it, p.t. 1,2,3,5,7 (3x), 8,9, 10,11, 12, 13, 14, 17, 18, 19, 24, 29, 30
im.6,7,13,16,17,18, 19, 20, 21, 22, 23, 25, 26, 28, 29
unklar 4, 15, 27
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COMPLETE CASE HISTORIES

Note: This patient was the first case of any type of cancer to be treated by
Coley’s mixed toxins. The cultures of erysipelas and bacillus prodigiosus were
Emui through a Kitasato filter (without heating), and mixed
at the time of use. They were prepared by Dr Alexander Lambert at the Laboratory
of the College of Physicians and Surgeons, New York. Coley stated that the
streptococcus culture used was obtained from a fatal case of erysipelas and was
exceptionally potent. The second case also received this product.

CASE 1: Inoperable spindle cell sarcoma of the abdominal
wall and pelvis, involving the bladder, confirmed by
microscopic examination by Dr Harlow T. Brooks,
pathologist.

Previous History and Treatment Other than Toxin: J. F. F,, male, age 16,
born in Germany, living in New York City. The family history was negative for
malignancy. There was no history of syphilis. Onset, about three months prior to
admission to Memorial Hospital, pain developed in the abdomen. About two months
afterward a hard lump was felt in the lower abdomen. This increased slowly but
steadily in size. Occasionally the pain in the tumor was very severe, being inter-
mittent in character. There was no loss of weight. Examination on admission
showed a hard tumor measuring about 6'/s inches across by 5'/4 inches and ap-
parently being 5 inches thick. There was no fluctuation. The growth involved the
entire thickness of the abdominal wall, was attached to the pelvis and judging
from the symptoms and position evidently involved the bladder. (The patient
was unable to retain urine when admitted.) The general condition was poor, the
patient being confined to bed most of the time. An exploratory laparotomy was
performed by Dr L. Bolton Bangs, Professor of Genito-urinary Surgery at New
York Postgraduate Hospital and Medical School. The condition was found to be
inoperable and the patient was referred to Dr William B. Coley.

Toxin Therapy: (Type IV)._ Injections were begun by Coley on January 24,
1893, and were given directly into the tumor mass. They were continued in
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slightly increasing doses until May 13, 1893, or a little less than four months. The
Memorial Hospital Records state: “These injections produced within eight hours
a rise in temperature from 0.5° to 6°, the pulse running from 100 to 106. The
chill and tremblings were extreme. For the severe headaches following the chill,
Phenacetine was given. Aseptic precautions being successful, no pus was produced,
in spite of the many needle punctures. The tumor gradually diminished in size, at
times for a few days after injection it would be enlarged, but the final diminution
was indisputable” (72). The dosage used varied between 0.5 and 1.5 cc. of
erysipelas, and 0.25 and 0.5 of prodigiosus. Coley stated that the chill usually
occurred within the first half hour after injection, though occasionally it was
delayed an hour. Sometimes local redness and swelling accompanied the reaction.
Usually both local and constitutional symptoms had subsided at the end of 24
hours.

Clinical Course: The patient was discharged on May 13, 1893, at which time
the tumor was a fifth the size it had been on admission. No further treatment was
given. At examination two weeks later the tumor was no longer visible. Palpation
revealed a small movable mass, two inches in diameter at the site of the former
growth. (When the toxins were begun the mass measured 5'/; by 6!/, inches.)
The enlarged glands in the right inguinal region still persisted. The patient had
gained ten pounds in weight in the previous four weeks. By August 1, the remains
of the growth had almost disappeared, save for a small mass palpable in the right
iliac fossa. The inguinal glands were still enlarged. The patient was kept under
constant observation. He was able to resume his regular work and received no
further treatment. He was presented before the New York Academy of Medicine,
November 15, 18g4. Six years later he developed a primary lesion of syphilis, which
ran the usual course and was finally cured by mixed treatment. He was presented
by Coley before the New York Surgical Society in 1900 and again on February
13, 1907, in perfect health (29, Case 57

/

). He remained in very good health and
free from recurrence until his sudden death on February 26, 1919, over 26 years
after toxin therapy. Death occurred in the subway station at 42nd Street, (Grand
Central Station), New York. The death was investigated by the Chief Medical
Examiner and the cause listed as chronic myocarditis, a contributary cause being
“fatty degeneration of the heart” (102, No. 8370).

References: 9, 11, 21, 22, 29, 41, 73, 102.

