter work.

ckins that are naturally dry will not stand such cleaners without at leest becoming

cnepped OF fissured. These cleansrs also abrade the skin, irritate it and reduce

it8 resistivity to dermatitis and infection.

golvents,

Constituents of cutting fluids other than the mineral oil may also play &
art in promoting skin irritations. Certain ghlorine compounds used in cutting
ﬁna mey irritate the skin. The phenols, cresols, end other additives are usually
got present in sufficient amounts to be primery irritants, dbut they may act as skin
gensitizers to allergic individuals.

It should be borne in mind that dermetitis from soluble oils is much less
frequent than from non-soluble cutting cils. Soluble cutting oile ere more readily
and more completely washed from the skin. However, many casos of dermatitis are
caused by emulsions.

The severity and frequency of the dermatitis depend on individual
jaiosyncrasy. O1il acno shows a tendency to occur in hirsuts (hairy) workers,
presumably because of the numerous and well-developed hair follicles. Workers
yith feir complexion (blondes) secm to be more susceptidle than the dark-skinned
type (oil acne ie practically absent among nogroes). Workers with dry skins ere
more susceptible than oily individusls. Persons with a previous history of
recurring skin eruptions are much more susceptiblec than those who have no such
nistery. 01l acnec may have an increesscd incidence in surmer or hot weather.

The primary factor is lock of PERSONAL HYGI°NE. Clean, experienced work-
men who do not permit their clothes to become Bockcc with the spray of cutting
fluid or emulsion and who change their clothing frsquently ere much less likely to
be effected. The fundamental ceuse of the dermotitis is an irritation from the
0il. A secondary infection, resulting from bacteriel action, may set in if the
proper hygienic precautions are neglected. The handling of such cases usually is
quite simple. Seriously affected persons should be removed from the exposure,
vhereupon they usumlly recover rapildly.

TREATMENT FOR DERMATITIS - According to Public Health Reports 2:19&7-53 y
blackhesds, pimples, and boils caused by cutting oils can be successfully treated
by cleanliness and antiscptice. Cleanliness consists in a daily change of work
clothes and frequent washing of the perts affected. Individusls with blackheads,
pimples, or boils should not irritate them by squeezing but should see & physicien.
It is adviseble to remove persons with dermetitis from contact with cutting fluids.

For dry, defatted skins an ointment consisting of vegotable or enimal fat
should be given the workcr to rub into his hands beforc and arter work.

PREVENTIVE MEASURES - The prevention of dcrmotitis from cutting fluids or
emulsions lies in tho sdoption of an adequate proper hygienic program; cleanli-
ness of the person, of the mechines, and of the 0il. In the latter connection,
‘8pitting into cutting fluids or conteaminating them with other bodily secrections
is FROEIBITED! Timely dressing of wounds (cuts, scratches, abrasions, etc.) and
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ections end cxcluding infoeted workers from the cutting fluids used by others
;re elso important precventive measures.

Porsonal cleenliness Involves the formetion of 2 good habit in the worker
and the provision, on the pert of the moncgement, of adeguate washing facilities.
plcntJ cf warm water, good soap and ample space must be provided for the worksr
pocause the rogular and thorough removel of films of oil adhering to his skin is
the worker's first line of deofense against infection., Since thorough drying of
the arms and hands is important, individuzl towele should bc provided by thc

cment. Cloth towels are preferred because of their better ebsorbing quelities,
put to insure their cleanliness, proper leundering facilities should be furnished.
mhe towels should bs so laundored that all slivers are removed.

Approved toilet, powdcred, or liquids soaps and cleecners which will not
dgefat or irritate the skin should also be provided end placed in convenient
jocations in the washroum. A cleancr has becn devised which consists of & ncutral
gulfonated castor oil, to which 2 per ccnt of a wetting agent ie added (Pub. Health
Repts. 56 1788-90). The use of kcrosinc, gasoline, or other fat solvents and
gtrong soeps should be prohidbitcd for skin clcensing. The Messachusetts Divieion
of Occupaetional Hygiene (Bulletin #259, April 1942) rocommends either of these two
pixtures for removing cutting oile from the skin: A -.Equal parts of pure liquid
or powdered soap and fine hardwood sawdust, frec from splinters. B - Equal parts
of vhite cornmeal and this cleaning solution Sulfonated Noats-Foot 0il 45 parts,
right Liquid Petrolatum 45 parts, end Gelatin 10 parte of & 25 per cent Aqueous
Solution.

