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DERMATITIS VENEZENATA.

Under Dermatitis venenata are included all
the forms of dermatitis due to external irri tants.
This form of dermatitis only affects certain individu-
als. A chemical substance or plant, which causes a
dermatitis in one individual, may be handled by
another individual with impunity. This special sus-
ceptibility of certain individuals to certain sub-
stances used to be put down to an "idiosyncrasy" on |
the part of the individual. It will be shown that
this lidiosyncrasy is really a sensitisation of the
skin, It explaing why one person is affected by a
substance which has no effect on another and why a
man may work, for example, asg a Jjoiner for many years
and guite suddenly suffer from a dermatitis every
time he handles certain forms of wood such as teak,

I do not propose to describe the appearances of the
erupntion as these are well known, but will confine
myself to the mechanism of the production of the |
sengitiveness, the nature of the substances involved.i
whether it is loeal or general, sand whether desensi- |
tisation or immunity can be produced. Before dis-
cugsing these questions I will describe a series of |
experiments which I did on myself and others to see ‘

whethsf / |
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whether individuals could be artificially sensitised.
I used the Primula obconica (Plate R3. ) because
it is one of the plants which most frequently causes

& dermatitis venenata,
|
Before starting to experiment with myself T |

could handle the Primuls and rub the leaf on my skin

with impunity. I scraped the skin of the back of the

- left forearm with a scalpel over a small area of about

one inch by half an inch till a moist oozing surface
was prﬁduced. Into this ares the crushed leaf of
Primula Obconica was vigorougly rubbed and the Jjuice
allowed to dry on, About twelve hours later the
part was thoroughly washed with soap and water. The
areé crusted over and healed completely in about two
weeks leaving & very superficial sear, At no time wag
there any itching'.or inflammatory reaction beyond ‘
what is normal in a traumatic lesion.

Three weeks after this inoculation the un-

broken skin of the same @rea on the left arm was

agalin rubbed with the crughed leaf of the same Primu-

la and the Jjuice allowed to dry on, This wi&s done

at 8 p.m, and on going toc bed at 11 p.m. there was
no chenge on the skin. 1 was wakened a2t about 4 a.m.
with intense itching of the arm and the skin of the

rubbed area waes red and slightly swollen. Next morn- |

ing the whole rubbed area was redder, more oedematous
and still very itehy. The centre showed numerous

minuteﬁ



- how the eruption slowly faded, At the end of ten

328,

minute vesicles with & wide erythematous areca around.
This erythema gradually spread and Cast ( 16,) Plate !
( Zﬁn) ghows the condition after 36 hours better than |
sny description I can give. Cast (/7. ) Plate ( 25.)!
shows the remction at six days, Cast ( /8.) Plate |

(26) at ten day.a, and Cast 019.) Flate (ZZ.) sho ws

days it was at its maximum after which it gradually

subsided ., |

I would also drew attention srpecially to

Cast {i?J which shows & central very inflamed srea, |
then & ring of less inflamed skin with & further more|
inflamed area outgside that. This type of reaction |
did not occur so markedly every time-I rubbed on the
Primula but it hss oceurred more than once, It is
probably duae to the same cause as is suggested to ex-|
plein the corymbiform arrengement of the rash in somei
cases of syphilis, viz., that there is an area of
antianaphylaxis or sntisensitisation rcund the centraj
zone ,

The itching was very marked and came on &t
intervals usually being worst in the foremoons, even-|

ings, and when I became warm in bed at night. 1If

the area wss rubted (and one couldn't help doing so) |

the lesgions flared up and became very red again, It
wae only after 28 days that the skih went completely

back to normsl, J
Later/
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Later the skin of the other forearm and of

the thigh was rubbed with the leaf of Primula Chconica

with the same result except that the reaction was
glightly less intense and did not last gquite so long
(only 20 days). Cast ( R0.) Plate ( 28.) shows the

reaction on the second day on the right foresrm, The

right forearm was rubbed before the reaction on the
left arm had completely subsided and within 24 hours
after rubbing the right arm the original area on the
left arm became distinetly redder and itchier for a
day or two then it had been i,e, a foeal reaction had
occurred. (This focal reaction did not occur when the
thigh was rubbed but by that time the arm reaction
had completely disappeared. Thus I succeeded in sen-
gitising my skin to the P. (Obconica., The sensitisa-
tion was a general one although the original inocula-

tion was only made on & very small area,

The second experiment was doune on my brother

who also was not »nreviously sensitive to the Primula.
I wished to try to immunige him by inoculating him
several times at intervals of 24 hours on the same

prineiple that antitoxine is now given by repeated

small doses so ss to avoid anaphylactic symptoms, His

left forearm was scraped in the same way as ny own
and the crushed leaf of Primules Obconica rubbed in and
allowed to dry on, A smaller area was scraped, only

one quarter inch in diameter., Similar small sreas

were/
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were scraped and rubbed with the Frimula on five
successive days &t iIntervals of 24 hours and twice
again at intervals of 48 hours i.e. seven times in |
nine days. The scarified areas were all placed gquite
close to one another all within an area of 1% inch
square., UNone of these areas showed any itching or re-

|
action beyond slight redness round them. Then I waited

|
for three weeks, as in my own case and &t the end of
that time rubbed the inside of the left forearm with |
the Primula, @For three days nothing happened and I
was congratulating myself that I h&td succeeded in pro—:
dueing an immunity, but on the fourth day the skin of
the rubbed area became very red and itechy, and a re- .
action exactly the same as wag produced on my own arm
appeared and ran an exactly similar course for nearly
four weeks with redness, itching etc. Thus 7 had pro-
ducsd a sensitisation a2 second time, but the extra-
ordinary thing about it was the long incubstion period
of four days before the reaction began, In my own

case the reaction came on within 12 hours and evidently

the different method used for the inoculations was the:

cause of the delayed reaction., Six weeks later I agaiﬂ
rubbed my brother's arm with the Primula and again he E
reacted as before but this time the reaction began to

appear in about 12 hours &nd 8 year later, on again

4

[
testing him, he gave & gimilar reaftion within 12 hours.

I

50y
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go that now hig skin is in the ssme condition of sen-
gitisation as my own.

Since doing these exXperiments on my brother

and myself, other six individuals (21l medical men or

students) were inoculated in the sazme way ss I was .

myself, but in no case did I succeed in producing any |

|
sengitisation. In three of these cases the experiment

was done twice at intervals., One of these individu&ls'

had a distinet family hisfory of asthma and epilepsy,

|
|
another had suffered some years ago from serum sick- !

ness after a second injection of serum given one year |
after the first, In a third I saw the mother with &
typical dermatitis venenata whiech was proved to be

due to Primula Cbeonica, 1In the fourth there wes 2
family history of asthma, In the other two there was |
no history of ssthms, urticaria or eczema to be ob-

|

tained. In my own case there is & history of asthma |

on my mother's side, and my mother suffered mesny years|
ago from a Frimuls dermatitis. Therefore out of eight)
|
cases altogether two of whom sensitised there was & |
die tinet family history of agthma or other sensitisa-
tion phenomenon in s8ix of them.,
Sensitisation once produced seems to last fory
g very long time, probsbly for life, It is now over
two years since I became sensitised and I still react

as before,

ly/ |



Iiy brother also reacted more than a year
after he was sensitised. H&Lfaéentibns a8 patient, |
sensitive to Primula Obconica, who avoided contact
with the plant for over 20 years and on touching the

plant asccidentally at the end of that time suffered

again from a dermatitis, Therefore once an individu-

&l's skin becomes sensitive to any subetance, 1% pro—f

‘bably rema&ins so for the rest of his 1ife unless he 13

|
artificially desensitised. One attack of dermatitis
does not make the individual any less senaitive,

the contrary he seems to become more so, especially if

the attacks follow each other closely.

So far as I can trace, the only other experi-+

ments on artificial sengitisation to the Primula were ‘

|
fO??l |
done in 1904 by NESTLER in Germeny. He rubbed his own|

skin with different parts of the plant to see if they
irritated. He does not state definitely that he couwld
handle the Primula with impunity before he began his
experiments, but lesds one to infer that he was not

affected by it. He rubbed the unbroken skin of the

left forearm repeatedly at unstated intervals with the

leaves and stalks of the plant and left the juice on

for three days. He also fixed & part of the plsnt on

to the skin with sticking plaster for some hours at &
time, and it wes only after 14 days of experimenting
thus that he got a merked reaction to the Jjuice of the
plant/
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plant, In this 1sst application the dermatitis i
started 40 hours after the plant was applied and from
|
hig deseription was very similar te thet which I pro-

duced on my own arm. He also at the same Time develow

ped & dermatitis of his fingers because he was still
handling the plant as he used %o do,

Tnerefore there can be no doubt that he had

it is that the sensitisation took place through the

unbroken skin. The other interesting fact is thet it

|
|
‘sensitised himself, and the interesting point about ‘
|
|

was only after 14 deys of rubbing in the plant at

intervals that he becsme sensitive. That corres;aondsI
fadrly sccurately with the time teken to sensitise
animals to a protein viz. about 10 days.

IESTIER alsc describes several cases of !
persons who had hsndled the Primula with impunity forI
years and who suddenly became affected., ALmong these f
was & young girl into whose left forearm he rubbed thé
juice of the primultea 1leaf. A4As there was no reaétion,

6 days later the same area was again rubbed ag before |

and 10 days after that & severe itchy dermatitis with |

blistering occurred and lasted seversl days., NESTLER |
does not give details but I presume the juice of the |
leaf was left in contact with the skin and not washed
off during that time. Here again it took 16 days

from the time of the firet rubbing before a reaction |

began/
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begen., In yet another case iﬁ a man, 8 dermatitis
ceccurred after the sixth rubbing with the primula I
leaf at intervals of seversl days. These three sets
of experiments of NESTLER'S therefore have definitely
proved that the juice of the primula can penetrate

sufficiently through the unbroken skin to cause sensi

N S

tisation., Also if the juice of the plant can pene-

-trate in sufficient quantity through the unbroken skin

of & sensitised individusl to produce a reaction,

then there is no reason why it should not penetrate ‘
|
the skin of & normal individusl in sufficient quantitﬂ

to produce sensitisation.

HATURE OF ©THE POISON ZFRODUCIKG

THE DERMATITIS.

|

FESTLER found that the dermatitis was due té
the yeelowish-green fluid on the fine hairs of the
leaves and stalks. He found that this fluid contained
numerous rhomboidal crystals but did not investigate
its chemicsl composition.

SIMPSOEH;h America extracted the leaves of |
Primula Obconica and found that in addition to protein
they contained@ an oleo-resinous mixture. The protein
part, when isolated and rubbed 0n & susceptible skin,
produced absolutely no reaction. Whereas the oleo-

resinous/ %



regsinous compound, free of protein, gave a very
marked reaction on susceptible skin and had no effect
on normal skin. SIMPSON also found that the leaves
contained two active poisons.

1. DNeedle-shaped crystals which when powdered
and dissolved in water and applied to the
susceptible skin produced & rapid reaction
in 3C minutes, incre&sing in intensity for
eight hours, being still well m&rked &fter
36 hours and then gredually disappearing. I

This substance produced no resction on i
normal skins. SIMPSON thinks it is & crude glucoside.

It did not give the tests for alkaloids and is pro-

bably the crystalline gubstance seen by KESTLER in

the juice from the hRhirs on the stems and leaves.
2., The cleo-resinous mixture already referred
to which produced on gusceptible skins a |
reaction, which did not commence till after }
12 hourg, wag very intense, spread beyond the
area of application and lasted lcnger than |
the reaction produced by the crystalline sub-
stance, SIMPSON thinks that the active |
poison of the oleo-reginous mixture is an ;
acid,
Thege results agree with what has been ‘

found in the various plsnts of the Rhus family. The

most/



| rubbing the Primula juice well into the skin and wash-

dndireet contact either with objects which had been

3]

&
o

mogt recent authoritative work shows that the active
principle of the polison ivy is @& substance of & gluco-
sidel neture and not a protein. ToxﬂMQHfha others

have shown that this substance in the Rhus plants is

not volatile, leny cases are reported where & Der-

matitis has occurred without touching the plant but

all the evidence goes to show that these are cases of |

in contact with the plant or persons who had handled

083, |
it. NMeNAIR showed that the coases of Rhus dermatitis

produced by the smoke of burning Rhus leaves, were due
to the solid particles in the smoke because, if
sereened through muslin, the smoke héd no effect on
the skin,

How dceg the poison get into fhe gkin? The
poisonous substance in Dermatitis Venenata first en-
ters by fthe hgir follicles and glands of the sgkin,

(087
MeNAIR found in Rhus poisoning that microscopically

the inflammation was mogst m2arked and began in these

areas, but it may, if well rubbed in snd left on for

some time, penetrate through the horny cells to the i

deeper layers below. This I confirmed on myself by

ing it off with soap and water a few minutes later,

That produced & resction which consisted almost entire-

1y of minute red foilicular lesions and not a diffuse

erythema/



erythema such as occurs if the Jjuice has time To

penetrate through the whole horny layer.

GROCUP REACTICNS.

Another point of interest is whether the
reactions to plants like the Primula are specific,
It would seem that they are specific up to a point i
but they appear to be of the nature of group reactiom
My skin is very sensitive to the Primula Obcenia but}
gives a reaction lasting about & week to Primula !
Sinensis. Plate ( 29.). 4 lesser but guite distinet
reaction to the common wild primrose Plater ( J30. J;
lasting 2-3 dsys and & lecs reaction still to the |
coloursd hybrid primrose. Plates.{ 30 *31. ).

I give no reaction te the Primuls Polyan-
thus,Plates ( 32¥33.), Primula Auricula, Plates
( 34 %35, ) Primula Veris (cowslip). Plates (36 |
37.} and Primula Malacoides, Flate ( 38. ).

I have 2lgo geen an individual whose skin !
is very sensitive to the Jongquil, but who also gives
a lesser reaction to the daffodils. There is &lso
the well known Rhus group 211 of which are irrita-
ting and in certain individuals produce a dermatitis |
viz, Rhus toxicodendron (poison ivy) Rhus Diversil-
cba (poison ocak) and the Rhus vernicifera, which |
produces the lacquer dermatitis in Japsn. The

individuel/ |



individual reacts most severely to the plant to
whiech he is originally sensitiged and less se to the
other plants of the same family. There is evidently
some common chemical substance contained in all
plantg of the same group. This subject will be re-
ferred to later in discussing the group reactions
which occur in the protein skin tests.
KANNGIESSER in 1911 described cases of
dermatitis due %o Primula Obconica sand also to P.
Officinalis and P. Auricula. Including 44 cases of
hie own of dermatitis due to P. Obconica he analysed

the reports of 191 cases and found that 121 were in

females and 70 in males. About one third of these

cases were in gardeners and of the females nearly all |

were over 40 years of age. He also noted that fair

haired persons were more often affected than dark
haired. KANNGIESSER also reports two cases where a
bronchial catarrh (Asthma?) wss caused by the Primula

Obconica being in the room,

DERLATITIS VENENATA DUE T0 CEEMICALS
OTHER THAN THCSE CONTAINED IN PLANTS.

We have seen thet the dermatitis due to
plants is not due to proteins and that, therefore
brings them into line with the dermatitis due to pure

chemicals., In all respects these cases of dermatitis

are/



" kers developing a dermatitis. Some of them develop

:1-':59 e

are the same as those due to plants but as the worker
in chemicals is always handling the substances and
gets them all over his clothing, the eruption is

usually much more widely distributed.

In Bdinburgh we have an opportunity of see- |

ing & considerable number of these cases as there are

three large firms who manufacture morphine and its
compounds, stryehnine and other alkaloids. Thege

firms are constantly having trouble with their wor-

it within a few weeks of sgtarting work, others have
haindled the chemicals for 10, 15 and 20 years without
developing & dermatitis., In extracting alkaloids
such as morphine and strychnine the crude substances
are first put into strong acid usually sulphuric acid
and this might cause & traumatic dermatitis but I
have satisfied myself by rubbing a case of morphine
dermatitis with the crude opium that the sgkin reacts
to that substance. Some years ago Sir Norman Walker
had a case of dermatitis in sn opium worker in his
wgrd. This man had a very extensive dermatitis of
head, face, body and limbs, and it was only after
about 8 weeks hospital trestment that the eruption
cleared up. After he was practically well, with the
patient’s permission, I rubbed the forearm with some
crude opium made inte & paste with water. This was

done/




done at 11 o'clock in the forenoon and about six
hours later he developed & very severe dermatitis on |
the area rubbed and within 24 hours all the previousl#
inflamed areas of the skin rescted and he developed |
an extensive dermatitis very similar to the one which
he had on admission, and it took another 3 or 4 weeks‘
before he was able to leave the ward. !

In other two cases of opium dermatitis I ;
did cutaneous tests with solutions of the alkaloids ;
with which these men worked, 10% sclutions of ccdein
phosphate, heroin hydrochloride, morphine hydrochlor-
ide =nd morphine alkaloid were.used. The one case(¢%k3ﬂ)
gave, after 30 mi@utes, Plate ( 40. ) a reaction
with wheal formation and erythema round all the areasi
but a much more marked wheal round the céodein phos- i
phate thean éound the three others. The othef casge i
also gave a very marked reaction to codein phospha#e |
and a slightly less reaction to heroin hydrochloride
and morphine hyﬂrﬂchloride. Prate ( 47. ). These
results coincided with what the patients themselves
thought as they both said that codein phosphate irri-
tated their skins more than the other alkaloids and |
they were alwayse worst after handling 1it. :

Although these are only two cases, I think :
the method is worthy of further use as it might enablg
an employer to tell what substances his workers could |

gafely/
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safely handle,

Cast ( 27.) Plate ( 4.2.) shows the hand
and forearm of a strychnine worker but in him the
skin tegt to & solution of strychnine hydro-chloride
was negative, The cast shows where the test was
applied Just above the area of dermatitis. COfther ftwo
cases of dermatitis of the hsnds and arms in strych-
nine workers were also tested with the skin test but
were both negative., This might be due to the faect
thet a 1% Solution of Strychnine had to be used far
the test as stronger solufions camnot be cbtained. |
The positive resctions with morphine were obtained
with 10% solutions and the reactions toc quinine al- |
ready referred to under drug rashes also only occurred
when 10% solutions were used. Another possibility is |
thaet PIRQUET'S method is not a good one to use, In
a case of lodoform dermatitis, to be referred to later

7

|
|
the Pirquet test with iodoform was negative whilst ]

|
rubbing the skin with iodoform gave a marked reaction,

In the next case which I see of 3trychnine dermatitis

I shall rub & larger area of the skin with the strych-
) 3

nine solution cr rub it in &8 &m ointmert a2g in LORC'S

test. Of course there is always the possibility of |

the dermatitis being due to irritation from the stronﬁ )
acids used in the preparation of the strychnine, but
I think that can be ruled out by the fact that all |

three/
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three cages showed a m&rked oedematous dermatitis of
the face as well 2s of the hands etec.

I have also tested three cases of Dermatitis
of the face due to instilling atropin into the eye ang
in éaeh case a positive sgkin test was obtained with &

10% solution of atropin sulphate,

Therefore I think we sre Jjustified in con-

|
|
. !
c¢luding that these cases of dermatitis from chemical i
substances are sensitisation-phenomena of the same
nature as the dermatitis due to plants.

Into the same group alsc fall the large
group of dermatitis due to édruge like iodoform, Forma-
1in, hair dyes ete.,, and in this conunection there is |
the interesting dermatitis which occurred during the
war from handling T.W.T, and similsr substances in
explosgive bombé. '

Two types of case occurred.

(1) The dermatitis in workers handling Trinitro-
toluol (T.N.T.)

(2) The dermatitis causged by the yellow powder
scattered by bursting German bombs,

l. The Dermatitis due to 7.N.T. was specially
/04, /163, M2,
reported on by CRIPPS, PANTON and RUXTON, The latter |

found that 327 of the workers were affected with a

were
dermatitis, 1f no precautioms taken. 4 few persons

were found to be very susceptible to 7,1,T. and these
were probably cases of true sensitisation to the

chemical;



chemical but the majority only suffered from a der-

matitis if no care were taken to proteet the worker,

CRIPPS showed that the dermatitis varied directly with|

the amount and alkalinity of the sweat., Patients

accugtomed to take alcohol also suffered more acutely

than others. The period between first contact and the |

onget of symptoms varied greatly. There was found to
be no natural immunity to T,N,T7. The sweat seemed to

meke the T,N,T., more irritant either by dissolving it

or the T,N,T. possibly destroyed the fat in the

b=

sebaceous secretion and so lessened the protection

of the skin. The dermatitis, therefore, in met cases

of T.N.T. workers is due to a mechanical irritation
which can be eliminated if precautions are taken, so
that these cases should be classified as Dermatitis
Praumatica as they are not true sensitisations. The
?.,0,7, besides causing dermatitis,by its absorption
in some cases, caused abdominal symptome, irritation
of the bronchi, haemorrhsges from mucous surfaces,
neadache and giddiness. Cases with purpuric rashs
were also recorded, 3 of which ended fatally.

2e ﬁermatitis from explosive bombs. Cases of

. ros, /126 .

this type were recorded by Ruxton, liacLEOD, SEQUEIRA,
/15, 9% o 1745, Ho3,

10K,
CRIPPs, TYSON, ADAMSON, THIBIERGE snd PANTON, When

the bomb exploded it scattered a fine yellow powder

over/
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over everything., This stained the skin yellow at the
time and about nine deys later an eruption of closely

set vesicles rather like cheiro-pompholyx came out.

|
|
A1l the cases reported showed @an interval of some days

before the rash appeared, These cases scemed to be

true gensitisations and the rash appearing alfter an
|
interval is probably due to the same cause as the rash

which occurs in serum sickness, During the nine days

interval the person becomes sengitised and some of the

chemical still circulating by absorption from the gkin|

|
caugses the rash to appear, SEQUEIRA states that the

substance in the bombg which causes the symptoms is

|
|
probably Hexa-nitro-diphenyl-amine, which is the

1015, |
ceme substance called "Aurantia" and which CROCKER dese
i

cribed in 1903 as causing a derma&titig in workers who

ugsed it to stain cheap leather goods, During the war

LA |
also many cages of dermatitis occurred from wearing

helmets &2nd hats lined with & leather substitute wnich

was stained yellow with the aurantia. Such cases were

99/ s /120 035, 985
recorded by BETTMANEK, PONTOPIDDALI, SCHEMEL, GaNS, BAERL
98/, /04.2.. /021,

APPEL and HELLIER. TFEILCHENFELD 2lso in 1909 describeé
a similer dermatitis produced by wearing gloves dyed
with aurantia. In all thege cases sweating predis-
posed to the production of the eruption. '

it/



rubbing the right anticubital fossa the area on the

345, |
At the Dermatological gection of the meet- |
ing of the British Medical Association at Newcastle
$n 1981, BARBER #eiticned. sond sxherimanbs whlch he
had done on himself witﬁ mustard gas. He rubbed 1£
on hig left arm and it caused a dermatitis. ILater he:
rubbed it on the right an{icubital fossa and it pro-
duced a slough snd & septic lymphangitis ensued, Afté?
left arm, where the mugtard gas had been previously
applied, became red and vesicular., This was evidentl&
a focal reaction in the previous area from absorption

of the mustard gas from the left arm,

Innumerable other substances such as chemi-

cals, dyes, plants etc, have been reported as causing
& dermatitis in certain imdividuals., Space will not |
nermit me to give & full list of all the possibilitieg
but probably any substance may lead to a dermatitis !
under certain circumstances, I shall briefly refer |
to some of the commoner ones, and record some cases
due to substances not previocusly known to cause
dermatitis,

Amongst plants the Primulae and especially
the P. Obconica are probably the commonest in this |
country. Other plants whieh commonly cause trouble !
are the Virginia creeper. (Ampelopsis Hoggii) common
ivy, Humea elegans, daffodils, hyacinthes and other

bulbs. The following have also been recorded within

recent years.

Eucalyptusf



|
|
4.6, |
|
|

33
iucalyptus plant and oil (GALEWSKY)"
H3s,

waercus Robur (Osk) (SPILLMANK).

950,
Geranium (ANDERSON).

Cotton seed (NIXON)"” |
sy, |

Chrysanthemum (WAUGH).
g92. loeg Jo4d, 13z, l

Satinwoed (BIDIE, CASH, JONES, SIEGERIM,
WECHSELIANN ) /rée-
1063,
Iyco persicum exulentum (tomato) (LAIN,
- HASHBURN ) &%

' "28.
Anthemis Cotula (May-weed) (SEQUEIRA).
5%, '
Lillies (WALSH) |
s 1056,
Bitter orange (MURRAY).
3 : L

Arundo Donax (Reed) (ITILEAKO).

In Americs the Rhus plants are the commonest
irritants and belong!’ to the same Tamily as the
Bhus Vernicifers, which causes the lacquer dermatitis
of Japan. This lacquer is used for varnishing boxes,

3, 155
walking-sticks etc., Ragweed (SUITCN, J.0. WALKER)
42,
Cactus (SUDZCH)}, Timothy grass pollen, flax-seed and
many others have been reported in America &8s causing
dermatitis.

HO& ,
PARDO-CASTELLC also colliected more than 40

species of plants chiefly of the genera Anscardiacea |
Legumenosae, nuphorbviaceae and Urticaeae which cause
different degrees of Dermatitis in the Tropics,

Prom time to time what might almost be 03114

epidemics of dermatitis occur due to chemical irri-

tants in elothing etc. Of these the commonest are the

following.
HAIR/
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HAIR DYES. The commonegst hair dye to cause '
dermatitis ig paraphenylene diamine. It is sold '

under . the name of "Inecto hair dye™. I have seen

? 8¢, /083, ‘o84
several cases due bto it and BARKER, BUNCH, BURKE,
/002 ’ 1004, 1041, 078
BROCQ, CATHELINEAD, HARRINGTON and G0LD, LACKAY,

1093, nzq. 17, "7z,
MEWBCRN, SHALEK, TIBSOT and WO0D have reported cases,

Thig hair dye was sold widely in America some years |

. i 2
ago as "lirs Potters Walnut juice Hair Stszin", In

most cases the dermatitis only occurs after several
applications but occcasionally it irriteates on the
firet application. The "Inecto" dermatitis is evi-
dently a true sensitisation of the skin. In some .
cases, by a&hgorption, general symptoms of poisoning |

have been produced.

DYED PUR DBERMATITIS.

Within recent months very numerous cages of
dermatitis on face, neck and wrists have occurred in
Edinburgh and elsewhere due %o an artifiecial beaver |
fur (dyed coney) worn on the collars and wrists of

e . |
ladies" coats. SBMON, ROXBURGH and CASTLE have re- |
corded cases. In s report which I received on this

kind of fur from the manufacturers, they stated that |

the dye used was quite harmless as it only consisted

of paraphenylin dismin! It is a question whether the

—&

cases/



cases aré true gensitisations as they occur very

readily if the fur heccmes wet either by rain or by

pergpiration from the neck or wrigts. Some seem to be

true sensitisations but many seem tc be the same type

of dermatitia as oceurs in T.N.D. workers.

MATCE-BOX DEXLATITIS,.

Thie form of dermatitis was firset degeribed
by RASCH 1n 1918. T cccurs chiefly in men and
usually begins on the front of the upper part of the
left thigh owing to carrying a match-~box in the
trouser poeket. It may also occur én the right thigh,
if the box is earried on that side. It may spread on
to groins, genitals snd even the lower abdomen and by
handling the boxes the hands may be affected and the
face, through the hands. The lesions are those of an

erythematous and cedemaficus dermatitis.

/oo,
OHRISIIANSEN also described cases in Sweden,
/023, 3T, /38 EE.
PREE, BSIRAUDBERG and STRANZ in Zermany, and WHITE and

i) !.7,
FO0X in America. 3Jp far as I can ascertaln no cases

have been recorded in this country. This condition
did not ccecur till 1918 when the matceh-box manufac-
turers in Sweden and Denmark added Phogphorus Ses-
guisulpli

used on the striking surfaces of mateh boxes, It was

added during the war as a substitute for some of the

ordinary  phosphorug and seems %o cause the dermatitis

I3

b/

pl.ide (P4S3) to the amorphous Phesphorus usually|




349. |

by the heat of the body vapourising the sesguisulplide|

either pure or 1n some other foxm, The reaction is a

gusntitative one rather than a qualitative one, ™B
did a great many experiments by scraping the cubstance

off the eide of the matech boxes and testing his own

&

skin snd that of persone who had had the dermatitis

and also those not previously affected. If this sub-

gtance was applied for 24 hours to the skin of amyone ;
who had previously had the dermatitis, it produced i
redness and irritation with swelling of the skin. 1In
140 hesl thy persons or persons suffering frbm‘other
diseases, In only two did he get an irritation of ‘
similsy extent Lo that of the previocusly affected
cages. In the grest majority of caseg there was no |
irritation or only a glight redness after 24 hours

application. Buf in & good many cases, 4f the sub-

|
|
|
|
%
stance were conftinuocusly applied for several days,an i
irritation was produced. ZFREI found on experimenting ‘
on nimself that sreas which were previously inflamed |

|

were more easily irritated on a subseguent applieationﬂ
Therefore this form of dermatitis does not seem to be !
due to & true sensitlsation of the skin. Nost indi-
vidualg seem to get & reaction 3f the substance is

applied for sufficiently long time or rubbed sufficient
1y well in. 1t therefcore should be classed ss a

Dermatitisj




"The latter obgservers report 1t in the workers making

%50.

Dermatitisg Traumatica. A previously inflamed area

reacts more reasdily to subsequent application so

that there is & local increaced sensitiveness such asi

gceurs in all formg of dermatitie traumatica. |
Hag. fo3e 107/:'!

INSECTICIDE POWDERS. RERB,FUJITANI, HCDGNNELL.:

1076

McCORD, KILKER a&nd MINSTER report cases of fermatitis

due to powdered Pyrethrum used as an insecticide.

the powder, many of whom suffered from a mild derma- |

titis especially in Summer when they perspired free1y|

but some of the cases were apparently real sengitisa-

1

tions.

TAR DERMATIDIS. Apart from the chronic derme-—|
titia causged by tar, dermgtologists fregquently find |
that tar irritates certsain skins, In 1921 I saw &
cace where sensitiveness fo tar developed in a

patiént with psoriasis, Ie was treated for psoriagis

|
|
|
In A>ril 1220 with crude coal tar on the body and !
Pix carbomis im acetone on the scalp, The tar c&used‘
no irritation., In February 1921 he was seern again ‘
with an acute dermatitis on.the scalp, face, and armsf
where he had sgain applied the tar as the psoriasis
had recurred., IHe was ftesfed by painting a small area:
of one arm with crude tar snd reacted violently with
& marked dermatitis which lasted several days.

During the first course of treatment this men had

evidently/ !
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evidently become sgensitised to the tar and reacted

gome months later when it was reapplied.