CASE 2: Extensive inoperable fibrosarcoma of the abdominal
wall, confirmed by microscopic examination by Dr
W. F. Whitney, Pathologist of the Massachusetts
General Hospital, Boston. He reported: “A small
dense, ill-defined, whitish-looking mass, which on
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microscopic examination was found to be made up
of large numbers of small cells with a tendency to
form fibres... the diagnosis is fibrosarcoma” (12,

Previous History and Treatment Other than Toxin: Mrs E. J. L., female, age
29, of Melrose, Mass. The patient’s father had died of tuberculosis, but the family
history was negative for malignancy. The patient had been married for ten years,
and had one son born in 1884, when she was 20—a difficult delivery. She wore
tight corsets during her pregnancy. The baby was said to be “under-nourished”
at birth. Onset, she first noticed a small swelling in the abdominal wall in late
April, 1893. This increased in size with considerable rapidity and was associated
with pain in the left side. On August 16, 1893, the patient consulted Dr Maurice
H. Richardson, of Boston, Mass. On examination he found a tumor filling the left
side of the abdomen, which clinically he believed was connected with the Fallopian
tube. The patient was pale and cachectic, there was no color in the face and rather
a waxy look (13). On August 31, 1893, an exploratory operation was performed by
Richardson at Massachusetts General Hospital, assisted by Dr Farrar Cobb. An
incision directly over the median line revealed an inoperable tumor involving the
abdominal wall but not the tubes. A second incision was made over the most
prominent part of the tumor, revealing a firm growth, which Richardson stated
“in its gross appearance . . . was clearly malignant”. As the condition was inoperable
a small portion was removed for microscopic examination. Richardson gave a very
bad prognosis, but decided to refer the patient to Dr William B. Coley for a trial of

the toxins.

Toxin Therapy: Injections were begun early in October, 1893, using the mixed

filtered preparation (Type IV). Local injections into the tumor were repeated
L) oot

daily for six weeks causing marked reactions. Within two weeks after the first

injection, improvement was very evident. The patient’s general condition suffered
but little, and she was able to be up and about almost the entire time. Little reaction
followed moderate doses, and it required very large doses to raise the temperature
to 101° to 102° F. On December 22, Coley advised the patient to go home for a
month to allow the inflammation caused by the local injections to subside, so that
the exact amount of improvement caused by the treatment could be determined.
Richardson found her improvement so marked after three weeks at home that he
wrote Coley he saw no reason why she should not be permanently cured. She returned
to New York on January 12, and remained under treatment another month. The
tumor steadily decreased in size and had apparently entirely regressed at the time
of her discharge about February 10, 1894. On April 3, 1894, the patient was care-
fully examined by Richardson and Coley, and they were unable to find any trace
whatever of the tumor. All signs of inflaimmatory induration had likewise dis-
appeared. She had gained several pounds in weight and her general health had never
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vertical measurement being 13 inches. Horizontally, it extended from the median
line behind to the middle of the sternum in front, and from one inch below the
clavicle seven inches downward, involving a large portion of the region of the left
breast. It was flat, being only about two inches thick over the most protuberant
portion. The entire tumor was fixed to the scapula and to the ribs, apparently
originating in the soft parts over the scapula (13). The skin over the growth was
normal in appearance and not adherent. The growth was not painful on palpation.
The left arm could not be raised to a horizontal position, being bound down by the
new growth. Movements forward and back were correspondingly limited. Breath-
ing was much diminished on the left side, both anteriorly and posteriorly. A biopsy
was performed, and the specimen was carefully examined by Brooks, who reported :
“typical spindle-cell sarcoma” (13). Because of the rapidity of the growth and
the enormous extent, Coley did not believe even temporary arrest possible ; never-
theless, he decided to try the injections for two or three weeks.

Toxin Therapy: (Buxton VI). Injections were begun at Memorial Hospital
on June 23, 1894, by Coley, and were all made into the tumor over the lower part
of the scapula, or within a radius of two inches. Thev were given daily or every

other day and produced fairly marked febrile reactions, usually accompanied by a
chill. However, the reactions were never severe enough to keep the patient in bed
more than a few hours after injection. At times there was much pain in the growth.
To Coley's astonishment, improvement was immediate and very rapid. Within
three weeks, the arm could be raised to a vertical position, and within one month,
the growth in front had nearly disappeared. The improvement continued without
any interruption until the latter part of October 1804. 3'/s months from onset of
treatment, when no trace of tumor could be found in front or behind. The growth
regressed entirely by absorption, without any breaking down or sloughing (13).
Coley presented the patient before the New York Academy of Medicine, November
15, 1894, at which time there was not the slightest trace of the growth or any indura-
tion whatsoever. She had regained her normal health and strength. As a precaution
against recurrence, injections were continued with intervals of rest until April 12,

1895, when the patient was discharged as cured (73 ).

Clinical Course: She was examined from time to time by Coley and his associates.
In 1900, or six years after toxin therapy, she developed myositis ossificans in the
pectoral region on the opposite side (73, No. 7895, 1g0o1). She remained in good
health and free from recurrence when last traced in December 1913, 19 vears after
treatment (29).

