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UIFFUSE SCLERODERMIA ITS FREQUENCY ; ITS

OCCURRENCE IX STONE-MASONS; ITS TREAT-
MENT BY FIBROLYSIN?ELEVATIONS OF TEM-
PERATURE DUE TO FIBROLYSIN INJECTIONS.*

By BYROM BRAMWELL, M.D., F.R.C.P., LL.D.,
Physician to Chalmers fogpital ; Consulting Physician, Royal Infirmary,
. Edinburgh.
JIM'USE gcLEitODEHMiA is 4 very rare condition. Dr. Phineas S.
e mm, the writer of the article on "Sclerodermia” in Allbntt and
eston s gystem o Medicine, in speaking of diffuse sclerodermia,
states that M Call Anderson had 2 cases in 11.000 diseases of the

to

slan, and Crocker 2 in 1q ggg

cases geen in

cases. In 17,000 general medical
* my hospital practice (8502 in-patients, 8638 out-
pa lents) tlieie were 7 cases 0Of diffuse sclerodermia, and in 10,000
A%&qia medical cases seen in private practice, of which I .have
v notes, there were 2 cases of diffuse sclerodermia.

ie fust point I wish to make is that, so far as these figures

" low, cases of diffuse gclerodermia come at least as frequently

un e the care of the general physician == under the care of the

??gist 10 22,000 cases of diseases of the skin seen by

= ! Anderson and Crocker there were 4 cases of diffuse sclero-
cennia, while in

i

my 27,000 cases of general medical disease there
weie 0 cases of diffuse gclerodermia.

T e next point which Iwish to make is the relatively frequent

occiuience of diffuse sclerodermia in stone-masons. In my 9 cases

« Hluse gclerodermia s were stone-masons and 1 was a

copper-
nt PP

4 WhO was zccustomed to work with a cold chisel. The only

PPAient cause which 1 am able to suggest for the relatively

luent occurrence of diffuse sclerodermia in stone-masons is the

thes@lli; s *n “le “an<® during cold weather. In all of

' (5 stone-masons and 1 coppersmith) the condition

Inlencel »* the hands. xXone of the patients had suffered from
syphilis, = far == could pe ascertained.

tAA o011 J . .
- ax 8,41 € "Sclerodermia" inallputtandliolleston's&ysfom
of i ; .
¢Cicme, Di. lhineas 5. abraham makes no mention of the
occunuice 0f the condition in stone-masons. He informs me that
ie viiows Of no yriter who does so.
my ©wW5 expeiience on this

some

I feel certain, however, that

point cannot be peculiar. Perhaps
geneial physician who reads this article will be able to

conoboiate my experience. I have been so impressed with the
occunence of diffuse golerodermia in stone-masons that in the last
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three cases which have come under my observation I have
correctly suggested the occupation Of the patient as soom as I saw
and felt the hands and pefore I had asked him a sinrjle question.

The next point to which I wish to refer is the marked improve-
ment which resulted in some of my cases of diffuse sclerodermia
from subcutaneous injections ©f fibrolysin.

In two of the cases the injections, which at first produced =<
disturbance of temperature 214 pulse, produced marked elevations

of temperature. In botli cases these temperature alterations
were identical in character. I have employed fibrolysin in several
other diseases. In a case Of disseminated sclerosis a very high

temperature (100'S0 F.) followed an injection ©f fibrolysin. So far
as I am syare, 110 one has previously directed attention to this
point.

The last point which I have to note is the close resemblance
in some of the clinical features of diffuse sclerodermia to Raynaud's
disease. In almost all of the cases exposure to cold produced the
same cold, blue, dead condition of the hands which is such a
striking feature of Raynaud's disease. In four of the cases pain-
less sores, Which were very slow to heal, developed o the knuckles
or finger-tips, apparently =s the result of glight injuries. 11l Cases
V. and VI. the tjp of one of the fingers became gangrenous.

111 one case (Cage Ar.) which was shown to the Society the
condition when I first saw it 14i years ago was typically that of
sclerodermia?the hands, face, feet, and thorax were affected. The
hard, brawny, swollen condition of the hands and the hide-bound
condition of the face and front of the chest have now in great
part disappeared. The fingers have become bent in to the paln
and the tips of several of them distorted as the result of trophic
lesions, highly suggestive ©f Raynaud's disease. Further, bright
red vascular gpots, highly suggestive ©f xerodermia pigmentosa,
have developed °* the face, tongue, chest, back, and dorsum of the
right hand. This is a very remarkable case.