Cther chemical subgtances reported as caus-
ing dermatitis are, |

Rubber adhesive plaster containing Agathis
Damara (ENACK)./%.
1068,
Procain used by Dentists (LANE).

|
0il of Citromella used as preventative of |
mosgquito bites (TLANRE)."¥. i

Andlin dyes in workers and from clothes Yo
dyed witghthese %JLAHDOH§¥ and BRCWARDELL,
BLASCHKO, ‘BALZER, WILSON SACHS" WHITE,)*® |
SCHARLACH R. (LOMBARDO).7%

1033 . 7
Formalin (GALEWSKY). |

1038 . |

Phenyl Hydrazin (HALL).

Hairy ‘eaterpillars of the Lioth Euproctis
Fdwardli (CLELAND). /o2

- 0 e 1080,

Copra (McIEOD).

- 3 : e ?J'

frinter's Ink (McCONNELL).

90 .
Dinitro benzol (BHERNSIEIN).
130,

Hemamethylamine (SHEPHARD and KRALL).

Various other formg of dermatitis many of

©79.
tal workers using irritating oils, (McLACHLAN) and
Ja70 .

|
|
them of the nature of folliculites are recorded in me{
I
|
in linen spinners (LELOIR) but these do not appear '

to be sensitisstion phenomena,
q 75 fold

ADALSON and COOXE also report ceses of der-

matitis in the napkin area of infants and in children

|
with enuresis due to ammoniseal urine, CCOOKE isoclated

&/
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a gram-positive bacillus which caused fermentation
of urea with the production of ammonia. The derma~
titis seems in these cases to be due simply to the
irritation of the smmonia,

In my own practice within recent ysars I
have seen cases of dermatitis due to the Frimuls,
daffodils, Inectc hair dye, dye used by wool-worker,
dyves in furs, morphia, tar, iodoform, lysol formalin,
Xresol, atropin, Humea elegans, enamel used to glaze
porcelain and guines-pig'se hair. To the above list
I should 1ike to0 add three csses of dermatitis due to
substances which have not hitherto been reported as
causing irritation.

(1) ZLsast Autumn I saw a medical man with a very
marked Dermatitis. Venenata of hande and face, Ie was
on holiday at the time in the Highlands., I told him
to tegt himself by rubbing the arm with the different
plants with which he had been in contact, He found |
that he gave a very vioclent reaction to Bell Heather
but not to the oxdinary heather.

(2) Another case was a farmer who developed a
severe dermatitis after handling sheaves of oats. He
zave no reaction on rubbing ocatmeal into the skin.

Later he had another attack after hendling sheaves of

barley but he gave no reaction when tested with barley,

Se I told him to lock cut for weeds in the sheaves

and/



'year for 15 years bveginning in Cctober and lasting

rest of the year., 1 asked her to keep a look out

253,

and he found that milfoil (Achillea Iillefolium)
Plate ( 43.) was present and it, when rubbed on the
skin, gave a very marked reaction.

(3) The third case was in a working housekeeper

who had had a dermatitis of hands and face every
till about Februsry. She was completely free all the

next year when the dermatitis began and she found that
1t was due to plucking grouse. Asg soon ag she stopped
touehing the grouse feathers the dermatitis rapidly

disappeared. This patient also showed a group re-

action as her skin reacted slightly to the feathers
of other game birds such as partiidges, and pheasants

but net of thecommon Towl.

GEINERAL allD LOCaL SENSITISATION.

In these various forms of Dermatitis Venena-
ta already referred te, 1t has been seen that the
phenomenon 1s a zeneral one affecting the whole skin
surface, This however dces not apply to the mucous

membranes., I can rub the Primula le af on the mucous

5

menbrane of the mouth and nose without producing any
log7.

reasetion, Juadagsohn also found, in jodoform derma-

titis cases, that iodoform had no effect when applied

ta/




'1n contact with it for over 24 hours. Therefore the

to mucous surfaces. I saw a case in the gynaecolo-
gical wards some months age, where after an operation
on the uterus the vagina was packed with icdoform

gauze., This patient next day showed & very marked

dermatitis of vulva, groins and lower abdomen snd on
|
| =

tegting her later,on the 8kin of the arm,she reacted
markedly to icdoform. Vet the mucous membrane of the

yagina showed no change although the iodoform had been

ahaence of reaction on the mucous surface was not due

to the moisture of the surface keeping the chemiecal

from getting into proper contact, as might be the case

,
if it were only applisd for a short time. !

Also many persons with poison ivy dermatitis
liave chewed the leaves and swallowed the Juice with-
out suffering &uny ianconvenience.

ELOCQ“}epeated J&DASSOHNE experiments on a
patient gensitive fto iodeform. He found that subeu-
taneous injection of iodoform oil (avelding the skin)

internal administration of iodoform or appliecation to

e

mueous surfaces for 24 hourg hed no effect, but asg soot
a8 a trace was applied to the skin & dermatitis re- E
sulted. Therefore he coneludes that the cases are not
8 true general anaphylazis, not @& humoral condition but

a cellular Hypersensitiveness. To confirm this he

transplanted 2 piece of gkin from this iodoform der-

matitis/ ‘ |
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dermatitis case and alsv = piece from his own skin

on to another person with a healing burn, When both
pieees had '"taken'", he dusted the area with iodoform
and obteined a very marked reaction only on the pieee
of skin from the patient who was sensitive to iodoform,
Tne rest of the skin ineluding the piece of BLOCH'S

; U4, ,
own s8kin showed no resction, BLCCH and MASSINI also |

did similar experiments with extract of Ringworm fun-!
gus. BILOCH who was himself sensitised to sn extract of
the Ringworm fungus {(lrichophytin) and whose skin

gave a positive Trichophytin reaction transplanted

on to a patient with chrcnic leg ulcer a piece of his
own skin and & piece from a normal individual not

sengitive to Ringworm, After the two pieces had taken,

Lhe did cutaneous tests with Trichophytin on this man
|

on the normal skin, on the pleee transplanted frcm
|

BLOCH'S ownt arm and on the piece transplanted from
the normal man's arm, and cbtained 2 positive reaction
only on the pieee of gkin transplanted from his own
BT,

These experiments prove conclusively that in
sensitisation of the skin, the condition is a cellular
one of the cutaneous epithelium and does not depend onf

the blood or obther organ, -

18/
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IS DERMATITIS VENENATA A

TRUE ANAPHYLAXIS?

Most workers on Amaphylaxis hold the view
originally stated by RICHRET that true anaphylaxis can |
lo2s,
only be produced by & protein. FORD claime to have

produced it by a glucoside but doubt is thrown on the

108, 17
purity of his antigen by STEVENS, HNMecNAIR, and WARREN.

273.
ZINNSHER states that in true Ansphylaxis not only are

specific antibodies present in the blood but the pro- |
duction of passive anaphylaxis in animsls shows that
the antibody originating and residing in the fixed !
tissue cells, must necessarily circulate in the blood |
stream. SIHPSCﬁ%ﬂblda that although in primula der- |
matitis we are dealing with an example of hypersensi-
tiveness to & chemical, the requisites of anaphylaxis |
are not fwlfilled, &nd has shown that it is not
pessible to sensitize &an animal actively tc the poisoq
of the plant or passively with tlhie serum of a suacep-?
tible individusl. He also found that no specifiec !
amboceptors are present in the blced of susceptible
persons ané that the protein of the plant has nothing!
to do with the reaction. That being sc it is as
impossible Go produce an antitoxine to the poisen of
the plant as it is to produce a condition of specific

El

sensitisation, not dependent on circulating toxines.

Antivodies/ .
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Antibodies, if concerned in the reaction, are present
only in the sensitive cells. These antibodies, how-
ever, must be carried by the blood stiream in order

to sensitise the cells. This was proved by the fact
that by rubbing & small area of my skin with the P, |
obeonica T sensitised my whole skin,

BRT‘-Cngd?‘id a number of experiments with

‘iodoform to try to show that lodoform dermatitis

was a true anaphylaxis,., He injected 3 guinea-pigs
with 5 cec. serum from a patient who showed a derma-
titis when iodoform was applied to his skin., Twanty-
four hours later 0.3 grm. of lodoform was injected
inte each guinea-pig, a&nd within 5 minutes two of
them showed tTypical anaphylactic symptoms and the
other showed scme dyspnocea only., Control animals
injected first with normal human gerum and horse-

serum and then with iodoform were all negative,

Therefore he concluded that passsive anaphylaxis could
be produced. But by using the serum of &nother case
of iodoform dermatitis BRUCK did not succeed in caus-
ing anaphylaxis in guinea-pigs. BLOCH and others
have questioned the validity of BRUCK'S results as
the symptoms in the guinea-pige might not be due 0
true anaphylaxis but to iocdoform poisoning which
causes symptoms of &n angphylactoid nature. BLOCH
repeated BRUCK'S exXperiments but failed to produce

passive/
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passive gnaphylaxis in guinea-pigs with the serum of |
cases of iodoform dermatitis, so that there is no
definite evidence yet that in dermatitis,such as that|
produced by iodcform ,there is @ real general ana-
phylaxis.

The only reference (apart from Rhus Toxi-
codend¥ron cases) which I can find to any fatal result
in Dermatitis Venenata is 2 report by BRCWﬂ?vTIL his
cagse the patient accidentally scratclhed her nose
whilst smelling & plant of Primula Cbconica. The nos%
rapidly swelled and a carbuncle-like lesgion appeared |
with oedems of the face snd head. Death followed in |
a few days from pneumonia, This fatal result cannoct
however be attributed te the dermatitis. The nose
lesion was scraped under &n anaesthietic smd it is
wuite prcbable that the death was due to septicaemia, |
BROWIT also mentions & other similar cases of infec-
tion from Primula cobhconieca, one of whom &lgo died 2nd

the other recovered after a prolonged illness, Tt is

ot

=

ftn
0]

the usual elinid

8%

o

ne
|t

o

nce of dermatologists that |

cedematous dermatitis of the face from the Primula
locks somewhat like erysipelas and to an inexperienced
cbserver cases of erysipelas might be migtaken for
dermetitis venenata,

Rhus toxicodendron however is well known

167
to csuse serious poisoning., WIITE reported a case

of & boy aged 6 years who was twice poisoned one

Summer/
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Summer with Rhus Tox, Next year 2 boy known to be
insusceptibde to Rhus was employed to tear up some
Ehus plants. The boy subsequently washed his hends
in hot water and soap and later with vinegar, He was
watched tc see that the washing was thorough., Tn the
afternoon the boy tock the susceptible child to &
pond to bathe, Having stripped him he took him into
the water, holding him by the arm-pits and afferwards
iassaging his backwith his open palms, Two or three
days later the child was taken ill and grew rapidly
worse., Deep ulcers &ppeared under the arm pits and
the skin of the back showed in an aggraveted form the
usual appearances of poisoning with ivy.,  The c¢hild
died at the end of three weeks, Such cases of extreme
gsensitiveness, however, are rare considering the

number of cases of Rhus-poisconing which occur,

LOCAL SENSITIVENESS OF THE SKIN.

In addition to the general epithelial sensi=-
tisation there #re undoubtedly cases where you get 2
local gensitiveness cf the skin., At Newcastle last

(74,
yeer BARBTR mentioned such & case in & baker, whose
hands and forearms, but not the rest of his skin re-
acted on application of flour,

1050 | .
DE JONG in 1923 drew attention tc the faot |

that/
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that dermatitis in bakers is often due to the strong:
galt solution which is added to the flour before |
baking. The heat in the b#ke Louse causes the salt
to crystallise on the arms =nd in kneading the bread
the crystals are rubbed intec the skin 2nd so produce
a dermatitis. These cases are not therefore cases

of true flour dermatitis and should be separated
Pron then, UARRIEY slao Seperts a Aecustitis of |
face, neck, chest, arms &and hands from handling a |
guinea-pig. The patient's skin only reacted when
guinea pig's hair was rubbed on these areas and
nowhere else.

Recently I saw a lady with & similarx
dermatitis on the neck where & pet guinea-pig was
in the hzbit of 1ying, but T hsd no opportunity.of
testing this pstient to see whether the skin was
sensitive all over or only on the neck.

There is also The well Enown experiment |
with Tuberculin by PIRCUET on his own arm, EHe founﬁf
that the skin of the left srm which he habitually
used for experiments was gensitive To 2 tuberculin .
of a dilution of 1 in 1000 whilst the skin of the
right arm was negative to Tuberculin ten times as
concentrated, It may be that in these cases the
gkin is sensitive all cver but the degree of sensi-«
tiveness may vary in different places. On the other.

hand I-'f
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hand it may not be a sensitisation phenomenon at all

but merely a mechanical irritability of certain areas
of the gkin to a repeated or prolonged application of !
gome chemical substance. They are similar to the
washer-woman's dermatitis of honds and forearms. In
such cagsesg one does not get lesions on the face even

|
although the skin there is frequently touched by the ‘
hands. I think a distinction should be made between |
this zroup of cases and the true Dermatitis Venenata, |
Whitfield's term of Dermatitis ftraumatica seems to
be the most appropriate one. ° ‘

A good deal of experimental work has been |

done with regard to the tolerance of the skin to local
irritation. In 1892 SAEUE£M§0und thet repeated appli—:
cation of croton oil te a rabbit's ear produced s
relative immunity, so that the gkin after recovering
from the first application did not react so violently
to a second application of the croton oil. Alsoc such
an area of gkin affer recovering from a croton derma-
titis reacted less markedly than normal skin to other
irritants sueh as the application of hot water, efc.

103/,
FURST likewise 1In 1898 by repeated freezings and

scalding of the skin at intervals so changed the skin

that the same irritants produced after a time practicéﬁ

1y no inflammation, |

SCHAER/
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1Hg.
SCHAER in 19C7 repeated SAMUEL'S experi-

ments on rabbits' ears with silver nitrate, canﬁhar-
ides, fturpentine, etec., and obtained the ssme results

i.e, a relative immunity, not only to the substance i

which produced the original dermatitis but also to
other irritants. l .
S0 also STEIN in 1909 succeeded in produc~ |
ing a skin tolerance to irritants applied in grad-
ually increasing concentrations and also found that
the tolerance was not specific for each irritant. |
SiEIN thinkg it is due to some alteration in the
epithelial cell, whereas SAMUEL put the change down
to an alteration in the blcod vessels of the skin,
SCHULDZ in 1912 tested the effect of
different strengths of carbolic acid on the skin in
different diseases and found that in eczema the whole
skin showed an increased sensitiveness to the earbolic,

283,
In 1920 AUER found that if & rabbit was sensitised

to horse serum, bthe skin of its ear regcted much more
violently to the application of a substance like Xyloi
than dié normal control animals, He explains this as;
due to the local irritation of the Xylol céusing in~ |
flammation and an exudation into the pasrt. In a

recently reinjectved animal the antigen is still eir- |

culating in the serum snd when the serum passes outl
into the skin, from the irritation of the Xylol, a }

local/ i
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local hyperseunsitive reaction is produced.
PERGUSON SUITH repeated AUER'S experi-
ments on sensitised rabbits using cantharides and
croton oil iﬁsteaﬁ of Xylol as the irritant., He
found that "no dilution, which fails to provoke a
vigible reaction in a normal rabbit, will provoke

one in an ganaphylactic snimal"., This observation

‘tends to throw doubt on AUER'S results, but if AUIR'S|
work is to be taken as valid then his experiments to-
gether with SCHULTZ would seem %o indicate that in a :
condition like washer-woman's dermatitié the patient i
works for years with soap and soda with no ill effect

- in faet acquires often a considerable degree of

tolerance to thesge substances.

The same patient, i1f she becomes sensitised|
to some antigen, say from internal absorption or i
elgewhere, possibly not sufficiently so to produce 'i
any symptoms, may get & local reaction in the skin of
the hands from the soap and soda causing an exudation
and thus bringing sufficient circulating antigen
through the serous exudate Iinto the gkin of these

parts to produce & reaction,

Burns of the skin may be included under

the heading of D, traumatica, but & number of experi-
q 7?!’
ments performed in 1912 by ALHAIQUE are suggestive

that in severe burns a process of sensitisation may

cgenr./
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oceur. He burned rabbits by applding hot water at a !
temperature of 80°-100°C. for 3-5 seconds and found i
that animals which had recovered from a previous burn ‘

became more susceptible to the action of a second

Lo ¥

burn, Theyroften died with symptoms like anaphylaxi
from the effects of a second burn which was net of

an intensity or extent to cause death usually,
Animals sensitised with serum from a previcusly burn-
ed animel showed,on reinjection with the same serum,

phenomena which ALHAIQUZE attributed to a state of

snaphylaxis, He thinks that a burn causes the ab-

gorption into the circulation of ftoxic substances

et

which sensitise the individual and that many of the

IDHNITY AND DESENSITISATION TO

DERIATITIS VENZEATA.

{ERS,
FORD inm 1907 experimented with the Rhus poin

son and found that he could produce & real antitoxic |
|
immunity to it by repeated intravenous injection snd

thinks that there is & reascnable possibility that

the use of an antitoxic serum may acquire a definite

place as 2 practical therapeutic measure in the |
/083,
treatment of severe cases of Rhus dermatitis., NMcHNAIR

i
Say s/ |
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~says that natural lamunity to the Rhus plant is

seldom asbsolute., II sufficiently vigorcusly applied
he always produced a reaction. In my experiments
with the Primuwls in those who did not sensitise,
pogsibly I did not rub the antigen in sufficiently
vigorously or over & sufficiently wide area,

In the experiment on my brother by repeated
daily inoculation the result was sgeansitisation with
a delayed incubation in the first instance and not an
imminity &s ] had expected., I did not pursue this .
line of investigation further hecaﬁse, even although
I had immunized some one, it would have been impos=
sible toc ey whether that individual had been msde
immane or whether he was naturslly so. But if I
were repeating the experiment I should inoculate the |
skin at very short intervals, say every half hour
for several times in the same way as serum injections
are given by splitting the dose and giving at short
intervals so as to cause desensilisation.

One attack of Termatitis Venenata does hot
produce an immunity or desensitisation to further
attacks. There are rumerous cases in the literature
of poison ivy dermatitis cases, who as soon as they.
were cured of one attack, immediately got another on
touching the plant. Therefore any attempt to desen~
sitise patients by repeated applications of the irri-
tant are not likely to be successful. On the vther

hand/
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hand either ingestion by the mouth or desensitisation
by injections are more likely to prove efficacious,
smlcmm:;i?' DUIIGAI::L:M'DAKII-IS. and others quote
numerous cases where chewing the leaves of the poison
ivy and swallowing the juice each Spring rendered the
individuals immune at least for that seasen., BSCHAN-

g, |
BERG alsc confirmed this and found that the adminig- |

tration of & fluid extract of the plant by the mouth

was quite successful, if the extract was taken in
gradually increasing dosges for sbout a month,

luch experimental work has also been done |

439, 978, |

by STRICKLER, PETCE and ALDERSCON by injections of ex-
tracts of the poison ivy and oak. STRICKLAER claims
that intramuscular injection of the toxine of Rhusg
toxicodendron can cure the dermatitie of poison ivy;
the inflammation and itcehing Being greatly modified
within 24 hours after the first injJection. A second ‘
injection 24 hours later as a rule was sufficient to |
cure a case., This result is a desensitisation and |
not a true immunity as it is only temporary. STRICK-|
LiR recommends intramuscular injectiong during the
attack and subsequent administration of the extract
by the mouth later on to keep up the desensitisation. |

DIFFEEB&CngeportS the production of immun—!
ity to the poison ivy by drinking milk of cows fed on!

grass and poison ivy.

]

4
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A man suffering from a dermatitis due to
i3,

ragweed pollen was given by SUTTCHN 12 injections of

an extract of the pollen in gradually increasing doses

This removed hig susceptibility so that he could
handle ragweed with safety. H&HHAéagiso ragorté a
successful result by the same extract in a similar
case.

Therefore desensitisation to plant dermati-
tis can be successfully accomplisghed by oral adminis-
tration or injection of the plant or extracts from
it This desensitisation is not however permanent sas

the workers with Rhmus Toxicodendron showed that the

desensitisation only lasts for about two years,

CONCLUSIONS.,

1. It is possible by rubbing the Juice of =a

plant such ag the Primuls obconica inte the

broken or unbroken skin to sensitiée the skinl

to that plant,

2. The pensitisation in such cases is general

over the whole gkin,

G, BSuch sensitisation is not due to the protein
of the plant but to a substance of & gluco=-

gidal nature,
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The reactions to plants are relatively

specific and are of the nature of group re-

actions.

Sensitisation of the skin msy occur to pure

chemicals such as morphine etc.

Dermatitis due to Bell heather, Achillesa,
Millifolium end grouse feather are described

for the first time.

Dermatitis may be true sensitisation , i.e.
D. Venenata ar simply due to irritation,

i«e, D, traumatica.

The sensitisation is a sensitisation of the
skin cell only andi is not & true general

anaphylaxis,

A true local sensitisation of the skin may

ocour .,

Desensitisation has been successfully accom-
plished to plant dermatitis by oral adminis-
tration of the plant or injection of ex-

tracta from it
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DERMATITIS OTHER THAN D. VENENATA
and D. TRAUMATICA.

Thig large group may be divided into the

so-called "eczema" and Seborrhoeic dermatitis.

DERMATITIS - ECZEMA.

This group includes all forms of dermatitis
where no definite external cause can be demonstrated.
The term "eczema" will be used frequently so as to
avolid confusion. Although I do not like the name and
prefer the term "dermatitis" for the sake of conven-
ience I shall use it because the word dermatitis to
some minds includes Dermatitis Venenata and D. trau-
matica which are excluded from the eczemas. ife are
not concerned here with the clinical varieties such
as erythematous, papular, vesicular, weeping, crusted,
squamous etc, but with the evidence for or against
sensitisation being responsible for them, The older
theories may be roughly divided into,

(1) Toxie theory. This was strongly advocated

by the French school of dermatologists, the gouty,
arthritic and other forms of diathesis being held
responsible for the condition, There is however no
direet evidence of toxines causing the condition

although /
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although they may indirectly predispose to it.
(2) Neurotiec theory. The fact that attacks of

dermatitis may result from or be aggravated by anxiety,
shock, worry etec, has been held to support its nervous
origin but, as in the previous theory, while it may
predispose to attacks there is no direct evidence to
support this theory. The frequency of dermatitis in
infants, where the influence of the nervous system

maj presumably be to a large extent excluded, is also
very much against its acceptance.

(3) Bacterial infedtion theory. This theory,

especially urged by UNNA,is now generally considered
as being untenable. All the evidence goes to show
that the condition is not contagious and that ahy
organisms present in the lesions are secondary infec-
tions,

None of the above theories explain the
phenomena satisfactorily. The fact that D. Venenata,
which shows a practically identical clinical lesion
and is a sensitisation phenomenon at once suggests
that all forms of eczema are sansitisations, FORDYCE”%:
was the first to suggest that eczema is anaphylactiec,
Itg association with Asthma, which may be taken as
definitely proved to be a sensitisation phenomenon,
and the work done on asthma point to a similar origin

for the two conditions. Although not an inherited

disease/
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disease, VAN DER VEER and others have pointed out
that in certain families Asthma, urticaria and eczema
are much more frequent than in others. As I showed
under D, Venenata, only certain individuals have
sking which are readily sensitised and therefore the
hereditary factor is important,

The actual prcof that eczema is a sensitisa-
tion phenomenon will necessarily bhe a difficult one
buf the more one thinks over the subject the more one
ig driven to the conclusion that it must be so. The
changes in the skin in eczema are identical with those
of dermatitis venenata. The eruption flares up and
dies down again in the same way as it does in D,
Venenats after each applicafion of the irritant. All
the conditions which have been shown to be present in
the skin cell in D, Venenata may be assumed to be
present in eczema, ]

WEIDENPELD made an extensive study of the
reaction of the skin of eczema patients to irritants
uging dilutions of croton oil., He found that the
skin of eczema patients shows a greater reaction than
normal skin and the more acute the disease the greater
the reaction, The strength of the reaction was found
to decrease as the disease disappears. The increased
sengitiveness lasts for some time after recovery but
is always transitory. The normal skin near the

eczematous/
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eczematous patech showed a greater reaction than that
at a distance. The skin of a healed pateh was more
sensitive than the skin which had never been affected.
WEIDENFELD thought that the increased irritability

of the skin is due to toxic substances passing from
the primary eczema patches into the blood and causing
changes in the skin which predispose to eczema. This
irritability of the skin in eczema however can be ex=
plained on the sensitisation theory. The croton oil
by irritating the skin and produeing a hyperaemia
brings a larger quantity of circulating antigen to the
part and a reaction takes place between the antigeh
and the sensitised skin cells, It is the same phenom-
enon a8 has already been referred to under D, Venenata
in the experiments which AUER made with xylol

(page 862. ),

SCHULTZ in 1913 confirmed WEIDENFELD'S
results using phenol as an irritant,

JAEGEéﬁin 1923 also came tc the same con-
clusion using Formalin, oil of turpentine and Tinct.
Arnicae as irritants, He found that in over 507 of
the cases of eczema, the skin responds to the external
gpplication of these irritants with a more intense
reaction than is seen in normal skins. This reaction
was found in infantile, professional, seborrhoeic and
so~called constitutional eczemas,

1213.

FERGUSON SMITH however in 1923 could not

confirm/



375,

confirm the results obtained by WEIDENFELD, SCHULTZ
and JAEGER. He tested the skin of 50 eczema patients
using ddlutions of cantharides and croton o0il as irri-
tants., He "failed to discover any notable and constant
increase of sensitiveness”,

Further experiments are therefore necessary
to clear up this matter,

HARRIéwEisousaing the work of WEIDENFELD and
SCHULTZ did not agree that the irritability of the
skin in eczema to irritants resided in the epithelial
cells as it varies so much. He thought it more pro-
bable that the nervous system is responsible, The
irritability of the skin can be diminished experimen-
tally by adrenalin applied either externally or sub-
cutaneously. Assuming that eczema was a protein
sensitisagtion and possibly similar to the sensitisation
which can be produced with Histamin, (p. 24. ) HARRIS
made experiments to find out the frequency with whiech
Histamin is found in the stools in cases of eczema,
Histamin is & product of pancreatic digestion. : 1Un-

fortunately HARRIS' death occurred before these experi-

ments were completed.

THE/
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THE INFLUENCE OF THE NERVOUS SYSTEM
ON ECZEMA.

That the nervous system plays an important
part in eczema is undoubted. MORRIézﬁhd others have
reported cases where anxiety, worry etc. have precipi-
tated attacks or aggravated existing eczemas. . The
itching, which is soc constant a:feature of the disease,
also points in the same direction. SAMUELm;n his ex-
periments showed that when the sensory nerves supply-
ing the ears of rabbits were cut, scalding did not
cause inflammation, BRUCEl;howed that cutting the
nerves to the conjunctiva prevented inflammation when
mustard oil was put in the eye. SPIESémgoticed that,
after tonsillectomy, if the denuded area were anaes-
thetised the inflammatory reaction and swelling were
distinetly less or absent, 2nd the wound healed more
guickly than it did if not anaesthetised,

All these facts go to show that nervous re-
flexes are necessary for the production of inflammatory
reactiong and that the nervous system is necessary
before an inflammation like eczema can occur, It has
already been shown that the nervous system plays s
part in ecarrying out the various phenomena of a true
anaphylaxis and similarly it does sc in all sensitisa-

tion phenomena,

Similarly/
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Similarly the endocrine glands are intimately
bound up with the sympathetic nervous system, EDEL-
Mﬁﬁm;eports a case of eczema in a child of 33 years
of age. The disease had been present since the age
of 4 months. The child showed signs of thyrcid
deficiency and the eczema rapidly disappeared on the
administration of thyroid extract. HARRI;ﬂ;uggeated
that in eczems some toxic substance in the blood
neutralised the suprarenal secretion and so affect d
the nervous reflexes of the skin. In support of this
he quotes the frequent association in eczema of low
blood pressure and asthma both of whieh conditions
are cocunteracted by adrenalin,

SRE 140980 g iianel a ar¥Lste vu Vhs
hyperexcitability of the vegetative nervousg system
and changes in the endoerine glands at certain seasons
of the year. 1In 237 cases of infantile eczema the
incidence of the first eruption was highest in January
February and lMarch. From April it gradually decreased
till August when it gradually rose again till Decem-
ber, Of these 237 cases 4 died, 3 in lfarch and 1 in
April. FEE&Fglso reports 11 ﬁgaths from eczema, 9 of
which occurred in February, Hareh and April. The
cases which were examined post mortem showed no

pneunonia so that the deaths were not due to chills.,

MORO/



376,

NORO also quotes HAMBURGER who found that
Tuberculin hypersensitiveness was higher in Spring
than in Autumn, He also states that cases of Tetany
occur most frequently in the Spring. IHe concludes
that in Spring there is a change in the endocrine
glands and vegetative nervous system which makes in-
fants more susceptible to attacks of tetany and eczema,

The sympathetic nervous system and the
endocrine glands therefore would seem to play a part

in eczema as they do in true anaphylaxis.

PASSIVE ANAPHYLAXIS IN ECZEMA.

il
BLACKFAN attempted to produce passive ana-

phylaxis in guinea-pigs by injecting them with the
blood serum of patients with eczema due to egg white
and cow's milk but failed to obtain any result.

B2,

SCELOSS however claims to have done it successfully

with the bleod serum of sensitive patients.

F00DS IN ECZEMA.

It has been known for a long time that in
some cases of dermatitis, alteration of the diet has
resulted in a cure of the condition. The connection
between the diet and the eruption of dermatitis is not

so0 evident as it is in some cases of urticaria. Most
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of the work done in this connection has been done in
infantile eczema where the diet is less complicated
and more easily controlled than in adults. Some hold
that excess of certain food constituents in the diet
will cause eczema, others support the sensitisation
theory basing their evidence chiefly on the sensitive-
ness of the skin to certain foods as demonstrated by
the food skin tests. These reactions will be fully
disecussed later under cutaneous reactions.
| PIRCHER thiake ChAt there 1n an sssvetatien
between gastric and gastro-intestinal derangements
and eezema in infants, as acute eczema may follow
overfeeding with fats and carbohydrates. L€ states
that eczema is more frequent in bottle- than breast-
fed infants. Undigested particles of food give rise
to fatty acids and these, when absorbed, cause a
toxaemia whieh results in skin 1fr1tation and derma-
titis. Feeding with large quantities of cream gives
rise to fat indigestion. Similarly excess of sugar
and carbohydrates may be factors in the etiology of
eczema, He quotes cases of eczemgiinfants who were
given all kinds of food which they could not digest.
They all recovered as soon as they were put on a diet
of buttermilk, vegetables gnd fruit juices.

TALBOT and TOWLﬁiziso demonstrated in infan-
tile eczema that there is an incomplete digestion of
fats and carbohydrates. MORSEmieports a case of in-

fantile/
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infantile eczema associated with constipation and an
excess of fat in the diet,

JOHNSTOﬁm;ound that in about 407 of cases
of eczema in adults hyperacidity was the most common
digestive disorder, Indicanuria,which indicates
intestinal fermentation, is also frequent and consgti-
pation is often present. He found that in eczema
there is no constant failure in the synthesis of urea
ard showed that there is no proof that there is any
constant error of metabolism.