Note: In reporting this case in 1895, Coley stated : “This case is to my mind
the most brilliant of the entire series ... (Up to 1895). Here we have a tumor,

the great malignancy of which was shown by the rapidity of its growth and the
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extensive involvement that had occurred within four months, and the diagnosis
of spindle-celled sarcoma established by the microscopic examination of a skilled
pathologist, entirely disappearing with 3'/. months from the beginning of the treat-
ment with the mixed toxins™ (12).

References: 12, 13, 14, 18, 20, 24, 29, 73.

CASE 4: Inoperable, rapidly growing spindle cell sarcoma of
the }lct'!ul'fii region and breast, confirmed h}' micro-
scopic examination of material removed at biopsy by
Drs B. H. Buxton, E. K. Dun

of

un of New York, and

Hopkins Hospital,

2]

Previous- History and Treatment Other than Toxin: Miss E. E. F., female, age
42, of New Britain, Connecticut. The patient’s paternal grandmother had died of
carcinoma of the breast, but the family history was negative for tuberculous or spe-
cific disease. The patient’s previous health had been good. Onset, in October 1895,
she first noticed a hard lump below the left clavicle in the pectoral and axillary
region. This grew rapidly and in two months had reached the size of an orange. It
was firmly adherent to the deep vessels and extended well into the axilla. Her
general health deteriorated and the patient lost 24 pounds in weight. She consulted
Dr M. Storrs of Hartiord, early in December, 1895. A consultation was held with
McKnight, attending surgeon at the Hartford Hospital, and both surgeons regarded
the condition as entirely inopesable. The patient was rapidly losing strength and

weight. It was decided to try toxin therapy under Dr William B. Coley’s direction.

Toxin Therapy: (Buxton VI). Injections were begun by Storrs and Dr R. H.
Griswold on December 16, 1895, the day following the patient’s admission to the
Hartford Hospital. The initial dose was one drop, which was gradually increased

to a maximum of 8 minims. The first chill occurred after the fourth injection, on
December 2g. Injections were given every two days until February 8, during which
time 39 were administered, 18 of which produced distinet chills. The dose was 8
minims on February 8. The following day a more potent solution prepared from
more virulent cultures was obtained and the dose was reduced from 8 minims to
one minim. In spite of reducing the dose this injection produced the most violent
chill. This more potent preparation was continued and caused chills in doses of 1
to 3 minims during the next five weeks, injections being given daily in this period.
The patient reported: “Chills came on 30 to 9o minutes after treatment lasting
30 to 45 minutes. When the newer stronger toxins were used (February g) had the
worst chill of all; with that toxin the chill would come on sometimes half an hour
after the treatment. The days I had a chill, I had less pain and felt better after the
chill than the days when I had none...” (77). (This patient did not take her
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temperature regularly, and the few times she did take it, half an hour after the
injection, it was usually about 100° F, so the maximum febrile reactions in this
case are not known.) The patient remained in the hospital only a short time;
thereafter the injections were made at home or in the doctor’s office

The tumor began to shrink shortly after the injections were begun. It was incised
nine times during the course of the treatment, in order to facilitate the drainage
of necrotic tumor tissue. The discharge increased after the more potent toxin was
used. All the incisions were thoroughly irrigated every time an injection was
made for nearly three months. (This was a painful process, and it is doubtful
whether such a procedure should be employed in treating future cases.) During the
treatment the patient’s appetite was not very good, but she ate in order to maintain
a little strength. A total of 76 injections was given in three months.

Clinical Course: By the latter part of March 1896, or a little over three months
after the toxins were begun, the growth had entirely disappeared and the patient
had gained rapidly in flesh and strength, so that she soon regained the 25 pounds
she had lost prior to toxin therapy. Coley presented her before the New York
Surgical Society on November 11, 1896, and also before the Clinical Congress of
Surgeons of North America, November 11, 1912 (29). She remained in good health,
married and when last traced by Coley shortly before his own death, she was well
except for pain in her knee joints. In 1939 she developed a small basal cell
epithelioma at the left side of her nose (77). She died on May 2, 1943, at
the age of 89, of bronchopneumonia and decompensated arteriosclerotic heart disease
(102). This was 47 years after the toxins were administered.

References: 15, 16, 17, 20, 24, 29, 41, 77, 102.

CASE s5: Inoperable carcinoma of the cervix, with metastases
in the small and large intestines, confirmed by micro-
scopic examination by Dr James Ewing of a specimen
removed by Thompson, of Scranton, Pa.