Htematinuria was carefully inquired for but was not observed
in gny Oof the cases. In several of the cases paing, apparently
rheumatic, and stiffness of the jointg were complained of.

The thyroid was not enlarged in any of the cases.

The clinical features of diffuse sclerodermia are to 1y, mind
very suggestive of a trophic er vasomotor neurosis, but in none of
the cases were gpy definite gpjective symptoms suggestive of
syringomyelia or other definite nervous lesion detected.

The clinical features of the nine cases which have come under

my observation are detailed in the following table and notes:?



Iso.

Initials.

Miss F.

II.

. M'1.

Age.

G5

3G

43

44

35

57

2G

4G

55

1

None.

Stone-mason.

Stone-mason.

Coal-miner.

Stone-mason.

Merchant.

Stone-mason.

Coppersmith.

Stone-mason.

CASES OF DIFFUSE SCLERODERMA .

Part Affected.

? 2
fa r-
11
4 11
1 1

ju B Bl B BN

Rheumatic pains in hands,
feet, knees, etc.

mus -

Pigmentation ©of skin

cular paing in  fingers,
wrists, shoulders, knees,
and hips.

Sores on knuckles.

ITard swelling (? osteo-
arthritis) head of right
ulna, and pain and swell-
ing ©°f metacarpal and
phalangeal joints.

Scars on knuckles; rheumatic
pains in shoulders, elbows,
and hips ; pigmentation ©of
skin . telangiectases, etc-

Gangrene ©°f tip of forefinger

exactly resembling the le-
sion of Raynaud's disease.

Sores on knuckles.
Rheumatic pains and creak-

ing in shoulders, ankles,
and thighs.

Creaking 1in wrists, elbows,
knees, and ankles.

Warmth , iodide of
potassium.

Warmth , iodide of
potassium; thyroid
extract; arsenic;
opium.

Warmth ; morphia

Warmth ; alkaline baths;
menthol oil.

Warmth ; thyroid ex-
tract ; quinine ; €04~
liver oil.

Warmth; arsenic; iodide
of potassium.

Warmth ; fibrolysin.

Warmth ; fibrolysin.

Warmth ; fibrolysin.

Note.?In all cases massage 21'd pagsive movements were employed.

| Marked

Died 5 yearg later from
cystitis.

Slight temporary im-
provement. Died 2}

years later from peri-
carditis.

Some improvement.
L s. Q.

Marked temporary im-
provement.

Died 15 months later

?sudden pulmonary
oedema.

Marked jmprovement.

Marked temporary im-
provement.

improvement.
Died 8 months later.

Sclerocaermia Diffuse
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Case I.?Miss p,, aged Go, seen in consultation on 28th December
1892.

Complaints.?Pain and stiffness in hands and J]egs: inability te
walk; shooting pains in hands and fingers, and burning semsation in
the feet.

Duration.?Three yesrg; commenced with = bulla regembling
pemphj_gus over the outer side of one leg.

Condition when Seen.?Eight hand stiff' and swollen, skin of hands,
especially palms, very DRard and dense; movement of fingers impaired.
Left hand affected in same way, but in a less degree than right, Legs
bent and rlgld knee-jerks cannot be elicited.

The condition spnesyg to be a combination of sclerodermia and
peripheral neuritis.

Treatment.?All treatment has failed. Sulphonal gives sleep.

Subsequent Progress.?Patient died five yeapg later from cystitis,

Case II.?I). K., aged 3%, stone-mason, seen as an out-patient at
Edinburgh Royal Infirmary o= 13th ppril 1894.

Complaints.?General weakness ; stiffness and coldness of the hands ;
pains in shoulders, wrists, fingers, hips, and knees.

Previous History.?A healthy man until eighteen months ago, when

fingers began to feel cold and dead ; he thought they were frost-bitten.
The coldness of the fingers was first noticed after curling and lying-

out in the cold all night while intoxicated. Before the onset of the
disease was a robust, healthy man-

Family History.?Good.
State on Admission.?Hands feel heavy, dense, hard, and cold , skin

of hands and fingers hide-bound ; little and ring fingers in each hand
contracted; skin of palmg hard, dense, cold, and clammy; fingers
pointed. Hands get blue on the least exposure to cold. Movements
of fingers and wrists restricted. Sores on knuckles of little, ring, and
forefinger of right hand, and on little finger of left hand . these sores
have been present for twelve months and have not healed. Skin of
face looks thin and drawn. Skin of bOdy generally is so much plg-
mented that the doctor (pr, Reid) who sent the patient to the

Infirmary suggested that he pight be guffering from Addison's
disease.