WHITgﬂgxaminad the stools in 46 cages of
eczema and found that 287 had normal faeces, 637 had
excess of fat and 8% excess of starch, When both
skin tests and faecal examinations were made in the
same individual the two methods did not always reveal
similar results., In the patients with normal stools
one showed a positive skin test to all types of food
and another to fat, In those with fat in the stools
10 showed negative skin tests to a{iiggd two were
positive to stareh., In the starch-stool group one
gave wholly negative skin tests. Therefore mere
ingbility to digest and assimilate certain tynes of
food does not necessarily mean that the individual has
become sensitised to these focds. On the other hand
gsensitisation to a food or foods as shown by skin tests

may occur where the digestion is apparently normal,

These/



a78,

These observations naturally lead on to the
further question as to whether altered digestion does
not lesd to absorption of undigested proteins into the
cireulation, so as to causé sensitisation. .A great
deal of work has been done in this connection., VAN
ALSTYNénghowed that in dogs egg albumin introduced
into the stomach or any part of the small intestine,
except the duodenum passed unchanged into the blcod
stream. The same results were alsc obtained with ox
and beef serum, It is now possible by the precipitin
and anaphylactic reactions to distinguish proteins in
very small quantities in the circulation, At first it
was thought that in digestion the proteins were split
into proteoses and peptones and in that form entered
the circulation. These substances are soluble and
can permeate parchment membranes, Further experiments
by UNDERHILﬁm;howed that peptone and proteoses if
introduced direct into the bloocd were highly toxic
and HOWELEﬁaemonstrated that after a heavy protein meal
the blood serum shows no excess of proteoses and that
the blood of the portal vein, during the period of
maximum absorption after a meal, shows no broteoses or
peptones, Recent investigations show that the split-
ting of proteins before absorption proceeds much further
than was supposed. They are split into amino-acids

in which form they are found circulating in the blood.
PALLS/
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FALLS quotes ABDERHALDEN as stating that
the liver is the buffer between the intestine and the
general circulation and protects the latter from the
entrance of foreign proteins in an undigested state.
The liver is probably rich in ferments (as shown by
post-mortem amtolysis) and these ferments probsbly
change the absorbed proteins into substances which
can with safety be thrown into the general eirculation,

VAN ALSTYNéHQBed the anaphylactic shock
test to demonstrate the presence of unchanged proteins
in the circulation, The protein was introduced into
an isolated loop of intestine and after an interval
blood was withdrawn and introduced into a guinea-pig
previously sensitised to that protein, If the animal
developed anaphylaetic shock, it was taken as proof
of the presence of unaltered protein in the blood.
VAN ALSTYNE showed thst conditions whieh interfere
with normal digestion, such as ligaturing a portion

of the intemtine, increase the amount of protein

absorbed.
2R3,

NATHAN ¢uotes LESNE'S work in which the
latter showed that egg albumin injected into a2 sensi-
tised animal induces anasphylaxis even safter it had
been digested with pepsin. But when the egg albumin
had been subjected to the action of the pancreatic

Juice, there were no signs of anaphylaxis, DNATHAN

reports/



380,

reports a case the same as one recorded by LESNE in
whiech the patient, a boy of 8 years, always had
diarrhoea, and an urticarial rash after eating egg.
Examination of the stools showed defective function-
ing of the psnereas and administration of 40cgrm.
pancreas daily enabled him to eat eggs with impunity.
ASCOLfM;és able to demonstrate the presence
of egg protein in the blood serum of healthy men by
means of precipitin tests as early as 1% hour after
the egg was eaten. ASCOLI and VIGANO also demon-
strated by precipitiﬁ tests in dogs that unaltered
alien protein such as egg albumin appears in the
blood soon after it was introduced into the stomach,
GANGHOFER and LAH}Eéngound by precipitin tests that
the intestinal tract of young animals permitted the
passage of heterologous proteins into the blood serum.
Also in two debilitated infeants they demonstrated
und igested egg protein by precipitin tests applied
to the blood. LUSgy%ound that in normal infants un-
digested egg or beef protein is not absorbed. But iﬁ
nutritional disorders he found that egg protein could
be demonstrated in the serum snd urine by precipitin
and anaphylactic tests, HAYASHI obtained the same
results and showed that normal infants do not absorbd
und igested proteins, whereas infants with nutritional
disturbances may do so.

Similar/
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Similar results are recorded also by
1248, 1235, 1250

SCHELOSS and WORTEN, HOOBLER, TALBOT, MODIGLIANI, and
BENINI, LEWATSCHEK, GREER, GRULEE and BONAR. But
UPPENHRIIER and HAMBURGER and SPERY could £ind no
evidence of absorption of undigested protein in young
animals. As already mentioned earlier, animals can
be sensitised by feeding them on foreign proteins as
shown by WELLS, UHLENHUTH, ROSENAU and ANDERSON,
RICHET and others. VAUGHAN, CUMMINGS and VeATUMPEY
showed that after feeding rabbits on egg protein,
their blood was capable of gensitising guinea-pigs to
egg protein, MDRgain one case of an atrophic infant
found that the blood serum caused complement devia-
tion with milk protein. HU?INEﬁgiecords examples of
sensitisation passively transmitted through human
milk to nursing infants.

From all the above experiments it is clear
that, 6 especially in infants with gastro-intestinal
disturbances,unaltered proteins may be thrown intc the
cireulation, It has been shown that this unaltered
protein produces & group of symptoms such as vomiting,
d iarrhoea, skin rashes ete. which are probably an
expression of anaphylaxis. As sensitisation has been
repeatedly produced by feeding animals on foreign
proteins all the evidence goes to support the view
that those cases cof eczema, where a positive cutaneous

test to a food is present and where removal of that

food/



382,

food from the diet results in a cure, are due to
sensitisation to that food. The cases already referred
to, where incomplete digestion of carbohydrates ete.
oceurs, ean also be explained on the sensitisation
theory, because the incomplete digestion leads to
abgorption in an undigested state and subsequent sen-
sitisation., An eczema due to foods may even occur in
infants on the breast., 1 saw a case recently of a
child aged 6 months who had been breas% fed since
birth. On the mother stopping eating eggs the dermati-
tis completely disappeared within ten days. rATBOT
reported a case of very severe eczema in a child which
cleared up on the mother's discontinuing the eating

of chocolate and recurred on her again eating the

food.,
146k

SHANNON has shown that egg protein may
appear in the breast milk after its ingestion by
nursing mothers. O'KEﬁFéﬁghowed that zlthough the
infant may give & positive skin reaction to & certain
food the nursing mother does not,.

These facts account for the cases of infants
who sometimes give positive skin reactions to foods
which they have never eaten, If the child is on the
breast he may become sensitised to something which
the mother'has esten or if on cow's milk to something

on which the cow has been fed, e.g. turnips. It also
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accounts for the cases of children who develop urti-
caria the first time they are given an egg and that
fact hgs been quoted as a point ageinst the sensitisa-
tion theory.

Although very little is known as to the pro-
duction of eczema by absorption of proteins other than
foods from the bowel, by analogy it may be assumed that
in some cases the eczema may be due to sensitisation
of the skin to the protein of organisms from the bowel,

D&NYSéﬁtlaims that he obtained very good
results by treating eczema patients with autogenous
vaccines of the organisms grown from the bowel con-
tents, But whether these act specifically or simply
as general protein desensitisers is not very clear.

Focal infections have seldom been shown to
cause dermatitis, MORRO%Egescribed a2 case of long
standing very itchy eczema of the face and neck which
cleared up completely after the removal of teeth which
were associated with multiple derntal abscesses and
another of generalised erythematous and vesicular
eczema in which opening and draining a suppurating
joint caused a disappearance of the rash, SUTTON also
in a discussion on the subject mentioned a case of
vesicular dermatitis of the soles of the feet and
another case of dermatitis of the limbs which disappear

ed when the teeth were put in order,

WHITFIZID/
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WHITFIELD records a case of eczema in a
child of the flexural type in which the disease dis-
appeared after septic tonsils and adencids were re-
moved .

Cases of definite foeci of infection causing
eczema, however, seem to be the exception rather than
the rule.

There is a good deal of evidence that in-
fections of the lower bowel may csuse eczems. In
practice especially in adults, in cases of extensive
symmetrical dermatitis where an external cause may
be excluded, cutaneous food tests and alterations in
the diet may fail to reveal any food as the cause.

The only other possibility is some organismal bowel
sensitisation and these are the cases where drinking
the waters at a place like Harrogate, and high colon
lavage by the Plombiere douche give such good results.
ivery dermatologist has seen cases of this type. I
can recall a very merked case in & medical man, who
had tried all kinds of external applications for
years, with very little bemefit, This patient ex-
perienced relief from itehing within 24 hours of
having the bowel washed out at Harrogate and a further
course of treatment cleared up the dermatitis com-
pletely. As scon as the lavage was stepped within ten
days or so the eruption reappeared. Iie learmned to
wash out his own bowel and found that if he did so,
once & week, his skin remained perfectly well, Cases

such/
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such as that are undoubtedly due to lower bowel ab-
sﬁrption and probably sensitisations to the organisms
growing in the bowel.

When a person becomes sensitised to a food
or organism in the intestine, why does the skin cell
become sensitised and eezema result? hy do they not
get urticaria or asthma? No explanation has yet been
given, but I would suggest that some trauma such as
rubbing or scratching of the skin whilst the protein
is eirculating is necessary. This might break the
skin cells and allow the serum from the blood contain-
ing the antigen to sensitise the cells just as occurs
in D, Venenata., In eczema both the sensitisation of
the skin cell and the reaction known as eczema is
brought about through the blood stream whereas in D.

Venenata these two reactions occur from the outside.

THE/



386.

THE ASSOCIATION OF ORGANISMS 1IN THE
SKIN WITH DERMATITIS.

Numerous attempts have been made to prove
that the so called eczemssare due to organisms, UNHiv&
is the chief upholder of this theory and some years
ago described the "lloro coccus" which he thought
caused eczema. Practically everyone is now agreed
thﬁt the moro-coceus ig the staphylococcus epidermidis
albus which is present on every normal skin, This
question involves empecially the dermatitis known as
Seborrhoeic eczema or dermatitis. In seborrhoea capi-
tis and seborrhoea corporis three organisms are now
generally admitted always to be present, viz, the
seborrh&h bacillus (? acne bacillus), staphylococcus
epidermidis albus and the spore of lMalassez, It is
8till undecided which of these organisms is the
causal factor or whether a combination of them is re-
sponsible. The same three organisms occur in the
lesions in seborrhoea corporis or seborrhoeic derma-
titis, In seborrhoea corporis the lesions start as
papular, papulo-vesicular and vesicular lesions and
end as scaly and crusted areas of a yellowish-red
colour usually spreading peripherally, sometimes
elearing up in the centre and typically seen on the

sternal and interscapular regions, There are &also
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the similar inflamed lesions whieh may occur on the
scalp and spread behind the ears on to the neck, in

the axilla, groins ete. There is no diffieulty in
assuming the parasitiec origin of the more superficial
forms of seborrhoea corporis where there sre circinate
lesions spreading slowly outwards. The ease with which
these cases are cured by local applications, the

glight degree of itehing present and the gradual slow
spread without marked variation from day to day, which
one sees in other forms of dermatitis, are all in
favour of a simple infection with one or all of the
seborrhoeic organisms, But when larger areas are
affected such as the whole scalp, behind ears, axillae,
groins and round umbilicus the condition does not

look quite so like a parasitic one. One must teke into
consideration the possibility of these cases being
sensitisation phenomena., This applies more particularly
to the cases where the eruption, although starting on
the typical seborrhoeic areas, spreads more or less
acutely and becomes more or less generalised, The
eruption flares up and dies down again repeatedly and
is often intensely itehy as in other forms' of derma-
titis. These cases slso are not so amenable to local
treatment as the simple circinate cases. Are they
cases of sensitisation to some protein by internal

absorption in whieh the seborrhoeic virus is implanted
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on the top or are they due to the skin or sebaceous
glands becoming sensitised to the protein of the
seborrhoeie virus from the outside? This arises
particularly in the infantile eezemas which some derma-
tologists consider as seborrhoeic because of the con-
stant implication of the scalp. face, behind ears,
flexures etc. As already mentioned such cases are
often associated with sensitisation to food proteins,
If that be so, then the probability is, that the lesiore
are secondarily infeeted with the seborrhoeie virus,
By seceratehing there is no reason why the child should
not sensitise himself to the protein of the seborrhoeic
virus and so produce & double internsl end external
sengitisation eruption., The same remarks aoply equaliy
well to extensive dermatitis in adults esSpecially in
cases affecting chiefly the flexures. The dermatitis
may sfart as a sensitisation to food or bowel organis-
mal protein and as a result of scratching end as s
sengitisation to the skin organisms,

All dermatologists are familisr with the
' stubborn eases of seborrhoeic dermatitis met with
during the war. T refer espeecially to the cases where
there was & moist dermatitis of the scalp, eyebrows
and often the beard region, which resisted all local
treatment eand tended to relapse,. Were these cases
of sensitisation to the seborrhoeic virus or some

other/
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other organism? Autogenous staphylococcal vaccines
were often very helpful in treatment. That would
suggest that these were cases of gensitisation to the
staphylococeus, which had secondarily infected a
seborrhoea,

1203,

LUEDATIA in 1915 published the results of
treatment of 50 obstinate e¢2ses of eczema with auto-
genous vaccines., The staphylococcus was the most
prevalent_organism found, but the streptococcus also
was found in a few cases. The results obtained by
these vaccines were in a great measure successful.

STRICKLER, KOLMER and SCHAMBERG d1d comple-
ment-fixation tests with the sera of patients suffer-
ing from seborrhoeic dermatitis using the acne bacillus
(which some ccnsider as identical with the seborrhoea
bacillus) B. Cpli and staphylococcus. Of the 10 cases
of seborrhoeic dermatitis, which were examined, 30%
reacted positively with the antigen of B. Acne and
257 with the staphylococcal antigen. With the antigen
of B, Coli from acne patients, fixation occurred in
407 of the sera and in 117 with the antigen of B, Coli
from normal persons, These results show the presence
of antibodies to skin orgaﬁisms in seborrhoeic derma-
titis and support the view that a sensitisation to
these bacteria may take place, The percentage of
cases which gave a positive reaction to B, Coli points
to the possibility of intestinal absorption plsying a
part in the sensitisation of the patient,
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A local sensitisation of the skin to the
seborrhoeic infection, is another possibility. It is
well known that seborrhoeic eruptions recur in the
same areas of gkin each time, It is possible that
these are=s have become sensitive to the virus and
therefore the eruption always recurs in these places.

There is also the type of case of seborr-
hoeic dermatitis of the head and face in adults, in
which, quite suddenly, for no apparent reason, the
whole face becomes affected with an acute erythematous
oedematous dermatitis with swelling of the eyelids so
much go as to suggest erysipelas., Is that an acute
streptococcal infection with an organism allied to
the erysipelas streptococcus on the top of an ordinary
seborrhoeic dermatitis or is it a sensitisation
phenomenon? The suddenness with which it comes on,
the absence of temperature and the general appearance
of the face suggests a D, Venenata. It is possible
that the patient is sensitised to the seborrhoeic
virug and@ by scrateching the skin of the face, rubs in
the virus, living or dead, and so produces a local D,
Venenata.

There is asnother variety of eczema which
was first described in 1902 by ENGMANN as "infectious
eczematoid dermatitis™, This form of dermatitis is
frequently preceded by scabies, impetigo, furunculosis,

1y3.
wounds, traumatisms etc, BENDER, BOCKHART and GERLACH
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showed that it was possible to produce a dermatitis

by rubbing filtrates of bouillon cultures of staphy-

lococcus into the skin. FORDYCg&;n 1911 suggested

that discharges from ulcers, sinuses etc. containing

the chemical products of the staphylococcus and other

organisms might produce a sensitisation dermatitis.
Bearing on this question also is the obger-

vation of WHITFIEL%MGho noticed, in a case of vesico-

bullous eczema of the legs in a gouty individual, that

when the bullae burst and the serum ran down across

the lege there appeared in a few minutes a red stresk

whieh was followed in about 10 minutes by an urticarial

wheal, This was succeeded by a line ¢f vesieles and

then a long narrow bulla, When the patient's serum was

applied to WHITFIELD'S own arm: it caused no reaction.

WHITFIELD suggests that this patient was sensitised

1213,

to his own tissue products. Recently FERGUSON SMITH
hes confirmed WHITFIELD'S observation,

Some further observations on the sera of

1nj7 4
eczema cases have been made, BRUCK and HIDAKA studied

the cocel found in eczema bioleogically but were unable

to demonstrate an increase in agglutinins or haemoly-

sins in the sera.

144, 1176 120/ .
KREIBICH, BROCK and VEILLON, LEWANDOWSKY, )

ET 1186 o,
DOHI, FREDERIC and COLE found staphylococci or strep-
tococel or both in the vesicles of eczema, But that

alone is not sufficient to show whether they were

the/
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the primary cause of the eczema or only secondary
contaminations., COLE criticised BENDER, BOCKHART and
GERLACH'S results in producing a dermatitis by rubbing
in staphylococcal filtrates claiming that the result
was due to the alkalinity of the filtrates. He con-
cludes that there is no proof that staphylococcal
toxines as such produce eczemsa, although they may play
some part in its course, ‘COENEﬁvglso did some work

by rubbing staphylococcal filtrates into the skin,

but the lesions produced were pustular and did not
resemble eczema, RAJKEwdia experiments to see if
allergy was present to skin organisms. Autogenous
vaccines were made from the skin of each case. The

' vaccines were exposed to active gerum for a time to
set free the anaphylatoxin. IHe used the serum of
normal individuals, the serum of eczema cases and

that from blisters of eczema cases. With the vaccines
treated with eczema serum he obtained a more marked
local reaction by intracutaneous injection than with
vaccines treated with normal serum. ZFocal but not
general reactions were found to occur on injection of
these vaccines, RAJKA thinks that the lccal and foeal
reactions prove definitely the existence of a skin-

allergy to pyogenic organisms in eczeuna.
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From all these observations, therefore,
there is some evidence, although rather scrappy, that
sensitisation to the skin organisms occurs in derma-
titis, but there is not sufficient evidence yet to
| show whether that alone may produce a dermatitis or
whether the sensitisation is from other sources and
the skin orgsnisms complicate the condition,

Before leaving the subject of Dermatitis,
it would be well to summarise the results arrived at,
Broadly speaking all cases of Dermatitis (including D.
Venenats, D. Seborrhoeica, and the so called eczemas)
may be divided into 4 groups.

(1) D, Venenata due to sensitisation to
plants, chemicals etc.

(2) Dermatitis due to sensitisation to the
ckin organisms, e.g. D. Seborrhoeica,
and infectious eczematoid dermatitis.

(3) Dermatitis due to food sensitisations.

(4) Dermatitis due to sensitisations to
r§an%$ms in the bowel,or some focal
ec

ion,

In the first tiz groups the antigen acts on
the sengitised skin cell from the outside and in the
last two from the inside., Assuming that, in all, the
gkin cell is sensitised the same mechanism wou}d
account for the eruption whether the antigen which pro-

vokes it is applied externally or brought toc the skin

by the blocd strean,

Dermatitis/
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DERMATITIS EXFOLIATIVA (PITYRIASIS RUBRA).

Very little is known definitely with regard
| to the etiology of general exfoliative dermatitis. But
gince the arseno-sxd benzol preparations have come
extensively into use numerous cases of a general red
scaly eruption indistinguishable from exfoliative
dermatitis have been recorded., Some have ended fatally,
| others recover completely in 2-3 months if the use of
the drug is discontinued. These cases are undoubtedly
due to the drug and are to be looked upon as a sensi~
tisation phenomenon. They usually occur after several
injections have been given and may or may not be
asgociated with other symptoms. The above cases at
once suggest that all cases of exfoliative dermatitis
are dueto sensitisation to some chemical substance. 1In
exfoliative dermatitis the eruption comes out all over
the body and limbs quite suddenly either in previcusly
healthy individuals or in persons with psoriasis or
other eruptiom., It is well known that over-treatment
of psoriasis, especially if it is in an inflamed con-
dition, is apt to bring on an exfoliative dermatitis,
which may last for months or years. The cases which
oceur on the top of psoriasis or seborrhoeic dermatitis
suggest that it may be due to a special form of sensi-
‘tisation to the organismg which probably cause these

conditions, But in cases where no previous disease
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has existed it is possible that the antigen comes
from &~ bowel infection, Focds have never been
shown to be associated with exfoliative dermatitis,
but chronic rheumatism often accompanieg it and the
two conditions may have a common origin, Focal in-
fection may in some cases be the cause. HEIMANNGl&
reported a case od pityriasis rubra in s man of 60
years of age whose teeth were found to be in a very

bad condition. All the carious stumps were extracted

and in two weeks the patient was well and has remained

gso for three years.
1245,
POLLARD described a casge with tiuberculous

glands and lupus vulgaris in which exfoliative der-
matitis developed, He considers that in some cases
at least the rash is a toxi-tuberculide, Doubtless
the cause is not the same in all cases as drugs,

and bacterial infections of various organs may pro-
duce the same type of eruption just 28 some of the .
trichophytides are indistinguishable from tuberculides
A short time ago a female patient was admitted to Sir
NORMAN WALKER'S ward suffering from psoriasis and
whilst in the ward she developed an exfoliative
dermatitis all over the body and limbs., 1t spread,
rather slowly for such cases, till the whole gkin was
affected after 4-5 weeks, Then I gave her 6 injec-
tions of sterilised milk intramuscularly using the

milk/
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milk as a general desensitiser, Within a fortnight
the exfoliative dermatitis disappeared leaving the
original psoriasis as before, I have tried the same
method in other more o0ld standing cases but without
much result, It is an isolated observation and may
have been a coincidence, but I have never seen another
case in which exfoliative dermatitis lasted so short

a time, Possibly the fact that she was injected so
gscon after the rash developed had something to do

with the result,. These cases will be further referred
to under non-specific protein therapy.

The fact that the exfoliative dermatitis
after drugs like Arsphenamin clears up in some weeks
after the drug is stopped and that the so-called
idiopathic cases may go on for years, points to the
probability that in the latter cases the antigen is
still continuously being absorbed and so the condition
is kept up.

Allowing that it is a sensitisation phenomen-
on, then it is a different form of sensitisation from
the so-called eczema, Clinically the eruption is
different, It never goes on to vesiculation and the
mechanism of its production must be different from
that of dermatitis, Further light is necessary before

any more definite opinion can be arrived at,
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PSORIASIS.

I do not propose to enter into a discussion
as to the cause of Psoriasis. Personally I hcld the
view thét it is probably an infection with an organism
and probably spread through the bleood stream., No
definite organism has been described, but the fact
that the spots spread peripherally, healing in the
centre, and do not itech much,suggests a simple in-
fection rather than a sensitisation. The fact that
it runs in families and only affects certain people
suggests that a special condition of the skin is
necessary before an individual can be Infected. There
are also numerous cases recorded and I have seen two
cases myself where psorismsie first develcped at the
seat of a vaccination against smallpox and spread
from there to other parts.

SELLEfqﬁade an extract of psbriasia spots
by rubbing up excised psoriasis patches with salt
solution so as to produce a milky emulsion, This
emulsion was used for injection in doses of C1l ce.
and 0+*2 cc subcutaneously. ZRight cases of Psoriasis
were injected and in all he noticed.a local reaction
at the seat of injection. This reactien oeccurred
more quickly and strongly the oftener the injections

were repeated at short intervals, ZEven after quite
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small injections in most cases a general reaction
with rise of temperature to 38°-38:6° C., followed.

In six of the cases a fresh psoriasis eruptien of
small papules, on the top of or around old spots,
appeared. This happened in all cases where a general
psoriasis was already beginning to disappear, As a
contrel a similar extract of normal human gkin was
made and similsrly injected into psoriasis patients
but without preducing either a local or a general re-
action. Therefore SELLEI concludes that in psoriasis
there is a sensitisation to the virus,

STOKEéw%ested three cases of Psoriasis with
an emulsion from psoriasis lesions. He obtained a
local reaction with thils emulsien by the intradermal
method only and not by the Pirquet method.

Further confirmation of these results is
however necessary.

I have tried to desensitise psoriasis cases
with peptone and milk injections. Illany others have
also tried vaccines, and various protein desensitisers.
but as will be seen later, when decensitisation is
discussed, the results have not been very encouraging.
If pesoriasis is due to an infection with an organism
it cannot be one which produces any virulent toxine
as the general health is often quite good and there is .
no rise of temperature., Therefore if patients are

sensitised to psoriasis they seem to rema&in in the
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sensitive stage and do noet go on to immunity. That
would account for the cases always relapsing after
apparent cure., From the way in which the eruption in
the average case slowly spreads, not flaring up and
dying down as in dermatitis, I am inclined to think
that patients with psoriasis are net highly sensitised
to the infection,

ACKE/
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ACNE VULGARIS.,

It is now generally accepted that acne
vulgaris is due to the acne bacillus. the simple
infection of the sebaceous gland follicles leads to
the comede but when the infection goes deep inte the
corium, the large sweollen lesion results, This lesion
mieroscopically is & granuloma with giant cells. (Thess
lesions resemble structurally tubercle and tertiary
syphilis in both of which cases a bacterial sensitisa-
tion is present. The more highly the patient is
sengitised probably the larger the lumpy lesiens are,
An acne, if left untreated, remalins for some years in
this sensitive stage, lesions coming and going till
it goes on to éomplete immunity, and the disease dies
out. Ilo cutaneous tests have been done in these cases
with acne cultures but vaccines are often very bene-
ficial in treatment.

Complement-fixation tests were done by
STRICKLAR, KOLMER and SCHAMBERG. 57 cases were tesbed
and well marked positive reactions were obtained %o
the antigen of B. Acne in 8427 of the cases, As a
rule the more severe the infection the higher were
the percentages and degree of complement-fixation.
#ith the antigen of staphylococeci from acne cases
positive reactions were found in 64%, Similar results
were also obtained using the antigen of staphylococci
from boils. This indicates that the staphylococcus

found /
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found in acne dee 8 not differ from the ordinary staphy-
lococcus of furuncles and other lesions and is pro-
bably a secondary infection. With a polyvalent antigen
of B, Coli from the intestine of acne cases positive
reactions were obtained in 63+1% of the cases, and the
control antigen of B, Coli from other sources only
yielded 327 positive reactions. This would indicate
| that the Colon Bacillus may have something to do with
the pathogenesis of acne., Complement-fixation tests,
using acne, staphylococecal and B, Coli antigens in
Syphilitics with positive Wassermanns and in other
chronie diseases, in 26 patients were uniformly nega-
tive. These results show therefore that in acne
vulgaris there is a sensitisation to the acne bacillus
and also to the staphylococcus and B, Coli, The
character of the lesion and the results of vaccine

treatment also support the sensitisation theory.
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STAPHYLOCOCCAL INFECTIONS.

These include BOCKHART'S Impetigo, Furun-
culosis and Sycosis,

In BOCKHART'S Impetigo and furunculosis
there is evidence that in some cases at least the
patient becomes sensitised and remains for some time
in that state. 1In most cases the disease is either
cured by local treatment and removal of the virus or
after a number of lesions have been produced, desen-
sitisation or immunity results. Vaccines are well
known to be beneficial in furunculosis but whether a
true sensiﬁisation occurs in these cases there is no
evidence to show. DPossibly it does occur in these
bad cases of multiple boils which are so difficult
to treat and in cases which have been over vaccinated,

Sycosis is definitely a staphylococesl in-
feetion of the hair follicles, Here again vaccines are
beneficial, These cases may go on for years and the
whole affected area become red and moist like =
dermatitis. Sycosis suggests a sensitisation to the
staphylococcus, If it is, it is probably local and
not general, BESRED&E%from experiments on animals
concludes that staphylococcal vaccination depends on
the production of a local immunity of the skin. He
got better results by anplying the vaccine cutaneously

than/
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than by injecting intra- or sub-cutaneously.
1242.

ALTMANN and BLUHL'ORN obtained positive
complement fixation tests in staphylococcal infeetions
in animals,

1296

SCHREUS and GOEHL in two cases of Pyodermia
found marked positive complement-fixation with staphy-
lococcal vaccine,

1245.
LEDERMANN and WASSERMANN worked with a

preparation called“HiatOPinkwhich was an immunising
fluid made by shaking living staphylococci for a long
time in water. This extract was made into an ointment
in strengths of 25-507% and spplied to staphylococecal
impetigos, boils ete, They found that the develop-
ment of fresh lesions could be prevented and existing
lesions healed rapidly. They think that the histopin
influences the loeal immunity. BECK confirmed these
results to some extent but found that in furunculosis,
sycosis,sstaphylococcal folliculitis the results were
not uniform. The best results were obtained in super-
fieial lesions, Occasionally BECK observed a local
reaction around the area where the Histopin was
applied.

Astonishingly little work has been done on
the gquestion of sensitisation to the staphylococcus

considering how frequently it complicates skin condi-|

tions but what evidence there is points to a low

degree/
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degree of sensitisation of the skin which in sone
cases, as in sycosis, is probably loeal and not

general,

SKIN ERUPTIONS IN GONORRHOEAL INFECTIONS.

1249.
According to BUSCHKE the ususl skin com-

plications of gonorrhoea are,

(1) Scarlatiniform erythema.

(2) Urticarial rashes.

(3) Bullous and haemorrhagic rashes.

(4) Rashes resembling erythema multiforme.

(5) Lesions like Erythema nodosum,
He thinks that the eruption is partly due to cireculat-
ing gonococei and partly to toxines., In some of the
nodular rashes the lesions suppursted and the gonoco-
~ ceus was obtained from them. All the above rashes
are cf the type which we have already seen to be
hypersensitive phenomena, HODARﬁognd others have
demonstrated the gonococcus in the blood in sueh cases
and it is probable thet the Individuasl is sensitised
to the gonococcus and the rash results from the re-
action between the sensitised skin and the orgenism
brought to the skin by the circulati on,

There is alsc the rare condition known as
Keratodermia Blenorrhagica which most commonly affects
the feet but may appear elsewhere. The lesions begin

ag/
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as vesicles, soon become pustules whose wall becomes
keratinised forming round hard lesions, Opinion is
divided as to whether this eruption is due to the
presence of the gonococcus or to toxines acting dir-
ectly on the skin or through the nervous system (tro-
pho-neurosis). LEEgﬁbonsiders it to be a toxic loeal
manifestation of the general systemic infection as
shown by the accompanying cachexia, muscle wasting and
angemia, JACQUET, CHAUFFARD and FIESSINGEﬁwgucceeded
in reprodueing the lesion in a keretelie patient by
inoculating the skin under & wateh glass with serum
from a keratctic lesion. HcDONAGﬁM%ound & lymphocytosis
of the cerebro-spinal fluid and considers the eruption
to be due to meningeal irritation of the trophie

fibres of the posterior nerve roots caused by the gono-
coceal toxines, The gonococcus has frequently been
found in the blood but only once in the lesions in
these cases. It may however be a sensitisation rash
similar to the others which occur in gonorrhoea but

with the addition of possibly staphylocoeccus or other

organism which causes the curious keratotic growths.

CUTANEOUS TESTS IN GONORRHOEA.