Previous History and Treatment Other than Toxin: Mrs R. G., female, age
49 in August 1899, of Stroudsburg, Pennsylvania. The patient was one of a family
of eleven children, three of whom had died in infancy. One sister died of cancer
of the intestines at the age of 45, another of carcinoma of the esophagus at 65, another
of carcinoma of the breast with metastases at 73, one brother of carcinoma of the
stomach at 44 or 46, and the maternal grandmother died of cancer of the uterus
at 43. The family history was negative for tuberculosis, diabetes, arteriosclerosis
or allergies. The patient’s previous personal history was negative, except for the
usual diseases of childhood. Menses began at 18; the patient was married at 24 and
had three children. At the age of 41 she began to have intense pain in the lower
abdomen at intervals of every two days to a week, with much nausea, vomiting and

)
28

headache. This ©
this period there
nant cervix was
May 9, 1803.
over the left sid
was surrounded
a growth the s
growth was ref
May 20, 1893.
this time mens
intervals. Thre
bloody discharg
was much naus
intervals of abo
Thompson of &
it to be carcino
The patient wa
examination at
attached to the
for about six
enlarged and f
made, with a
charged unimj
He confirmed
the toxins as ¢

Toxin Thei
were begun in
They were m
about six mot
they were re:
initial dose w
Some injectit
scribing the 1
of temperatu
provement w
between pait
increasing ra
were given,
year it was ¢
health as wel
activity, doi




headache. This continued for two years, the symptoms increasing in severity. During
this period there was no disturbance of the menstrual cycle. A diagnosis of malig-
nant cervix was made and the patient was admitted to the New York Hospital on
May g, 1893. Physical examination at this time showed tenderness on pressure
over the left side of the abdomen. The cervix was very hard and the external os
was surrounded by a ring of hard nodules. Dr William T. Bull operated, removing
a growth the size of a goose egg, together with the cervix. A specimen of this
growth was reported as “normal cervical tissue”. The patient was discharged on
May 20, 1893. She made a good recovery and remained in good health. During
this time menstruation practically ceased, or was irregular, occurring at longer
intervals. Three years later the abdominal symptoms recurred, with occasional
bloody discharges from the uterus. This continued for three years and by 1899 there
was much nausea, retching and even vomiting of feces, occurring intermittently at
intervals of about a week. An exploratory laparotomy was performed by Dr Charles
Thompson of Scranton, and a specimen removed and sent to Ewing, who reported
it to be carcinoma. The mass in the right lower quadrant was found to be inoperable.
The patient was readmitted to New York Hospital on July 18, 1899, and physical
examination at this time revealed two growths, one on each side of the abdomen,
attached to the small and large intestines. These masses had been growing rapidly
for about six months. The region of the cervix was hard and eroded, the uterus
enlarged and firmly fixed. A diagnosis of inoperable carcinoma of the cervix was
made, with a prognosis of not more than 18 months of life. The patient was dis-
charged unimproved on July 20, 1899. Dr William B. Coley was then consulted.
He confirmed the diagnosis and the prognosis, but nevertheless recommended trying

the toxins as a last resort.

Toxin Therapy: (Buxton VI). The patient returned home and the injections

were begun in early August by her son, Dr Charles D. Gruver and Dr Joseph Shull.
They were made deeply, directly into the masses, and were given twice a2 week for
about six months, and then once 2 week for over a year. After an interval of rest
they were resumed, the total duration of treatment being about three years. The
initial dose was 0.5 minim, which was increased to a maximum of about 5 minims.
Some injections were given into the abdominal wall and gluteal muscles. In de-
scribing the results Gruver stated : “Each injection caused a full reaction: elevation
of temperature, redness and swelling, the patient remaining in bed 24 hours. Im-
provement was noted after the first month of treatment—pain easier and intervals
between painful attacks longer” (41). Gruver added that the growth had been
increasing rapidly in size before the toxins were begun, and that after the injections
were given, it remained stationary and then gradually regressed. At the end of a
year it was scarcely palpable (77). There was decided improvement in the general
health as well as in the local condition, and the patient was able to resume her normal

activity, doing all her own housework.
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Usually the tumors had been practically unaffected by the injections, and some
of the patients had been very ill after the treatment. Most of the experience to
which he referred was, however, obtained soon after Coley first introduced the
method. and at that time it was almost impossible to obtain in London such well-
prepared toxin as was How available, so that possibly this might partly explain
the unsatisfactory results. He had certainly never seen a case in which such a
favorable result had occurred as in the present one (99).

Unfortunately, in addition to the fact that the preparations used in England

prior to 1909 were weak and variable, few physicians realized the importance of

using an aggressive technic of administration, in order to produce favorable
results. and most of the cases treated were very far advanced, often moribund (45).
As to the importance of aggressive treatment, Coley stated in 19o6: “In every
case there is a certain stage of equilibrium. There is a natural resisting power in
some individuals, which may prevent the disease from advancing, and if we can
by means of the toxins, do anything else to increase this resisting power and turn
the scales... we get success... many of the failures have been due to not

giving enough of the toxins.”

