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EDITORIAL

The Society was formally constituted and in-
corporated in October, 1971, The objectives of the
Society are: (a) to foster the disciplines of
pharmacologic and environmental pathology; (b)
to contribute to the development of criteria and
standards for the evaluation of pathologic changes
induced by drugs, chemicals or environmental
agents; (c) to promote the training of pathologists
involved in all ancillary fields; and (d) to organize a
registry of naturally-occurring and experimentaily-
induced diseases in all species of laboratory
animals. On the next page is an historical account
by Dr. Hans Keysser how the concept of such a
society arose in his mind and others.

The News Bulletin will be published quarterly. It
will contain minutes of meetings which are held
bimonthly at selected pharmaceutical concerns.
For the time being it will be the official organ of

publication of the Society.

The contents of the first Bulletin are provocative
because we must know what it should present to
members. ldeas are wanted. Without incoming
news of all varieties, the Bulletin cannot survive.
Consequently, we make a plea to every Head of
Toxicology and Pathology in commercial firms to
contribute items which might be of interest to
readers — from scientific journals about internal
and external events of importance which are
related to drugs, chemicals and biological products
on the one hand, to pathologic changes on the
other, be they related to human beings, domes-
ticated or experimental animals. We need: Editorial
Articles, News and Gossip, Obituaries, Announce-
ments of Meetings of interest, Letters to the
Editor, and Short Scientific Papers.




PRESIDENT’'S MESSAGE

Dear Fellow Pathologists:

This is the first issue of your Bulletin. The
emphasis is on ““your” because the Bulletin is for
the members of the Society of Pharmacological
and Environmental Pathologists and can only
continue with your help and contributions.

It is appropriate to review the accomplishments
of the Society, since | issued a Newsletter in
February of 1972 and to thank the colleagues who
have helped progress.

Firstly, | would like to thank the editor of the
Bulletin, Dr. Marcus M. Mason and Dr. J.R.M.
Innes, for the splended job they have done in
preparing the publication. The Newsletter will
continue as a news media for the Executive
Committee and wilt be published when needed.

On 12 May 1972, the Internal Revenue Service
informed me that the Society of Pharmacological
and Environmental Pathologists is exempted from
federal income tax which is the most important
event of the last six months. We are now able to
solicit funds for our various objectives and
activities.

The nine committees (page 5), which have been
in existence since February 1972, have all done a
fine job and have accomplished their objectives. |
thank the chairmen and their committee members
for their efforts.

One committee deserves special mention, since it
reflects one of the most important activities of our
society, i.e., the Control Data Sharing Committee
(see Dr. S.\W. Thompson, this page}. The art and
science of drug safety evaluations have become
more and more complex and sophisticated and
place a great responsibility on everyone involved.
The pooling and sharing of control data which
means the establishment of a registry of naturally-
occurring diseases in laboratory animals (e.g.,
rodents, cats, dogs, monkeys and others), will help
to put our evaluation upon a sounder basis and to
make our data more meaningful. While it is
comparatively easy to design a program to this
effect, it is obviously more difficult to persuade
individual pathologists to abandon some of their

“favorite’” terms for a unified terminology and
coding system. This will require a few compromises
but | hope that most pathologists will be prepared
to: make them.

Finally, | thank those colleagues who, as
members of the original Discussion Group of
Industrial Pathologists, have faithfully participated
in the bimonthly meetings of 1970 and 1971. They
have demonstrated that it is possible for pathol-
ogists, from different pharmaceutical houses, to get
together and discuss scientific and logistical
problems without jeopardizing company interests.
| take this as a good omen and sincerely hope that
the Society of Pharmacological and Environmental
Pathologists will continue to grow on those
principles.

C. Hans Keysser, M.D.

CONTROL DATA SHARING:

S.W. Thompson, D. V.M.

By action of the Executive Committee, the
Control Data Sharing Committee was established
on 8 December 1971 as a permanent technical
committee with the charge to establish ways and
means for assembling, storing, retrieving and
analyzing data obtained from control animals, to
obtain such data from diverse sources and so
develop a pool for reference by the scientific
community. In addition to the Chairman the
committee members are Doctors C.H. Keysser,
H.A. Hartman, R.M. Diener, N.S. lrey, and L.
Mawdesley-Thomas (England).