Numerous workers have performed cutaneous
298, |
tests with gonococcal vaccines and foxines. BRUCK, EIS-

303, /306, oy, 1310, 32, /7308,
IG, GIORGIS, IRONS, KOHLER, LONDON, RUCHS, FINKELSTEIN,
/20 &. ot

and GERSCHUN, DECASTRO all obtained positive reactions

in/
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in the majority of cases. SAKAGUCEI and WATRBIKI,
BRANDWEINER and HOC£TISIMDEKénd SOMNEgmfound positive
. reaetions in only a small percentage of cases. The
cutaneoug and intracutaneous methods were used., Some
observers obtained positive reactions in control cases
but these were not very numerous. FUCH&N;sing
INEISSER'S gonococcal vaccine (gonococcal broth) for
. intradermic tests, found that as a rule the reaction
appeared about six days after the disease developed and
that it was present for some months after the disesse
was healed. The reaction was not associated with any
speeial clinical form of gonorrhoea. Treatment with
gonococcal vaccine did not produce any change in the
reaction, FUCHS considers that the test can be used to
determine whether & case is definitely cured.

Positive complement-fixation reactiOﬂaEﬁfleo
been shown to oeccur in gonorrhoes especially in
general infections and treatment with vaccines has been
very successful, especially in the complications of the
disease., Focal and general reactions,also occur in
gonorrhoeal infections after intravenous or intra-.
museular injeetion of gonoecoceal vaccine,

From the above facts I think we are safe to

conclude that the gonoccccus is capable of producing a

true bacterial sensitisation.
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407.

FOCAL INFECTION.

The term focal infection is rather a wide
one, 1t Includes the local effect of the invasion of
an organ with organisms and the method of spread of
the infection from the primary foeus by lymphatics or
blood stream to other organs there to produce similar
lesions, But the term is also used to designate the
changes which take place in organs at a distance from
the priﬁary foeus due to the absorption of toxines or
other chemieal substanees from that focus, In
diseases such as syphilis and tubercle we have Seen
that various skin rashes are produced by the organisms
which come by the cireulation from a foeus or foei,
reacting on the sensitised skin and in a sense thesge
diseases are focal infection diseases, but under this
gsection will be discussed a series of diseases of the
skin whieh are probably due to the action on a sensi-
tigsed skin of various toxie substances absorbed from a
foﬁus of infeetion, The possible sources of absorption
are the gums in pyorrhoes, teeth in apical sbscess,
tonsils, lymph glands of naso-pharynx, neck, medias-
tinum, abdomen ete., mastoid, maxillary antrum and
other accessory sinuses, bronchi, endo-cardium, gastro-
intestinal traet, appendix, gall bladder, genito-
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urinary traet such as kidney, bladder, prostate, semin-
al vesicles, uterus or Fallopian tubes. Infected
lymphatic glands are secondary to the primary focus

and secondary foei In the glands etc. may persist long
after the primary foeus has healed. The organism most
commonly associated with these focal infections is the
streptocoecus. The flora of the mouth, teeth and
tonsils include chiefly the haemolytic and non-hsemoly-
tic streptococei snd the staphﬁloeoccus. Sir WILIAM
WILLCUiB;riting on infeetions of the teeth and gums
refers espeeially to the haemolytie group of streptoco-
ceci which cause severe toxaemias and rashes of

various kinde especially the purpuras., The organism
may grow in an organ like the tonsil and produce

very little local effeet but the breaking down of the
organism by ferments or other means leads to the pro-
duction of toxie substances which may act on the
sensitised skin,

The tissues which are most often associated
with foeal infections are the teeth and gums, naso-
pharynx, tonsils and the lymphatiec glands conneeted
with these tissues. In many cases there is obvious
pyorrhoea alveolaris or carious teeth are present,

In these cases there is no difficulty in the diagnosis
but there may be abscesses at the root of the teeth
which cause no'symptoms and in sueh cases an X-ray
photograph of the teefh is neecessgary fto demonstrate

the/
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the lesion. The fact that a patient has no visible
teeth does not necessarily exclude that source of in-
fection as infected stumps from previous imperfect
extractions may be present and can only be revealed

by X-rays. It is also very difficult to tell by look-
ing at a tonsil, whether it is the seat of an infee-
tion, Many small tonsils with old fibrosis and pockets
of pus are less conspicucus than the large tonegil

with wide crypts but no deep infection, The removal of
a septie focus in the jaw or tonsil may lead to a
temporary aggravation of the associated skin condition
by opening up the lesion and causing a fresh absorption.
The faet that the lymphatic glands may be the seat of
secondary foei also makes treatment more difficult as
the symptoms may persist after the primary focus is
removed, Infections of teeth, gums and tonsils are so
common that, as RAVITCH and STEINBERgz?bointea out ,"we
must be careful not to accept a certain number of
coincidental cases as proof". Out of 100 cases of skin
- diseases with focal infections, SUTIOEM;Eunﬁ that 75%
improved markedly of recovered after finding the focus
and removing it. In the other 257 he was unable to
find any direct relation between the focal infection
and the skin disease.

The question of focal infection has already
been referred to under Urticaria, Brythemata, Eezema,

Purpura/
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Purpura, D, Herpetiformis and Exfoliative dermatitis,
but in these diseases a focal infection igs only one

of many sources from which the eruption may originafe.
There is still a group of diseases in which it is
probable that the skin rash is always due to absorp-
tion of toxic substances from a focal infection. Into
this group fall Lupus erythematous, alopecia areata,
Prurigo and possibly also Pruritus ani and vulvae

and generalised Pruritus, HERPES ZOSTER has been
mentioned by several writers as an example of foecal
infeetion. In the sense that there is a foecus of
inflammatory infection in the ganglia, producing a
skin eruption in the distribution of the sensory
nerves associated with these ganglionic cells, HERPES
ZOSTER might be called a focal infeetion, but in these
cases there is no sensitisation of the skin and there-~
fore H. ZOSTER does not come into the group which we

are discussing,
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Scleroderms and Vitiligo have also been
mentioned by GHI.‘E‘I«IAD;Wé.nd others as possibly associated
with focal infection, but very little ﬁndeed is known
of the etiology of these diseases. Recent work rather
points to some endoerine gland change in scleroderma
but whether the gland change is due to absorption of
toxines from some foeus is not yet decided. Similarly
Vitilizo mgy have some association with & toxie nerve

lesgion. Further information on these discases is

necessary before they can be elucidated.

LUPUS ERYTHEMATOSUS., ¢ Cas/s 22 %23
Plates, ik F A4S,

1332,
BARBER in 1215 published s severe case of

Lupus erythemstosus of the face, neck, ears, secalp,
hands and left‘elhow in which plates prepared from

her faeces gave a practically pure culture of a strep-|
tococcus longus. She developed later what was appar-
ently a streptococeal septicoemia with high fever énﬁ
rigors and the rash spread over the back, She was
extremely ill for some days after which the tempera-
ture gradually fell to normal and the rash all dis-
appeared except s few of the older patches on her face,
At this stage no streptococei were to be found in her
faeces. No blood culture was taken during the febrile
stage, but BARBER came to the conclusion that the
eruption of L, erythematosus was due to absorption
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from the streptococeal focus in the intestines and
the fever to a general infection of the circulation
with the streptococei, During the febrile attack
sufficient antibodies had been formed to destroy the
streptococei in the blood and intestines.

In 1919 BABBEE%;eported another case of
Lupus erythematosus of discoid type on the face, ears
and scalp, In this case examdnatfon of the faeces
failed to show any streptococcus longus, The tonsils
were considerably enlargéd and appeared septie and
the glands at the angle of the jaw were enlarged. A
swab from a ftonsillar crypt gave a pure growth of
streptococcus longus. The tongils were removed and
the operation was followed by a rise of Temperature
to 99:6°F, An autogenous vaccine was made and a
dose of & millions given the day after the operation,
This caused a definite focal reaction in the patches
of ILupus Erythematosus which swelled up, beecame very
irritable and showed signs of spreading. This re~
action lasted about 24 hours. Two days later another
similar dose was given and the temperature rose to
99:8° and agsin a foeal reaction occurred. REight days
later 10 millions of vaccine were given and that pro-
duced considerable constitutional reaction with a
temperature and an intense focal reaction in the skin
lesions which became congested and spread considerably

An/
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An 0ld healed lesion flared up again also. The pyrexia
lasted some days and gradually subsided, and the
patches showed signs of healing. But an acute attack
of inflammation in the remaining lymphoid tissue of

fhe throat was immediately followed by a very severe
foecal reaction in the skin lesions. The complete
removal of all the infeected lymphoid tissue and the

use of a sensitised vaccine caused all the legions to
retrogress completely, BARBER also mentions another
case of Lupus eryth, on face, and hands with infected
tonsils. Thelr removal caused a fehrilé attack of
gseveral days duration and a foeal reaction in the skin
patches. An autogenous streptococeal vaccine was made
from the tonsils and when it was given the skin lesions
entirely disappeared.

Since BARBER'S cases were published several
other observers have reeorded similar results. WHIT-
FIELﬁﬂ;eports cases of ILupus erythemstosus where treat-
ment for pyorrhoea caused the eruption to disappear
and others where enuclestion of the tonsils and the
administration of an autogenous vaccine produced the
same result., ILESLIE ROBERTéuglso reports improvement
in a case of Lupus erythematosus after tonsillectomy.
HARTZELfH;écorded a case where removal of a "capped
tooth with an abscess at the root caused marked improve-

ment in a Iupus Eryth. although much previous local

treatment/
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In 1920 along with LOGAN and RUTHERFORDfJi
published the post mortem report of a case of general-
ised Lupus Bryth. This case was firgt seen in 191E
with an acute Lup. Eryth. of face, ears and left hand
accompanied by pyrexia (100°F.,) This subsided under
treatment with quinine and rest in bed. The eruption
persisted for two years on face and hands as a Lupus
Eryth, of disceoid type. Then it entirely disappeared
for nearly a year, In 1918 she had eanother seute
gttack in which the eruption reappeared on face, ears,
neek, hands and forearms and thighs, and the tempera-
ture ran between 100° and 103°F. The patient became
extremely ill and emaciated after the temperature and
rash had continued for 3 months, Then the temperature
gradually fell and the rash disappeared entirely. But
17 months later she had another recurrence of the tem-
perature and rash the latter being even more extensive
than previously.  She died after this attack had lasted
about 2 months, Cultures from the heart-blood post
mortem yielded a pure growth of streptococcus longus,
Unfortunately the case was complicated by the finding
of an unsuspected lsryngeal d@iphtheria., It could not
be decided whether the streptococeus had gained access
to the blood shortly before death as the result of the
diphtheria or whether it was there previous to that.

The/
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The fact that a blood culture made a month before death
was negative cannot be held as conclusive that no
organisms were present at that time., There was also a
subacute pericarditis evidently not tuﬁarculoua and

it is possible that the pericardial lesion was the
focus from which the streptococci arose. A vaccine was
made from the streptocecccus obtained from the above
patient's blood and uced to treat sanother case of

Lupus &ryth. of face, scslp and hands in & girl, aged
14 years. This case had apparently no tonsillar
lesion. Several had teeth were removed and then the
vaccine treatment was commenced, As she improved,
markedly, the treatment was eontinued, after the special
vaccine was finished, with a stock polyvalent strep-
tococcal vaccine. gShe was given an injection once a
week beginning with & million and gradually increas-
ing up to 150 million., The treatment extended over
nearly 9 months and at the end of that time nearly

all the eruption had disappeared. A month after the
vaccine was stopped there was a recrudescence of the
eruption on several of the old areas. The presence of
an enlarged tender gland under the right side of the
lower jaw suggested that there was still some undis-
covered focus in the mouth or throat., The vaccine was
resumed and has been continued weekly till now., She
has again improved but evidently the vaccine is not

capable/
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capable of causing a complete cure,

Apnother case of Lupus Eryth. of left cheek
and scalp. MNrs. K. age 38, was treated with an auto-
genous vaccline of streptococcus longus obtained from
an inflamed right tonsil. At the end of 5 months the
face lesion has entirely healed and the scalp lesion
is much better,

A third case of Lupus Eryth, lirs, H. aged
42 wss treated with streptococcal vaccine. No focal
infection could be found in the throat and all her
teeth had already been removed., After 3 months strep-
tococeal %aedine treatment the eruption entirely dis-

. appeared, bhut 6 months later there was a slight re-
currence of eruption., Affer one of the vaccine in-
Jections she showed a focal reaction in the gkin lesion
similar to that.reeorded by BABBER_in his cases.

In 1920 with RUTHERFORD T published a case
of Iupus Eryth. in s woman age 56 years, affecting the
face and ears., She had bronchitis with streptococcus
longus and FRIEDLANDER'S pneumo-bacillus present in the
sputum., Her teeth were extremely bad and the upper and
lower gums showed marked pyorrhoea. All the bad teeth
were extracted and she was given a vaccine of pneumo-
bacillus and streptococcus longus made from the sputunm,
The bronchitis soon subgided and the Lupus erythematosus
improved greatly, healing completely in several areas.

Three/
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Three months later she had another attack of bronchi-
tis with staphylococecus aureug and streptococcus lon-
gus in the sputum., At the same time the Lupus eryth-
emotosus relapsed and showed eruption very similar

to what she exhibited on the first attack., She died
of heart failure and bronchitis a month later, As the
post-mortem examination was not masde till 24 hours
after death no cultureg were made from the blood or
internal organs, but a very thorough search of all the
organs both naked eye and microscopically failed to
reveal any trace of tuberculesis, I do not propose

to enter into a discussion as to whether ILupus Eryth.
is a form of tuberculogis or not, but even one case
where tubercle could be absolutely excluded is, I
think, sufficient procf that tubercle is not the cause
of the condition., The appearance of the rash both
‘naked eye and microscopically is against fuherculosia.
On the other hand BARBER'S suggestion that 1t is due
to the agbsorption of some substance produced in a
focus of streptococcal infection acting on a sensitised
skin gives a much better explanation of the conditien
thah any other. It has long been recognised that the
eruption of Lupus Eryth. is closely related to the
erythemata which we have seen may be caused by foeal
infection, The good results obtained by removal of
infected tonsils and sepsis of the teeth and gums and
the use of an autogenousg vaccine also support this con-
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contention, Therefore in the ordinary cases of Lupus
Eryth., of face and ears etc, the probability is that

a streptococcal focus in teeth, gums, adenoids, tonsils
bowel or bronchi is the cause of the condition, There
is some evidence also that exposure to light had some-
thing to do with the localisation of the eruption on
the nose, cheeks, ears and hands, which are the common
gsituations for it, BARBER mentions a case of SEQUEIRAS
where Lupus Eryth. appeared after the application of
Finsen light and poultices. Sunburn has also been

held responsible for its appesarance in some cases.

In the cases of generalised Lupus erythema-
tosus, as BARBER suggested, there is probably, in
addition to the original focus, a blood infection with
the streptococcus, The streptococcus circulating re-
acts with the gkin cell to produce the rash. As
BARBER'S and my cases show the patient may. become de-
sensitised and recover both from the septicoemia and
the focal infection. Ihe generalised cases resemble
very closely malignant streptococcal endocarditis
both.elinically in the way the temperature remainsg
persistently high and in the fact that there is a
focus of infection in the hesrt valves from which
streptococci are shed intc the circulation., In malig-
nsnt endocarditis there is probably no sensitisation

of the skin and therefore no rash occurs.

ALOPECIA/
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ALOPECIA AREATA.

The true nature of alopecia areata is still
in doubt, Three theories have been supported by
different sets of observers,

. (1) licrobic.

(2) Nervous

(3) Toxic theory.

1. MICROBIC THEORY. This theory was strongly

supported by SABOURAVUD and others. The seborrhoea
bacillus, spores of lialassez, staphylococcus epider-
midis albus have all been held respensible, If organ-
ismal, it should be transmissible, but the experiments
of JACQUET and others on man and animals have all been
negative, The fact that epidemics have been described
does not necessarily support this theory as a toxine
in food might explain epidemics in institutions.

2, NERVOUS THEORY. This theory procbably has the

most support from dermatologists at present, It is
well known that the diseasse may follow mental strain
and shock, ILocal injuries may also cause it. I have
seen a patch of typical alopecia areata develop on the
side of the head following & .severe smash which re-
sulted in fracture of the zygomatic arch and severe

. contusion, In this case the patch was rounded and
showed typical exclamation-mark hairs at the margins,

This/
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This case could be explained on the assumption of a
traumatic neuritis. The fact that alopecia sasreata

gpreads at the edges is not necessarily proof of its

parasitic origin as the trophic nerve to a given area
might be affected and as the neuritis spreads up the
nerve it implicates the smaller branches which come off
further up and so,as the neuritis spreads up the nerve,
the spot of alopecia enlarges at the edges (Plate 4&6.)
JACQUET'S theory that it is due to reflex irritation
from carious teeth had some supporters, but as will

be seen later there is another explanation of how the
teeth may cause the condition. WHITFIELD'éﬁgéseB where
removal of eyegtrain cured the alopecia also support

" the nervous theory.

3. DTOXIC THEORY., This theory is chiefly suppor-

ted by the fact that injection of various bacterial
toxines into the skin of animals has often resulted
in bald patches. Staphylococcal pustules on the scalpl
a8 a rule cause the halr to fall out in these areas,
presumably from the effect of local toxines. Acetate
. of thallium, if taken internally, will also cause the
hair to fall out but as it is a nerve poison the effect
of this drug rather supports the nervous theory.

Each of the sbove theories has something to
recommend it in given cases, but none of them seem %o
explain all cases, Since attention has been drawn %o

the/
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the effects of focal infection such an infection has |
| been suggested as the cause., This theory fits in with
the nervous and toxic theories because a toxine absorb-
ed from a focal infection may act on the trophic nerves
to the scalp and so produce the lesion. CHIPMAﬁa?n
1917 reported focal infectiong of teeth in cases of
slopecia areata, In 1921 BARBER and ZAIvIOR;gim‘blished
some very suggestive cases where removal of septic
foei, containing the streptococcus longus, in teeth,
guns, tonsils or nasopharynx and the aiministration of
an autogenous vaccine led to recovery or marked improve-
ment in the alopecia areata., In their series of nine
cases, they found infected tonsils with or without
adenoids in 62%, oral sepsis alcne in 5%, oral and
tonsillar sepsis in 25%, chronic otitis media and naso-
pharyngitis in 2%, chronic naso~pharyngeal catarrh in
4% and severe ethmoidal suppuration in 2%4. 1In 11 cases
of alopecia areata LESLIE ROBERTéu;Eund evidence of
bacterial collections in the tonsillar crypts and six
showed no evidence of tonsillar infection. Of the

five with cryptic collections three had tonsillectomy
performed with good result in two of the cases. Of
course ag BARBER and ZAMORA point out, one must be
careful in drawing conclusions in a disease such as
alopecia areata, which runs such an indefinite course,
Because the hair grows in again after a certain form

of treatment, that is no proof that it was "propter

hoe"/
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hoc™ and not "post hoe", 1In all cases of alopecia

| areata I now look for focal infections in teeth, ton-

sils ete, -but in cases where visible foci have been
removed I cannot say that the results have heen very

startling. However the theory that a toxine is absorbed

. from some focal infection and acts on the sensitised

nerves to the scalp resulting in the fall of the hair
has much to recommend it and time and careful observa-
tion in a large series of cases should enable us to

prove or disprove it,

LICHEN PLANUS.

As in alopecia areata the microbic, nervous

and toxic theories have had their supporters from time

to time; although no microbe has been found, the

suppor ters of this theory base their belief on the factl

that the eruption often occurs in the line of scratch

- marks suggesting a local inoculation, Arsenic, anti-

mony and mercury, &ll drugs which are useful in
Syphilis, are also useful in Lichen planus., Sudden
shock, worry and anxiety also frequently precede the
eruption, The severe itching also suggests the im-
plication of the nervous system and THIBIERGE and
RA?AU;&g;d PERKE Euieport the marked effect of lumbar
puncture on the itching. The eruption in some cases

appears to follow the line of nerve distribution. In
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the acute caseg the sudden appearance of the eruption
like an exanthem has been held to support the toxic
theory but it also supports a microbie cause.

’ In a discussion on focal infection in 1917
SUTTOinéntioned a case of lichen planug, in which re-
moval of several apical abscesses in teeth, was fol-
lowed by a cure, CHIPMAN also states that Lichen
planus is frequently asscclated with dental abscesses
but WHITFIELD cannot corroborate this, LESLIE RCBERTS
also records a case of Lichen planus with marked pyorr-
hoea in which removal of all the teeth resulted in the
eruption completely disappearing about 20 days later,
The material on which to form an opinion is still too
meagre and as in salopecis areata so in Lichen planus,
more evidence is necessary before it can be determined

whether or not foecal infection is the causative fac-

tor,

PRURIGO (of Hebra}.

Prurigo is a disease which suggests a sensi-
tisation phenomenon. It begins with an eruption like |
Urticaria papulosa and continues more or less all the
life of the patient, ZHosinophilia in the blood is alsé
quite regularly present, Alternating attacks of
asthma may also ocecur with Prurigo and I think that

practically/
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practically all the so-called eczemas alternating with
Asthma are really cases of Prurigo.

In 4 cases of Prurigo in which I did cutane-
ous tests to all the common foods, 3 were absolutely
negative but one gave positive reactions to egg-white,
egg yolk and cod-figh, Removal of these articles from
the diet caused no improvement in the eruption and
feeding the patient on them did not aggravate the con-
dition, These cases will be referred to again later
in discussing cutaneous food tests. SOHWARTgéxhinks
that in Prurigo there is evidence of protein putri-
faction as shown by the presence of indicenuria and
states that attacks of eruption follow a high pretein
intake, As sensitisation may be produced by the ali-
mentary route by overfeeding with protein, SCHWARTZ
thinks that food protein plays an important part in
the production of Prurigo.

The disesse In sheep known as "scraple" is
somewhat like prurigo. The animals rub and scrape
themselves especially on head, neck and limbs produc-
ing thickening of the skin and enlarged glands as in
prurigo, McGOWAN showed that scrpaie is due to a
sarcosporidium encysted in the muscles of the limbs
near their insertions into bone. The toxine circula-
ting seems to cause the skin itching. In a case of
prurigo Mr. D.P.D. WILKIE kindly removed a plece of

mugcle /
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E muscle from the elbow region for me, but no sign of
garcosporidium was found;

LESLIE ROBEL{"}.‘;{;eports s case of long stand-
ing Prurigo who had septic cocllections in the crypts
of the tonsils., Tonsillectomy followed by the admin-
istration of an autogenous vaccine of staph, aureﬁs.

. and streptococcus longus caused an extrasordinarily
: rapid improvement in the skin condition, so that in
three months the case was practically cured.

In 1920 in a typical case of Prurigo of 11
years duration in a boy aged 14 years, under Sir NORMAN
| WALKER'S care enlarged tongils and adenoids were re-
moved but with no result on the eruption and now (1923)
hig skin is in much the same condition as previocusly.
Some other focus, which was not detectable, may however
have been present.

Prurigo suggests the circulation of some
toxine acting on a sensitised skin, IESLIE ROBERTS
succeeded in removing the focug of infection in his
case but the tongil is evidently not the only possible
| source of toxine., Further investigation of these cases

on the theory of focal infection will probably disclose

its true nature.

PRURITUS/
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PRURITUS ANI and VULVAE and
GENERALISED PRURITUS.

It is a question whether pruritus, general
or local, should be included under focal infections.
There is no direct evidence for or against it, but it
is known that in certain blood diseases such as leu-
cgemia, in toxaemias like diabetes, gout, rheumatism,
etc, severe itching may occur. Certain foods produce
itehing on some individuals such as shell-fish, mus-
tard, coffee etc. Jaundice 1s also another well known
cause, These are probably examples of ftoxines using
the word in its widest sense, irritating the nerve-
endings in the skin and so causing itching. As the
itching only occurs in certain individuals it sugge sts
that there is some change in the nerves possibly of
the nature of a sensitisation, In Dermatitis venenata
where the skin is sensitised itching is one of the
most prominent features. lany cases of generalised
pruritus occur in elderly persons with arterio-selero-
sis, which would suggest that the same toxaemis which |
caused the arterio-sclerosis alsc causes the pruritus.
I have seen geveral cases markedly benefited by a
course of internal treatment at Harrogate, In the
local forms (pruritus ani and vulvae) it has been
suggested that the lesion is due to an infection wi th
an organism in that region, MURR&fﬂ?ﬁ 19 cases of

Pruritus anl found the streptococcus in the skin in all

cases/
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| cases and WINFIELD in 50 cases found streptococeus and

B. Coli slone or mixed in 40 of them. Both observers
obtained remarkably successful results with autogenous
vaccines., It is possible that in these cases a local
toxine is produced te which the nerve-endings become

sensitised.

SENSITIVELESS/
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SENSITIVENESS of the EKIN to LIGHT.

There are two diseases in which the eruption
is due to the effect of the actinic rays of light,
viz:-

(1) Hydroa Vacciniforme or Aestivale, and

(2) Pellagra,

HYDRCA VACCINIFCRME OR H. AESTIVALE.

Under this head we do not include the
ordinary Dermatitis Solare seen ﬁormally from exposure
to strong sunlight., This dermatitis is followed by a
protective pigmentation of the skin, Nor does it in-
clude the chronic atrophic condition of the skin with
freckle~like pigmentation and atrophy seen in white
persons who are exposed for years to strong sunlight
such as occurs in the Tropics,

Hydroa aestivale occurs in twe forms, The
severe form cshows vesicles and bullae on face, ears
and hands on exposure to the light. PFrom their ap-
pearance BAZIN named the disease H. vacciniforme.

The lesions leave scars which may contrset later and
cause deformities,

The mild form of the disease was described
first by Sir JONATEAN EUTCHINSON under the name of
Summer prurigo. The lesions consist of small papules
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resembling those in a papular dermatitis, Both forms
ugually begin in childhood and recur every summer till
adult life when it tends to disappear, Cases have
been recorded and I have myself seen one, which did
not develop till adult life, The eruption is due fo
the actinic rays of the light as can be demonstrated
by exposing the skin to sunlight or artificially pro-
duced ultra-violet rays.

One of the most recent articles on the sub-
ject is by SENEAR and FIHI??L who review all the 80
hitherto published cases, Iliales are more often affec-
ted than females in the proportion of two to one.
Haematoporphyrinuria occurs in a certsin number of
cases, OSENEAR and FINK state that in all the 80
published cases it was only present in 17¢5% of them.
But as it may only be present temporarily or in other
forms it is probably a much more constant factor than
those figures ihdicate.

Some two years ago when going through the
literature on urticaria and its relation to sensitisa-
tion I came across &n article by H.L. SMITéﬁﬁn which
he reported a case of urticaria, anglio-neurotic cedema
and vomiting in a boy, whenever he ate buck-wheat,

He gave a local cutaneous reaction to buck-wheat grain
applied to a scarified area, 1In this article SMITH
refers to buck-wheat posioning or Fagopyrismus which

. occurs/
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occurs in white or white spotted animals that have been
fed on common buck-wheat (Fagopyrum esculentum). The
d isease 1s commonest in swine and sheep but occurs
occasionally in cattle and goats and very rarely in
the horse, Clinically the milder form of the disease
is associated with &n itching erythema chiefly of head
and face, constipation and digestive disturbances.

The more serious cases show & vesicular, pustular ﬁr
gangrenocus dermatitis with fever or urinary phenomena,
White or spotted animals are said to be exclusively
affected., Those that are black or artificially blacken
ed escape the disease, and in black and white animals
only fhe white parts are affected by the dermatitis,
the black areas remaining quite normal. The worst
caseg of buck-wheat poisoning are seen in animals

that have been fed on the buck wheat plant when in
blcom but the disease may develop after eating the
grains, bran chaff, straw or stubble. Sunlight is

the exeiting cause., If the animels fed on buck

wheat are kept under sghelter or allowed out under
c¢loudy skies they seldom develop the disesse, and if
they do only in the mild form., But if the animal is
put out in a strong sun 1t rapidly develops the symp-
toms including the dermatitis on the white psrts of

the skin only. The interesting fact of this disease
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is that buck wheat contains phyloporphyrin, a deri-
vate of chlorophyl, which closely resembles chemically
haematoporphyrin and mesoporphyrin, It shows an
almost identical absorption spectrum with these two
haematin derivatives, When phyloporphyrin and haematin
are reduced by concentrated hydrochloric acid they
both yield haemopyrrol and heemopyrrol is converted
into hydrobilirubin by the asction of sunlight,

It is obvious that these facts throw some
light on the causation of Hydroa wvaceiniforme in
which haematoporphyrin occure in the urine and pre-
sumably in the blood. EHRMANN in 1909 seems bo have
been the first to suggest that Hsematoporphyrin in
Hydroa vacciniforme acts as a sensitising substance
énd is the cause of the skin eruptions. SACHS and
SACHAROFéviad previously found that red blood corpus-
cles in solutions of photodynamic substances were
rapidly haemolysed whilst control suspensions kept in
the dark remained unchanged. PREINFER oonfirmed this
observation, EAUShmlaxfji‘aﬁ also previously shown that,
under the influence of light, rapid haemolysis occurs
when the extracts of chlorophyl plants are added to
red blood corpuscles but when kept in the dark no
haemolysis takes place, He alsc found that haemolysis
results when bile is sllowed to act on red blood cor-

puscles in the presence of light and haematoporphyrin

has /
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has even greater sensitising properties than bile

when activated by light., HAUSMANN alsc injected

white mice with pure hydrochloride of Haematoporphyrin
and found that on exposure to sunlight, they scratched
themselves, thelr skin become red snd oedematous;

they become restless and in some cases died, There-
fore in Fagopyrismus the phyloporphyrin and in Hydroa
vacciniforme the haematoporphyrin circulating in the
blood acts as a sensitiser, like photodynamic sub-
stances, when exposed to sunlight.

A good deal of work has been done on photo-
dynamic subsgtances, TAPPEINEga;howeG that acridin
hydrochloride, which is a substance which shows marked
fluorescence, in the presence of day-light is able to
kill Infusoria, whereas in the dark it i1s absolutely
harmless, The same results were obtained with other
fluorescent substances, TAPPEINER called these gub~
stances "photodynamic sensitisers”, HERXHEIMER and
- NATHAﬁ%grouP eosin, erythrosin, csrboneol (tar prepar-
ations) and other fluorescent substances together with |
heematoporphyrin as photodynamic substances. Painting
the skin with these substances has been used to in-
crease the effect of light in the treatment of skin

diseases where a marked reaction was desired,
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SOBERNHEIM in 1892 showed that after pro-

longed administration of Sulphonsal in man haemato-
porphyrinuria appeared and HEUBAUEﬁﬁglso demonstrated
the same fact in rabbits,

PERUTZ in 1917 fed a rabbit on increasing
doses of sulphonal t11l haematoporphyrin appeared in
the urine and then exposed its ear to the Kromayer
lamp for 3 minutes only., This resulted in redness,

swelling and blistering of the skin, whilst control

. animals showed absolutely no reaction at all, This

experiment was repeated several times and always with

i the same result. The reaction areas crusted over and
| healed with scars, PERUIZ fed the same animal again on
| sulphonal till haematoporphyrin appeared in the urine

. and then exposed the ear scarred from a previous re-

action and also the other ear to the Kromayer lamp and
cbtained a reaction on the seccond ear but not on the :
scarred one, This is explained by the absence of cir-
culation in the skin of the scar, GGTZgaglso found

that by injecting Lead triathyl he could produce haema-

toporphyrinuria in animals and these animals were very

. sensitive when exposed to ultra-violet rays. UNEYER-

/38,
BETZ experimented on himself, As haematoporphyrin is

not absorbed when taken by the mouth he injected 0-2
haematoporphyrin intravenously into himself and then

exposed an area of skin on his right arm to the Finsen

'light. This produced a reaction which resulted in

haemorrhage/
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| haemorrhage into and sloughing of the skin, which only

I healed with scarring after several weeks. On the day

{ after the injection he exposed himself for a short

| time to the sun which caused oedema and redness of

| hands and face which lasted several days ard left mark-
ed pigmentation.