References: 19, 29, 45, 99, I00.
N ote: The following 18 cases received Tracy’s preparations of Coley’s toxins

(mixed unfiltered). The first three had Type X, the others Type XI.

CASE 9: Recurrent inoperable small round cell sarcoma of
the superior maxilla, confirmed by microscopic ex-
aminations. Sanford stated: “There is absolutely no
question as to the diagnosis. Two microscopical ex-
aminations were made in the New Haven Hospital
and one at St. Raphael's Hospital” (77).

Previous History and Treatment Other than Toxin: T. H., female, age 9, of
Branford, Connecticut. The family history was negative for malignancy, tuber-
culosis or venereal disease. The child fell on her face on the ice in the winter of
1905—1906. A tumor developed on the upper jaw just to the left of the median
septum. Dr Leonard Sanford stated: “Two different attempts at removal were
made, one before the patient came into my hands” (by Verdi, at St. Raphael’s
Hospital, New Haven). “The growth when I first saw it was the size of a
marble, protruding from the gum in the location of a molar tooth. I tried to take
out the entire upper jaw, but abandoned the operation on account of hemorrhage.
The child ought to have died on the operating table but she didn’t. I broke off the
growth at its attachment with a heavy, pair of forceps. In the two weeks following,
its recurrence was so rapid that you could watch its increase from day to day.
The child not only could not close her mouth but her jaws were distended to a
maximum” (77).
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jaw showed a tumor beginning about an inch to the left of the symphysis, extending
nearly to the angle of the jaw on that side, and apparently occupying the entire

thickness of the jaw (22).

!

Toxin Therapy: Injections were begun by Coley on November 19, 1907, the
I | | S o .
initial dose being *[4 1

Tim given in the gluteal region. The dose was gradually

increased until a febrile reaction of 104° F. was obtained following the third or
fourth injection. Five injections of Tracy’s filtrate (Type X F) were given into
the tumor of the jaw in doses of 3/ minim, the remaining being given in the gluteal
region. In describing the effects of the toxins the patient stated that a few days
after the injections were given into the tumor of the jaw “I thought I could feel
the growth disintegrate. It may be that the total of all the careful treatment from
the start was making itself manifest.” The highest dose of the unfiltered preparation

which was tolerated was 8 minims. The injections were given four or five times

a week. The tumor of the jaw slowly became smaller and much softer. When it
became fluctuating Coley made an incision over the most protuberant part and
found a highly vascular tumor extending down to the periosteum. The patient’s
general condition slowly began to improve under treatment. At the end of the
first month there was but slight improvement, while two weeks later the
improvement was marked. By early January the patient had gained five pounds.
From that time on the tumors melted away with great rapidity until at the end of
ten weeks there was no trace left either in the back or on the jaw. Three months
after treatment was begun, or on February 8, 1908, the patient had regained his
lost weight and most of his strength and was allowed to go home. The toxins
were continued by the family physician twice a week for two months and once a
week ‘until July 1908, a total duration of about eight months. During the last
three months of treatment the Parke Davis Filtrate (XII F) was used. No other

form of treatment was given.

Clinical Course: The patient was seen periodically by Coley. He remained in
good health and free from further recurrence or metastases. By July 1909 he had
gained 69 pounds, and thereafter he maintained a weight of 206 pounds for some
years. Coley presented him before the Clinical Congress of Surgeons of North
America on November 12, 1912 (29). In March 1942 the patient reported that he
had been very active since 1908, the previous 12 years as a bank executive without
vacations except for a few days at a time. He further stated: “My judgement
from observations is that the toxins must be used with skill and care; that the
dose and the frequency of the injections are important...” (77). In June 1944 one
of his sisters died of carcinoma of the colon, and within a few months a brother
died. That autumn the patient’s health, which had been very good until that time,
began to deteriorate. He lost about 45 or 50 pounds in weight during the next
year and became quite nervous, with anorexia and faulty digestion. In March
1046 he was admitted to the Pottsville Hospital where he remained under
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daily. He was then sent home and urged to have the treatment continued for
another three or four months by the family physician. This time the toxins were
continued for six months, but those given at home did not produce severe

reactions. The growth regressed completely (31, Case 26).

Clinical Course: There was no further recurrence. The patient was followed
periodically. The family physician reported in 1944 that the patient had been in
perfect health since 1908. He was last traced well and free from recurrence on

September 22, 1952, over 44 years after toxin therapy was begun (77).

References: 29, 31, 41, 42, 73,

CASE 14: Inoperable carcinoma of both breasts, recurrent fol-
lowing bilateral mastectomy, with extensive me-
tastases in the supraclavicular and cervical glands,
confirmed by microscopic examination by Dr James
Ewing, Memorial Hospital, New York, New York
(73, Case No. 12325 and 13061).