No visceral disease.

Sensations to heat, cold, and touch normal over the body, though
somewhat impaired over the hands. Urine has never been porter-
coloured.

Treatment.?To keep parts warm; 2V0id exposure t© cold; iodide
of potassium.

Progress.?13th June 1894, seen ggain at Edinburgh Royal Infirmary
much in statu guo.  Iodide to be discontinued thyroid extract (5 grains,

three times daily) substituted.
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Isth July 1894.?Thyroid treatment produced little or 110 improve-
ment a]though the dose was doubled by Dr. Keid. The patient says
he felt better under the iodide than the thyroid.

19th Jyly 1895.?111 ppri] last had an attack of pleyrisy With
effusion; the chest was tapped, The sclerodermia is more marked;
face more aflected; cannot close his lips so as to hold his pipe. Skin

over the body generally, and egpecially over the upper part °f the
chest (manubrium gterni), affected. Feet and legs affected to some
extent, much less than the hands and arms. I leers o1 knuckles still
from time to time present; the least injury, he gays, leads to the
formation of a sore.

Has tried arsenic and opium in addition to the thyroid and iodide.
The only thing which does him good, he savs, is keeping the parts
warm.  Antimony and the constant current suggested.

The patient died o1 26th October 1896. The immediate cause of
death was pericarditis. Dr. Keid informs me that the sclerodermia
gradually increased and became yop, marked 011 arms, face, and chest;
the movements of the chest-wall

. were much impaired and painful. D
Iveid

suggests that the gclerodermatous condition of the chest-wall
wes perhaps concerned in the progyction of the pericarditis.
Case III.?D. M., aged 43, stone-mason, seem as an out-patient 3t
the Edinburgh Koyal Infirmary 011 28th January 1895.
Complaint.?Coldness and stiffness of the hands.

Duration.?Three years.

Apparent Cause.?Exposure to cold. Fingers became so cold at his
work that he was unable to hold the chisel, and the hammer fell out
of his hand. Soon after the condition (coldness and stiffness in the

hands) developed, sores appeared without an}7 apparent cause on some
of the fingers; there was little or 110 pain ; the nail of the right fore-
finger came off.

Mate on pdmission.?Both hands cold, dense, hard, blue er whitish-
blue if exposed to cold ., skin of palms dense, hard ; skin of fingers
smooth, tightly stretched, cannot be pinched wup. Scars of old ulcers
<.m S.ome of the knuckles and finger-tips. ~Movements of fingers much
impaired.

Sensibility to touch, heat, and cold normal over body generally,

slightly impaired over the hands. Urine never dark in colour.
No visceral disease.

Treatment.?Warmth; liquor morphinse hydrochlor. (4 minims,
subsequently increased to 8 minims, three times a day).

23rd February 1895.781ightly better; hands do not feel <o cold;
sores healed.

Subsequent Progress of the Case.?Not known.

Case IV.?A. g, aged 44, married, coal-miner, admitted to the

Edinburgh royal Infirmary ot 29th June 1897.
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Complaints.?Stiffness of the fingers and wrists, pain and gyelling
in the fingers of both hands, meoxre especially the rlght

Duration.?Right hand four yeapg, left hand two months.

History.?Before the pregent condition developed enjoyed good
health. About four years ago was dragged on» his hands and knees
by @ waggon for six yards ; the right hand was injured the back
of the hand became gyollen, the swelling extended to the wrist and
metacarpophalangeal joints. There was considerable pain in the wrist
and back of the hand and fingers, burning in character, with stiffness
and soreness of the joints. Was off work for three months. After
recovery Worked for twelve months; the condition then recurred
without obvious cause, and he was again off work for three months;
since then has worked two or three days = week. Two months 440
the left hand became similarly affected, and he has been unable to
work. Has been exposed to cold and weather going to and returning
from his work.

State on Admission.?Fairly well nourished; =not very muscular;
has got much thinner during the past four years.