Clean work clothes shcould bo provided end thc body and arms should be
protected by aprons and slceves madc of impermeablc material, such as the new
synthetic plastics or clastcmors. Detacheble sleeves and sprons in this ncw
materiel and morz convenient designs arc being mnde available. Protective clothing
must be properly serviced at & centrzl stetion whore it is returned by the worker
at the end of the day. Eeforc recissue to anoth:r workcr, the equipment should be
repeired, 1f necessary, end thoroughly clcancd and disinfccted. It is suggested
that manufacturers' instruct.ons bc obtzined and fqllowcd for the cleansing end
disinfection of clothing and cquirment as the mokers will kmow which cleansing
rethods and solutions will lcast offecct the durability of their products.

Guards should bc installed on the machines to prevent splashing or spraying
and there should be floor bocrds to prevent prolonged contect of workers' foct with
the 0oil. A recently developed mist collector, when suspcnded directly over a
mechine draws ell oil mist up directly from the source to a collector where even
the smallest particles of oil ore removed from the air by combination mechanical
and electronic filtering proccsecs. The machine should be kopt es frec from old
oll greese, 01l and dirt as possidblc by washing deily. Clean towels should be
Provided for the worker at his machine and dirty waste used for wiping oil from

the hands should be climinated.

In brief, prevcntive mcasurce arc intconded to accomplish one purposc; the
Prevention of prolongcd contact between the cutting compound and the worker.

Carc of thoe skin: Tho following routinc is rccommended by the Massachu-
setts Division of Occupational Eygienc:

"(a) Before starting werk, wesh hands and ~rms in warm weter using
a sawdust and liquid soap prcperztion cnd dry the skin with
an individuel cloth towel. Apply & lenolin ointment to replace
the natural fat of the skin. An ointment composed of 70
per cent Lanolin, 28 per cont Olive 0il or Cestor Oil and API 06953



-

APFENDIX B (Cont'd) -6-

2 per cont of & wetting egent (onc of the fatty 2lcohol
sulfates) 1s recommcnded.

"(b) Beforc lunch, wash 0il and lanolin coating from arms and
hands, using onoc of thc clecensing mixturcs described
above.

"(c) Before sterting work in the afternoon, wash as in the
morning and epply lanolin ointment.

"(d) "At thc end of work dey, thoroughly wesh oil and lanolin
coating from the skin with onc of the above cleansing
mixturcs.

"(c) Use cerc in wiping the forcarms and hands during the day.

"(f) Report promptly to thc shop physician or dispensary all
cascs of skin abrasion, rcdness, itching, pimples, or
other irritation.”

Educational Teolks By Plant Physician: It 1s necessary to educate the
workcrs to recognize and roport the initial steges of oil acnc. Frcquent
inspcction of thc employcos is rccommondcd. The physician in charge of thc medical
scrvice of the plant should give occasionnl tzlks to thc workers as to the hezards
of dormztitis from cutting fluids and make thom ccquaintod with the methods of
prcvention.

Prcplaccement Examinations erc rccormcnded. Workers with acne, dry skins,
history of skin dise=so, liver disordcrs, eslcoholism, or history of previous
trouble followling exposure to chlorineted cromstics or heavy metcals should not be
essigned to such work. If an opcretor is known to be allergic or porticulerly
susceptible to skin troublcs, hc should bc assigned to other typcs of work where
he will not comoc in contact with cutting fluids.

Thc Unitod Stotes Public Hoalth Scrvice in 'ts study c¢f cutting olls found
thet those who developed skin troutle invoriably had zither & noticeebly dry skin
or tho solutions thcey were using hed e tendoeney to dry out thc noturel oil of the
skin. Opcrators with a neturally oily skin did not suffer from this affection.

Roconditioning Used Cutting Flulds: The cutting fluid should be changed
froquently, at loast every two wecks, and eithcr discerded, or, if it is te be
reused, it should hc screencd to remove motel particles, and sterilized to remove
bacteric. Such sterilization can best be donc by & contral sterilizing system,
connected with each of the mechinos and recirculating the ofl, or if this is not
possiblo, the oil may be rcmoved from each individual machinc and carricd to ths
ccntral sterilizing system. Additionnl entiscptic should not be nddcd to used or
rancid oils. Such o practice increcases tho irritnating propertios of the oil and
is not neccessary if the oil is filtercd and heat sterilized.