Previous History and Treatment Other than Toxin: Miss E. D., female, age 39,
of Palmyra, New York. The patient’s paternal aunt died of cancer of the breast
at the age of 84, and several other members of the family had had cancer. The
patient had a bad fall when she was five years old. A year later she developed
infantile paralysis which caused a very bad scoliosis of the spine. Because of this
condition she had worn a brace and corsets ever since her fifteenth year. Her
left breast had received constant pressure and irritation from the aluminum
corset worn at that time. The curvature caused a marked deformity of the chest,
one lung being compressed into a very small space. Onset, early in 1905 a small
swelling the size of a pea was first noted in the left breast at the site of the
irritation. There was occasional discharge from the nipple. For a year prior to
operation there was pain of a sharp stinging character. The nodule was not attached
to the deeper structures and the overlying skin was freely movable. The patient
was referred to Dr William B. Coley by Weigel, of Rochester, New York, in
November 1g05. Coley removed the growth under cocaine on November 22, and it

was diagnosed histologically as a cyst with no evidence of malignancy. A year
later another small nodule appeared in the same region, which was also removed
by Coley, requiring a more extensive operation under ether on May 16, 1907.

Clinically this tumor appeared the same as the first, but microscopic examination
revealed a small portion in which carcinomatous degeneration had taken place.
Another operation was performed a week later and the entire breast was removed.
The axilla was not explored as the patient’s condition did not permit prolonging
the anesthesia. A year later a third nodule appeared in the upper part of the

other breast. It was exceedingly small when first detected, being hardly larger

than a buckshot. It seemed slightly harder than those in the other breast and the
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skin showed the faintest evidence of adhesion. Therefore the entire breast was
amputated by Coley without exploring the axilla, in February 1goR. The following
December, or nine months later, the patient again consulted Coley. He found a
well-marked recurrence in the pectoral region, with involvement of the glands in
the left cervical region as well. The condition was clearly inoperable. As an
experiment Coley tried Dr Silas P. Beebe’s thyroid extract for a few weeks. The
tumors continued to increase in size, and when Coley examined her in February
19og, there was a hard carcinomatous mass occupying the entire left pectoral
region with involvement of the glands from the clavicle nearly to the mastoid.
Coley gave the family a very grave prognosis, stating that he did not believe
the patient could live more than six months. He was asked if it would be any use
to try Coley’s toxins in such a case, and he replied that nothing could be gained
other than possibly slight retardation of the growth, that there was no hope of
cure. In spite of this, the patient’s sister was very anxious that the treatment be
tried, as she did not want the patient to feel that nothing was being done. By this
time the patient’s weight had decreased to 8o pounds, with beginning cachexia.

Toxin Therapy: The injections were given by the family physician, Dr W. J.

3ott, of Palmyra, under Colev's direction. In order to lessen the discomfort as-
~almyr ]

sociated with the local irritation of the unfiltered toxins, Coley asked Bott to use
the filtrate (Tracy’s XI F), which he considered to be about half the strength of
the unfiltered and very much less irritating. The patient proved to be wvery
susceptible to the toxins. The initial dose was 0.5 minim, which was gradually
increased to 3 minims. The injections were made into the cervical tumor or in the

J

ectoral region o ith ide. Very small doses were suificient to produce
moderately severe reactions. Within four weeks Bott wrote that marked im-
provement had occurred and that the tumors were steadily decreasing in size, At
this time the more potent unfiltered product was begun (Tracy’s XI). Improvement
continued steadily and in August 1909 Bott wrote that the pectoral, axillary and
cervical tumors had practically entirely disappeared. At this time a bottle of Parke
Davis XII (unfiltered) was used, and in September 1909 Tracy’s XI (unfiltered}
was again used.

Coley examined the patient on February 24, 1910, and could find no trace of
cancer either in the pectoral or cervical regions. The patient regained her normal
health and stated that she had never felt better. There were 1o glands palpable in
the axilla and no swelling of the arm. During the previous year she had received
104 injections of Coley’s toxins, ranging from 0.5 to 3 minims. Although the patient
objected to continuing the treatment, Coley persuaded her to do so, and the injec-
t, until February 1911, a total

tions were therefore continued, with intervals of re
duration of two years, during which time 160 injections were given. Tracy's XI
(unfiltered) appears to have been used during most of the second year of treat-

ment, except for a bottle of Parke Davis filtrate (XII F) in October 1910.
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disease. The patient’s father had died of chronic alcoholism, oneé brother of
tuberculosis. The patient did not have a tendency to colds or sore throat, nor did
he have bad teeth. He did not remember having had any childhood diseases. He
was married at 19 and had one son born about a year later. There was no history
of antecedent local trauma OF infection in the nose or throat. When first seen by
Tuholske, having been referred by Kaplan, the patient had a tumor of the right
pharynx and nasopharynx of such size that it caused almost complete obstruc-
tion. A tracheotomy had been advised by Kaplan. This did not seem to be
immediately necessary, SO after determining the nature of the tumor, following
biopsy, Tuholske decided to try Coley's toxins, as the growth was inoperable
because of its size, location and involvement of the surrounding tissues. He had
become familiar with the method while at the Augustana Hospital in Chicago,
under Drs Albert Ochsner and Nelson Percy.