The morbid appearances 2re entirely confined to the hands and
wrists. The right hand is much more affected than the left. Both
hands have a waxy, smooth appearance ; the skin feels very hard, is
tacked down to the subcutaneous tissue and cannot be pinched up.
Hands feel yery cold, and the patient states that at times he feels the
cold very severely. The movements of the hands and wrists are much
impaired.

There is a hard gyelling over the head of the right ulna, the meta-
carpal and phalangeal johms are swollen and somewhat pahﬁul, the
nails are brittle and Speckled over With white Spots, the palm and

fingers are contracted. The muscles of the forearm, more especially

the extensor muscles, are somewhat atrophied.

The patient states that ac times reddish gpotg sppear on the back
of his hands and last for four or five dgyg; the gpotg are circular in
shape and about one-third of an inch in diameter. There is no visceral
disease.

Treatment.?Warmth; alkaline baths and menthol oil wexre applied
to the hands with paSSiVe movements .

Result.?Some improvement in the movements of the fingers and
wrists and disappearance ©f the pain on movement; little change
otherwise.

Discharged 15t/ July 1897

Case V.?R. M., aged 35, married, stone-mason, admitted to Edin-
burgh Royal Infirmary o= Sth October 189s.

Complaints.?Coldness and stiffness in hands and feet, stiffness in
legs’ stiffness in face.

Duration.?TwO years.
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Previous History.?Enjoyed excellent health until two years ago
when he began to suffer from cold hands and feet; = year ago Roticed
stillness in the legs and arms. Works in the open air and is much
exposed to the weather.

Home gyrroundings good.  Family history excellent.

state om Admigsion.?Healthy-looking man, but muscles rather
wasted. Height, 5 ft. 9 ipng,; weight, 10 st. 1 1b. Skin of whole Jody
dark in colour, smooth, and dry. Nipples not pigmented. Hands,
feet, forearms, legs, shoulders, and face markedly affected with diffuse
sclerodermia.

The condition began in the hands. The face was affected twelve
months ago.

rhe hands feel heavy and cold, like frozen india-rubber; the}’
become markedly blue on eyposure to cold.  The points °f the fingers
°*< glazed and shrunken, fingers slightly Hexed into the palp , the skin
is thin ana tightly stretched over the hands and fingers, which are
pointed; the nails are long and parrow; there is a transverse groove
in the nail of the forefinger of the right hand and a longitudinal groove
on that of the little finger of the left hand.

The movements of the fingers and wrists are markedly impaired.

The skin of the forearms is markedly affected; skin of the ypper
arms normal; skin over both shoulders markedly affected. He cannot
raise his arms above his head. Face is markedly affected, skin tightly
stretched and feels stiff, especially over the poge, cheeks, and lower part
of the forehead; says he has difficulty in opening the mouth, as in
yawning, owing to the tightness of the skin. The ears are much
affected, blue and ¢qlq; skin thin, glazed, and tightly stretched.

The feet are similarly affected to the hands but in a much less
marked gdegree.

-the feet pecame affected two months later than the hands; they

became cold zpg numb, and he did not feel the ground when they

eie cold .

]_egs’ and
and weak

he then began to complain of weakness and stiffness in the
consequent ({ifficylty in yalking. He gradually got weaker
€ until he was ynable to walk. The skin of the legs is
slightly affected, the calves feel tight and stretched, and are gpt to

pain him in walking. The skin of the abdomen, thorax, and thighs
is unaffected.

The skin of the poqy generally is yellowish-brown in colour
(markedly pigmented).

He complaing of numbness in the fingers and feet when exposed to
cold. Ihere are no objective disturbances of sensation.

The tendon reflexes are gomewhat diminished; superficial rellexes
all distinct.
Scars, the result of old ulcers, which he says were very slow
healing and which developed gpontaneously, === present o= the

ni
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metacarpophalangeal joints of the 1st, 2nd, and 4th fipgers of the
right, o= the 1st and 2nd fipgerg of the left hand, on the distal
phalangeal joints of the 1st and 2nd fingers of the right hand, and
on the Ist, 2nd, 3rd, and 4th fingers of the left. The sores on the
fingers began to develop twelve months after the disease commenced.

Three scars are present on the sole of the left foot and two on the
left car. These scars exactly resemble the lesions which are seen in
Raynaud's disease and in some cases of syringomyelia.

The patient has never suffered from dead fingers noxr passed dark,
porter-coloured urine.