Sterilization of the oils by heet is generally recommended; 1LOOF. to
1600F. for 30 to L5 minutes seceme to be the usuzl methed. While the dostruction

of the bacteria mey not prevent oil acno, it docs avold spreeding other disces:z
organisms, particularly in soluble cutting oils: and it cvolds rancidity and the
development of en objectionable cdor. The chonge and stoerilization of the
insoluble cutting oils is rccommended cvery 10 doys to two weoks, and the soluble
cutting oils every two weeks, thc machincs bcing thoroughly clozncd with stecm and
light 01l during the chonge. The usse of disinfectonts 1s strongly dlscourzged
although & few authors have argucd for their usc on the grounds thet heet
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ation is only & temporary cffect 2nd because the oil contzined in the line

$1iz
stzﬁing to and from the sterilizcr remcins ccntaminatcd. Workers should be
lﬁohibited from cxpectorating into the oil, or from contaminating it in any other
b4
vy

Protcctive Qinteents: Since the most frequent type of occupational
ermatitis caused by cutting fluids is pimplus and boils, cleanliness is much
morcimporte.nt in the provention of dermatitls than are protective ointments.

The United States Public Health Service rccommonds that when protective ointments
are used, they should be of the type that will f£ill the pores of the skin with'an
4pnocucus vegetable or animal fet to prevent the centrance of mineral oil. Such a
rotective ointment should also contain a smcll percentage of e wetting or
Omulsirying agent such 28 the fatty alcohol sulphatos, in order to make it easily
rcmovable from the skin with watcr. A small percentage of a harmless preservative,
guch 88 sodium perborate, 1s also desirzable in order to prevent fat in the cintment
srom becoming rancid. Protective ointments which form films soluble in oil arc not
gesireble beccusc the cutting oil w2shes them off. The sulfonated oils will wosh
away both types of films. Films will crack when the hands and fingers are flexed
and leave ereas of tho skin unprotccted. Those arc tho main rogquirements of a

gatisfactory protective ointmont;

1. Easily epplicd and provide a thin, uniform and invisible film
on the skin.

2. Easily rcmoved by soap and woter.

3. Non-irritating of itself.

L Insoluble in, or impervious to, the potentielly harmful
substances it is supprosed to cxclude.

There ere meny preparations on the markct which meet thesec requircecments
end the combinetions of ingrecdicnts erc tco numerous to list in this bulletin.
omitting special typcs to meot particular necds, lanolin is the base of most
standerd ointments. Lenolin is bland and tcnds to consorve the natural oils of
the skin. Some manufacturcrs add olive oil or cocstor cil, especially the latter,
to incrcese the shedding property of tho olntmcnt and its inmsolubility in the
paraffin series of cutting fluids. -~ v

(The recommendetions outlined in this bullctin should be considered of gencral
epplication; they are of veluc chiofly as a good approach to a specific problem.)
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APPENDIX C
REPCRT TO THE API MEDICAL ADVISCRY COMMTTTEE
‘ BY THE SUBCOMMITTEE ON CARCINOGENICITY
Dr. McIver Woody - Cheirmen

April 2, 1948

on behalf of the Subcommittee on Carcinogenicity, I recommend to Medical
advisory Committee for transmittal to the Safety Committee of the Board of
pirectors and for adoption by the Executive Ccmmittee of the Board of
pirectors & resclution authorizing the establishment of & comprehensive
research project on cancer-causing hydrocarbens as follows:

RESOLUTION

WHEREAS, in recent months thore has beon widespread publication
of general statements to the effect that men .working around
gasoline, tars, and lubricating oils are exposed to cancer-
causing compounds: and

WHEREAS, such gencral statoments appear to be without foundation
but there are correlated results of experimental research work
vhich indicate the prescnce of cencer-ceusing compounds in some
fractions derived from the catalytic processing of petroleum;
end there are references in the medical literzture to cases of
cancer caused by certain petroleum crudes cnd fractions; eand

WHEREAS, the situation 18 such that the industry is in need of

authoritetive information on all phases of tiae subject and that
need may best be met through the esteblishment of an industry-

wide research project; NOW, THEREFORE BEIT '

RESOLVED BY THE EXECUTIVE COMMITTEE OF THE BOARD OF DIRECTORS
THAT:

1. The Institute is authorized to establish a comprehensive
research project for the development of fundamental facts,
analytical techniques and related information pertaining
to cancer-causing compounds which may occur in petroleum
or be produced therefrom.

