ORIGIN OF THE LEPROMIN TEST

It has been suggested that the record should be put straight
as to when the test which is universally known by Mitsuda’s
name was first introduced, and to whom credit should be given
for its inception. An attempt to this is made here, with certain
correlative historical facts.

It appears * that, in 1928, as a result of a movement by the
12th Health Congress of the League of Nations to convene an
international leprosy congress, Nagayo undertook the difficult
task of compiling the scientific studies on leprosy which had
been made in Japan since 1890. Subsequently Tamiya? prepared
a supplement covering the years 1929 and 1930, and these two
documents, each with an author index, were published in the
following year. This valuable reference material seems not to
be generally known.

The first—and only—reference to the skin reaction to be
found in Nagayo’s compilation is a report by Mitsuda which
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appeared in 1919.* (It is of interest that Nagayvo was so little
impressed by this report that he merely listed the title, without
an abstract.) The idea that Mitsuda’s first report was made
in 1916 is wrong; Fumio Hayashi* gave that date; but he also
gave, in the next line of the same article, the date of the Stras-
bourg conference as 1932, whereas it was of course held in 1923.5
He gave no dates in a pamphlet, evidently printed privately,
which he had distributed somewhat earlier,® nor did Mitsuda
give any date or reference in his brief Strasbourg report.”

The term “lepromin” was coined in 1926 by Bargehr ® for
the leproma paste which he used by the von Pirquet method in
work which, like that of Mariani in 1924 and 1925,% '° was ap-
parently—there being no indication to the contrary—under-
taken quite independently. Mitsuda had called his preparation
an “emulsion,” and Hayashi spoke of it as a “vaccine.” Bargehr's
term was for a time substituted by others with “leprolin,” and
since several other workers employed his procedure this latter
designation caused some confusion,!?

Mitsuda did no more work in this field, and it was not until
a decade after the publication of his original report, apparently
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in 1929,'% that it was taken up by Fumio Hayashi, then a junior
assistant of Mitsuda’s. For reviving the matter and bringing it
actively to the attention of foreign workers, as well as for
establishing a technique of preparing the antigen which in its
essentials is still widely used, his place in the picture is well
established.

Also connected with the matter is one Yoshinobu Hayashi,
who had been Mitsuda’s senior assistant and succeeded him in
charge of the Tokyo leprosarium when he moved to Nagashima,
and still holds that position. Ota and Nitto '* have stated, “The
value of the so-called ‘Mitsuda reaction’ was first investigated
by Yoshinobu Hayashi (1918)..."” Elsewhere,'* speaking of the
“Hayashi-Mitsuda-Iayashi” reaction, they said that in 1917 Y.
Hayashi ** had made a Presssaft of leproma material which had
been kept in Ringer’s solution, and found that on intracutaneous
injection most neural cases showed a marked local inflammation
(positive reaction), whereas nodular cases, especially severe
ones, gave only slight, transient erythema. Mitsuda had taken
up the matter in 1918. Textually:

Yoshinobu Hayashi hat 1917 zuerst beobachtet, dass menschliches
Leprom, zum Zweck der Anreicherung von Leprabacillen in Ringerscher
Losung aufbewahrt, einen Presssaft liefert, welcher, intracutan eingespritzt,
bei der Mehrzahl von Nervenleprakranken eine starke, lokale Entziindung
(positive Reaktion) hervorruft, wihrend er bei Knotenleprakranken,
besonders in schweren Fiillen, nur ein leichtes, voriibergehendes Erythema
erzeugt (negative Reaktion). Kensuke Mitsuda hat 1918 diesen Versuch
nachgepriift und gesehen, dass diese Reaktion bei Knotenlepra in 15 bis
65% der Fille und bei Nervenlepra in 8 bis 21% der Fille negativ
ausfillt.

What Mitsuda himself said of the matter has been learned
from Dr. Harry L. Arnold, Jr., of Honolulu, who has had a
volunteer translator render some of Mitsuda’s reports into
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English. The pertinent passage has it that Yoshinobu Hayashi
“...manufactured inoculation material from nutritive fluid
(culture medium?) inoculated with material from leprosy pa-
tients...” and that with this material he got a luetin-like reac-
tion, especially strong in “lepra nervorum.” Mitsuda then went
on to say that it is hard to get enough of this sort of material, so
he just ground up 1 gm. of leproma in 10 cc. of saline and used
it, after phenolizing and boiling, for the test material.

Whether or not there is any connection with Y. Hayashi’s
work, R. O. Stein in 1916 ** had made skin tests with a sterile
bacillus suspension from leprous lymph nodes; five cases were
practically nonresponsive, but two reactional cases (with strong
Lepraerysipeloidattacken) gave strong skin reactions. Much
earlier Babes ' had made skin tests with a substance extracted
from skin nodules, lymph nodes and spleen, which induced in
patients a reaction analogous to that to tuberculin. This result
he regarded as indicating that the lepra bacillus produces a toxin
—which was, at the time, the supposed nature of tuberculin
itself—but it is probably to be regarded as an early demonstra-
tion of what is now called the early or Fernandez reaction to
lepromin,

From the statements of Ota and Nitto and of Mitsuda which
have been cited, it appears that Yoshinobu Hayashi is entitled to
recognition as initiating a test which was made practical by
Mitsuda, and further developed by Fumio Hayashi, and that he
undoubtedly has a definite place in the history of the lepromin
test. It seems highly unlikely, however, that the compound
designation applied by Ota and Nitto will often be employed
except when it is specifically intended to indicate the course of
its development. —H, W. WADE
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