Blood?red corpuscles 3,800,000 per cubic millimetre, whites 5800,
haemoglobj_n normal. Blood film shows nothing abnormal. No
visceral disease.

Treatment . ?Warmth . thyroid extract, quinine, and cod-liver oil.

Result:?Temporary improvement. Discharged 7th January 1899

Readmitted 8th Fepruary 1599 and digcharged 15th February 1899,
in statu quo.

Seen as an gut-patient 12</i August 1903. IS worse. The terminal
phalanges of the fingers are permanently flexed face yery pinched;
complains ©of pain and difficulty i swallowing. The veins over the
chest and arms are very prominent. No definite signs °f aneurysm
or intra-thoracic growth.

Seen at Chalmers Hogpital on 4th February 1914.7?His condition is
markedly changed since last seen ten and a half years ago. The
sclerodermatous condition is less marked, but the fingers of the right
hand are now much more contracted. The glightest exposure to cold
makes the hands turn blue, he says that the hands are painful when cold.

The fingers of the right hand are fiexed into the palm and cannot
be straightened; the palm feels hard, dense, and contracted (Figs.
1 and j), The tjp of the right thumb is ylcerated, the nail is partly
destroyed and detached. This ulcer has been present since July , it is
now healing. Before the ulcer developed, the tlp of the thumb became
black. The nails of the 1gt, 2nd, and 3rd fingers of the right hand are
very long, thin, narrow, pointed, and curved. The nail of the 3rd
finger is absent; it was detached pecently as the result of a sore which
formed on the end of the finger. The skin on the back of the right
hand is thin, but is not tied down and fixed , the condition of the back
of the hand is yery different to what it was ten yearg ago. There are
some gpots (telangiectases)’ small in gize, on the back of the right hand.

The left hand is less affected than the I‘ight,‘ most of the fingers can
be partly straightened (extended). The little finger is rigidly fiexed,
skin yery thin and ghiny, the nail yery long and narrow. The nails of
the other fipgers of the left hand are curved. The skin of the fingers
is tightly stretched. On the back of the left hand the skin is fairly
normal as Compared with that of the right'



Edinburgh Medical journal Vo'? XII., No.

Fig. 3.7Rdghit hend in the case of diffuse sclerodermia described im the text, showing ulceratiom
of e tip of Uhe pight Ehump and contraction of the tingers.

FI§. 3 oRight Bamd in the cese oF Giffuse solerodermia described im the text, showing comtrac—
tiom of the Fingers.
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The face is thin . he can open his mouth much more freely than he

used to do. The sclerodermatous condition of the face has to a ]_arge
extent djsappeared.

Numerous bright red vascular spots (telangiectases) axe present on
the forehead, nose, and cheeks (Fj_g. 3); they are of various shapes. on
pressure the colour disappears from these gpotg, There are a few small
red gpots o the tongue, more especially o» the right side. The gppear-
ance of the face is guggestive of xerodermia pigmentosa.

The skin of the ears is thin and tightly stretched.

Over the neck and upper part of the thorax multitudes of small
arborescent vessels are geen, red in colour. Over the front of the chest,
more particularly over the left gide, there are several red vascular gress,
not so bright as on the face, distinctly arborescent; 1! pressure the
colour disappears from these spots.

There are a few vascular red spots over the back.

Feet are glightly swollen, the skin is hard, and they get blue on
exposure ©° cold. From time to time he has had sores on the back of
the toe jOil’ltS.

Ihe skin of the abdomen is natural.

The tlhyr01d cannot be felt; it is apparently atrophied. The nipples
are not pigmented.

Ilis general health is he gopq good; he sleeps Well- His appetite
is fair, his bowels regular.

There 18 110 difficylty in making water, Put every mow and again,
perhaps ¥ = fortnight at = time, it comies gyay without his knowing
it and he wets himself.

Ihe difficulty in swallowing which he complained of when last seen
ten years ago, lasted for some yearg and then disappeared; there has

been no difficulty in SW&llOWiIlg for the last seven

i years.
lie is thin; the

muscularity of the arms is ooy, of the Jegs fairly
good, Heé gayg that he sweats

very little.
Case AL Mr. M'L,

aged 57, merchant, seen in consultation o1
7th January 1900.

Complaints. Stiffmess of hands, arms, face, chest, lower part Oof
abdomen, 2and thighs.