2. The Institute is authorized to enter into an agreement with
the Kettering Laboratory of Applied Physiolegy (College of
Modicine, University of Cincinnati) tec provide or arrange
fcr neceasery fecilities and services and conduct the work
under a program to be establishad on & continuing basis by
the Medical Advisory Committee subject to eporoval by the
Safety Committee of the Bozrd of Directors.

3. The Safety Committee is authorlizcd tc solicit contributions
to a speciel reseerch fund, outside cf the API Maintenance
Fund, in the amcunt of $110,000 to meet the costs for the
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first yeer which will include $50,000 for non-recurring
capitel expenditures for constructicn of extraordinary
ecxperimental facilities at the laboratery.

k. Responsibility for the ccntinuation of the progrem of
resczrch 1s delegated to the Safety Committee of the
Board of Directors which is herecby authorized to approve
and underwrite future annual budgets and to solicit
contributions to the special research fund as may bde
necessary to meet approved budgets.

In support of the resolution, I eppend a confidentiel subcommittce memorandum
perteining to the nased for thie reseerch project.

|
L

McIver Woody, M.D.
Chairmen
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MEMORANDUM
RE: THE NETD FOR THE PROPOSED RESEARCE PROJECT.

1t is well recognized that certein coal tars cause the develorment of skin
upceYr in man. In numerous foreign countries and in several steztes in this country
tpis 16 recognized &8s e compensable disesse.
During the past fifty yeers there have been more then 1,500 cases of skin
ancer caused by exposure to shale 0lls in England. Laws have been passed requiring
¢ such cases to be reported to the government in England. In contrast, few cases
of skin cancer in the United States have been reported to have been caused by
troleum or petroleum products. Actually, about fifty cases of skin cancer caused
py exposure to petroleum hydrocerbons during the processing of paraffin wax end e
sow cases Of skin cancer in oil field workers have been reported in the United
states. There are more than thirteen states that have laws in effect at the present
time making cancer caused by petroleum products a compensable disease.

During the last four or five years various catalytic processes, such as
cetelytic crecking, have been put into extensive use in the petroleum industry.
In the catalytic treatment of o0il, relatively large quantities of high-bdoiling,
gractions can be produced. This high-boiling material - has been shown to cause
cancer in experimental animals. Animal experimentsl studies have been carried out
in three well-known hospitals and universities on three different samples of this
material from three different petroleum companies, All three samples were shown
— to produce tumors when epplied to the skin of experimental animals in up to 100
per cent of the animals. These tumors becams malignant in most cases. Only a very
spall amount of the material is necessery to produce cancer in an experimental
animal such as the mouse; for example, 15 milligrams applied to the skin of &
mouse once & week for twenty-six weeke produced cancer.

and chemists who have studied the problem, ere reasonably certain that condensed
ring compounds, such as 3, L-benzpyrene and related compounds, known to cause
# cancer are present in the high-volling o0il fractions from the catalytic cracking

H Individuals within and outside the petroleum industry, including doctors

operations. It is therefore felt that this oil :ls'"ce.;oa‘t:'le‘r of causing cancer in
man, although no cases in man have been resported to date. It is felt that one of
the reasons for thie is that it generally takes ten or more years of exposure to a
carcinogenic meteriel for a cancer to develop in man, and since this oil has only
been in production for about four years, the period of exposure to this material
has been short.

Field studies in the petroleum industry show that several thousand
employees have daily or frequent contact with this material or blends of this
material; while it is estimated that tens of thousands of customers are
petentially exposed to blends of this material,

The above evidence indicates that the petroleum industry is faced with a
serious potential cancer problem. There are many unanswered questions concerning
the nature of this hazard and how it might be prevented or controlled. These
questions cen only be answered by carrying out a program of medical research along
the lines which the Medical Advisory Commitvee is recommending.