Initially, the committee made some of statistical
studies to ascertain the nature of the problems
inherent in the analysis of pathologic data such as
{but not limited to)} the probability of obtaining
true information by subsampling of a given popula-
tion of experimentally-treated or control animals
and the probability of obtaining true information
by comparing subsampled populations versus a
treated group of animals. The results of the studies
were presented by the Chairman to the members of
the Northeastern Regional Discussion Group of the
S.P.E.P. at the Ortho Research Foundation,
Raritan, New Jersey on 24 March 72 and to the
Scientific Session of a symposium sponsored by
the Delaware Valley and Metropolitan New York
Branches of AALAS at East Brunswick, New
Jersey on 1 June 1972,

The Committee concluded that subsampling was
an unacceptable means of evaluating the lesion
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incidence within any sharply-defined population of
limited numbers of animals, including control
animals. The data supplied by each participant in a

~control-data-sharing program must not be derived

¥ from subsamples of the total defined population of
control animals for a given experiment. The Com-
mittee also concluded that the random distribution
of animals within an experiment does not preclude
the fortuitous accumulation of a pre-existent
abnormality in 1 group to the exclusion of any 1
of 3 other groups (10 animals per group) in
sufficient numbers to be significant (p=0.5) when
compared with the group in which the lowest
incidence of the same abnormality occurred. The
obvious advantage would be to have a large pool of
control data (N-pool) of such magnitude that the
true incidence of the spontaneous abnormality is
known within the range of 95% confidence limits
for the age, sex, species, and strain of the animal
under test.

The Committee met on 21 March 1972 and
adopted a coding, data input, retrieval and analysis
system for pathology based upon a modification of
an existent proven system. At present, the Com-
mittee is negotiating for the right to utilize this
system for implementation of a Control Data
Sharing Program for S.P.E.P. Upon completion of

x negotiations the Committee will prepare a detailed

“report to the members to discover the institutions
which desire to participate in the program. We also
need information to develop cost figures with data
processing firms prior to the selection of one to
handle the automatic data processing phases.

It is envisioned that the program would function
along the following lines: (1) The program would
be funded by the Executive Committee by an
annual grant to the Control Data Sharing Com-
mittee; (2) participating institutions would enter
into a formal, nonfinancial, contract with the
Committee to supply their currently developed
control data to the program; (3) participants would
code their control data according to the anatomic
and pathologic codes furnished by the Committee
on forms provided according to a series of
administrative procedures promulgated by the
Committee; (4) the completed data input forms,
and supporting specimens, would be forwarded by
each participant to the Committee which, in turn,
would review the submissions for compliance with
the administrative procedures which govern the
program; (5) the data would be prepared for
addition to the N-pool master file and subjected to
.a variety of verification procedures; (6) subsequent
to verification, the data would be added to the
master file of the N-pool; (7) at prescribed intervals

each participant would receive an analysis printout
which would provide the incidence of all coded
abnormalities for each species in the Control Data
Bank, subdivided by various parameters such as
sex, age, strain and environment, and organized
into formats which provide (a) true incidence, (b)
95% confidence limits for each type of abnormal-
ity and (c) correlations between the occurrence of
certain types of multiple abnormalities within the
same animal. From the data provided in such
printouts, the individual participants would be able
to express the results of their own experiments in a
term of reference which would encompass
whether, or not, any given abnormality incidence
encountered in the study, in each control or
treatment group, deviated from that of the N-pool,
whether or not the total incidence of each
abnormality in all test groups exceeded the norm
for the study.

To preclude a paucity of cooperation in the
form of input into the Control Data Sharing
Program, availability of the analyses printouts of
the N-pool would be initially limited to partici-
pants who have signed formal agreements with the
Committee. Without such enforcement to guar-
antee data input it is feared that there would be
nothing to analyze and report. However, the
enrollment of participants would not be restrictive
and institutions, which had relatively small
amounts of data to contribute, would not be
discriminated against provided they reported their
acceptable data. Present concepts in this regard can
be characterized as “‘no-input-no-output”’.