' Haematoporphyrinuria is a symptom of liver-

' insufficiency. Under certain conditions a reduction
product of haematoporphyrin called mesoporphyrin may
appear. lMesoporphyrin has nearly the same spectrum
absorption bands as haematoporphyrin, ani FISOCHER
thinks the two substances should be combined under the
one name "Porphyrine". FISCHER, BARTHOLOMAUS and
ROSEﬁgﬁeceeﬁea in finding the mother substance of por-
phyrin, They called it porphyrinogen, By oxidation
porphyrinogen becomes megoporphyrin. It is known that
in many cases of Hydroa wacciniforme and Aestivale the
hsematoporphyrin wass only present in the urine at cer-
tain times, but PERUTZ showed that if one oxidises the

urine with Potass. permang, i1t gives the spectrum of

'haemat0porphyrin shewing that the urine has porphyrino-
gen in it, Forphyrinogen 1s colcurless and therefore
in all gsuspected cases of light dermatitis the urine
egpecially if it is not dark in colour should be tested

for porphyrinogen as well as haematoporphyrin.

 GUNTHER/
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GUNTHER distinguishes different causes for
. hesematoporphyrinuria., In the cases appearing early
in 1ife there seems to be some congenital functional
or organic defect of the liver which allows the haema-
toporphyrin to circulate and in the cases appearing
: later in life the defect in the liver may be acquired.
. KONIGSTEIN and HESé“?eport a case of Hydroa vaceini-
forme in a boy due to congenital syphilis of the liver
leading to haematoporphyrinuria and GUHTHEgﬂ;ecords an
acquired case due to,alcohol afifecting the liver.
| There are also the cases due to sulphonal snd lead
poisoning, The eruption in Hydroa vaceiniforme is
provoked by the ultra-violet rays of the spectrum.
MARTENSTEIﬁﬁﬁbund that all the ultra-violet part of the
specetrum produced the eruption but not the 09,3,or(§
rays of X-rays,

As showing the effeet of ultra-violet rays
on the serum , BARCNI and JONESCSM:howed that these
rays could increase the antisensitising properties of
horse serum, DOERR and MOLDOVAﬁugbund that the rays
could also disturb the faculty of the serum to produce
precipiting and passive anaphylaxis. They also demon-
strated that if éntigens and antibodies were exposed
to ultra-violet rays, a diminution occurred in their

/376 /362,
reactive properties, WHITE and KANOKI both found an

eosinophilia in the blood in cases of Hydroa vaccini-

forme. That fact supports the sensitisation theory.

During/



During the last two years four cases of

Hydroa aestivale have been seen in Sir NORMAN WALKER'S
department at the Royal Infirmary and in only one was
haematoporphyrin present in the urine, In one the
urine was mixed with sheep% red blood corpuscles and
expoged to sunlight but no lysis occurred. 1In one pri-
vate case of Hydroa vacciniforme in a girl age 6 years,
no haematoporphyrin wag found in the urine, Some
biood was withdrawn from a vein and Dr. HEDLEY WRIGHT
kindly tested it for me at the Royal College of Physic-

ians Laboratory, The serum and red blood cells were
separated and the latter washed., The serum was divided
into quantities of 0°2 cc, undiluted and in dilutions
of 1 in 5, 1 in 10, and 1 in 20 and mixed with 0O¢<4 cec.
of a suspension of the washed red blocod cells, As a
control similar dilutions of syphilitic serum and nor-
mal saline were used. One set of tubes was exposed toI
sunlight and the other kept in the dark. No haemolysis
ocecurred in any in 12 or 24 hours but a slight " pink-
ing" of the patient's serum dilutions occurred in 3
days; probably bacterial, This result was negative
but the tubes used were ordinary glass oneg and
possibly did not allow sufficient ultra-violet rays
through to affect the serum. As suggested by the cases

of buck-wheat poisoning in animals, I went into the

question of diet in this child. As there was no buck-
wheat/
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buck-wheat in the diet it was thought advisable to
exclude ordinary wheaten flour and oatmeal from the
diet, The child was given rice bread and scones and
biscuits made from rice flour., The parents state that
when on that diet the skin was certainly distinctly .
less sensitive to light than previously. This is only
an isolated case but I think it is worth investigating
in similar cases whether alteration in the diet may
not cause improvement in such cases. A substance
gimilar to the phyloporphyrin found in buck wheat may
occur in ordinary wheat or ocatmeal and be responsible

for some cases of light dermatitis or Hydroa.

SUMMARY ,

1. Hydroa vacciniforme or Aestivale is asscciat-
ed with Haematoporphyrin or porphyrinogen in
the circulation and urine,

2. From analogy with buck whest poisoning this

Porphyrinogen acts as a sensitiser and leads

&

|

|

to the eruption. I
|
3. The presence of & blood eosinophilia, haemo- |
|

lysis of red blood cells by photodynamic sub-
|

stances, the effect of ultrs-violet rays on

antigens snd antibodies all favour the sensi-

tisation theory.
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The haematoporphyrinuris is probably due to
some congenital or acquired defect of the

liver,

The effect of certain substances in the diet
requires further investigation in eruptions

due to sunlight.

PELLAGRA/
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PELLAGRA.

In Pellagra the skin eruption is produced
by exposure to the sun. The disease is by no means
rare in Scotland, Several cases are at present in
Scottish Asylums and every now and then cases are seen
at the Bdinburgh Royal Infirmary. A few months ago a
very typical cgse was admitted to Sir NORIMAN WALKER'S
Ward in the last stages of the disease. Casts(24,25¥26)
Plates( 47%46.}, show the head and arms of a typical
case which was admitted to the Royal Infirmary some
years &go,

I do not propose to go into the much dis-
cussed subject of the causation of Pellagra. Recent
work supports the theory of a dietary insufficiency.
There is evidence however that in Pellagra some toxine
is circulating which when exposed to iight causes the
gkin eruption, Ixperiments have been performed in
Italy to try to demonstrate anaphylactic phenomena
by injecting Pellagra patients and animals with ex-
tracts of maize. VOLPINGm?n 1912 showed that injec-
tion of a watery extract of spoiled maize caused a
definite reaction of hypersensibility with rapid
pulse, rise of temperature, dyspnoea, diarrhoea, and
aggravation of preexisting eruption. This reaction

was not produced by injection of extracts of sound

maize /
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maize nor by injection of spoiled maize in normal

| individuals, VOLPINO, MARIANI, BORDINI and ALFHRGOJ%#'

failed to produce passive sensitisation of guinea-pigs

by injecting them with serum of Pellagra patients,
37,

. CESABIANCHI and VALLARDI alsc found that guinea-pigs

: chiefly or entirely fed on maize, sound or spoilt, show

after a certain time & very marked sensitiveness to
injections of maizé extracts, They found it to be a
specific reaction only occurring in animals fed on
maize, RONDONiwglso found & heightened sensitiveness
in pellagra patients to injection of maize extracts.,

Therefore there is some evidence that in

_.pellagra a sensitisation may occur to some toxine in

the food, From sanalogy with the effects of buck-wheat

in animals, it is probable that in Pellagra some photo-

'dynamic substance is circulating which acts as & sen-

gitiser of the skin but at present there in no evidence
ag to what that substance is.

At the meeting of the Dermatolcgical section
of the British Medical Association at Newcastle in
1921 Dr, KENKNETH WELLS mentioned cages of o0ld people,
who were toothless and could not masticate and who lived
chiefly on tea and bread and butter, These persons
developed & scaly eruption on the hands when exposed
to the sun,

I have also seen an eruption very like

. Pellagra /
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(Casf 27, Pate .é.f)
Pellagra (Pseudo-pellagra) in aleoholics. These

cases suggest that excessive carbohydrate diet or ex~ -
cess of alcohol cause photodynamic substances to cir-
culate and produce & skin reaction with a resulting
eruption. 1In true Pellagra similar substances are
probably responsible for the eruption but at present the

exact cause of its production is lsrgely speculative,
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TESTS FOR CUTANEQUS EHEYPERSENSITIVENESS.

CUTANECUS REACTIONS.

It is generally accepted now that the pre-
gsence of a specific Cutaneous reaction to any given
substance is a sign of hypersensitiveness to that sub-
gstance, The different diseases in which these tests
have been applied will be dealt with first and then
the mechanism & gignificance of the reaction will be dis-l
cussed,

The cutaneous reactions in Tuberecle, Syphilis,
Ringworm, Favus and other fungus infections, Dermati tis

Venenata, Psoriasis and Gonorrhoea have already been

~dealt with under these diseases, but there still re-

maine a considerable number of others.

CUTANEQOUS REACTIONS IN TYPHOID INFECTIONS,
IYPHOIDIN TEST.

A great deal of work has been done on this
subject and the results are rather conflicting as to
the specificity of the reaction and its value in diag-

nosis, The results are not all comparable as different

strains of bacilli, methods of preparstion and time of

reading the reaction have been used by different wor-
/409
kers, LUPKNIK in 1908 was the first to apply the Pirquet

test/
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test using Typhoid antigen. Four cases of Typhoid
fever all gavé positive reactions and two cases who
had had the disease many years before, gave slight
positive reactions. Since then many others have used
this method, A preparation called Typhoidin, analagous
to 01d Tuberculin, has been chiefly employed. GAY and
FORCéMionsider the reaction specific and indicating an
exigsting immunity against typheoid and allied fevers,
PULA?mgupports GAY and PORCE. He obtained no reactions
in healthy individusls but definite ones in typhoid
cases and those convalescent from it, In persons
inoculated against typhoid he obtained reactions but
they were often slight, DPatients who had had typhoid
reacted more strongly than those only inoculated
against it. KILGOREngso thinks the reaction specific
and an indication of immunity, He considers the degree
of reaction to be an ifdication of the degree of im-
ff‘

munity present, LINK also supports these views. There

are many others, however, including CEAUFFARD and

(387, /393, /389, @08 . 437,
TROISIZR, GOODMAN and SUTTER, IENTZ, S4CONTAGH, RCOLLY
1354

and KRAUS, who do not consider the reaction specific.,
CHAUTFARD and TROISIER obtained reactions in both

typhoid cases and normal persons but the reaction was
greater in the typhoid cases, RAUS and ﬁTENITBEﬁﬁ%y

animal experiments showed that a toxine exists in the

typhoid bacillus and also in filtrates of cultures,

| ENTZ/
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1389,
ENTZ found that a high percentage of normal individu-
als react to varicus bacterial toxines iIncluding the
typhoid toxine, SZOHTAGLM%ested 72 children suffer-
ing from different diseases, doing Pirquet tests with
typhoid toxine, and only obtained marked positive
reactions in 4 cases one of which was a case of
typhoid, another of epityphlitis and two were cases of
scarlet fever. The question has been much discussged
gs to whether the Typhoidin skin reaction is a sign
of immunity or not. GAY strongly maintained that the
reaction was evidence of immunity. GAY and CLAYPOLﬁﬁﬁ
consider the reaction to have a distincet relation to
protection agalinst typhoid fever. They di1d compara-
tive intradermal tests on normal rabbits and human
beings with sensitised 2nd unsensitised typhoid
vaccines, They obtained, in most cases, greater re-
actions with the sensitised vaccines. This they at-
tribute to sn interaction between antigen and anti-
body similar to what oceurs in the Schick test for
diphtheria, Further experiments with rabbits indicate
that in the condition of artificial -immunisation
against typhold, the antibodies which combine with the
antigen to produce the local reaction, are in the.
circulation as is shown by the passive transfer to a

norm&l rabbit, by means of serum from a&n immune

rabbit/
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rabbit of susceptibility to this reaction. Also with-
drawal of blood from an immunised rabbit snd replacement
with the blood of & normal rebhitlleads to a loss of
the reaction, They dc not however regard these experi
ments a&s indicating the circulatory nature of the anti-

body in persons recovered from typhoid who almost in-

. variably react to typheoidin.

ol le72,
LEYER, and MEYER and CHISTIANSEN found that

in the rabbit which is 2n animsal, which does not
neturally suffer from typhoid, a positive typhoidin
skin reaction does not indicate that the animal will
resist o subsequent intravenous injection of typhoid
bacilli., They found no definite relationship to exist |
between the presence of agglutinins and complement-
fixing antibodies and cutaneous hypersensitiveness.
Allergy to bacterial proteins may be demonstrated in
rabbits even in the abgence of demonstrable immune

body. They think the cutaneous reaction to typhoidin

' in rabbite is due to sensitisation to the bacterial

'proteina end that it is not an antigen-antibody reac-

tion,
1395,

KOLMER snd BERGE also found that agglutinins
and complement-fixing antibodies are present in the
majority of persons reacting positively to the skin
test but that there is no definite relationship between
them. Cutaneous reactions were found to persist for a

longer time among those who had had typhoid thsn among
those/
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those actively immunised by a vaccine. They conclude
that while the typhoidin reaction indicates aaﬁsitisa-
tion to typhoid protein, there is not yet sufficient
evidence to warrant its acceptance as an index of
jmmunity. HIGHOLgﬂgérees with this because he found
positive typhoidin reactidns in soldiers vaccinsted
with paratyphoid vaccine and it is well known that
mratyphoid vaccine will not immunise agsinst typhoid.
Therefore he accepts the protein sensitisation theory
of the reaction,

1385,

AUSTRIAN and BLOCMFIELD alsc fsiled to con-
firm GAY'S work that a positive skin recaction means
immunity. The typhoidin test has also been used for the
detection of typhoid carriers., MEYER found cutaneous
hypersensitiveness to typhoidin to be most msrked in
rabbits infected with the typhoid bacillus. Carriers
of bacilli in the gall bladder and liver develop skin
reactions which mspparently vary directly with the degree
of the inflammatory process in the orgsn, Mc?TTDRICK&w'
in a recent article gives the results of a series of
intracutaneocus tests with suspensions of B. typhosus
B. paratyphosus A, and B. These results show that
positive reactions were very constently obtained in
persons suffering from typhoid fever and in chromic
carrierg, The test was found to be highly specific
the cases only reacting to the type of organism caus-

ing the infection. Only 2 out of 360 control cases

gave/
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gave positive reactions to B, typhosus and none to B,
paratyphosus., No relationship was found between the
skin reaction and the presence of pyrexia in acute
cases or between the skin reaction and Widal reaction
in carriers. MGKEHBRICK'S results indicate that the

skin reaction becomes negative early in convalescence |
from enteric fever. He suggests that patients con-
valescing from typhoid fever should be examined for the
sﬁin reaction, A positive reaction probably indicates
persistence of the infection which msy result in re-

lapse or the carrier state. IIcKENDRICK considexs a

| positive skin reaction in &pporently healthy persons

as suggestive of their being typhoid carriers .

PNEUMON Ia .

IND
CLOUGH in 1915 studied allergy in pneumonia.

He employed the dried and ground residue of extracts of

| waghed pneumococci before and after precipitation with;

| absclute alcohol. Cutaneous and intracutaneous tests

with these extracts on persons suffering from pneumonia
yielded variable and inconstant results, CLOUGH thougﬁt
the results were due to the irritant gualities of the
extracts and was of ‘opinion that it was impossible to
demonstrate a state of hypersensitiveness to pneumo-
coceus protein by these tests. -

STEINFIELD and KOILMER did intradermal tests
with/
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with pure cultures of pneumococeci shaken and enulsi~
fied with salt solution. 0+l cc. of emulsion was in-
Jected and positive reactions consisted in the forma-
tion of a definite papule with &n area of erythema of
more thean 1 cm. in diameter, The reaction persisted
for 4-5 days. Positive reactions were observed in
30% of 19 cases of lobar pneumonia, True reactions
were not ohserved among normal persong or those suffer+
ing from various chronic diseases, The presence of
pneumococci in the upper air passages during health
does not sensitise the individual so far as could be
detected by skin tests. _

WEISS and KOLMEéwzseﬂ the endocellular haemo~
lytic toxin of the pneumococcus freshly prepared for
each test. Intracutaneous injections in doses of
0*1 cc, led to a loeel erythema and haemorrhagic oedema.
These reactions were seen on the S5th-13th days of the
diseage, i.e. two days before and six days after the
crigis, but patients recovering by lysis reacted as
late as the 32nd day. In children the reaction became
negative immed iately or two days after the crisis, In
no case did eny control resct positively. In general,
the reaction wag positive in all active cases of
pneumonia.

lat2.
WEIL also did & series of intracutsneous

tests using & much weaker extrasct than did CLOUGH.

The/
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The injection wes immediately follcwed by 8 cutsneous
blush which was present both in pneumonia cases and
controls, This he considered an irritation reaction
similar to that seen by CLCUGH., The true resction
occurred after 24 hours &g & papule with an area of
erythema round it. WEIL obtained no true positive
reactions during the course of the dleease but in a
congiderable percentege of cases reactions were found
after the crisis. The resction could be induced ex-~
ceptionally within 24 hours after the crisis, but
usually only appeared after en interval of two or three
weeks, Normal individuals sometimes gave & positive
reaction presumably from a previous mild or unidenti-
fied attaek; Contrary to the experience of STEINFIZID
and KOLMER, WEIL suggests also that these reactions

in normael individuals might be due to the presence of |
the pneumococcus In the upper air passeges. WEIL
thinks that two types of sgkin reaction occur ffom
pneumonig vaccines. The one (as shown in CLOUGH’S
work) is due to the toxine and similar to the Schick
reaction in diphtheria, A positive reaction of this
type indicates a deficiency in the mechanism of de-
fenece. The other is & true reaction, which is a
sensitisation phenomenon, the same &8s in the Tuberculin
skin reactions. He thinks that the absence of a true
reaction during the disesse is not due to absence of

antibody but to the coexistence of sufficient antigen

in/
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in the cells to prevent the reaction, ALfter the crisisg
when the antigen has disappeared, antibody becomes |
available for the production of the reaction, He con~-
giders the absence of the reaction during the febrile
stage of the disease as analagous to the sbsence of the
Pirquet reaction in acute miliary tubercle and as it
does not occur till after the cerisis it has no value

in diagnosis.

PERTUSSUS/
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PERTUSSUS (WHOOPING - COUGH).

[415,
MODIGLIANI and DE VILLA in 1921 did a series

of intracutaneous tests using » solution of Bac,
Pertussis in sterile distilled water. Autolysed B.
Coli were used as control, In &8 children suffering
from whooping-cough &ll reacted positively. The in-
tensity of the reaction was greatest in the early
stages of the disease, In 58 immune children there
were no positive reactions.

ORGET 414 eimtlsr intrasutendens tonbs with
8 vaccine of B, Pertussis containing two billion
organisms to each ce, He obtained reactions, in cases
of whooying cough, which he considers specific.
RIESEI‘ELEVEn 1923 used a Pertussis vaccine of the
Bordet-Gengou bacillus., In 60 cases of whooping-
cough 53 reacted pogitively, 39 cases of whooping
cough were alsc tested intracutanecusly with staphy-
leccocesl vaccine and 35 of them rescted positively.
He found that the reaction to B, pertussis vaccine
was not specific as it was positive in some children
who developed the disease later, The test was found
also not to be & reliable guide ss to & natural or

acquired immunity to the disease.

LEPROSY/
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LEPROSY.

1419,
STEIN in 1916 published & very good record

of the work done on sensitisation in Leprosy. BABES
i :q,

| and SCOLTZ and KLINGMULLER made an extract from leprous

' nodules called Leprin similar to Tuberculin. Injection

| of Tuberculin subcutaneously lead in some cases tec a

of this extract caused no reactions in cases of leprosy.
Then BABES and others used Tuberculin as the Tubercle

bacillus is allied %o the Leprosy bacillus, Injection

| general reaction with temperature but he found thet it

required a larger dose of Tuberculin to produce a tem-
perature reaction than in tubercle, In no case has &

focal reaction in Leprosy been seen after injection of

Tuberculin although local and general reactions may

1etq,
occur., lany workers such as STEIN and AINING consider

the local and general reaction tc Tuberculin in Leprosy

| cagses to be due to a concomitant tuberculosis. ROST,

14l

DE BEURMAFN and GOUGEROT used cultures of a glycerin

'extract of Leprosy bacilli (ILeprolin) which on injection

'caused general and focal reactions in both forms of |

| 1449, |
leprosy. DYKE, MUCH and others made similar injections |

of Nretin (extract of streptothrix leproides) and ob-
tained general reactions, But &s these general reac-

tions might be due to toxines contained in the extracts,

[it is doubtful if these resctions indicate sensitisation.

1418,

|PHOTINOS and MICHAELIDES d1id Tuberculln Pirquet tests

in/
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in 204 Leprosy cases and obtained positive reactions
in 118, NICOLLE and TEAG éwzbtained negative cuti-
reactions using a leproma extract. Therefore STEIN
"concludes that, as regards allergic reactions in
leprosy, cutaneous and subecutaneous inoculstion with
Leproma extracts produces no resction. Inoeculation
with Tuberculin, Leprolin and Nastin often leads to
marked resctions on later injection but their speci-
fieity is doubtful”,

STEIN also reports numerous cases of the §0m |
called Leprosy erysipelas, These cases show a sudden |
high temperature, with headache, 1In a few hours a
bright red area appears on the skin., It 1s sharply
defined amd spreads rapidly. The redness diminishes
and ie replaced by a paler flat infiltration like
erysipelas but with a less defined margin., If it per-
sigts, blisters (which contain no leprosy bacilli)
appear on the surface. Some of them change into lesioﬁs
like furuncles, with ulcerstion and loss of substance.i
The pus from these lesions contained ccuntless acid-
fagt bacilli. The infiltration graduslly disappears
from the lesions and scars may be left but STEIN never

saw leprosy nodules develop on these areas, Cne ery-

| sipeloid attack was followed by another, STEIN did

| intradermal tests using an extract from leprous lympk

glands and two cases gave marked positive reactions,

These/
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These reactions were not present after the attack.
He therefore concludes that the so-called leprosy
erysipelae is due to an allergic condition of the
gskin and corresponds to the erythematous and papulo-
necrotic tuberculides of tubercle.

The fact that in the ordinsry case of
nodular leprosy the lesions are teeming with bacilli
is very much against the mtient being sensitised.

If he were sensitised the presence of the bacilli in
the skin would cause & more marked reaction, which
would inhibit the growth of the organism. In tuberclé
of the skin very few organisms are present in the
lesions because the sensitisation reaction tends to
check their growth and spread, Similarly in tertiary
syphilis the gumma contains very few spirochaetes,

Therefore from the negative results of
attempts to produce cuti-reactions with leprous ex-
tracts and the presence of large numbers of bacilli
in the lesions, if any sensitisation occurs in leprosy
it must be very slight. The various reactions in
leprosy from Tyberculin are not & reliable guide as
it is admitted that many csses of leproéy are also

infected with tuberecle.

EYDATID/
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HYDATID DISEASE.

The rashes produced in cases of hydatid
disease from rupture of a cyst have already been re-
ferred to p. ( 79 ). The fact that these rashes
occur show that the skin is sensitised., It is, there-
fore, to be expected that such cases will give a skin
reaction. SERRKR}ecommands the intradermic test,
introduced by CASONI, ss an accurate method of diag-
nesing hydatid disease, 0°5 cc, of clear fluid from
& hydatid cyst is injected intradermally into the skin
of one arm and the same quantity of normal saline
golution =2s & control into the other arm. In positive
cases within a few hours an extensive erythema with
oedema appears round the area, There is also usually
considerable iteching. The reaction takes several days
to subside, It has never been found positive in any
cther condition than hydatid disease, but it may be |
absent, if the cyst wall is abnormally thick or calci-:
fied, so that.there is not sufficient absorption from
the cyst to sensitise the patient., The test is ex-
tremely useful in the diagnosis of doubtful cases, A

pogitive result may be taken as proof of the diseasge

| but a negative result does nct absolutely exclude it.

INFECTIOUS/
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INFECTIOCUS DIARRHCEA,

(42,
BAKER in 1917 did intracutaneous tests with

the orgenism of infectious disrrhoea in 33 cases.
The reaction wes positive in 85% of the cases and

negative in all the controls,

ULCERS DUE 7TC PENICILLIUM GLAUCUM.

14 19’
REBAUDI and FODESTA report & case of multiple

ulcers of the legs in a girl, 14 years of age. From
the ulcers a culture of Penicillium glaucum was o0b-
tained. A filtrate of the fungus culture gave a

pogitive intradermic reaction.

MENINGOCCCCUS INFECTIONS.

1225
KARSNER and ECKER quote GAY and MINAKER'S

work on the intracutaneous reaction for the detection
of meningococcus carriers, They used an emulsion of
powdered meningococei of five strains, They obtained
reactions in 64°5% of known carriers and in 26+4% of
non-carriers, They do not consider the reaction use-
ful in diagnosis but suggest that in carriers there is

some degree of acquired resistance.

CUTANEOUS/



CUTANEQOUS REACTIONS TO VACCINE VIRUS.

In his work on vaccination JENIER noticed
that in persons who had been previously vaccinated, a
second vaccination produced a mild loeal reaction
only. Pirque?minvestigated the matter thoroughly and
showed that on revaccination the patient did not de-
velop the usual vaccine vesicles but showed & reaction
with papule formation and erythema which subsided in a
few days, This is an example of allergy. An attack
of small pox or vaccinia by vaccination alters the
reactivity of the skin so that it becomes sensitised
and any further attempt at revaccination produces a
reaction analagous to the Tuberculin Pirquet resction,
These sre the cases of vaccination which do not "take",
The reaction is often called an immunity reaction but
it is really a sign of hypersensitiveness., The re-

action is protective as it prevents a reinfection

with vaccinia.

MALIGNANT DISEASE.

/23,
RAVENNA in 1912 took & non-ulcerative Carci-

noma of the breast, cut it up and pounded it in a mor-

| tar and added physiological salt sclution 1 in 4, This

wag ghaken for 24 hours, filtered in a wide-pored

filter/
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filter and the filtrate used for skin tests., DTwenty-
four patients with Csrcinoma of lip, larynx, aesopha-
gus, nose, rectum, breast, stomach or pancreas were
tested by the Pirquet method. Only two gave positive
reactions, The other 22 cases, although the test was
repeated, were negative, In 2C control cases suffer-
ing from diseases other than Carcinoma the tests were
all negativef In 21 cases of Carcinoma fested by
the intradermal method 6 reacted positively and 12 con-
trol cases were a2ll negative,

HMurther evidence i1s necessary before any

conclusions can be drawn as to the vslue of the tegt.

ULCUS MOLLE, GSO0FT SORE.

1430,
ITO in 1913 did a number of experiments with

DUCREY'S bacillus. Rabbits were injected every five
days for three times with an emulsion of killed
strepto~bacilli. A fortnight later intracutaneous
injection of the strepto-bacillus emulsion gave posi-
tive reactions which did not occur in control animals,|
In man similar injections of strepto-bacillus vaccine
in an individual who had never had soft sore caused
the appearance of & marked reaction on testing the
skin intradermally ten days later. In eleven cases
of ulcus molle with buboes all gave & strong positive
reaction to the intradermic test, IT0 considers the

reaction/
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reaction specific and an aid in confirming the diag-
nosis of soft sore.

ITO found that by previous treatment with
strepto-bacillus vaccine ne sctive immunity can be
produced, but, as already shown, by previous trest-
ment with strepto-bacillus vaccine or by a previous
soft sore infection hypersensitiveness may result,
Pagsive anaphylaxis can be produced both by the serum
of guinea-pigs sengitised to the strepto-bacillus snd
by the serum of patients with buboes. The precipi-
tation, agglutination snd complement-deviation tests
both with patient's serum and the serum of previously
vaccinated animels did not yield any noteworthy re-

sults.

CUTANEQCUS TESTS IN PREGNANCY.

1425,

BENGLEHORN and WINTZ in 1914 did cuteneous
tests with extracts of placente in csses of pregnancy.
They clsimed to obtain favourable results 2s to the
specificity of the reaction, Eﬁcﬁm;nd DE JONéﬁ;ade
similar tests but could not confirm these observa-
tions, Likewise FALLS and BﬁRTLET;%;aﬁe cutaneous
and intracutaneous tests with whole placenta and
various fractions of placenta. ILike ESCH and DE JONG
they failed to find any evidence of specific sensi-

tisation. They conclude that the pregnant woman is

certainly,/
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certainly not & sensitised woman in the usual sense,
STOKES explsins the non-specificity of these reactions
on the anti-ferment adsorption theory of sensgitisation.
He quotes EGGSTEIN and PETERSEN'S experimental work
on the antiferment-adsorption capacity of the placenta,.
In pregnancy there is known to be a rise in antitry-
. pbic=-titer in the serum which also supports the theory
of antiferment-adsorption and might explain the want

of specificity in the reaction.

CUTANEOUS REACTION IN CANINE DISTELPER.

1431,
KOLMER, HARKINS and REICHEL in 1916 did

intracutaneous tests in dogs with distemper using

the Bac., Bronchisepticus (Ferry, M'Gowsn) which is the
probable cause of Distemper, The highest percentage
of positive resctions occurred among dogs suffering
from distemper when the tests were made and amongst
those known to have had distemper. These observers
think that the test may prove of value in the diag-
nosis of distemper and as &n index of previous infec-
tion in an animal. The test has probably no value as
an index of immunity as an animal showing & positive
reaction is still susceptible to & relapse of the

disesse,

SCHICK/
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SCHICK TEST FOR DIPHTHERIA.