Duration.?0ne year.

Apparent Cause.?Xone.

Condition when Seen.?Skin over the whole body i hide-bound except
over the calves; the hands are more affected than any ©Other part,
Skin pale, cold, dense, tightly stretched over the fingers, Which are
pointed. The patient states that he feels the cold very much; bhis
general health is good, There is some numbness in the hands and feet,
and at times a dull gching pain.

No visceral disease. The urine has never been dark coloured. No

symptoms of Raynaud's disease. Nothing abnormal detected in com-



390 Byrom Bramwell

nection with the nervous system. Sensation to touch, pain, heat, and
cold normal.

Treatment.?Arsenic and iodide of potassium.

Result.?Patient remained much in statu quo until Is/ April 1907,
when he was attacked with sudden dyspnoea and the expectoration °f

blood-tinged, copious, frothy sputa, and died in ten minutes. The con-
dition was obviously acute pylmonary oedema in a patient affected with
sclerodermia. FOr some days before the attack of dyspnoea he had
complained of headache and gickness, but there was no elevation of

temperature.
Durj_ng the yeay 1906 the tip of the forefinger of the left hand
became gangrenous?resembling the lesion seen in Raynaud's disease.
Case VII.?J. D.. aged 26, stone-mason, admitted to Edinburgh
Royal Infirmary o= 23rd February 1909-
Complaint.?Numbness, stiffness, and coldness of hands.
Duration.?0ne year.

jlpparent Cause.?Exposure te cold during work. Right hand first
affected.  Patient gayg he had to cycle to his work, = distance of five

miles, in cold frosty weather, and the metal handles of cycle used to be
exceedingly cold ; this, and holding a cold chisel in his hand, he thinks,
is the reason why the hands became affected first.

State on Admission.?Hands of a dead leaden-violet colour , on
exposure become much more blue. Skin of the hands feels firm, dense,

and cold , it resembles a frozen corpse °r 2 piece of frozen india-

ver
rubbere- ! Palms feel cold, hard, and moist; skin tightly stretched over
the fingers and devoid of wrinkles, fipngerg are pointed. Movements of
fingers and wrists are considerably impaired; parts =re hide-bound.
Patient cannot close his fist. Joints of fingers somewhat enlarged.

Three sores, two at the base of the nails of first and second fingers of

left hand, one on the extensor aspect ©of the metacarpophalangeal joint
of right thumb, are present.

Skin of forearms and face affected.

Says that he is yery sensitive to ¢pld; has never passed dark-
coloured urine.

No visceral disease. Nervous system normal.

Treatment.?Warmth ; fihrolysin injections.

Result.?Marked jmprovement; the patient was discharged ©=
30th May.

As a result of the fiprolysin treatment marked elevations of
temperature occurred.

The preparation used was a solution of fihrolysin (200 milligrams
of thiosinamine (Merck) and 200 milligrams of salicylate of sodium
dissolved in 3 c.c. distilled water) . Of this solution 30 minims (con-
taining 120 milligrams ©f thiosinamine) we=re injected into the ey
arm . the jpjection was repeated every S€cond day.
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The first seven injections vere not attended by any alteration in
temperature and pulse; after this, each ipjection was followed py a
very considerable rise in temperature and pulse. Between l4th March
and 3rd April the highest temperature noted was 102-4? F. The injec-
tion which was made on 3rd April (which consisted of 20 instead of
30 minims of the golution) was followed by a temperature ©f 103-4? F.
and a pulse of 112.

After this considerable rise in temperature the fibrolysin injections
were discontinued?from 4th to lath ppri] inclusive no fiprolysin was
given: during this period the temperature @nd pulse were, practically
speaking, normal.

The question arose whether these rises in temperature were the
result of septic poisoning (septic decomposition which had occurred in
the solution of fiprolysin which was being employed). Consequently
a fresh solution (Merck'g) in sealed glass capsules was obtained. Of
this solution 50 minims (containing 200 milligrams of thiosinamine)
were injected on 15th Aprl]_, this was followed by a still greater rise
of temperature, Viz. 104%4? F.

The fact that the injection of = different and aseptic solution of
fibrolysin was also followed by very marked rises in temperature
negatived the supposition that the rises in temperature which followed
the injections of the solution first employed were due to geptic poison-
ing. This view was corroborated by the fact that in two other cases
in which the same solution of fibrolysin as that which produced the
rises in temperature in the case of sclerodermia avas used no tempera-
ture or py]lge alterations resulted from the injections.