Financial support of the program would be
derived from contributions to S.P.E.P. rather than
the Committee per se. It is envisioned that finan-
cial support would not be linked with eligibility to
become a participant within the program. How-
ever, it is apparent that, if those institutions which
can provide financial support to S.P.E.P. do not
contribute there will be no funds available for the
proposed Control Data Sharing Program. This
remains the major unresolved problem of the
Committee and the Society as a whole.

PHARMACOLOGIC PATHOLOGY

J. R. M. Innes

The phrasing is a trifle anachronistic, if given
serious reflection, but it was considered impossible
to do better and by common usage no doubt will
be acceptable. Pharmacology comes from Greek



and literally means the science of the knowledge of
the nature, properties and activities of drugs; so,
how can we have pathologists within that
category?

For those with inquiring minds, | append a few
excerpts on pathology which were dealt with in
1969 on Veterinary Pathology: Retrospect and
Prospect. (Vet. Record, 85, 730-74)

Pathology deals with investigations of the nature
of disease, but they do not rest only on anatomic

and histologic studies, although advances are still

essentially made from this basis. It is not con-
cerned only with the states in organs and tissues at
the time of death. The ultimate aim of pathology
thus, is not only to describe and identify lesions
and to classify disease, but to reconstruct events
occurring from the inception of a disease to its
final outcome, (death) i.e., with pathogenesis and
with what set that process in motion, i.e.,
causation.

Dictionaries state that pathology means the
science dealing with a knowldege of dis-ease
(suffering). It is not only concerned with the very
ephemeral conclusion regarding cause of death, for
experience in pathology will raise the question not
why death occurred, but how so many animals and
people remain alive for so long. Nicholson inti-
mated that the accumulation of mere facts con-
cerning diseases ends by stifling thought by its
weight and volume and “knowledge is vain without
understanding.”” Pathology seeks to establish the
relationship between cause and effect with the
intervention of time; we must not be misled by this
in the sense that ‘‘pathogenic organisms’’ are the

sole active causative factors in production of
infectious diseases. ““The reactions of the body’

tissues are natural and physiological and the only
ones possible at any given time; so, pathology is
the science of the physiologic reactions of the
body to an abnormal environment,” induced by
whatever cause invoived whether soot, tar, worm,
microbe, chemical or what not. Nicholson says
""health’ is the best reaction possible, while disease
is less good, but it is still the only adaptation to a
pathologic environment. The reactions are only
pathologic when compared with normal standards
set by us, so normality is thus largely artificial and
a matter of convention. He said, “| fail to
understand how pathologists, who have the eyes to
see the adaptation which an organism is capable of,
and the wits to grasp and admire its diversity and
efficiency, can for one moment admit of the
principle of normality in Nature.” He used the
word ’“‘pathology’”’ in a radical and ever-widening
modern sense, as the science of study of change

from the old and usual, therefore, normal, to a new
and unusual and thus abnormal state — with this
proviso that “the body far from allowing itself to
be passively moulded to new ‘’pathologic stimuli” e
alone determines the very nature and essence of its "w
change of state.”

MINUTES

Fourteenth Meeting — Eastern Regional
Discussion Group

26 May 1972

Armed Forces Institute of Pathology
Washington, D.C.

Fifty-nine members were present for the meeting
which was hosted by Nelson S. irey, M.D.

Case presentations:

Dr. A. Jonas: Yale University — ‘Vascular
Patterns of Primary and Secondary Pulmonary
Tumors in the Dog”’.

Dr. K. P. Lee: Haskell Laboratory, E.|. DuPont
— “Light and Electron Microscopic Studies of
the Hepatotoxicity in Rats Red Octa =
bromobiphenyl’’. ' :

Dr. D. P. Sinha: Squibb Institute for Medical
Research — ‘‘Perforation of the Esophagus in a
Cat”..

Dr. F. G. Zaki: Squibb Institute for Medical
Research- — ‘‘Chemically Induced Porphyria in
the Dog: Ultrastructural and Biochemical
Studies”.