Toxin Therapy: (Type X11). Tuholske sent for some toxins directly from the
main office of Parke Davis & Company and began the injections in May 1915
given intramuscularly, remote

However, in spite of massive doses, apparently

from the tumor, he was una whatever. After a few week's

trial, he wrote Coley and told him of his unsatisfactory exf

erience with this prep-

aration (41).

Toxin Therapy: (Tracy XI1). Coley then sent a supply of Tracy’s X1. The first
injection of this product caused a very violent ceaction: chills and a high fever as
well as necrosis in the center of the tumor. The patient was treated at the Jewish
Memorial Hospital. Between May 15 and June 23, injections were given daily
or every other day in doses of 3!z to I5 minims. The details as to the febrile
reactions elicited are not recorded except on two occasions, when the temperature
was 102.5° and 103" F. Tuholske stated that within six weeks the extensive
growth had entirely disappeared. The patient was discharged from the hospital
on June 28, 1915, feeling perfectly well. The injections were continued twice a
week for another two months, and then the patient left the city (41).

Clinical Course: Sometime during the autumn a recurrence developed on the
other side of the pharynx. The patient did not return until November 11, at
which time there was a good-sized tumor apparent. He was immediately read-
mitted to the Jewish Memorial Hospital. Examination revealed that the left
pupil was slightly smaller than the right, with a tendency to a rectangular
shape. Both pupils responded well to light and accommodation. There was partial
paralysis of the left abducens nerve. The patient could carry the eye outward
about 30 degrees. The fundus and discs vere normal in outline and color.

Further Toxin Therapy: Tuholske resumed the injections on November 13,

giving 15 minims daily for a week, without getting any Teaction, either local or

—
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sinus and vertigo all cleared up and it has not heen necessary to visit or call a doctor

for a year” (77). Her weight increased in 1049 to 150 pounds, and this extra
weight seemed to bother the leg a go «d deal. She then reduced to 138 pounds. At
last observation in January IQ53 she was well and free from recurrence, Over

36 years after toxin therapy (77)-.

N ote: This case seems to indicate the danger of suspending treatment for even

a week during the early part of treatment, even if the tumor has apparently
disappeared. It also encourages the persistent use of toxin therapy in recurrent

tumors, even when at first the growth seems to be out of control.

References: 41, 73, 77-

CASE 25: [ntra-abdominal carcinoma apparcntly primary in the
ovary, with extensive metaslases in the mesenteric
glands, both the small and large intestines, the

peritoneum and the Tiver. 1he pathologis

“Sections taken irom the degenerated ovarian cyst

and from different portions of the peritoneal cavity
were examined microscopically and pronounced pap-

illary adenocarcinoma” (5).

Previous History and Treatment Other than Toxin: G. V. W,, female, age 20).
stenographer, of Watertown, New York. The family history was negative and the
patient had always been well, having had no serious illness. Onset, for two
years prior to consulting Dr F. R. Calkins, she had noticed that her abdomen
was increasing in size, but being a Christian Scientist, she had not consulted
a physician. Calkins stated that when he first saw the patient she only weighed
80 pounds and the girth of her abdomen was over 40 inches. She had lost over
50 pounds in weight and had been unable to eat for two weeks. She had consulted
another leading surgeon of northern New York state who refused to operate
because of her weakened condition and because he regarded the condition as an
advanced malignant case for which operation would afford no relief. Calkins was
first consulted in June 1916, and physical examination at this time showed that
the patient was decidedly cachectic in appearance, being very pale and exceedingly
anemic. She had been confined to bed for over a month and the life expectancy
was a matter of days. The abdomen was greatly distended, the abdominal
wall not exceeding one-quarter inch in thickness. There were large blue
veins radiating over the abdomen. The extremities were swollen, the heart
and lungs normal. On June 29, 1916, Calkins operated under general anesthesia.
A lower median incision was made and the abdomen explored. It was found that
the tumor consisted of a very large multilobular ovarian cyst, which had under-
gone extensive malignant degeneration. The degenerative process had extended
and involved the greater portion of the colon, and there were many places showing
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fectly well except for some hypertension, which did not prevent her working
steadily as an accountant. She died at the age of 49 of a cerebral hemorrhage
on March 21, 1936, over 20 years after onset of the ovarian cancer. There was
never any recurrence or metastases. (See case 30, p. 89, wich is similar.)
References: 5, 41, 77.