On 19th ppri] 16 minims of the original solution, containing 6°
milligrams of thiosinamine, were injected . this was again followed by
2 very hlgh temperature (104*2? FA). On 22nd Apri]_ 8 minims of the
original solution, containing 3° milligrams ©f thiosinamine, produced =
temperature of 103-8? F.

On 24th April distilled water was injected instead of the fihrolysin.
1lie patient was pot, of course, told that the nature of the injection
had been changed. There was no rise of temperature. The possibility
that the elevations in temperature were merely mervous was conse-
quently excluded.

On 26th April 4 minims of the golyrion, containing 16 milligrams of
thiosinamine, produced = temperature of 1012 F. On 28th Apri] 20
minims were followed Jy a tepperature of 1027 F,; and on 3rd May

20 minims were followed by = temperature of 1017 F.

The injections were then discontinued until 18th May. The
temperature again remained normal during the period that the
fibrolysin was not employed.

On 18th May 15 minims of the solution produced a temperature of

2 ., 0 P
102 1c¢; on 22nd May 15 minims produced = temperature °f 99*4" F.;
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on 25tli Mgy 30 minims of the solution were not uilowed by any rise

of temperature; mi 27th Mgy 40 minims produce? only = temperature
of 100? F.

From these statements it will be seen:?

1. That the first sevem injections produced =c temperature
alteration.

2. That a marked rise in temperature " lowed each dose of
the yremedy which was gybsequently given .liferent solutions pejpg
from time to time employed.

3. That the patient seemed to become accustomed to the

remedy; °» 27th Maya large 40S€?40 pinims?produced a com-
paratively slight effect.

In Figs. 4 and 5 the alteration in temperature and pulse which
followed the injections ©f fibrolysin are shown.

In Fig, 4 the course of the temperature, taken gyeyy hour for
twenty-four hours after an ipjection °f fibrolysin, is shown.

At 9.15 p.m. on 28th April 80 pilligrams of thiosinamine were
injected’, this was followed by 2 slight fall. Then at 3 A.M. (on 29th
April) = marked and sudden rise occurred, the temperature reaching
103? F. at 7 A M.; after this there was a gradual fall, the temperature
becoming normal at 11.30 p.m. on 29th April.

Several observations of this kind were made ., in all of them the

temperature curves were practically the same as that represented in
Fig. 5.

At the time this patient suffering from sclerodermia was being
treated, the same solution of fibrolysin was given subcutaneously to
several other patients in the wards. In one of these a very marked
elevation of temperature Tesulted after an ipjection. The patient, a
man, aged thirty-four, w=s suffering from disseminated sclerosis.

Oon 18///, 22nd, 23rd, 26th and 28th April 20 minims of the same
gsolution as was used in the stone-mason's case were injected, without
any elevation of temperature being produced.

On 2nd Mgy 30 minims of the same solution produced = very high
temperature?105*8? ¥

Why the injection o 2nd May (although it was rather a larger
dose than had been previously given?30 instead of 20 minims of the

solution) should have been followed by such a marked temperature
disturbance, while the previous injections produced ne temperature
alteration, I am unable to g5y,

One of py former houge-physiciang wrote me on 12th May 1909,

saying: "I happened to mention to the house—surgeon here (Padding-
ton Green Children's HOSpital, London) that in one of your cases of

sclerodermia a sudden rise of temperature occurred after the injection
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of fiprolysin. He tells me lie had once a case (not @ case of sclero-
dermia) in which a similar rise of temperature took place."

Case VIII.?J. [, aged 4G, coppersmith, admitted to Edinburgh
Koyal Infirmary.on 3rd March 1911.

s e 1s s atateialatsaninmzid]s 2 s e ] + (20 ulul

Figg. 4.
- - oy houted, :
Complaints.?Stiffness of hands, pains in hands, SHOute
and knuckles.
Duration.?Three months.

ie oOUL
History.?Stiffness in hands first felt three months ago **

Fig. s.

cou ( mot giip his hammer and chisel properly; at this time tlf;(:.
. ' : ' 1 w
was some gtabbing pain in the palmg and fingers. Had to glve up g
six weefs a9, Has also complained of pains it shoulders, thighs
Until this illness commenced was a healthy man-
M/' (% History.?Unimportant. . , ,
Social Condition. A coppersmith. Has to put his hands in cyanide

?in < es.
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of potassium, muriatic acid, and vitriol. Works a good deal with a
hammer and cold chisel.