The business portions of the meeting were
chaired by Dr. Hans Keysser, who took -up the
following items: '

Thanks were given to Dr. Nelson Irey for making
the facilities of the AFIP available for the meeting,
and to Dr. Conrad King for mailing invitations to
200 members.

The next meeting of the SPEP would be held on
28 July 1972, at Cornell, Ithaca, New York, with
Dr. John King as host and chairman. He reminded
members that those serving as hosts and chairmen
should submit minutes of their meetings to the
following: Drs. Howard Hartman, Conrad King
Ben Sparano and Marcus Mason. There was a need
for volunteers to present cases at future meetings;



~ Carcinogenicity Testing

those interested should contact either Dr. Ben
Sparano or Dr. Conrad King.

Prior to the meeting, many of the members
toured the exhibits of the new Army Medical
Museum of the Armed Forces Institute of
Pathology.

Following the meeting, a “‘Dutch-Treat” dinner
was enjoyed at a nearby restaurant, which was
attended by forty members and their ‘ves.

REPORT OF SPEP PLANNING COMMITTEE
FOR THE1973 I1AP MEETING

Tentative agreement has been made between the
Chairman of the Educational Committee of the
IAP (Dr. Nathan Kaufman) and the SPEP for
participation of the latter in the 1973 |AP Meeting.

The participation will be in the form of a
two-hour period, in the morning preceding the
Maude Abbott Lecture. This will consist of eight
fifteen-minute presentations (10-minute papers,
with five minutes for discussion).

The arrangement awaits final approval by the
|AP Educational Committee.

Meanwhile, the six members of the S.P.E.P.
Committee planning this program have been
solicited for suggestions on themes and subjects for
these eight presentations. All have responded, and |
am preparing a consolidation of their suggestions
for their further consideration.

Abstracts of the eight papers to be presented are
due in the hands of the |AP Committee by 1
November 1972,

Neison S. Irey, M.D.
Chairman
SPEP Committee for 1973 |AP Meetings,

COMMITTEES OF
SOCIETY OF PHARMACOLOGICAL AND
ENVIRONMENTAL PATHOLOGISTS

Standing Committees: Chairmen:

Dr. R.M. Diener
Dr. S.W. Thompson

Control Data Sharing

Discussion Group Dr. B.M. Sparano

Election Dr. D.J. Sullivan
Finance Dr. R.J. Van Ryzin
Membership Dr. J.R. McCoy
Program (1973 Int. Acad.

of Path.) Dr. N.S. irey
Publications Dr. J.R.M. Innes
Special Education Dr. A.M. Jonas

COMMITTEE ON DISCUSSIONS GROUP

(B.M. Sparano, Ph.D., Chairman)

Committee members serve as regional coordinators
for the formation and development of discussion
groups in various geographic areas. The groups are
formed according to guidelines prepared by the
chairman and based on the organization of the
formed Discussion Group of Industrial Pathol-
ogists. The following are serving, or have agreed to
serve, on the committee:

Dr. C.D. King
(Eastern Regional Discussion Group)
Dr. L.E. Mawdesley-Thomas
(British Discussion Group)
Dr. L.W. Nelson
(Midwestern Regional Discussion Group)
Dr. D. P. Sasmore
(Far Western Regional Discussion Group)

Meetings will be held "bimonthly usually in
January, March, May, July, September and
November at predetermined sites. Hosts are
responsible for providing a meeting place with
projection facilities and for arranging a Dutch-
Treat dinner after the meeting. Presentation and
discussion of data are usually informal.

The next meeting of the Eastern Regional Dis
cussion Group will be at Cornell University in
Ithaca, New York, on Friday, 28 July 1972,
Details concerning future meetings will be
announced in forthcoming editions of this Bulletin.

CARCINOGENICITY TESTING COMMITTEE

The committee is a technical one formed on
December 8, 1971, and is composed of the
following members: Drs. Robert M. Diener, Basil
E. McKenzie, Howard L. Richardson, Laurnie W.
Nelson, C. Hans Keysser and J.R.M. Innes.