The Schick test is not really comparsable

- with the cutaneous tests being discussed, as it ie
not a sensitisation resction but depends on the presence
or absence of the diphtheria antitoxine. The so-called
pseudo-reaction in this test was first described by
P&RK, ZINGHER and SEROTK?' It consists in & small area
of redness and infiltration &t the site of injection

. within 24 hours. Injection of bouillon alone, gives
thié reaction. They consider it an allergic reaction

é due to the proteins in the broth used to prepare the

| diphtheris toxine., XOLMER and 1.;Iosm£§3'and WEAVER and

1435

MAHER agree with this view, These pseudoreactions can

. be detected by doing control tests with the broth only,

CUTANEQUS PROTEIN TEBTS IN
ZCZEMA, URTICARIA ETC,

} Before digcussing these tests I propose to

' put on record my own experiences with them. I used
the Arlington Chemical Company's produets in powder

| form, A small rounded burr was used to scarify the

. skin short of drawing blood; a drop of deci-normal
sodium hydrate solution was placed on this with =2
glass rod, then a few grains of the protein powder on

| a thin glass rod were mixed with the sodium hydrate

| and/
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and gently rubbed in, The powder dissolves immediately
in the slkaline solution., The tests were done as &
rule on the front of the forearms, the control, into
which the sodium hydrate sclution only was rubbed,
being placed near the elbow and the others lower down
In two or three rows at intervals of about an ineh,

The control was placed near the elbow, as I can con-
firm the observation of other workers, that that area |
of skin is slightly more sensitive to irritation than |
the rest of the arm, Fifty different proteins in all
were used, Most of the cases were tested to about 30
of these, a selection being made of the substances

most likely to react according to information obtained
from the petient. Patients were not tested to foods
which they said they never ate, Although the tests

are quite easy to carry out, the chief difficulty which
I had, was to know what constitutes a positive re-
action. INo reaction was considered positive unless

it was at least twice the size of the control. Re-
actions only very slightly larger than the control

were marked as doubtful and looked upon as probably

. negative, Some of these doubtful reactions were re-

peated and in every case turned out to be negative,

When a positive reaction was present there was no doubt

| about it (Cast 28.) (Plate 50. ). Aan irregular wheal

was produced with a wide area of erythema spreading

ouf/
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out irregularly in ell directions for a counsiderable
distance, <A reaction was not considered positive
unless both wheal and erythema were mwesent., A wheal
alcone or erythema alone was not considered positive.
The reaction was usually quite distinct in 10 minutes,
at its maximum in 15-20 minutes amd was fading in a
little over half an hour, I have never seen delayed
reactions as deseribed by FREEMAEm;nd others although
the cases were carefully examined for them. @ach
worker has his own standard of what constitutes a
Sositive Tesation: - 0s7, WUITE sotnilerel & apule
sufficient but as he often found this on the control
it is obviously a false standard. STRICKLER and
GOLDBER:';?&:’Lnsist cn the reaction lasting 48 hours be-
fore they consider it positive, but these were intra-
dermiec and not the ordinary cutaneous tests, SCHLOSS/{TZI
TALBO%?'SMITH and others considered the resction posi-
tive even although lasting about half an hour or €o.
SUtiG i "5 seaniion bk postiied dileee 0%
is three times the size of the control, But most of

those

¥

who have used the tests extensively and especi-
&lly in asthma are agreed that the resction is & wheal
at least half as lsrge as the control surrounded by a
zone of erythema.

Uy results are shown in tabular form. 34
cases were tested, consisting of 21 cases of chronic
dermatitis (eczema) 4 of Prurigo, 8 of Urticaria in-
cluding urticaria papulosa and one of Dermatitis Her-

petiformis. _
DERMATITIS/
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Curqneous PROTEIN  TASTS
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3 4_ CASEs gf S‘](/Af DISEASE.
POSITIVE J‘f’%ﬁc T,«;mrs are 7}:&77@&( O =
NEGATIVE : 3 A
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DERMATITIS CASES.

1., PFive of these cases were children under 3
yeﬁrs of age, with the ordinary infantile eczema.
Iwo gave an entirely negative result, 2 gave doubtful
reactions and one was positive to egg white and wheat,
Cutting these articles out of the diet of the last
case however had no effect on the dermatitis.

2. Of the seven cases between the ages of & and
14 years, 3 were entirely negative, 2 gave doubtful
(probably negative) resctions and 2 gave definite
positive reactions, Of the negstive cases one (J.M.
sge 14) a very chronic and extensive dermatitis, later
recovered completely after a course of intestinal
lavage at Harrogate so that he was probably not a
food case but a sensitisation to a bowel infection,
Another of the negative cases (H. B-J) age 7 years,
also suffered from Asthma. He had his tonsils and

adenoids removed but with no improvement on the erup-

tion, A sister of thig patient however, who also had
suffered from dermatitis and asthma, had recovered
completely after her tonsils and ademoids were removed .

Cf the positive cases lII.H. age 5 years, gave a very

| marked reaction to chicken but removal of chicken from |

the diet and also feeding him on it had no effect on |
the eruption. The case Il.S. aged 7 years is the one
from which the Cast (No. 28. ) was taken, In this

case/
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case there was a marked reaction to egg white and egg |
yolk; also to beef and chicken but these reactions are
not shown in the cast as they were done on the other |
arm, This case was & most successful one. Removal
of egg, beef and chicken from the diet caused the
eruption to disappear very rapidly although the child
had suffered since infancy.

3, Of 9 adults between the ages of 22 and 60
years, only two gave positive reactions. One rescted
to egg yolk, beef, wheat and tomato, the other to egg |
yolk and sheep's wool, Both these cases also suffered
from asthma., In the first case dieting on the lines
suggested by the eruption had no effect upon it, |
Similarly cutting eggs out of the diet had no effect |
- on the second case and rubbing wool on the skin did _
not produce a dermatitis nor did inhalation in close =
proximity to wool produce an attack of asthma.

These results are rather disappointing when |
compared with those recorded by others. RAMIREZ in
78 cases of ecgema in children under 2 years of age
had 30 positive resul ts,

1453,

O'KRAFE in 70 cases of eczema found 417
positive and in breast-fed infants out of 41 cases
found 61% were positive to one or more proteins,

1440,

BLACKFAN in 27 cases in infants and adults found 22
u7g.
reacted positively., C.J. WHITE found 30% were positive

but as already mentioned I do not consider his results
/482, 1663, |

reliable, SCHLOSS in 77 cases of eczema in children
found/
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found that 50 were positive. TALBOT in 16 cases of
eczema in infants and children found that 877 gave
positive reactions to egg-white. ¥FOX and FISHE%“%es~
ted 80 cases by the cutaneous method in adults end
obtained 19 positive reactions. ENGMANN and H&NDER&¢Q
obtained positive reactions in 787 of cases of infan-
tile eczéma end in 38% of chronic extensive eczemas
in adults. S?RIGKLEﬁﬁgid intradermic food tesgts in
46 cases of eczema and obtained positive results in
80%.

The published results of others therefore
show on the whole & larger proportion of positive
results than I obtained but all agree that the younger
the patient the more likely is he to react to a food

protein and multiple reactions are the rule rather

than the ekception.

FRURIGO (OF HEBRA)

Pour typical cases of Prurigo were tested
and only one gave any reaction and that to egg-white,
egg-yolk amd cod. Lxclusion or inclusion of these
foode in the diet did not affect the eruption in any
way. I can find no other record of food tests in

cases of Prurigo,

URTICARIA/
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URTICARIA.

Qut of 8 cases not & single positive reac~
tion was obtained. Five gave doubtful, probably
negative reactions. One of these cases has already
been mentioned under utrticaria and eventually recovered
completely after two teeth were extracted.

ENGUANS and WANDER obtained positive resctiots
in 79% of his 19 cases of urticaria. SCHLOSS in 60
cases of urtiecaria only obtained positive reactions
in 10 and in 14 cases of angio-neurotic oedema only
two gave positive resctions, These two cases both
suffered from the eruption when fed on the protein,
to which they reacted. SLRICKMQE:‘L?‘&sing the intradermic
method, obtained 8 positive reactions in 10 cases, i
The results of ofhers are more encouraging |
than in my cases. One of the chief difficulties in
articaria is that many cases react so markedly to the

mechanical irritation produced in doing the test that

1t is impossible to gain any information from the

tests,

DERMATITIS HERPEDPIFORMIS.

I have only tested one case and this case
gave doubtful reactions to vesl and barley, ENGUMANN

and WANDER state that in D, herpetiformis the number of

| cases reacting positively iIs negligible. 11 cases were

examined/
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exanined and only one gave a slight reaction and that
to horse-dander,

In several other skin diseases the protein
skin tests have been applied in a few cases. ENGMARN
and WANDER found that in erythem8 multiforme and pemp-
hiizus the number of cases reacting was very small. |
SCHLOSS tested 7 cases of E, Multiforme and in one
cagse which reacted to pork the elimin&tion.of that
article from the diet cured the case. This patient

was later immunised by injections of pig's blood

Serum,
k2.

COXE also reported two cases of Pruritus ani|
one of which reacted to potato and the other to pork.
On removing these arfticles from the diet or feeding
the patient on them the condition disappeared and re-

appeared accordingly,

ASTHMA snd HAY-FEVER, ' |

Cuteneous protein tests have been used ex- |
tensively in Asthma and hay fever by wALKEg%.RAMIﬁﬂgj'
and others. The tests have been found on the whole
to be even more relisble than in skin diseases, The
results with food proteins, pollens and enimal hairs
give very useful information as to the cause of these

conditiong., In chronic cases of asgsthma however the

condition /
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condition is complicated by secondary infection of the

respiratory trﬁct with organisms s¢ thet removal of

the food frcm the diet does not always cure the asthma,

OTHER LMETHODS OF PERFORMING SKIN TESTS,

Instead of using & burr to make the scari-
fication for the cutaneous tests some make a series
of small scratches with a needle whilst others make
short superficial cuts with & sharp knife. The latter
method has the advantage of eliminating the effect
of trauma from the reaction,

The intradermic method by which the dissol-~
ved protein is injected with a sharp needle intc the
skin has been used especially in asthma.

Most of the work in protein tests in skin
diseases has been done by the cutaneous method.
CHANDLER , WALKER and ADKIRSCﬁﬂ}eport that the intra- |
dermic tesgt is much less specific than the cutaneous
one, 1t is too sensitive, is more difficult to do
and may ceouse the patient considerable discomfort,

It is a8lso not practicable where many proteins have

to be tested, It gives reactions which dc not separate
closely related proteins and therefore the ordinary
cutaneous tests are to be preferred,

I used powdered extrscts of the proteins

dissolved in alkali applied tc the skin but numerous
firms/
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firms have now put on the market proteinsg in solution
in capillary tubes, Besides being more expensive
where many tests have to be applied the method is much
more cunbersome than the use of the powders. To get
over this difficulty tests have been made with groups
of proteins containing several allied substances, in |
one solution, If & reaction occurg to one group,

then one must test again with each member of the

group,

THE VALUZ OF CUTANEOUS PROTEIN

TESTS 1IN BSKIN DISEASES.

In the 34 cases which I tested only 6 re-
acted definitely positively viz; O cases of dermati-
tis and one of Prurigo, That of course does not
necessarily mean that all the negative cases were-not
sensitised to something. One cannot test every case
to every possible protein and there is always the
possibility that the patient might be temporarily de-
sensitised., The reaction seems to vary very much
from day to day and there :are numerous cases recorded

where it was present one week and absent the next,

MULTIPLE RBACTIONS raise many interesting
points., As in the plant dermatites there seem to be
group reactions. A guinea-pig sensitised to sheep
serum will also react but less violently to goat

26!
serum, WALLS and OSBCRNE have shown that preparations

of/
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of legumen from the pea and vetch are very similar,

if not identical and a2lso the gliadin contained in
wheat and rye. They have also obtained cross reactions
between gliadin from wheat and rye and hordein from
barley. HOLOBUT has found the same group reactions
in bacterial proteins. He found that reactions could
be produced in typhold cases with B. Coli and Cholera
vibrio as well as with B, Typhosus. FREEﬂAﬁmias shown
that an asthmatic sensitive to horse serum will give
a8 marked skin reaction to that serum and also & dis~-
tinct but lesser reaction to the sera of all the '
equidae,

WELLS is of opinion that multiple reactions |
are the result of common groups in the protein mole-~
cule even though the proteins may sppear to be chemi-;
cally distinet, These facts may account for some of
the multiple skin resctions where a patient reacts |
to wheat, oatmeal and barley or other cereal, |

On the other hand these multiple reactions
m&y be due simply tc a multiple sensitisation becausei
if a person can be sensitised to one protein he may |
be sensitised equally easily to several, The fact
thet a cagse of dermstitis gives a positive skin re-~
action to a certain food does not necessarily imply
that that food is causing the dermatitis. The re-
action persists long after the food has ceased to
cause symptoms., In cases of infantile eczema, where

multiple/
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multiple skin reactions occur, the disease may not
always be due to the same protein all through its
course, These cases notoriocusly have remissions and
exacerbationg and these could be explained by the

child becoming sensitised say to egg and having a
dermatitis from egg for several weeks. If continuously
fed on egg, the c¢hild would become desensitised and the
eruption improve or dicappear the gkin test, however,
still remdining positive. IMeantime he might become
sensitised to another food such as wheat and so the '
process goes on till at about 3 years of age, when
these caseg usually recover, the child has become
desensitised to all the common foods.

ARE THE PROTEIN SKIN REACTIONS SPECIRIC?

BL&CKF&EQEn 43 persons (infants and adults)
who had never had sczema found that only in one did heE
get a positive skin reaction. This case might howeverl
have previbusly had some other condition, such as ;
urticaria, which might have accounted for the reactionl

1438,

-----

of normal children and found that "in the normal child
the incidence of protein sensitisation is negligible.
Therefore we may assume that a positive reaction %o
any protein means that the patient is or has been

sengitive to iti.

VALUE/
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VALUE COF THE LREACTIONS.

T¢ be of any value from the therapeutic
point of view positive reactions should enable us S0
to regulate the diet as to cure the condition. In my
five positive cases in only one did cutting out the
foods indicated by the skin tests cure the condition
and that in ten days or so., In the other four cases
dieting had no effect, not only so but feeding the
patients on foods to which they reacted did not make
the skin eruption any worse.

RAMIREgﬁfouﬂd in 3C cases of eczema as a
result of dieting based on the skin reactions that ten
were cured, twelve improved and eight unaffected.
ENWMIANN and WAﬂDEghgcunﬁ the tests of great therapeu-
tic and diagrnostic value in urticaria and eczema but
the method regquires time and patience. In every in-
sténce where the diet could be absgolutely controlled
as in infants, the results were excellent, but in
adults it is very difficult to control the diet pro-
perly, because the patient, sensitive to a food such
as eggs, may stop eating eggs, yet continue to take
them in small guantities in other foods such as cakes,
puddings ete, STRICKLE§€}0und that in 46 cases of
eczema showing positive reactions in 70%, 50% of these|
were in greater or less degree benefited by éhange of
diet =s indicated by the reactions. In urticaria only

the/
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the acute cases benefited by suitsble die ting.

Positive resctions have been obtained by
various observers to practieally all kinds of foods
both animal and vegetable., Lzg however seems to be
the commonest food. O'KEEFgﬁBbtained a reaction to

ege in 41% of his cases, TAIBOT, SCHLOSS and others
agree with thig, but RBAMIREZ and FOX and PISCHER found
that the proteins of cereals and vegetables were very

frequently the cause of positive reactions,

THE HISTOPATHOLOGY OF POSITIVE
CUTANEOUS ' RBEACTIONS.

Isi2, 1513

ISTRICKLER, and STRICXLER and ASNIS examined
the skin microgcopically in Tuberculin Pirquet tests,
food and Luetin tests. They found that in food and
Puberculin reactions there was & mononucleated cellu-
lar reaction in the more superficial part of the
corium with a polymorphonuclear cell infiltration in
the deeper parts. In Iuetin-reasctions there was
found a polymorphonuclear cell infiltration with con-
gestion of the blood vessels and necrosis, They are
unable to suggest any cause for the absence of mono-
nuclegted cells in the ILuetin resction,

Seme years ago XLINGIULLER in Breslau ex-
amined the site of injection of 01d Tuberculin given
subcutaneously #nd found it contained typical giant-
cell tubercle nodules,

THECR1AS/
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IHEORIES OF CUTANEOUS LEACTIONS.

The cutaneous reactions are all based on
what ig known as the "Afthus phenomenon"., ARTHUS
showed that if & rabbit receives 5 cc, horge serum
subcutaneously every 6 days, after the first three
injectiong there is no reaction at the seat of in-
jection, but after the fourth injection a local re-
action occurs with redness and éwelling} After sub-
gequent injections a progressively more severe reaction
which may even go on to gangrene, occurs each time,
The animal is sensitised by the injections snd the
more highly sensitised it becomes, the greater the
local reaction, This serum skin reaction is used
now to test patients before injection of antitoxic
sera to see if they are sensitive..

BIBERSTEIN and OSCHINSKiygéscribe cases of a
local reaction on the first injection of rabbit,
guinea-pig and sheep serum into the skin of human
beings. This reaction develops after an incubation
period of 7-8 days. They regard these reactions as

"local examples™" of serum disease.

KR&USéwzid a serieg of experiments to deter-
mine the time which elapses between infection and the
appearance of cutaneous hypersensitiveness. He in-
jected guinea-pigs with two strains of Tubercle

bacilli, one virulent causing general tuberculosis,

the/
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the other benign causing only local gland changes

from which the animals recovered rapidly. Animels
injected with virulent cultures showed increasing
cutaneous hypersensitiveness from the 11th day on till
the 46th day when the disease was well advanced. In
egvery case the reaction was more intense than in the
animals inoculated with the non-virulent cultures.

In the animals Injected with tﬁe non-virulent cul-
tures the reaction increased as the digease developed
but as the disease came to & standstill and begsn to
heal the skin reaction became milder but never entire-
ly disappeared. The local cutaneous reactions in
Tybercle, syphilis ete, have already been described
and need not he further mentioned,

These various reactions may be explained
according to any of the theories which are held with
regard to eanaphylactic shock., If one believes in the
production of & poison (snaphylatoxin) in anaphylaxis
then one explains the skin reaction as the reaction
between the antigen and the antibody to produce this
poison in the skin., leading to a dilatation of the
vessels,cell infiltration and oedema. OCn the other
hand many explain the phenomenon on the physical
theory. This theory explsins better than any other
the non-specific reactions,

SELLEI/
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SELIEI did & number of experiments by doing

cutaneous tests with skin emulsions., He obtained a
more marked reaction on injection of a skin emulsion
into the person from whom the skin waes taken thean
could be obtained from & skin emulgion from snother
normel individual. This he believes to be due fto
gelective hypersusceptibility of tlie normal skin to

its own proteins and suggests the name "Homaesthesia”
for it,
1504.

STOXES 1like SELLEI found that normal skin
reacts to intradermal injection of emulsions of nor-
mal skin with a reaction similar to the luwetin re-
action, No constant specific character could be found
in normal persons for the response towards their own |
skin és compared with that to other skin emulsions.
The skin emulsion possessed no antigenic properties
in a haemolytic complement~fixation cycle, Attempts ;

to sensitise guinea-pigs passively to emulsions of
skin by means of serum from the éonor of the emul-
sion or from another person were unsuccessful, The
injections of skin emulsions into enimals showed no
evidence of active anaphylaxis to the proteins of the
emulsions,

510,

ST0KES also made intradermal tests with a
0¢5% suspension of sgar in physiological salt solu-
tibn. Thig suspension of agar produced in two normal
individuals, who had not been taking Potass., Iodid.

reaetions/
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reactions like the luetin reaction. Intradermal in-
jection of 20% suspension of Bismuth. subnitrate in

s&lt solution in the same individuals gave a slight

reaction,

STOKHES explains the reactions such as thoe
to normel skin, agar, luetin reactions in persons tak-
ing iodides etec.,, as, in part at least, due to the
introduction of antiferment adsorbents, the activity
of which uncovers ferments normslly present in the
individual, He thinks that these proteases split up
the proteins of the bvody with the formation of anaphy-
latoxins which in turn cause focal necrosis and in-

flammation. This explains the non-specificity of the
| cutaneous reactions. The agar skin reasctions corres-
. pond to the anaphylaxis produced by agar, Kaolin and
i similsr substences alresdy described. STCKES points
| out "that the only value of such non-specific ieaetiong .
from the clinieal stand-point, is to messure the
| enzime balance or 1iability and the amount and intensity
' of action of non-specific proteases in the body"”,
Similarly HIFﬁﬂgbtained intradermal reactions
| t0 eolloidal silver preparations. These reactions
never occurred on the first injection, These can be
| interpreted as the result of a disturbance of colloid
equilibrium the preparation scting as an adsorbent,

The guestion as to whether cutaneous reactions
- are an index of resistance or immunity has been fre-

' quently/
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frequently raised. XOLMER believes that there is no
experimental support for the theory that allergiec
skin reactions may be taken as an index of resistance
or Immunity. Positive skin reactions do not run
parallel with the presence of circulating antibodies;
PLETSCHNAR, MEYIR and SHAW showed that guinea-pligs
showing & high degree of acquired immunity to an ox-
ganism as evidenced by strongly positive agglutination|
and complement-fixation reactions and complete re-
sistance to a subsequent Infection with living organ-
ismg, will never give specifie pogitive cutaneous
reactions, A state of anaphylactic hypersensitiveness
can exigt without the least cutaneous hypersensitive-
| ness. As already mentioned under the Tuberculin re-
actions cutaneous sensitiveness only occurs in the
presence of infection. The mere injection of bacterial
proteins will not produce skin sensitiveness. B&Lﬁwf?%
confirmed this by placing in the abdominal cavity of
guinea~-pigs capsules of porous Berkefeld filter cl&yi
some f£illed with living tubercle bacilli 2nd others

with filtered watery extracts of the Dubercle bacillus,
Cytaneous tests were negative on the 15th and 57th
deays afterwards., He therefore concluded that cutaneau%
hypersensitiveness does not develop through the mere
presence of Tubercle bacilli in the hody even although
more or less accessible to the body fluids, Similarly

injections/
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injections of the fatty or waxy substances in the
Tubercle bacilli and extracts of the bacilli them-
gelves did not cause cutaneous hypersensitiveness,

Persons who have had typhoid fever or been
incculated against typhoid will reasct positively to
paratyphoidin, Yet it is known that these individuals
are not immune to paratyphoid.

The cutaneous food resactions persist long
after the patient ceases to have symptoms. The Iuber-|
culin Pirquet reaction persists for life even although|
the diseage is spparently healed, The skin reaction in
pneumonia often only appears efter the crisis when pre-
sumably immunity has been established, Therefore all
the evidence goes to show thet & positive cutaneous
reaction is an indication of sensitiveness but not of
immunity .

inother interesting point ig the difference
in the kind of reaction occurring in different condi~-
tions, Why is the reaction due to food proteins, and
drugs all over within almost three quarters of an
hour, whereas the Tuberculin and similsr reactions
do not begin for 24 hourg and persist for days, 1t
cannot be a question of the degree of gensi tiveness
otherwise they would all begin after the same interval,
but some would last longer than others. It would
. point to there being some fundamental difference be-
| tween the sensitisation whiech occurs in bacterial

infections /
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infections and that which occurs in food &nd drug
sensitisations, The whole question of the cutaneous
reactions requires further work before many points of

importance can be clesrly understood.
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¥ LESENSITISATION.,

begensitication or antisnaphylaxis has already
been discussed, (page 10. ) in 1ts relation to ang- |
phylaxis in general. Its importance in the treatment|

of disease requires that it be further dealt with |

from that point of view. Desensitisation may be

_gpeeifie or non-specifiec,

SPECIFIC DESENSITISATION has already been fully|

described under the different diseases. It has been :
referred to in the prevention of Serum Sickness, in |
Urticaria, drug rashes, plant dermatitis, food |
eczemas, etec. In each of these conditions the de-
sensitisation is brought about by the injection or

ingestion of the same substance which caused the

sensitisation. Autogenous vaccine therapy in digease

&

where an organismal sensitisation occurs such as in

tubercle, certain formg of ringworm, gonorrhoes ete:

has also been mentioned under the different diseases,

OE-SEPECIFIC DESENSITISATION, however, still

reguires to be dealt with. In it,some substance
either resembling -or differing widely from that,
which caused the sensitisation is used., These sub-
stances may be roughly divided into three groups.

(1) Won-specific Protein desensitisers such
as bacteria,peptone, milk ete.

(2) /



(2) Auto-and hetero-serum treatment, and

(32) Non-specific vaccines, |

HON-SPECIFIC PROTEIN THERAPY.

This method of treatment is slsoc knewn as
intravenous protein therapy, proteln shock therapy andi
pyrogenic therapy, (AULD). Intravenous injection of
foreign proteins gives rise to a falrly definite traini
of symptoms quite irrespective of the protein injected.
Many proteins have been used, chlefly bacterial emul- |
sions, especially of the coli-typhoid group. Peptone,!
milk, auto and hetero-sera have also been largely !
used . !

A great deal of woxrk has been done, especial%
1y in America, by injecting pon~syecific bacterial ‘
suspensions intravenously, It has been shown that theI
same results can be obtained by bacterial vaccines, |
e.g. B, Typhosus or B. Coli in typhoid fever as by
non-bacterial substances, e.g. normal serum, Sod,
Nucleinate and colloidal metals, The injection of
these substances causes a febrile reaction (103-104°) |
with a rigor which is thought to be essential if bene—i
fit is to result. If large doses are glven nausea
and vomiting may result. Before the rigor there is
usually a leucopenia followed by a msrked polymorpho- ‘
nuclear leucocytosis (sbout 40,000) reaching its |

maximum 2-12 hours after the rise of temperature,

Zhere/ |
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There seems to be no special relation between the |
degree of leucocytosis and the beneficial results
following the injections, Most of the cases so treat-|
ed were cases of typhoid fever and arthritis but pneu-
monia, gonorrhoeal complications, diphtheria and sep- |

gis were also treated. In typhoid fever cases the

‘temperature falls by c¢risis after 2 or 3 injections. |

Similerly the temperature in pneumonia may ccme down |
by erisis or lysis after a single injection of typhoid‘
vaccine, !
The resction produced in these csges is |
known as the "oprotein shock reaction" and is indepen- |
dent of the vaccine used, i,e. it is not specific,
XRAUS and Hﬁﬁﬁﬁyfound that they obtained theI
game results with intravenous injection of typhoid

vaccine in both typhoid and paratyphoid and also in

typhoid with Coli vaccines. Numerous other observers

lay stress on the non-gpecificity of the reaction.
|

It is supposed to be due to the protein in the bacteria
ag distinet from the toxine. It acts by strengthening |
the defensive mechanism in the body. As WILLIANS i
especially emphasises, in every specific infection

there is probably a non-specific element due to the

protein of the organism. The toxines are specific for|
each digease but the protein sensitisation is the same

in all, hence the symptoms common to all specific

1534,
infections., MILLER has shown that diphtheria can be

successfully/
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gsuccesgsfully treated with normal horse serum if

given early enough so as to counteract the organism
before it has had time to produce its toxine and anti-
diphtheritlc serum probably acts both by the anti-
toxine neutralisging the t oxine and the horse serum
combating the diphtheria bacillus,

DAVIS and ?ETERSEETLby experiments on dogs
with thoracic duct fistulae, showed that recovery
following protein shock therapy is due to changes in
lymph rather than the blood serum, There is an in- |
crease in the flow of lymph, Fluids rich in antibody
are forced into the lymph chammels, DAVIS and PETER-

SEN state that bacterial infections not confined to |

lymph spaces will not be influenced to the same effect
by shock therapy. De CASTELLO supports this view asl
he obtained a rapid fall of temperature by lysis or
crisis in typhoid patients after the shock reaction
but injection of a similar dose of vaccine in typhus
fever was without effect. DAVIS and PETERSEN also
attribute the benefit of protein shock to the great
increase in the antiferment which enters the circula-
tion through the lymph stream. Bacteria proliferate
best where the antiferment is absent and after protein
shock any increase in the antiferment would inhibit

the growth of the invading organism.

BULL/
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516,
BULL in a series of experiments on rabbits

found that the intravenous injection of typhoid vaccine
|

does not cause specific stimulus, Unlike ordinary
vaccine treatment, there is an immediate increase in
antibodies. There is no preliminary negative phase.
There ig a rapld mobilisation of normal antibodies,
thus increaging their concentration in the blood, to
be followed later, as in other forms of inoculation,

by the production of so-called scquired antibodies.

VACCINE/
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VACCINE PROTEIN SHOCK IN SKIN DISEASES.

It is well known that certain gkin diseases
such as psoriasis, mycosis fungoides and leprosy,
benefit by intercurrent infections in whieh a high
temperature occurs. ENGMANN and McGARRéFgmployed
intravenous injections of typhoid vaccine in doses of
75 to £E00 millions. All cases showed a definite rise
of temperature (100°-105°F,) and all showed & slight
rise in the number of leucccytes after each injection.
In all cases the skin lesion, especially in Lupus
erythematosus became much redder and sometimes itched
for 1-3 hours after the injection and Herpes labialis
was & common occurrence, Five cases of chroniec Psor-
iasis were treated. Injections, beginning with 100
millions, were given every three days. This caused
the skin leésions to clear up, scaling diminished, and
brown areas were left where the spots had been. But
even in the most favourable cases, relapse occurred in
a short time.,

Six casesg of chronic Lupus erythematosus
were treated similarly. All were cases which had resis
ted numerous forms of treatment ineluding X-rays and
CO2 Snow. All improved markedly. A case of Para-
psoriasis was also markedly improved by the injections
and 5ne of Dermatitis Herpetiformis to a slight degres,
In a case of Darier's disease one injection stimulated

the formation of hew lesions. Cases of Syphilis in

e e



were trested
various stagesand in some, especially nodular lesions,

the eruption disappeared and left pigmented areas.
A case of Acute exfoliative dermatitis showed great
improvement,
ISkl

SCULLY treafted 8 cases of chronie psoriasis
with intravenous injections of typhoid vaccine com-
bined with suitable local treatment. After the fLirst
or gecond injections the lesions became less inflam-
matory but not smaller in size. Wren this was follow-
ed by the local application of chrysarcbin ointment
the lesions entirely disappeared in 8-16 days, i.e,
much more rapidly than occurs in treatment with chry-
garobin alone.

SUTTO§£%feated cases of Psoriasis similarly.
e used a mixed B.Coli vaccine intravenously every
2-5 days, simultaneously with the local application
of 20% chrysarobin ointment. The disappearance of
the eruption was very rapid,usually, in seven days on
an average, CAPELLI and SIGNGRELLf?hsed a cholera
vaccine in physiological salt solution intravenously
injected, HKach case received only one injection
which was followed by a rise of temperature for a
few hours. In a case of Pemphigus vegetans the-’lesicns
showed a definite diminutioﬁhfor some days followed
by a slight recurrence of eruption. In two cases of
pustular eczems there was a diminution of inflamma-
tion and suppuration, but an attack of Influenza

caused a recrudescence of the inflammation, In =

case/
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case of Tupoid Sycosis the result was nil, In four
cases of secondary syphilis & partial or complete
resolution of the eruption took place, From all
these results therefore it is evident that by injec-
tion of non-specific bacterial emulsions an improve-
ment in or disappearance of the eruption occurs in
almost all the diseases treated., It would seem that
a temporary desensitisation takes place, so that
local treatment, as in psoriasis, hasg a much more
rapid effect than usual. The improvement, however,
seems to be .only temporary so that the method is on
the whole of rather doubtful value, except as an aid

to local treatment.

TREATMENT OF OTHER DISEASES WITH
INTRAVENCUS INJECTIONS OF VACCINE.

1526,
GOW has found good results in the treatment of

local streptococcal infections such as cellulitis
with intravenous injections of a sensitised strepto-
coccal vaccine. Similar good results were obtained
in streptococcal septicoemia., Arthritis was also
benefited by intravenous vaccine injections provided
the treatment was given early in the case,
PETERSEﬁﬁ;ecords marked improvement in a
case of acute multiple arthritis from intravenous
/518

injections of typhoid vaccine. CECIL treated 40 cases

of acute rheumatic, toxic and gonorrhoeal arthritis
with/
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with a gsimilar vaccine., The result was a rapid re-
covery in most of the rheumatic and toxic cases usually
after two doses. The gonorrhoeal cases wereinot much
benefited, MILLER and T.-IISégaznd COWIE and CATHOUN,
also report good results in both acute and chronic
arthritis.