In case more detailed information is desired, 1t can be arranged for a

nember cf the Medical Advisory Committee to discuss this question with members of
the Safety Committee or Executive Committee of the Board of Directors.
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APPENDIX D
REPORT TO THE API MEDICAL ADVISCORY COMMITTEE
BY TEE SUBCOMMITTEE ON PERMISSIBLE CCONCENTRATIONS
Dr. T. M. Frank - Acting Chairmon
April 2, 1948

At its meeting in Boston on April 1, 1948, your subcommittee voted to
report information and recommendations to the Modical Advisory Committec es

follovs :

Cooperation with the Medical Advisory Committee of the Manufacturing

I Chemists Agsocietion.

In conference with Doctors J. M. Carlisle, A. G. Cranch end D. 0. Hamblin,
,epresentins the M.C.A. Modicel Advisory Committee, Dr. Cranch expresscd the
opinion that there was no objection to the issucnce of API Toxicological Reviews
on substanceg which arec or may be included in thc Chemical Safety Data Sheets of
the Manufecturing Chemists Association oven though there might be inconsistent
statements in such publications.

Following a discussion of ways and means to facilitate tho exchange of
information during the formuletion of API Toxicologicel Reviews it was agreed that
the members of the MCA Medicel Advisory Committee should be made consulting
merbers of the Subcommitiee on Permissible Concentrations of the API Medical
Advisory Committee.

II Work at Harvard University School of Public Hoalth.

A. M.A.C. Values for 1948,

Professor Drinkor reported a numbor of -gshanges-adopted by the
committee of government hygienists for publication in the 1948
M.A.C. Values. He stated that the nov values will be mnde evaileble
promptly to all members of the API Committee.

B. Besis for Future Changes in M.A.C. Values.

Professor .Drinker stated thore was definite necd for the gethering
and publication of quantitative data which would contradict the
current theoreticel M.A.C. Values on many substances.

C. Report on Status of Harvard Work.

The subcommittee reviewed and accepted the report dsted Merch 10th
from Profcesor Drinker to Dr. Baird (sec copy attached).

D. Toxicologicel Reviews.

The subcommittee recommends thet no toxicological reviews should
be published on substances for which literzturc surveye by
Professor Drinker and zascciates rcvzel little or no available
toxicological informaticn, but instead that every six months
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e 1ist of such substances should be published by API with a
statement of thce inadequacy of availadle informstion. Any
pertinent litcrature references availabls on such substances
should be cited in the report with an indication as to the
cheracter of the information.

screening Tcsts.

The subcommittee reviewed and recommends the asdopticn of the
outline presented with Dr. Seeler's letter of March 23rd
subjoct to a consideration of modificetions and other mattors
discussed with Dr. Sceler et the mecting.

Powdered Silica-Aluminc Catelyst.

Following an extended discussion on the need for work on the
toxicology of powdered silica-alumina catalyst, the subcommittee
voted for two reccmmendations as follows:

l. Fresh Catalyst

Sudbject to the zpproval of the Pan American Refining
Corperation, Dr. Frank was reoquested to supply to Professor
Drinker a detciled progress roport on the rasults of that
company 's rescarch worx on fresh ceatalyst. After reviewing
the report Professor Drinker and associates will inform the
subcdmmittee as to what, if any, additional work should bde
carried out.

2. Equilibrium Catalyst

Subject to the preparation of a program and estimate of

cost by Professor Drinker end assoclates =nd to the approval
of both by the subcommittee, it is zecommemded that the
Medicel Advisory Committes should authorize the immediate
initiation of teste at Hervard to estoblish the toxicology
of powderad equilibrium silicc-alumine catalyst.

C9 Aromatics

SubJect to the preparation of a program and estimete of cost by
Professor Drinker and associates and to the approval of both by
the subcommittee, it ie recommended that the Medical Advisory
Committee should authorize the immediate initiation of tests to
estzblish tho toxicology of C9 eromatics including cumene and
mezytelene.

€10, Cll, and Cl2 Aromatics

The subcommittee requested Professor Drinkcr and aseociates to
reviev the question of toxicity of C1l0, Cll, and Cl2 aromatice
and to report to the subcommittec whet toxicclogical studies,
if any, ere practicebdle.
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Antidote for Kerosine Polsoning

The subcormittee recommends that Professor Drinker znd essocietes
should be requested to make toricoclogicel studies to determine
wvhether U.S.F. White Mineral 0il, given by mouth, is a worthwhile
antidote for kerosine polscning.