The charge to the committee is to review and
present for evaluation and discussion the current
philosophies of programs designed to assess the
oncogenic potentials of chemical and environ-
mental agents.

To date, no formal meetings have been held due to

the fact that several groups, representing govern-
ment and industry, are already actively engaged in
attempting to clarify the confusing aspects of
carcinogenicity testing and to establish procedures
for detecting potential carcinogens in animals. As
an example, the Pharmaceutical Manufacturing
Association ad hoc committee on carcinogenicity
presented its proposals and deliberations during the
PMA Drug Safety Evaluation meeting held on

March 26-28, 1972, in Atlanta, Georgia. A report -

of the findings was presented and a draft should be
ready for dissemination within the next several
months. Another committee has been used as a
consuitant body by the FDA while still another
commmittee is delving into the feasibility of short-
term in vitro testing systems.

It is the intent of the Carcinogenicity Committee
to discuss the various official and unofficial
proposals and bring them to the attention of the
members. It is also contemplated that one or more
seminars on carcinogenicity testing might be
presented during the regular meetings of S.P.E.P.

A MEDICAL PERSONALITY OF THE PAST —
' PAUL EHRLICH (1854-1915)

J.R.M. Innes

No other medical scientist in the world has ever
equalled the achievements of Paul Ehrlich. He was
the pioneer founder of three separate sciences and
lived to see each well established and surpass
unbelievable boundaries of progress by the time he
died. The sciences are hematology, immunology
and 'chemotherapy, a study of which occupied
three separate eras of his life. He was awarded the
Noble Price in 1908 (shared with Elie Metchnikoff,
1845-1916, a Russian biologist who worked in
France) for work on immunity.

It is not well known that he spent time working
in pathology under J.F. Cohnheim (1839-1884, a
very: famous German pathologist of a bygone era)
and - under Robert Koch in bacteriology. The
experiences stood him in good stead. | had an
original portrait of him (signed) which showed the

face of a handsome bearded German of great
dignity.

In hematology (blood cytology), he started with
an interest in the application of aniline dyes to
histologic preparations, which was inspired by his
knowledge of Carl Weigert (1845-1904) and his
work. The latter was one of the greatest
pathological geniuses of all time. Weigert
transferred by a stroke of the pen the methods of
dyers of cioth to histological preparations. To refer
to “histological preparations’”, before that time
compared with current practice,. is an
anachromism. Sections before then were handcut
with a razor holding tissue between pieces of pith.
[For those who are interested, -mechanical
microtomes were starting to be designed about

1880; brief accounts with engravings appeared in

one of the first texts on Essentials of Histology

about 1875 by E. Sharpey Schafer and still
appeared in an edition used by the writer about
1920; this book went into many other editions and
still appears by other authors. The machine might
have been designed by the Cambridge Scientific
Instrument Company, England, which probably
was founded by the Darwin brothers.)

In hematology, Ehrlich made differential counts
of leucocytes possible by applying methylene blue
as a stain only after he had devised fixation and
drying blood smears by heat (later by ethyl
alcohol). Methylene blue combined with eosin
became the ingredients in the Romanowsky
method for blood cells {(also later for malarial
parasites), numerous modifications of which, such
as Wright, Giemsa, May-Grunwald, Leishman etc.,
are used today. (D.L. Romanowsky, 1861-1921,
was a Russian physician). It is not well known, in
view of our present knowledge and work on mast
cell tumors, that Ehrlich identified mast cells in
1877 by using basic aniline stains; in 1882, he
discovered the acid-fast qualities of tubercle bacilli
after using acid-fuchsin staining. He also discovered
"‘vital staining”’.

His foundation stone of immunology still has -

far-reaching repercussions with his side-chain
theory which is still dominant but redressed. He
found in protozoan infections, the body could not
be immunized as in bacterial ones. His work on the
use of diptheria antitoxin was outstanding as he
developed a method for standardizing antisera.

in chemotherapy, he started in 1898 as Director
at the new Institute of Experimental Therapy at
Frankfurt am Main, where he remained until his
death. In 1906 he became Director of the adjacent
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