151,

COWIE and BEAVAN used a typhoid vaccine by
intravenous injection in cases of Influenzal pneumonia,
It caused a termination of the acute symptoms in 1-3
days. The vaccine must be given before the third day
of the disease.

1535,

MILLER and LUSK treated cases of typhoid
fever with typhoid vaccine intravenously and obtained
the same beneficial results as they obtainéd with
albumose.

1539,

ROBERTS, DUDLEY and CAREY in cases of Infle-
enzal pneumonia treated with intravenous injection of
vacecine, had a mortality of 11°3% as compared with
31% in cases not so treated. SQUIER also reports as-
tonishing and rapid improvements in 2 cases of in-
fluenza pneumonia from injection of typhoid vaccine.
WELLS similarly reports good results. JCHIKAWA  LUDKE,
RUMPgM;nd BIEDﬁflall record similar satisfactory re-
sults with intravenous vaccine therapy in typhoid
fever, It did not matter whether the vaccine consisted
of B, typhosus, B, Coli or B, pyocyaneus the results,
being the same in all cases.,

PEPTONE/
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PEPTONE [T[HERAPY.

Peptone has been used extensively in the
treatment of disease by intravenous injection in the
gsame way a8 bacterial suspensions.

SCHMIDT and MULHETH in 1880 were the f£irst
to study the effects of injecting digestion products
such as peptone. FAﬂgﬁﬁn the following year also
worked on the subject. These observers noticed that
"injection of peptone caused an intoxication characteri-
sed by an alteration in the coagulability of the blood.
BRIEGEﬁﬂihought the effect of the injections was due
to production of a toxic substance which he called
"Pepltotoxin", Similarly PICK and SPIRSwgonsidered the
result due to a hypothetical substesnce which they
called “?eptozyme". But later CHITTENDEN, MENDEL and
HENbERSOﬁiand UNDERHILL and HENDRIggghowed that the
previous workers had been using impure peptones and
that much of the result was due to the presence bf
proteoses.

17,

In 1907 DE WARLE pcinted out the striking
apalogy between the effects of peptone injections and
anaphylaxis, VAUGHAN'S work on the cleavage of pro-
tein in Anaphylaxis seemed to support the sugge stion
that anaphylactie shock and peptone shock were the same
thing. The work already described on agar intoxication
by NOVY snd DE KRUI;?;howed the production of agar
anaphylatoxin, Ry injecting guinea-pigs with peptone

they/
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they showed that that substance produced the same
effect as was produced by anaphylatoxin from agar or
in gpecific anaphylactie shock., They found that the
injections caused dyspnoea, spasms, convulsions, loss
of control of the sphincters, low blood pressure,
death by stoppage of respiration, the heart continu-
ing to beat for some time. They also claim that the
post-mortem findings in peptone shock are the same as
in typical anaphylactic shock, viz,distension of lungs,
absence of clotting of the blood etc., The lethal dose
varied, the minimum being 0+5 grm., per kilo body
weight., A certain immunity or tolerance is establish-
ed after a non-fatel injection of peptone. Opinion

is divided as to whether the shock produced by peptone
injectione is identical with anaphylactic shoek or
not, Certainly there are many points of similarity
Hatipeen the ‘wd sencilens. RUSHNYAR wew the Lizetita
notice in protein shock a change in the antiferment

in the serum, He concludes that, because in anaphy-
laxig the antitryptic power of the serum is enormously
increased, "anaphylaxig is a condition produced by
albuminoid substances which result from an abnormally
rapid parenteral fermentation (peptone poisoning).
NOVY agrees with the view as he found that when normal
serum is digested with Witte's peptone, a toxiec sub-
stance results which he believes to be identical with
that which occcurs in the body cells and fluids during
anaphylasctic shock.

Much/
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Much work has been done on the blood changes
in peptone shock, PFall of blood pressure, leucopenia
hyperviscosity, decrease of coagulability all occur
as in anaphylaxig, BRODIN and RICHE;M;id experiments
to show whether peptone could prevent or attentuate
anaphylactic shock, Dogs were sensitised to horse
gserum and one hour before the toxogenic doge was
given peptone was injected intravenously. This had
the effect of causing only very slight symptoms,
whereas in control animals, where no peptone was given
the animals showed very marked anaphylactic shock., |
LARSEN, HAIGH, ALEXANDER and PRDDOC%?-however, were
not able to confirm this, BESSAU, OPITZ and PREUSSE:!?*’
also from their experiments on gulnea-pigs proved
that, in doubly sensitised animals, antianaphylaxis,
if produced, is a2 non-gpecific process as regards the
" antigens previously used. Similarly the disappearance
of precipitin from a serum was found to be non-specif-
ic, These results support the argument that peptone
may act similarly to any antigen.

WEIﬁézés shown that if the normal liver of
the dog be perfused with peptone solution it gquickly
presents the swelling and capillaery congestion seen
in anaphylactic shock in these animals., He does not
think that anaphylactic shock is due to the production
of peptone-like bodies in the circulation, but to a
reaction on the sensitised liver cells and so in

peptone shock the effects are due to the change in the

liver/
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1582,
liver cells produced by the peptone. _HISANOBU con-

firmed WHIPPLE and VAN SLYKE'gnfesults which showed
that the injection of protecses into the blood causes
a great and rapid increase in autolysis of the body
proteing resulting in a marked increase in urea nitro-
gen and in  non-ures- and amino-nitrogen in the blood
gserum. He found the changes in the nitrogen constit-
uents of the blood in anaphylaxis to be similar to
those in peptone intoxication but more intense. Both
anaphylaxis @ peptone intoxication lead to an abnor-
mally rapid autodigestion of tissue protein. The
causative factors as yet undetermined, are probsbly

the same in both cases.

WHAT SUBSTANCE DPRODUCES THE PEPTON® SHOCK?

The question arises a2s to whether peptone
ghock is not due to the Histamine which is present in
commercial peptones and proteoses, Histamine shock
has already been referred to p. ( Z4- )., HANKE and
.KGESSLEéﬂ$ound that WITTE'S peptone contained not more
than 0°00335 grm, in 100 grm. peptone. AULﬁﬁg;‘culates
that this would mean that in an average dose of pep-
tone (1 cc. of a 27 solution) there is 1/1500 mgrm.
of Histamine. He found that this dilution gave a
positive ekin reaction in many personse but intravenous

injection of 0+*3 cc. had either a very slight or

negative/
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negative effeet, When this amount of Histamine, how-
ever, was mixed with the usual doses of histamine-
free peptone, the injections give the Histamine effect
in many persons (i.e, flushing, headache, salivation,
palpitation, cymnosis and dysymoea). AULD therefore
thinks that the peptone reinforces the action of the
histamine. The intensity of the effect depends on
the rapidity of injection., The reaction to histamine
comes onat once and is not like that of peptone de-
layed for some hours, and is not associated with a
rise of temperature., AULD states that Histamine
itself is quite useless in the imnmunising process if
not actually harmful, HANKE and KOESSLFR found that
histamine-~free peptone produced the typical peptone
shock,

The skin test can be uged for the detection
of histamine in peptone., A4l individuals gave a wheal
reaction to histamine. If a peptone gives a marked
reaction with the skin test it probably eontainslﬁis-
tamine unless the patient is already sensitive to pep~-
tone, Intracutaneous tests to Histamine are dangerous
as they may lead@ to histamine shock. Thisg is apt to
occur if an intravenousg injection is made soon after-
wards, AUID therefore recommends Armowe No. II. pep-
tone, which never gives the histamine effect.

Commercial peptones also contain numerous

other/
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other bodies which may be the cause of symptoms on
injection, As already shown VAUGHAN found that heak-
ing of protein with alkali in slecohol produces a very
toxie substance of the nature of a proteose., Pure
peptone hes very little toxic effect, and the effect of
Witte's peptone on injection is chiefly due to the
proteoses and albumoses in it, If peptone is heated
with alkali or ascid in alcohol & toxie substance like
VAUGHAN'S protein-poison is produced. POPEIESKI%v
called this substance "Vaso-dilatin”, GLARﬁﬁﬁbund by
injecting mice that "i grm. of Witte's peptope yielded
0'3 grm, vaso-dilatin and that the minimal lethal dose
of the peptone was 4 mgrm, per gram of mouse whilst
the minimum lethal dose of the vaso-dilatin was 0¢1
mgrm, per gram, ¥rom that he concludes that the vaso-
dilatin cannot be preformed in the peptone although

it appears to be forﬁed more readily from peptone

than protein™,

'he effects produced by peptone, histamine
and other products of protein breakdown, as we have
seen, are very similsr but they give different reactions
. in different species of animals Jjust as different
effects are produced.in different species of animals
in true anaphylactic shock. These effects of protein
shock in animals are shown by a rise of temperature

with increased nitrogen metabolism, increased secretion

of/
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of glands (e.g. salivat{%) contraction of non-striped
muscles and increased permeability of capillaries.
Expeiiments on animsls are not very satisfactory,
firstly from the differences in different species, and
secondly because rabbits, guinea-pigs, rates and mice
are not very sensitive to protein shock. In human
beings, however, treatment by the protein shock method
has had congiderable success., It has long been known
that sudden absorption of products of breaking down
tissues in the human body may lead to alarming symp-
toms. As an example one may cite the rise of
temperature and other symptoms of sbweorption seen by
the too intensita X-raying of the tumours in mycosis
fungoides, The patient may be poisoned by his own
broken down tumours, There is alsc the evidence re-
garding traumatic shock which is apparently due to the
breaking down of tissue protein. WHIPPIE also showed
that in acute intestinal obstruction the toxaemia is

due to absorption of tixuc proteoges.

TECHNIQUE,

I579.
As GOW emphagises,intravenocus injections

of peptone in human beings must be made very slowly.
A very fine needle should be used and someone
should watch the pulse-rate, GOW recommends that the
injection should be stopped temporarily if the pulse
exceeds 55 beats per quarter minute. The patient_may

complain/
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complain of giddiness, pain in stomach, tickling in
the throat and may cough, These symptoms disapme ar
slmost immediately the injection is stopped. There

is an immediate fall in blood pregsure and the leuco-
cytes disappear from the circulation into the pulmon-
ary eapillaries to appear later in increased numbers
in the blood. The temperature should be taken & or

6 hours after the injection. There is often a rise
up to 101°F. or over, AULS“;écommends the name pyro-
genic therapy because of the temperature; but he ad-
vises that in the treatment of asthma, at first, a
reaction should be avoided and just sufficient dose
given to get near the reaction point. He recommends
that if the temperature rises 1°F, the next dose
should not be increased. But if after eight injections,
no improvement occurg, a larger dose should be given
g0 as to produce a definite rise of temperature, 1In
cases of asthma which are very sensitive to peptone,
AULD recommends the addition of a few drops of Lugol's
Iodine to the peptone. He usually beging with 5 m.
(0*3 cc.) and gives injections twice a week increasing
eaeh time by 0+2 ce, till 1'3 cec, (20 m,) is feached.
This latter dose should be given six timesg and the
treatment continued for about six months increasing
the intervals between the injections later on,

There/
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There is some doubt as to whether a rise
of temperature is an essentiesl for successful treat-
ment, Chroniec conditions such as arthritis benefit
most by a definite temperature reaction. AULD states
that the effect of the pyrexia is,

(1) physico-chemical, and

(2) vital,
The former causes increase of enzyme action and of
dissociation of adsorption compounds., This leads to
dissociation of oxy-haemoglobin with a supply of more
oxygen to the tissues. The viscosity of the blood is
reduced and its flow made easier and the dilatation
of the blcod vessels makes them more permeable to the
serum. The Vital changes are expressions of a marked
stimulation of the reproduetive capacity of certain
cells, At first there is a leucopenia rapidly follow-
ed by a leucocytosis, Alterations in the leucocytes,
blood pressure, phagocytosis of red cells by the large
mono-nucleated cells of the blood, increase of blood
platelets, increase in circulating entibodies, in
non-protein nitrogen content of the blood, in fibrino-
gen, globulin, thrombokenase and blood sugar, have also
been described. Generally speaking the injections
cause, as CLAR;7;tates, "g washing out of the tiscsue
fluids into the blood and this process causes a number
of changes in the composition of the blood. TUnfor-
tunately the evidence at present is insufficient to
indicate which of the changes obgerved is really of

chief/
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chief clinical importance”,

THE KINDS OF PEPTONE USED.,

1559.
AULD recommends Armour's No, 2 Peptone

(5%) and Witte's peptone (2%4). WITTE peptone contains
primary and secondary proteoses in the relation of

1 to 2, Whereas in Armours No. 2 the proportion is
only 1:to 7. AUID also uses a mixture of 3 parts of
Witte peptone and & parts of peptone practiecally
devoid of primary protedse. Armcur No, 2. may also

be used intramuscularly without causing irritation,
Peptone giccum may be used but requires the addition
of some primary proteose. The solutions should be

freshly prepared as they are then more asetive.

TREATMENT OF .CASES WITH PEPTONE.

In 1921 I treated six cases of gkin disease
with injeetions of Armcurs No. 2. Peptone (5%). It
was prepared according to AULD'S formulas as follows:-

Dissolve the peptone as far as possible by
agitation in hot. (56°C.) normal saline, Take the

reaction to litmus (usually acid) and add very careful

1y normal or seminormal Sod. hydrate or carbonate
until the solution is faintly yet distinetly alkaline
to litmus. The peptone will now be dissolved except
for some insoluble residue., Make up to volume with

normal saline and place in a water bath at 56°C, for

half/
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half an hour, Filter while hot through ordinary
filter paper and add to the filtrate 0°+5% phenol.

If bottled, sealed rubber caps or well-
fitting glass stoppers or rubber stoppers should be
used, Wait for S-Gﬁys and then smear a loopful of
the fluid on an agar slant and incubate for 16 hours
at 37°C. If negative the peptone may be used.,

The details of the cases treated are as

follows :-

CASE I. PRURIGO (Of Hebra).

H, Wo. TFemale, age 18, unmarried, Admitted

to Ward 2., R,I.B. on June 25, 198l. A very typiecal
case, Disease had lasted as long as patient could
remember. Eruption worst on arms and legs, but a
certain amount on faece and body. Typical peapular
lesions scaly and crusted., Very itechy, skin of limbs,
espeeially extensor aspects, indurated and thickened.
Glands in groins and axill@ée enlarged and hard. Whole
skin had pale pasty appearance. No history of Asthma

or bronehitis,

FAMILY HISTORY. Father and Mother alive and

well, 2 sisters and 4 brothers. One sister dead -
cause unknown. One brother had skin trouble in in-
faney., No history of Asthma in family so far as

known,

SKIN TESTS to FOCD EXTRACTS. June 28, 1921.
(See/
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(See also under Cutaneous Tests), Tests were done on
anterior aspect of left arm.

RESULTS. NEGATIVE to cow's milk, oatmeal, pesa,

pork, potato, haddock, wheat, herring, lamb, lentil,
cabbage, cocoa, bean, beef, tea,

POSITIVE (lasting over 1% hour) to salmon, egg
white, egz yolk and chicken,

DOUBTFUL (lasting less than 1 hour and not so
marked reaction as above) to veal, carrot, cheese and
barley.

Patient was given later salmon (tinned) egge,
and chicken, veal, carrot, cheese and barley to eat
but in no case wes the eruption affected one way or
another,

July 12. Unbroken skin of chest rubbed with
white and yolk of raw fresh egg on different places and
although left in contaect with skin for some hours no
| reaction produced. Skin of right forearm also rubbed.

- with some of patient's own blood but with no effeet.

July 12. 5 minims Peptone (Armour's) solution (57)
intravenous, right wrist.

July 16, 8 I " Ay "
July 192,11 " n " "
July 23.14 n " n "
July 26,17 b " n "
July 30,20 " " " "

Aug. 2, Aug. 6, Aug. 9, Aug. 13, Aug. 16 and
Aug., 20, patient received 2C minims Peptone Solution

intravenously.
A11l/
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A1l injections were given into vein in front
of right or left wrist, as it was impossible to find
any vein in front of elbow owing to smallness of the
vessels and thiekening of the skin,

The injections caused no local irritation
or reaction even although when the 3rd injection was
given some of the peptone solution escaped into the
subecutaneous tissues.

On July 19 (i.e. after 2 injJections) skin
test done with peptone solution on right forearm.
Result negative.

The temperature was taken 4 hourly for 24
hours after each injection, but at no time showed
any alteration from normal, No symptoms of any kind
occurred after any of the injeetions., The skin erup-
tion did not seem to vary after injection nbr was
there any definlte effect on the itehing., No rise of
temperature after injections. Iocally the skin was
treated with a daily warm bath snd the application of
plain vaseline and later of 1% Ichthyol paste,

Patient had an ordinary diet and internally
Parrish's syrup 5Lt.LiWhilst under trestment the
eruption gradually became less and when patient left
hospital on July 20 there were only a very few isolated
papules to be seen here and there on arms and legs.
The face and body were free of eruption. The skin,

however, still remained thickened and indurated.
Patient/
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Patient was given 17 Ichthyol paste to apply at home.
During stay in hospital her weight increased from
5 st. 124 to 6 st. 6% 1bs.

RESULT, Very much the same 28 would have occurred

had no peptone been given.

CASE 1II. DERMATITIS.

X.M, lale, age 59. Occupation - diver,
Patient was first seen in December 1920 with a der-
matitis of face, neck, arms and groins of two months
duration. He was seen at intervels and on September
20, 1921 he was admitted to Ward 2. R.I.®, under Sir
NORMAN WALKER., On admission the face, neck, arms and
groins were the seat of a very scretched dermatitis.,
The skin was indurated, leathery and wrinkled especi-
ally on fore-head and round eyes, The itching was
intense, The general appearance of the dermatitis

suggested at first a dermatitis venenata. He had

-‘been working with plastér making a cast of dock gates.

But stopping work had no effect on the dermatitis.
He had marked arteriosclerosis,

Oct, 8, 1921 ©Peptone (intravenously) 5 m. into right
arm.,

Cect, 11. 4 2 g, ™ X
Eruption gradually spreading but the spread
had begun before he was given the injections,

Oct/
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Oct.-lﬁ Peptone Pirquet

+ Peptone 11 m,
Oct, 18 “ n - 2 14 m,
Oct. 21 s kA - o 17 m,

Oct. 286 Peptone 20 m, Itching worse for 2 nights
after this injection.

Qect, 29 Peptone 20 m,

Nov, 1 " 20 m,
Nov,. B " 20 m. skin less scratched.
Nov, 8 . 20 m, skin improved.

Injections stopped as patient was not feeling
well, No rise of temperature after injJections. Whilst
injections were being given he was treated successively
with starch poultices, calamine lotion, weak tar lo-
tion, ammoniated mercury péste 17 and mercury and
carbolic ointment.

RESULT Improved but no more than would be ac-

counted for by rest in bed and local treatment.

CASE 1III. FURUNCULOSIS & SYCOSIS.

D. X, age 25, Aimitted to Werd 2 on July 1,
1921 with a marked sycosis of upper lip and beard
region, The area was very red, swollen and pustular,
On axillae, pubic regions and thighs a series of papulo-
vesiculsr lesions were present, His complaint began
S years ago., Has had furuncles off and on for many
yearg, Has had vaccine inoculationg six ftimes; was

X-rayed/
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X-rayed twice and hair brought out with temporary
improvement only, Wassermann reaction negative,
July 16, 1921 Peptone (intravenously) 5 m, right am
July 19, i 4 8 m. 4 Y
July 23, N L 11 m, = <
This injection was followed about 8 hours
later by a reaction in the skin, The whole skin be-
came very itchy especially on the left axilla and
pubic region, The face lesions became very red and
remained so for two days or so.
July 27, Peptone 11 m. Peptone Pirquet slight +.
July 30, R 1 1 Skin very much better in
all areas. Patient thought his skin was

better than it had been for years.

Aug, 2, Peptone 14 m., This injection made the
eruption worse.,

Aug, 6, Peptone 11 m,
Aug. 9. " 11l m. BSkin elightly improved,

Aug, 13, 4 14 m, This was followed by an in-
crease in the itehing.

Aug. 16, FPeptone 8 m.

No rige of temperature occurred after any of
the injections. Starch poultices and 1% Ammoniated
Mercury paste were applied locally to the lesions,

RESDLT. Resction in the skin after injections.,
At first eruption worse, later increased itching after
each injection. Improved considerably on the whole,
Patient left the ward suddenly without leave and has

not bheen seen since,

CASE/
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CASE IV, PSORIASIS VUILGARIS.

J. R« age 15, Psoriasis vulgaris.,

HISTORY. Treated for psoriasis in skin wards
from January to lMay 1918, At that time had an acute
nephritis from which she made a good recovery, Psori-
asis cured when she left the hospital in lay 1918.
Fresh outbreak of Psoriasis in February 1919, Re-
admitted to Ward and discharged almost well on llay 6,
1919, after treatment with 1% Sulph. salicyl. oint-
ment and strong chrysarobin, salicylic and carboliec
ointment on legs. She remained much the same for
four months when psoriasis returned again and is still
there,

There is a history of psoriassis in the pater-
nal grandmother.
Oct. 8, 1921. Patient shows an extensive psoriasis
of sealp and body and limbs, Most of
the lesions in fairly large patches
of usual appearance,
Cet, 8, 1921 Peptone (intraven)., R. forearm 5 m,
Pet, 1%, 3 i " " 8 m.
Temperature rose the same evening tec 100°+8F,

and fell to normel next day.

Oct. 15, Peptone Pirduet definitely +.
Peptone (intravenous) 5 m. DNo tempera-
ture.
Oct. 18, Peptone Pirquet again +.

Peptone (intravenous) 8 m,
Oct,/
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Oct. 21. Peptone (intravenous) 11 m, Pentone Pir-
quet negative, No temperature,

Patient vomited the same ®vening, Fresh
spots of psoriagis appearing.

Oct, 25, ©Peptone (intravenous) 11 m, Vomited the
same evening - Psoriasis spreading.

Oct. 29. Peptone (intravenous) 14 m., No sickneses.
0l1ld spots of psoriasis have all faded.

Fresh eruption no longer spreading.
Nov. 1. Peptone (intravenous) 17 m. no reaction.
Nov., 5. b " 20 me mno o

Whilst the injections were being given local
treatment was carried on with a daily Sulphur beth,
0il of sesame and later 1% and 2% Sulphur salicylic
ointment.

RESULT. disappointing, Did not improve any more
quickly than if no injections had been given and fresh
eruption came out during the injections., Rise of
temperature after second injection, Vomiting after

4th-5th injections.

CASE V. PSORIASIS VULGARIS.

J. He female, sge 9 years. Psoriasis of
eighteen months duration. Numerous small lesions
Scattered all over body and limbs.

Sept, 6, 1921. Admitted to Ward. Treated with daily

Sulphur bath and 1% Sulphur Salicylic
ointment,

Oct./
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Octs, 8., Very little improvement. Peptone (intraven-
ous) 5 m,

Oct. 11. Peptone (intravenous) 8 m,

Gots 15, " " 8 m,
gct. 18. i L4 11 m,
Oct, 21. L L 14 m., Peptone Pirquet

negative, Small new spots of psoriasis
coming out on body and limbs,

Oct, 25» Peptone (intravenous) 14 m,

Oct, 29. 2 Vi 17 m, No change in
eruption.

Local treatment with Sulphur baths and
Sulphur Salicylic ointment continued whilet injections
were being given, 1lio rise of temperature or other
reaction occurred after any of the injections.
RESULT disappointing. As in case IV. no more
rapid result than would have occurred had no peptone

been given, TFresh spote appeared during the course of

the injections.

CASE VI. DPSORIASIS VUIGARIS.

J. McE, female, age 17 years, Large patches
of Psoriasis on scalp ané trunk of 7 years duration.

Oct., 11, 1921, Peptone (intravenous) 5 m.

Oekt., 15, it 3 8 m, Peptone
Pirquet negative,.

Oct. 18, Peptone (intravenous) 11 m, Peptone
Pirquet negative,

Oet. 21, " " 14m, "
Psoriasis in statu quo.

Oct/
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Oct. 25, ©Peptone (intravenous) 17 m.
Hov. Pl i i 20 m.

o temperature or other reaction occurred
after any of ﬁhe injections.

Whilst having the injections local treat-
ment was carried out with 2% Sulphur Salicylic oint-
ment. As soon gs injectiong were stopped patient
was put on Nov, 2, on chrysarobin vaseline 4% for the
body and 4% Sulphur Salicylic ointment for the scalp.
The chrysarobin ointment caused a very severe and
immediate reaction and two days later (llov., 4) the
temperature rose to 101°.6 F, Chrysarobin zinc paste
(27) was substituted for the 4% ointment and the tem-
perature fell next day. Patient left the Ward cured
on Dec, 1.

RESULT. Injections had no effect at the time
but subsequent application of chrysarobin produced a

much more rgpid and severe reaction than usual,

DISCUSSION OCF CASES,

Six cases of skin diseases were treated with
injections of peptone given intrsvenously beginning
with 5 m, of a 5% solution and gradually'increasing
to 20 m, In only one case was there any rise of tem-
perature after the injection and in the same case
vomiting occurred twice, In Case 3 the eruption was
made worgse at first and the itching was increased,

but/
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but improvement set in later, Apart from these cases
the injections caused no disturbance whatever, OfFf
the gix cases, one suffered from Prurigo, one from a
fairly extensive dermatitis, one from Furunculosis
and sycosis and three from Psorissis,

The cases of Prurigo and of Dermatitis did
not improve any more than all cuch cases do with
hospital treatment. The case of Furunculceis and
sycosis improved somewhat snd the cases of Psoriasis
were not affected, except that in one the subsequent
use of chrysarcbin csused a more severe reaction than
normal, On the whole the results were so disappointing
that the method was given up.

| I have only been able to find two other
references to the use of injections of peptone.in skin
diseases. VON ALSTYMgTzreated 4 cases of peoriasis
with injections of an alkaline mixzture of proteoses
and peptones. They csused no reaction and the eruption
. disappeared in some weeks without local treatment.
AMBROSOLfﬂibed Armour's peptone (5-10%) giving it
intramuscularly twice a week and MERBK'S deutero-
albumose (2-5%) given intravenously. Practically no
result was obtained in cases of eczema, Lichen and
Dermat, Herpetiformis, Peptone has been given success-
fully by PAGNIEZ and VRLLERYLRADO£w%y the mouth in
cases of urticaria, He found that in cases of urti-

caria, due to eggs, shell fish etc. a small amount of

the/.
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the offending protein taken half an hour before a

meal would prevent symptoms. A tablet of 0.4 or 05
grm; Peptone similarly taken before the meal had the
same effect, The continuous use of the peptone for
some time cured the condition. They also quote a case
of RAMOND'S of genersl pruritus in a female which was
cured by the ingestion of peptone. JOLDRAIﬁﬁiecorda
3 cases, two of wrticaria snd one of asthma due to
eating eggs or other food, which were completely cured
by taking peptone before megls. I have tried this .
method in a few cases of chronic dermatitis, but with-

out any beneficial result.

FESULDS 1IN COTHER DISEASES.

1557 & seg.
AULD has obtained good results in the treat-

ment of Asthma with peptone injections. He found the
most suitable cases were those who showed intervals
when they were free of bronchitis and whe had not
much emphysema., Cases of continuous asthma did not
do well, possibly because the anti-anaphylactic mechém
ism had broken down. This might also account for

the lack of result in chronic skin diseases. AULD
also records a good result in a case of recurrent
migraine with injections of peptone and PAGNIEZ and
VALLERY RADO?O;eport a cure in 5 cases of migraine
from the administration of 0°'5 grm. peptene by the

mouth half an hour before meals,

NOLF/



516
596, 1597.

NOTF obtained satigfactory results in the
treatment of typhoid fever, strepto- and staphylo-
coccal septicosmias #ith injections of a 10%
solution of peptone. Ie also found thie method effica

ceous in obstinate cases of acute rheumatism combined
with salicylate treatment.

MATTHngstuﬁied the effect of injection of
deutero-albumose and peptone as compared with Tuber-
culin in Tuberculosis and came to the conclusion that
the effect of the Tuberculin was the same asg that
produced by these substances.

_ From & study of all these cases the best
results from the use of peptone therefore seem to
have been obtained in Asthma. Whether the results
are permanent ig open fo doubt. I have seen one case
of asthma which benefited greatly at the time but re-~

lapsed some months later., In skin diseases the re-

sults with peptone on the whole are disappointing.

MILX THERAPY.

As the results were so disappointing with
peptone injections, I tried the effect of intramuscu-
lar injectiong of sterilised milk in various skin
diseases.

The effect of milk injections is very much
the same as that of intravenous vaccine, A form of

shock/



5lé6.

shock is produced resulting in a rise of temperature
gsome hours later and a marked leucocytosis. Up to
the present 11 cases have been so treated. Details

of these cases arse as follows,

CASE 1. DERMATITIS.

B, B, Male, sge 40 years. The patient was
first seen on Nov. 7, 1921l. He had a history of
eczems in infaney, He remained well till eight years
ago, when he had a slight recurrence of the eczema
lasting about a month., This attack began about six
months before he was seen, He had an extensive itch-
ing dermatitis of scalp, face, neck, axillae, arms,
upper part of body and behind knees. Food tests to
all the common foods were negative, As he was no
better in March 1922, milk injections were given,

Marech 22, 1922, 1Injection 2.5 cc, boiled milk into
R. buttock followed by no reaction.

March 25, 1922, 1Injection 5 cc, boiled milk into L.
buttoeck. This was followed by a
temperature of 101+4°F, for some
hours.

March 28, Injection 5 cec, boiled milk into R.
buttock, followed by rise of tem-
perature to 99:5°F,

April 1, Injection 6 cec. boiled milk into L.
buttock.

Almost immediately afterwards he complained
of a constricted feeling round the chest and flutter-
ing of the heart, The pulse was regular. He was

slightly/
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e¢lightly cyanocsed and had a short cough such as occurs
in pneumonia. I immediately injected 3 minims Adrena-
1in (1-1000) hypodermically. This produced no result,
The cough and constricted feeling in chest lasted
about 20 minutes when the symptoms gradually subsided
and in an hour he felt quite well again. This attack
was evidently not an asthmatic one, but a fat embolus
due to some of the milk getting direct into a vein and
blocking some of the vessels in the lung temporarily.
Whilst having the injections he was kept in bed and
treated with 17 Ichthyol paste and 1% tar paste. The
eruption improved very much,

RESULT, Satigfactory. He left the home on April

13, and on April 27 reported that the skin was well.

CASE 2, DERMATITIS SEBORRHOEICA.

Je«J.,Cs Male, age 26 years.