Priority in Screening Tests.

117

In concluding the meeting there was a consensus among those present that
tpe chairman of the subcommittee should take steps necessary to establish the
crder of priority to be followed in the meking of screening tests on substances
for wvhich there is insufficient toxicological infcrmation availeble including
those substances listod in Dr. Clinton's progress rcport dated April 7, 1947.

———
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HARVARD ULIVERSITY

School of Public Health

Department of Industrial Hygiene 55 Shattuck Street
- Boston 15, Massachusetts
larch 23, 1948
¥p. D. V. Stroop
American Petroleum Institute
50 West 50th Street
New York 20, N. Y,
Dear Mr, Stroop!
I am enclosing an outline of »reliminary toxicity
gtudies designcd to serve as a guilo .in establishing tentative
precautionary measures for the handling of new compounds. This

outline follows closely the range finding procedures described
by Henry F. Smyth Jr, and Charles P, Carventer (J. Ind, Hyg.
snd Tox. § 26, 26y, 1944 and 30, 63, 1948).

We realize that medical men differ widely in their
.k views as to the amount of animal toxicity data necessary for
vreliminary ewaluation of hasards to the human. In view of the
many new commounds that are being introduced into the vetroleum
industry, it is nacessary, however, to have a working plan for
the »reliminary evaluation of the hazards of a new compound,

This outline should be considered only as a
preliminary draft., Ve are very anxious to have comments from

* the Medical Advisory Committce on this »rodlom as we regard it
an urgent omns.

Very truly yours,

/8/ Alvert O, Seeler
Alvert O, Seeler, K. D.
A0S/8

P, 85, Since we would like to discuss the matter
at next week's meeting, we are nrenaring some conies to
distridute at the time of the meeting.

N
i
)
}
)
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TOXJCITY STUDIES

The studies outlined below are dcsigned only to give sufficient infor-
n concerning the toxic properties of a new compound to permit a tentative
yson of 1t8 toxicity with the toxicity of compounds in gemeral use. For
wp&;urpose it is essential to know the approximate lethel dose when the material
?”i:dmmisterod by mouth or by inhalation. It is also important to know whether
18 2 ompound is ebsorbed through the skin. Furthermore, scme information as to
;ﬂ;ible demngo to the eyes end to the skin is necessary.
,cute_oral toxicity: The general range of toxicity is determined by administering
;.aded doses of the compound to rats, using three rats for each dose level. The
anpound is dissolved or dispersed in water and given by stomach tube in doses of
801, 0.05, 0.1, etc. gu. per kgm, These animals 2re observed for a week. Once
ghe generel order of toxicity is known dose levels can be selected to give e
toxicity curve from which the LD-30 can be cclculated with reasoncble accuracy.

(The oral acute toxicity testing will require about 100 rats.)

52440
c

It wes agrecd by the committoe that the above studies would be carried
out on rats, guinea pigs, rabbits or poesibly other species instead of on the first
only. Coneiderebly less than 100 enimels of each species will be used.

supbecute oral toxicity: A four week chronic toxicity test may reveal toxic
properties vhich are not apparent in the acute experiments. Depending on the
peture of the compound it mey be given by stomach tube, or by incorporation in
the diet. Four groups of ten rats are used, three groups to receive daily dcses
of 1/2, 1/ and 1/8 the ecute LD 50, respectively, and the fourth group to serve
gs & control. About LO rate will be needed for this experiment.

It was agreced by the Committee that gross microscopic pathological
exaninations would be carricd out on these animais.

Acute inhalation toxicity: An initiel experiment I8 condutted in which 10 rats
ere exposed to saturated vapor for about seven hours. If these animals are still
living a week after the exposure, no further preliminary experiments need be
performed. If, however, this oxposure proves lethal, & preliminary range-finding
test will have to be conductei exposing groups of three rats to widely spaced
concentrations of the vapor. Once the epproximete lethal range hes been
determined, rats in groups of ten are exposed to vapor concentrations so chosen as
to give datz from which an epproximate LD 50 can be calculnted. If exposure to
seturated vapor reveals toxicity, the further evalustion of the hazard as outlined
2bove will require ebout 100 rats.

It wos agreed in the Committee that the type and concentration of vapor
exposure would depend on the meterial under study and the uses of thet material.
In each particular cese the type of vapor inhaletion study would be decided on the
basis of the compound unier investigation instead of having & specific rule
concerning ell such experiments.