CASE 26: Osteogenic sarcoma of the tibia, with extensive
inoperable metastases in the femoral, inguinal and
iliac glands, confirmed by microscopic examination
by Dr James Ewing and the Bone Sarcoma Registry
Committee (2, Case No. 183). Ewing reported: “ The
tumor is composed of small spindle cells consisting
chiefly of nuclei. They are very numerous, with no
visible stroma. The cell masses are very compact.
The tumor is quite malignant in structure.” One of
the metastatic glands was also examined by Ewing
and pronounced “actively growing sarcoma” (73).

Previous History and Treatment Other than Toxin: C. S. S., male, age 39, of
Haverford, Pennsylvania. The family history was negative for any form of malig-
nancy, tuberculosis, diabetes or other familial disease, except for hay fever. The
patient’s general health had been very good, and he had practically never been
ill except for the usual diseases of childhood and hay fever. He sustained a com-
pound fracture of the right tibia ten years prior to onset, in an auto accident. For
a number of years prior to onset the patient wore spats, and Dr William B. Coley
thought there was a possibility that the top edge of the spats might have caused
some irritation over the tibia. During the summer of 1014 the patient sustained a
hard bump on the left leg in contact with a brass bed-post during a period of
restlessness. Onset, early in 1917, a sensation of slight pain was felt in this area,
but no swelling was evident until the latter part of March. On April 27, 1917, the
patient was referred to Coley by Dr John S. Gibbon, of Philadelphia, with a history
of a rapidly growing tumor of the shaft of the tibia of four weeks’ duration.
Gibbon and several other surgeons regarded it as a periosteal osteogenic sarcoma.
Coley concurred with this diagnosis, but in order to confirm it a biopsy was made
on April 27, 1917, and reported by Ewing as a highly malignant osteogenic sar-
coma. It was decided to try conservative treatment for a while, instead of amputat-
ing immediately. Physical examination at this time revealed a marked swelling of
the lower third of the left leg, apparently originating in the periosteum, and extend-
ing nearly around the leg. It began an inch above the internal malleolus and
extended upwards five inches anteriorly, and 4!/» inches in the outside of the fibula.
The swelling was most prominent over the inner and anterior part and was
markedly tender on deep pressure. The skin was shightly discolored and there was
marked local heat, the temperature being 99.5° F,
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patient would probably have received about 20 minims during the first eight
injections, whereas Senecal administered g6 minims in those first eight doses.)

During November only two injections a week were given, and early in Novem-
ber a mass appeared in the pelvis which was hard, nodular and easily palpable
g this mass, but only one a week

externally. Injections were made direc

was given during December, January and February. The mass increased slowly
in size. The total number of injections given in the six-month period between

September 1933 and March 1934 was 36.

Second Operation: In March 1934 it was decided that the patient return to
the hospital for further exploration. At this time the abdomen was flat and soft,
but a mass was palpable in the lower quadrant which seemed somewhat fixed
There was no pain. The patient was given two blood transfusions, on March
28 and April 2, 1934, each time receiving 500 cc. of whole blood and 1,000 cc. of
saline. The operation was performed on April 4, 1934 at St. Ann's Hospital,
Fall River, under spinal anesthesia, and “consisted of hysterectomy, bilateral

salpingo-oophorectomy with removal of all growths around the tumorous condition.
At first the mass appeared inoperable and only a semblance of the fundus uteri
was recognized. However, the whole tumor was finally freed” (41). The specimen
was examined by several pathologists, as stated above. the diagnosis being

adenocarcinoma of all the adnexa. The patient left the operating room in poor

condition but made a good operative recovery (41).

Further Toxin Therapy: Injections were resumed about June I, 1934, and
were continued for about a year following this operation. At first they were given
by Senecal, twice a week, but during the latter part of the treatment atient
administered them herself, the site being the thighs. She began to gain weight

shortly after the toxins were resumed and this continued steadily so that by

December 1934 she had gained 40 pounds. Senecal wrote to Coley in regard to this
case in February 1935 and stated : “There is no doubt in my mind that this patient

owes her life to Coley’s fluid” (41).

Clinical Course: There was no further recurrence or metastases. The patient
reported in July 1945 that she had had no illness of any kind in the 12 years since
toxin therapy was begun, and that she weighed 130 pounds, a gain of 61 pounds
since September 1933 (77). In June 1950 she consulted Dr Robert V. Lewis, of
Providence, who reported: “Mrs L. came to me because she was having a sense
of discomfort in her rectum when she sat down. On examination the recto-vaginal
wall and the surrounding tissue were full of nodules about the size of grapes.
They were freely movable, firm and nontender in themselves” (77). She weighed
114 pounds in July and 119 pounds in August. Laboratory studies showed the
sedimentation rate and the Bohlen test were essentially negative. Dr Emery Porter
a surgeon, and Dr Russell Bray, a gastro-enterologist, were seen in consuhanun.
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