Condition on Admission.?Small man, well built, healthy looking.
Hands and fingers slightly swollen, skin hard, shiny, tightly stretched,
cannot be pinched up; some tenderness on pregsure °ver the palms;
movements of fingers much jmpajred, The sclerodermatous condition
is confined to the hands. The patient complains ©f aching pains in

shoulders, ankles, @nd thighs ; ©1! movement, creaking is well marked in
shoulders and ankles.

No visceral disease. No evidence of any disease of the nervous
system. Urine has never been dark coloured.

!Treatment.?Warmth ; fibrolysin injections.

Iiesult.?Decided improvement in condition of hands.

16//t April.?Discharged distinctly better.

G/h June 1911.?Readmitted. Pains in gpkleg; knees and shoulders
worse; some gyelling of wrists. Sclerodermatous condition of the
hands is much in statu quo.

Treatment.?Hot-air baths,; guaiacol carbonate, 5 grains, three times
daily.

1stli June.?Discharged improved.

Case IX.?J. g, aged 55, stone-mason, admitted to Chalmers
Hospital 011 10th June 1913.

Complaints.?Coldness and stiffness of hands , stiffness of face, arms,
chest, legs: shortness of breath o11 exertion , occasional attacks of sick-
ness and diarrhoea.

Duration.?0ne year.

Apparent Cause.?Exposure to cold.

History.?The numbness in the hands was first felt after clearing
out some cold spring water from a drain.

July 1912.7?Attack of pleurisy . in bed four or five days (confined
to the house a fortnight), After this hands got worse ; after oyposure
to cold became blue and discoloured. Stifihess of fingers developed ;
feet and toes became similarly affected (¢gld and stiff), About Christmas
1912 lost his appetite and was troubledwith stomach ., vomited occasion-
ally. Rheumatic paing in ankles, legs, shoulders, and chest developed
in March 1913; there was also occasional looseness of the bowels.
Until the present illness commenced was a yery healthy man-

Family History.?Unimportant.

Condition on Admission.?Slightly-built man. Height, 5 ft 4 ins;
weight, 9 st 3 lbs.  Expression of face immobile. Marked gryness of
skin of body and of hair. Does not perspire except over the hands and
feet, which feel cold and moist.

Marked sclerodermatous condition present 011 hands, arms, face, chest,
scalp, buccal mucous membrane, and feet.

The hands are most markedly affected; after the glightest exposure
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to cold they become blue. Hands feel heavy, hard, and dense; skin
lardaceous, tightly stretched, thin over the fingers, Which are pointed;
skin cannot be pinched up °ver the hands, front of the chest, scalp,
thighs, and feet. Movements of parts greatly impaired. The cheeks
feel brawny.

On movement, creaking felt in elbows, wrists, fingers, knees, ankles,
and toes.

No visceral disease. Blood normal. No evidence of disease of the
nervous gystem. Urine normal; never has been porter-coloured.

Sensation to touch, pain, heat, and cold normal all over the body.

Treatment.?Rest in bed, warmth, light diet; fibrolysin injections,
thYI‘Oid extract, iodide of potassium, and arsenic.

On 1é6th June thyroid extract (5 graing twice daily, increased to
5 graing three times daily, o1 22nd June) was prescribed. ©On 3rd
20uly the thyroid extract was discontinued.

On 4th Jyly iodide of potassium (10 grains three times daily) and
arsenic (2 drops of the ligquor arsenicalis) prescribed.

Result.?Very marked improvement. Sclerodermatous condition
of skin became markedly less, movements of affected parts much freer.

9Hi September 1913 digcharged very MUch improved.

Elevations of Temperature following Injections of Fibrolysin.?In this
case the same alterations in temperature and pulse which were seen in
Case VII. followed some of the injections of fibrolysin.

Il several instances a blood count was made jmmediately before an
injection, and during the subsequent rise of temperature. The only
alteration found was a slight diminution of the red corpuscles, @ decided
increase in the polymorphs, and = diminution in the small mononuclear
white corpuscles.

Additional Note.?Patient died suddenly from heart failure on 23rd

l'ebruary 1914; post-mortem examination showed a condition of
chronic interstitial myocarditis.