Skin ebsorption: The toxic effecte following skin abscrption are determined by
8pplying graded doses of the compound to the skin of rebbite for a 24-hour period.
Because of the expense of the animals involved, these experiments are limited and
fre only designed to show whether or not skin zbsorption can occur. Fifteen
Tabbits will be needed for this experiment.
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gkin irritetion: Scme Informntion 28 to skin irritetion will be obiained from
The ekin absorption experiments. This information is supplemented by observing

¢ irritation produced on rabbits' skin by exposuresof varying duration. Five
rabbits are needed for this experiment. Skin irritation studies in animals ere
natoriouely unreliable as an aid in evzlucting hezard to humen skin and serve
gerely to eliminate those compounds which are very irritating.

It woe agreed by the Committee that thc 2bove studies would de carried
out on guinee pigs in place of rabbits and in addition, patch tests would be
carried out on 20 human subjects. Where practical, repeated patch tests would
pe caxried out in order to determine whether sensitization devoloped.

pamage to the eye: If the compound to be studied is a fluid, various amounts of
tne undiluted liquid are instilled into the conjunctivel sace of rabbits. The
eyes are carefully observed for a week both for immodiate demage end evidence of
repeir. If the material to be studied is & solid, vorious emounts of powder are
epplied to the eye end the resulting irritation compared with that produced by
squivalent amounts of a relatively inert agent of approximately the same particle
gize. Twelve rabbite are needed for this experiment.

It must be emphasized thaot these studies will yield only tentetive
information a8 to tho toxic properties of a new compound. An accurate evaluation
of the toxicity of & new compound is a major undertaking involving detailed acute
and chronic toxicity studies in sevoral animal species using various routes of
edministration. Changes in the blood picture and in kidney and liver function
mst be studied and tissues of animale dying or sacrificed during the experiment
mst be examined by a pathologist. Such a program is obviously only Justified for
compounds which will be ueed extensively.
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HARVARD UNIVERISTY °
School of Public Fealth

Department of Industrial Hygiene 55 Shattuck Street

Boston 15, Massechusetts

March 10, 1948

V. C. Baird, K. D,

Humble Cil and Refining Co.
P. 0. Box 2180

Houston, Tex=s

Dear Dr. Baird:

Unfortunately progress on our program has been slowed
by a change in persomnel. 4s you know, Dr. Marshall Climton
resigned his position with us last summer. Dr. Albert Seeler, who
has taken over Dr. Clinton's responsibilities, began work with us
on Jamary 1, 1948, Dr. Seeler will ettend your committee meeting
with Dr. Clinton and me, '

Bibliographic research for the surveys has been contimued
witheut interruption, but work on the evaluation of the literature
date and drafting of toxicological reviewe has necessarily been
delayed.

The following tentative reviews have been completed and
submitted to your committee for commentst

Beta naphthol
Methyl cyclohexane
Cyclohexane

Considerable bibliographic work has been done om the
following compounds, some of which were listed in the previous
progress report.

Tricresol phosphate
Barium chloride
Barium hydroxide
Barium nitrate
Benzaldehyde
Calcium chloride
Calcium hypochlorite
Hydrocyanic acid
Pyridine

Di-alkyl sulfates
biickel carbonyl
Alkyl sulfuric acids
Acetic acid

Amyl acetate
Ammonium acetate
Amnmonium pitrate
Anthracene

Bromine

Mesitylene

Alpba nephthol
Tributyl phosphite
Alkyl thiocethers
Triphenyl phosphate
Nitroparaffins
Alkyl peroxides
Alkyl nitrates

Amyl alcohol
Carbon Black
Acetylene

Zthylene dichloride
“Smonium chloride
ammonium hydroxide
Annoninm molybdate
Pctassium chromate
Potasaium hydroxide
Potassium iodide
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Dr. V. C. Beird Marech 10, 1948

Calcium hydroxide ané calcium oxide

Hydroquinone Potassium nitrate
Naphtzlene Potassium perman;anate
Potassium bromide Sulfur trioxide
Trichlorethylene

Since s¢ many nev chemicels of unknown toxicity are being
introduced into the petroleum industry it seeme desiresblc to develop
a general plan for preliminery toxicity testing. In all vprobability
no two medical men will be in commlete agreement as to the extent of
information concerning the toxicity of a new compound required to
serve as a guide in setting n»reliminary standards for safe handling.
Nevertheless, since it is not oractically poesible to perform deteiled
toxicity studies on all new compounds as they are introduced, it is
necessary to have an outline of minimum toxicity studies required.
A tentative cutline for toxicity testing which is designed only to
give the minimum information needed for a Dreliminary estimate of
the relative hazard of a new compound has been prevared and will be
distrivuted to your committee in the near future for commente and
suggestions,

In the course of the nreparation of the toexicological
surveys we have become increasingly conscious of the need for uni-
formity in the mublication of toxicologicel data. Murthermore,
from conversation with toxicologists and nharmacolozgists, it is
apnargnt that a great deal of miscellaneous toxicological data
has been accumilated which has not baen renorted in the literature
because of the lack of facilities for publication of such material,
While the details remain to be worked out, we bolieve that the
Journal of Industrigl Hvsieme and Toxicology~should'make available
svace for the -ublication of preliminary toxicological data which
would not at oresent be accopted for mublication. If this is done
it ie nrobadle that, in the course of time, workers throughout the
world would become accustomed to submit their toxicological date for
recording in the Journsl of Industrial Lvciene and Toxicelogy. In
addition to devoting a section to the initial pudlication of such data,
a supolement might be issued meriodically which would list the accum-
uleted data in tabular form., Ve feel that such a project would be of
value to the petroleum industry and would exvect to supvort it with
some of the funde that you have given us.

Sincerely yours,
S/ Philip Drinker

PD/ow Philiv Drinker
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APPENDIX 3

R=PORT TQ THES API MEDIC.L ADVISORY COiMITTEE
BY THE ZDITCRIAL SOHMITTIZS

April 2, 1948

pr. M. ¥. Newquist, Chairman
AP1 redical Adviscry Committee

A meeting of the Editorial Committee of the American Petroleum
Institute liedical Advisory Committee was held in the Board Room of the
Agerican Petroleum Institute on harch 11, 1948, at which time the following
soxicological reviews were approved for nublication after certain minmor
editorial changes have been made:

Acrylonitrile kethyl Syhyl Ketone
Alkyl Disulfides Morvholine

Alkyl Mercaptans Navhthenic Acids
Diethylene Glycol N-Butyl Para Amino Phenol
Dowtherm A Phosvhorus Pentasulfide
Kerosine Sulfur Dioxide

Mercury Thionhene end Derivatives

Publication of the toxicological reviews givern below is being
deferred until some future date:

Ditertiary Butyl Para Cresol Silica
Haleic Anhydride Thionhenol and the
Aromatic Mercaptans

The Editorial Committee will give comsideration %o publishing the reviews on
ditertiary butyl para cresol and silica after additional information has been
obtained. It was recommended that the review on maleic anhydride be redrafted
by Professor Drinker and his assoclates at Earvard University, and that the
review on thlophencl and the aromatic mercaptans not be mublished because of
lack of information,

The toxicoligical reviews given below were not acted on because
Mr, D, V. Stroop had requested that these reviews first be discussed with
representatives of the lamifacturing Chemists' Association defore vudlicationt

Acetone Bydrogen Fluoride
Carbon lonoxide Phosvhoric Acids

Resvectfully submitted,

J. P, Bolt, M, D,

Chairmar
Nembers:
Dr, V, C, Baird
Dr. Marshall Clinton, Jr.
Dr, M, ¥, Newquist (®x-officio)
Mr, D, V. Stroop
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APFENDIX ¥

MEMORANDUM

April 2, 1948

SUBJECT:

RECEIPTS AND DISBURSEMENTS - API MEDICAL RESEARCE FUND

contributions to Fund

1945 Solicitation
1947 Solicitation

Total

Disbursements from Fund

Harvard University

Toxicologicel Reviews
Cutting 0il Dermatitis

University of Cincinneti

Carcinogenicity
Fluorine Study

Miascellenoous

Book for Committee Use

Total Diabursements

BALANCE ON DEPOSIT

$ 28,900.00

27,800.00
$ 27,000.00
2,500.00

29,500.00

6,000.00 ~- v

2,500.00

8,500.00

57.77 57.77

$ 56,700.00

$ 38,057.77
$ 18,642.23
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