Thislwas a private case sent to me by Dr,
GIBSON, He showed a typical seborrhoeic dermatitis
of scalp, face, neck and flexures of elbows, As diet-
ing and removal of sgeptic teeth had no effect and
local treatment only caused s temporary improvement
2 years after he was first seen, I recommended boiled
milk injections. Dr, GIBSON gave him 5 injections at
3 day intervals in doses of 2¢3, 50, 705, 7:*5, and
7*5cec, None of the injections caused any rise of
temperature. The skin eruption became worse after
the fourth injection and after the fifth injection he
complained/
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complained of,a severe shooting pain in the small of
the back which lasted for & few minutes,
RESULT disappointing., He improved slightly

but not more than could be accounted for by the rest

in bed.

CASE 3, DERMATITIS SEBORRHOEICA.

AP, lale, age 55 years,

This patient was first seen in January 1921
with a seborrhoeic dermatitis of scalp, ears, neck,
axillae, fronts of elbows, backs of arms, behind kneesg
groins and genitals., This patient was tested to all
the common foods but gave no reaction to anything,

He was an alcoholic and nearly every local application
except lanolin caused irritation. He improved and
relapsed for gbout s year, when milk injections were
given,

March 4, 1922, Injection 2¢5 cc, boiled milk into R,
buttock.

March 7, “ 5 6e. 3 " I e
Mérch 10 " 7+5 coc. 4 " R

Rach injection was followed by a tempera-
ture of about 999, The injections were stopped as he
complained of pains sll over and a feeling of general
malaise.

RESULT, ©Nil.
CASE/
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CASE 4., LNEURC-DERMATITIS,

J., P l=le, &4 years.

This patient had suffered from Asthma for
years, The asthma suddenly stopped about four months
before he was seen. As soon as the asthme stopped a
general itching of the skin began, Scratching le=d
te the production of a dermatitis and when seen on
March 11, 1922 he had a general itching all over the
skin with a scratched, red, scaly, indurated skin.
There was also & general sweating of the skin, Milk
injections were recommended and he was given six bi-
weekly injections of boiled milk by Dr. PRATT of
Whitehaven. As there was a history of Asthma, the
first dose was 1 cc, which was increased gradually to
10 ce. These were not followed by any rise of tem-
perature but there was a very slight return of the
Asthna.

RESULT, The injections ﬁad very little effect
on the itching and the dermatitis., Dr. PRATT reported
"perhavs a slight improvement”.

CASE &, XANTHORRYTHRODERMIA PERSTANS.

5. S. Male, age 53,

This patient showed large areas of bluish-
red eruption affecting the skin of the body and
limbs, It corresponded very closely to the condition

describedf
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described by CROCKER as Xantho-erythrodermia perstans
He had been in numerous hospitals during the last

few years and all kinds of treatment had been used
without improvement. He was admitted to the skin
wards on January 27, 1922, X-rays and Finsen light
were tried but had no effect.

¥eb, 11, 1922, Injection boiled milk 2.5 ce. into
right buttock.

Feb, 14, 1922. = Tt " " 5 ‘ge,, 0
: left buttock,

Feb. 18, Y " i i 5 e, M
right buttock.

Beh, 21, H L i n 7¢5 ce n
left buttock.

Injection given at 12 noon,

Leucocyte count at 2 p.m, 9,600

" "

"5 p.m. 11,200
Feb, 22, " " "10 a,m. 5,600

Peb, 25, Injection boiled milk 10 ce., into:right
buttock.

Peb, 28, ILeucocyte count at 10 a.m, 7,800.
12 noon, Injection hoiled milk 10 ce. into
left buttock,
1l p.m. ZLeucocyte count 8,400
3 pela 1 M 11,200
5 pems i " 10,400.

March 4, Injection boiled milk 10 cc, inte right
buttock.

March 7, Injection boiled milk 10 cc. into left
buttock,

Bach /
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Bach injection was follcwed by a slight
rise of temperature for 8-12 hours, 100% é& F. being
the highest, When the blood was examined before
and after each injection,a marked leucocytosis was
present after the injection,

RESULT. Absolutely nil as regards the effect

on the skin eruption,

CASE 6. DPSORIASIS & DERMATITIS EXFOLIATIVA.

lrs. S. age 50 years., Patient was admitted
to Ward on Cct, 19, 1921, with Psoriasis on scalp,
flexor‘aSPects of both forearms, sacral region and
legs. Before admission the eruption was spreading.
At first patient was treated with 2% Sulphur salicylic
vaseline on the scalp and plain vaseline oft bedy and
limbs, Internalily thyroid gr.inight and morning was
administered till Nov, B2, then vin.antimoniale m.
iji t.i.d, was given till Dec, 12, when Quin.Sulph.
gr.ii was substituted. During that time the eruption
changed in character, becoming much redder and spread-
ing all over the body and limbs till by the beginning
of December the patient showed the eruption of a
typical exfoliative dermatitis (Pityriasis Rubra).

The eruption covered the whole of the skin except the

- central part of the face, the fingers, and toes and

the palms and soles. During the spread of the erup-
tion/
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eruption the temperature which was EUOE. every morn-
ing, went up every night usually to, about 100°, but
on two occasions it was 101°F., When the erugtion
stopped spreading the temperature slowly caie down
aimost to normal. After the eruption had been stat-
ionary for sgbout six weeks on Jan. 5, 1922 treatment
with milk injections was comuenced.

=

Jan. 5, 1922. Injection 2+5 cec. boiled milk
intramuscularly into right butt-~
ock. The injection caused no
local pain or discomfort. No
effect on temperature.

Jans 10 Bruption distinetly better. Dis-
tinct areas of paler skin be-
ginning to appear. Injection
5 cce. Boiled milk into left
buttock. lio rise of tempera-
ture.

Jan. 17. Hruption still becoming paler.
Injection 5 c¢e¢ boiled milk into |
right buttock. |

Jar. 21. Injection 10 cc. boiled milk in-
to left buttock. '

Jan. 24. Injection 10 cc. boiled milk in- |
to right buttock. :

Jahn. 28s Injection 10 cce. boiled milk in-
vo leit buttocks

Ixfloliative seruption has almost entirely
disappeared. DPsoriasis spots still visible.

Jan. 3L, 1922 Injection 10 cc. boiled milk
into right buttock. BSkin now
shows no sign of exfoliative
dermatitis, but small psoriasis
spots have appeared here and
there on body and limbs.

#eb. 4, 1922 Injection 10 cc. boiled milk in-
to left buttock. Injections were
then stopped. Under 1% Ichthyol
paste/



paste the psoriasis spots rapidly
subsided and on Feb. 18 patient was

discharged absolutely cured.

RESULT. llost sabisfactory. The exfoliative

deruatitis began to improve immediately after the

first injection. 8 Injections were given and
time the sixth injection had been given (i.e.
about 3 weeks) the exfoliative dermatitis had

disappeared. The injections did not have the

by the
in

entirelj

same
|

immediate effect on the psoriasis, but with mild local

treatment after the injections were stopped the psorii

asis disappeared much more rapidly than usual.

llone

of the injections caused any pain or discomfort and

no temperature or other reaction was seen.

CASE 7. DaRUATITLIS ZLP0LIATIVA GENERALISATA.

Co Jo age 60 was admitted to the siin ward

on larch 30, 1921 suffering from a dermtitis of

face, neck, arms, groins, and thighs; very itchy.

Treated with tar paste, ichthyol paste, lia. alumin,

acetat, etc. o treatment had much effect. He left

the ward in June 26, still having a very red cracked

dematitis of arus, groin, scrotum and insids of

thighs. He was seen by 3ir NORIAN WALKER in Chalmers

Hospital on Oct. 12, when he showed the clinical pic-

ture of a general exfoliative dematitis. He

was

transferred later to the Longmore Hospital for Incur-

ables. 'There he received boiled milk injections in

doses/
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doges of 25, 50, 75, 5:0, 7+5 and 7*5 cc twice a
week, He had a rise of temperature after each in-
jection. The injections had no effect on the erup-
tion but his general condition was never good. He
suffered from marked arteriosclerosis and died some
months later. Some months before death he became

- very thin and the skin showed a marked brown pigmen-

tation suggestive of Addison's disease,

CASE 8. DERMATITIS EXFOLIATIVA GENFRALISATA.

W. M. lale, age 64 years.

Patient was first seen on Ilov. 23, 1922 with
a typical red dry scaly exfoliative dermatitis all
over hesd, face, trunk and 1imbs. The eruption begsn I
on the hands and feet and gradually spread till the
whole body was affected., Iilk injections were sugges-
ted and given by Dr. MACLAGEN, AYPTON, He was given
8ix injections of boiled milk at intervals of 3 days
beginning with 2:5 cc and ending with 10 cc. This
caused a diminution in the redness of the skin and a
marked diminution in itehing. He was seen again in
April 1923, when the slight improvement wss maintained,
but the skin, though paler, was still red and scaly
81l over. There was no reaction of any kind after

the injections,

€ASE/



CASE 9, DERMATITIS EXFOLIATIVA GENERALISATA.

A. S. Male, age 40,

The eruption began as a dermatitis on the
legs about & year ago and gradually spread all over
till the whole skin was affected showing a general
exfoliative dermatitis of the seborrhoeic type. There
was a good deal of itehing., Milk injections were re-
commended and given by Dr. HERON, MARKINCH. He had
eight injections of boiled milk beginning with 25 ce,
and gradually increasing up to 10 cc, The result was

disappointing as no improvement took place,

CASE 10. DERMATITIS EXFOLIATIVA.

J. R. Hale, age 33 years.,

Admitted to Ward 1 Royal Infirmary, Sept.
6, 1923, His skin eruption began 9 years ago on the
hands evidently as a dermatitis. He suffered off and
on from & dermatitis of hands and arms with intervals
of freedom from eruption till September 1922, At that
time the soles of the feet became affected, The
eruption disappeared and reappeared in Jaﬁuary 1923 on
hands and feet graduvually spreadingi%n to the limbs and
bedy and when admitted in September, the whole skin
was affected except the .upper parts of face and chest.
The eruption was bright red and scaly all over with

an/
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an abrupt edge. The patient was treated with a daily
sulphur bath, A hslf per cent sulphur saliecylic oint-
ment was applied to the scalp and a paste of zine
oxide sand liquid paraffin to ‘the bhody and limbs. The
latter was replaced later by cold eream, Salicin

gr. X. tid. was given infternally.

Nov, 14, 1923, Blood sugar 114 mgrms. ¥ Blood
118
pressure ~gg.

Nov. 15, Injection sterilised milk (intra-
, muscular) 2+5 ce, ILeucoeyte
ccunt 2 hours later was 13,430,
Temperature on same night 990. 2F,

Nov. 19, Injection sterilised milk 5 ce.
Leucocytes 2 hours later = 8,125,
Temperature same night 1009,

Nov, 22, Injection sterilised milk 7.5 cec,
Temperature same night 1019, 6F,.

Nov. 26, Injection sterilised milk 5 cc.,
Temperature same night = 1014,
During the night the patient was
very restless with slight delir-
ium. The skin slightly paler
especially on the back.

Now., 29, - Injection gterilised milk 2.5 cc.
Temperature same night = 99°F,

RZSUL?. Skin slightly paler all over. Improve-

ment most marked on head and upper part of back.

CASE 11. PSCRIASIS.

Mrs. R. age 55 years.

This patient was first seen in 1915 with a
psoriasis of scalp and limbs of 4 years duration and
of rather an inflamed tyﬁe. She was treated in a
nursing home with Sulphur salicylic ointment in in-

creasing/
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increasing strengths and crude coal tar latterly and
the eruption disappeared in about 8 weeks. The erup-
tion recurred about 6 weeks later. She was again
treated similarly in bed with the addition of X-rays
to the more resigtant areas. She relapsed again some
months later and had a course of sea-water plasma in-
Jections subcutaneously., 5She improved and went to
Harrogate where she had a course of sulphur-bath treat
ment. During the next six years she was never quite
free of eruption, so a course of milk injections was
recommended in addition to local treatment with 1%
Sulphur Sﬁlicylic ointment and crude coal tar,

July 29, 1922, Injection 2.5 ee.boiled milk into
right buttock.

Aug. 1, " 5 ce. left buttock.
Aug. 4, ; & eec, right buttock.
Aug. 8, ¥ 6 cc. left buttock.
Aug 11, B 7.8cc. right buttock.
Aug., 15, " 10cc. left buttock,

There was no rise of temperature after the
injections except after the third injection (99.57.)
She complained of a feeling of general discomfort and
nervousness for about 48 hours after each injection.

RRESULT. The psoriasis lesions became paler but
did not disavpear, On the whole a disappointing result

She/



She relapsed later and 1s still uncured. The injec-
tion apparently had no effect in accelerating the
effect of loecal treatment,

Briefly summarised, 11 cases of skin disease
have been treated with milk injections. The cases
were dermatitis (1), Seborrhoeic dermatitis (2),
Neurodermatitis (1), Xantho-erythrodermia perstans

(1), Dermatities exfoliativa (5) and psoriasis (1).

TECHNIQUE,

In 21l cases ordinary fresh dairy milk was
used. The injections were made as early in the fore-
noon as possible becauge it ig important that the milk
should be used before many bacteria have had time to
multiply in it, Some of those who have used this .
method state that the rise of temperature following ?
the injections does not occur if the milk is absolute;
ly fresh, FORgazas shown that Bac. Welchii, growing i
in milk, gives rise to toxic products which, if in- |
Jected into rabbits and guinea-pigs, can produce
sudden death, The result is due to toxines produced
by the bacteria because the same results are obtained
when the bacteria themselves are removed by filtra-
tion, It is ﬁbt necessary to get the milk in special-
ly sterilised vessels, I found that fresh morning's

milk was gquite suitable up to 11 o'clock in the fore-

noon/
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forenoon. A small jam jsr (which holds % 1b.) is

half filled with milk and a teaspoon is placed in ift,.
This ig placed in a pan of hot water and covered with
a 1id. The water in the pan is then beoiled for 15
minutes, The jam jar is taken out and the "skin" re-
moved from the top of the milk by the teaspoon, A
large record syringe with a long needle of large bore
is filled with the milk which 1s injected deeply into |
the gluteal muscle in the usgual way. Care should be
taken that the milk is not injected direct into a
vein, otherwise a fat embolism is produced as oceurred
in Case 1, If the piston is withdrawn glightly, be-
fore injecting, and no blood comes into the syringe,
it 1s quite safe to give the injection, For adults
the first dose is 26 cc, then & ce, 75 ce and 10 cec,
the last being repeated several times if necessary.
For children smaller doses should be given, 1 cec. at
first increasiné by 1 ee. till 5 ce, are reached., In-
jections are given twice a week into right and left
buttock alternately. The injections should be given
slowly and the patient kept in bed. The method is
contra~indicated in milk asthmatics,

RESULTS 1IN IIY CASES.

One case of chronic more or legs generalised
dermatitis of unknown origin did extremely well. He
had 4 injections with a rise of temperature after

three/
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three of them. This case had milk embolism after the
last injection, but made a good recovery. In two
cases of seborrhoeic dermatitis, in one there was
slight improvement, in the other the result was nil.
In one case of Neurodermatitis (general pruritus) in
"an asthmatic, the result was disappointing, both as
- regards the effect on the itching and the dermatitis.
One case with an eruption corresponding to what CROCKER

described as Xantho-erythrodermia perstans had 8 in-
| Jections with no result, PFive cases of exfoliative
| dermatitis were treated, In one the result was aston-
| ishingly good, improvement beginning after the first
injection. I think the result must be attributed to
the injections, as these cases are notoriously slow
and unresponsive to treatment. After the exfoliative
dermatitis disappeared the paofiasia which had been
| previously present, remsined, but it too responded
| more readily to local treatment than normal. In the
| other 4 cases of exfoliative dermatitis, two improved
| slightly but the result was negative in the other two
cases, In the one case of psoriagis treated, the re-
sult was disappointing.

In nearly all cases a slight rise of tempera-

ture occurred after each injection and if above 100°CF.
the dose of the.nezt injection was not increased.

Apart from the fat embolism a2lready mentioned, no alarm

' ing/
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alarming symptoms were produced. One case was slightf
ly delirious with a temperature of 101°-4F, and
another case complained of malaise and nervousness

for two days after each injection. In all casges,
where the blood was counted, there was a marked leuco-
cytosls 3-5 hours after the injecfion. The resul ts
therefore on the whole are encouraging and the method

seems worthy of more extended trial especially in

|
exfoliative dermatitis and similar conditions which

do not yield well to any known treatment.

RESULTS OBTAINED WITH MILK INJECTIONS

IN SKIN DISEABES BY OTHER WORKERS.,

1§56, |
AIBROSOLI had the same exnerience as I had.

After trying peptone injections and finding the re-
sultes disappointing, he gave them up in favour of '
milk injections. He reports good results in 2 cases
of eczema of nipple, one of chronic eczema of scalp
and flexures, % cases of seborrhoeic dermatitis and

2 cases of eczema in bsbies. He obtained improvement
in a case of lichen planus but no result in 4 cases
of psoriasis. A case of chronic pemphigus was bene-
fited and a case of furunculosis was cured after 2
injections.. MORIN;”freated 12 cases of soft sore

and buboes, The milk injections acted very benefic-
1a1ly on the buboes but had no effect on the soft

sores./
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1633,

gsorées, CATTANEO also obtained exsctly similar results
1657, 1631, 1632,

GUSZMANN, ANTONI snd BERNDT on the other hand report
a good effect on the soft sores themselves. AHLSHEDEM
recommends the injection of a germ and toxine-free
solution of milk albumin in all local and general
staphylococcal skin lesions (furunculosis, carbuncles
pyodermia etc.) in superficial and deep trichophytosis;
in buboes, and gonorrhoeal complications. MULLER%k&
obtained satisfactory results in sycosis, impetigo
contagiosa, soft sore and gonorrhoeal qomplications.
Be puts the effect of the injection down to the leuco-
cytosis and not %o the rise of temperature which dces
not occur if the milk is not infected.

GAWALOWSXT used & modified form of treatment
He gave intracutaneous injections of a milk prepara-
tion called "Lactin"., 16 cases of deep Tinea Barbae
were healed with good result, but cases of staphylo-
coccal sycosls were not benefited. KRUGER and PFEILER
report the result of treating animais suffering from
skin diseases with subcutaneous injections of "Yatren"
a protein similar to that obtained frcm Casein., He
obtained cures in alopecia areata in a dog, 2 caseg of
Pinea in dogs, dorsal ‘eczems with alopecia and furun-
culosis ih a dog, itchy eczema in a horse and eczema
in a pig. VARNEY obtained marked improvement in
cases of Infantile eczema as the result of giving a

small rectal injection of cow's milk every 2-3 days.
The/



The first effect was a marked aggravation of the erup-
tion within 24 hours, but rapid improvement soon set

in, in 50% of the cases.

MILK INJECTICNS 1IN OTHER DISEASES.

16 det.

MULLER and THANNER used milk injections with
|uccess in Arthritis. conjunctivitis and iritis,
PRIEDLANDER in Trachoma, and UDDGREN in parenchymatous
keratitis, SCHMID;uglso treated cases of arthritis
with milk injections and SCHMIDguﬁnd SAXE“;btained good
results in cases of typhoid fever, ZIEHBOWSK;%;ound
the method good in cases of sepsis snd tuberculosis
especially of bone, Lﬁvf%%ound improvement in %e
three cases of vomiting of pregnancy after a course of
milk injections. The method is still on its trial,
but is one which might be tried in many conditionsg
where a sensitisation of unknown cause is probably
present. With ordinary care there is no rigk from the

injections.

AUTO- & HEETERO-SERUM THERAPY
CF SKIN DISEASES.

That homologus and heterclogous normal blood
has toxic properties was demonstrated by the accidents
which occurred when transfusion of blood was performed

in the early days of surgerj. The earliest work was

done/



534,
19,

.done usually with heterclogous blood., DOERR was the
first in 1910 to correlate the toxicity of normal
blood with anaphylaxis. According to him both the
symptoms and post-mortem findihgs. after normal serum
injections, correspond very closely to those of ana-
phylaxis. DE KRUIgﬁEid a large number of experiments
on animals by withdrawing blood and reinjecting it.
The blood, which is initially non-toxic, becomes toxic
Just prior to the appearance of coagulation., The speed
of poison-production corresponds to that of the pro-
duction of anaphylatoxin with substances like agar.
The poison-production is caused by changes incidental
to the clotting of the blood. KéHI.Eﬁwinjected a
rgbbit intravenously with its own previously defibrina-

ted blood and produced acute symptoms and death. He

| found thrombi in the heart and large vessels and con-

cluded that the injected blocd was toxic becsuse of
1700.

its high fibrin ferment content, STUHNER did experi-

| ments on the toxicity of homologous serum for rabbits

and guinea-pigs, He found that this toxic condition

only persists for a short time after drawing off the
1643,
blood. SCHULTZ found that freshly drawn homologous

blood, if applied to normal smooth nmuscle, produced no

| regsponse until clotting set in, When that occurred a

violent contraction of the muscle resulted. From the

. above facts, therefore, it is evident that some change

takes/



takes place in the toxieity of bloecd when it clots and
the toxine produced is similar to the anaphylatoxin
produced by injecting agar and similar substances.

The injection of auto-bloocd, suto-serum after
defibrination and Hetero-serum has been extensively
used in the treatment of skin and other disesses.

There is s8till much to be learned as to its exact mode
of action, It is a question how much of the action

of anti-gsers used to treat diseases like diphtheria

is due to the horse serum and how much to the anti-
toxine, Blﬂaﬁfzin 1918 treated 466 cases of diphtheria
with normal horse serum and he claims that the results
were as satisfactory as in 471 controls who received
anti-toxic serum, KASTERKEYEgggound that animals,
receiving 100 times the fatal dose of diphtheria
toxine, were saved by injection of normel serum,
MEYEﬁaglso found that by injections of normal horse
serum, 33%% of guinea-pigs were saved after receiving |
a lethal dose of diphtheria bacilli as compared with
1007 saved after antitoxie serum. It is probably

that ,if injected early before the bacilli have had
time to elaborate toxine, the injection of normal
serum is successful, whereas if toxine 1s already form

ed the antiserum is bhetter.

TECHNIQUE/



TECHNIQUE.

Blood is withdrawn from the anticubital vein
into a sterile centrifuge tube, 50 cc, are withdrawn
in children and 100 cc. in adults., The blood is shakel
for 3 minutes with glass balls. It is then centri-
fuged thoroughly. It requires a centrifuge which makes
at least 4000 revolutions a minute and takes half an
hour to separate the serum thoroughly., The serum is
then drawn off and injected into the patient again
ugually into the vein of the opposite arm. The quan-
tity of serum thus obtained is about 40-45% of the
original quantity of blood withdrawn, If there is
difficulty in getting the serum into the vein it may
be injected subcutaneously. Some have withdrawn the
blood and reinjected it immediately without defibrina-|
ting, but this is difficult to do and there is danger:
of embolus., The patient's own blood or the blood of
another individual either hesalthy or suffering from
the same disease may be used. Usually 30-40 cec, of
serum are injected. This treatment is repeated 2-6
times at intervals of 3-5 days. o

BRONFENBRENNER and SCHLESINSEéﬁ%hink'that
the injections should not be given at regular intervals,
They think that the blood should be withdrawn, not
during the periods of freedom from symptoms when the

patient's/
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patient’s blood is probably free from circulating
antigen, but immediately preceding, during or immed-
iately after the anaphylactic reaction, They suggest|
that the presence of antigen in the blcod be deter-
mined either by titration of its complement or by the
antitryptic index and that the serum containing the
antigen be properly preserved and be injected into

patients between attacks of the disease.

DANGERS AND DISTURBANCES.

1667,
GOTTHEIL and SATENSTEIN have given over 250

injections of autoserum without any symptoms, except
in one case, T[his was a bad case of gangrenous radio-
dermatitis in a patient with leucaemia. He had s

reaction with rise of temperature after the 5th and |

6th injections. Thisnwas'put down to serum =sickness

due to sensitisation from the previous injections.
" 1699, |
STUNPKE noted headache, rise of temperature, transient

diffuse erythema or urticaria with dyspnoea in some

cases., The blood showed an eosinophilia. ZEpilepti-

ol 663
form convulsions are reported by PCCKLER and acute

o 165,
dilatation of the heart by ARNOLD and HOLZEL in cases|

treated with intravenous injection of antigcnococcal

serum,

/ %33.
NICOLAS, GATE and DUSASQUIER after auto-

serum/
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gserum injections, record, apart from the usual leuco-|
penia, fall in blood pressure, and diminution of
blood platelets, acute pain in the lumbar region,
marked evening rise of temperature, severe arthralgia.
and even non-suppurative arthritis.

But on the whole there seems to be very
little danger from the use of auto- or hetero-serum

provided the injections are not given at too long

intervals,

EFFECT OF INJECTIONS ON THE SKIN. '

497,

SPIETHOFF found by the use of autoserum

and auto-blood, a change 1in the skin so that it show-
ed a diminished sensitiveness to external irritation.
A case of dermatitis, which relapsed every time that
Tumenol zinc paste was applied, steood that applica- |
tion well after injections of suto-blood. Similarly
2 case of Psoriasis after seversl injections of auto-|
serum stood chrysarobin quite well although previousl?
that drug reacted with intense inflammation of the
skin, Reactions which had previously occurred after
Salvarsan injections, did not occur if the patient |

were previously treated with autc-serum or auto-

bloed injections,

THRORIES/
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THEORIES OF THE ACTION OCF AUTOSERUM ETC.

Very little is known as to hew these in-
jectlong act, They seem to have a‘similar effect to
the injectien of other protein substances such as
peptone, milk ete, GOTTHEIL and SATEHETEIﬁw%ﬁink that
it may act in some diseases by stimulating some de-
ficiency in the endocrine glands. They tried the
effect of withdrawing bleed and not reinjecting, but
obtained no results, therefore it is noet due te the
bloed letting, &s has been suggested by WILE and others,
ACHARD and FIANDIN think that in conditions in which
sensitisation is evident the serum acquires crypte-
toxic properties and can be used for purposes of de-
cengitisation, PQEETCRIU;MfaVOurs ABDERHALDEN'S .
suggestion that it is the injection of ferments in |
the serum which act on the metabolism of the tissues |
or through the internal secretions. The results are
not due to the production of a leucocytosis as

SPIBTHOF® showed that cases hesled where no leuco-

eytogis occurred,

THE/
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THE TREATMENT OF SKIN DISEASES WITH HOMO-
LOGO0US AUTOSERUM, AUTO-BLOOD, & HETERO-

SERUM & WITH HETEROLOGOUS SHERA.

PSORIASIS.

In this disease autoserum treatment does
not have much direct effect on the eruption, but
makes the lesions much more amenable toc local treat-
ment especially w th chrysarobin. SOTTHEIL and
GOTTHEIL and SATEHSTEIggfounﬂ that it cut down the
time regquired for local treatment from weeks to days,
and postponed relapses for a long time. They gave a
series of injections of Autoserum first and then be-
gan vigorous local treatment with chrysarobin,
SPIATHOF? | HOWARD FOX and SORDIOR 8150l b tatied simi-
lar good results by the combined injection and local
treatment. ﬂIHFIELﬁm;eports good resulte with auto-
gerum injections alone without any local treatment.
STUMPKR | TREMPLE and ROTHWELL . end SCHAMBERG report

no results from the injections.

URTICARIA & ANGIONEUROTIC OHEDENMA.

Good resulte from autoserum injections are
%71 . 1650 .
reported by HEUCK, GOTTHEIL, ACHEARD and FLANDIN and

80 /698, %67, 1704,
LINSER. SPIETHCFF, GOTTHEIL and SATENSTEIN, ULLMANN
584 .

and LUX, however, only found improvement after the

injections./
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Tabl-
injections, FORDYCE did not have any success,

GENERAL PRURITUS,

58 s lete. ;.
HEUCK, SPIETHOFF, GOTTHEIL, NICHOLAS, GATE
488 1704
and DUPASQUIER and ULLMANN all report good results,
leg2.
Linser records 4 cures out of 8 caseg treated and
1684,

IUX saw benefit from the injections,

PRURIGO.

646
SPIETHOFF records cure after injections of |

inactive téed auteserum, but 5 weeks later the eruption

recurred but disappeared again on further injections,
1580,

LINSER found marked improvement with disappearance of
1704,
the itching in 12 cagses. ULLMANN obtained improve-
1 1694.
ment in one case treated, STULIPXE also reports

good results,

DERMATITIS HERPETIFORMIS.

In this disease autoserum therapy has been
beneficial in the majority of cases. FORDYCE, EOW-
ARD FongsPIETHOF;?'GILCHRIST, SCHAMBERG and HERDING-
SPRLD¥ a1l report very good results, whilst EBUCK.7"
BRECHEETkPUSEY and CORLET;ﬂ;ecord marked improvement,
ULLMANE?"LUiégnd FISGHE&?.howe?er, obtained disappoirnt

ing results.

PEMPEIGUS/
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P El}\'IPH I G‘U S L]

16%4,
PRAETORIUS reports complete cure of a bad

case of Pemphigus of 2 years duration after one intra-
venous injection of 20 cc. of non-defibrinsted normal
B s ot | RERGHE Sreatol. & cakes Bid dansshaating
ones, two of which had mucous membrane lesions. Two
cases were cured by the injections and have remalned
80 for six months. Two were so much improved that
they could work. One case died of delirium tremens
gsoon after the treatment commenced and one recovered
completely after 4 weeks, but relapsed six weeks laten
A second course of injections, however, cauged im-
provement but not a complete cure. COCne casge of Pem- |
phigus foliaceus was improved by the injections,
FISCHEgufreated a case of Pemphigus chroni-
cus in a girl of 20, who had had attacks off and on
since childhood. She was given an injection of 20 coc.
of blood from a healthy adult female. Next day the
temperature was 42°C, new lesions appeared and others
became like Pemphigus Foliaceus, PFive days after the
blood injections she was given 0«45 grm. neosalvarsan
intramuscularly. Next day the temperature fell to
normal end the gkin lesions gradually healed up. She
wag discharged well 19 days after admission anq was

still well three months lafter.

HEUCK/
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e : 1499
HEUCK snd STUMPKE report improvement in
cases of pemphigus after autoserum injections but

1548
GOTTHEIL and SATENSTEIN in 2 cases saw no result,

DERMATITIS & FRCZEMA.

lgeb . 5 T3 (084,
GOTTHEIL, SPIETHOFF, LcDONELL and LUX re-

cord good results iIn some cases of eczema., GOTTHRIL
and SATENS?EIﬁ“éounﬁ improvement and HEUG;ﬂobtained no
result, LIRSEﬁ“;ound that autogerum injections hesled
moat cases of infantile eczema, but in 15 cases of
widegpread, long gtanding eczema in adults, only 3
were cured hy the treatment. ULLMANﬁW;h two cases of
generalised eczema in children obtained no results
from the injections, but exceptionally good ahd quiek
resulte as soon as local treatment was instituted.
I70L.

T"REUBEL found that cases of eczema with temperatures

did exceptionally well on injections of autogerum or

autoblocd .

EXFOLIATIVE DERMATITIS.

1§81
LINSER records a cure of one casge in 4 weeks

after 5 injections of autoserum in 8 days. INMeDCHNNELL
also reports a remarkable cure following autoserum

treatment.

LICHEN/
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LICHEN PLANUS.

Good results are reported by STﬁHPKﬁﬁbut
GOT?HEIﬁMfound autoserum injections ineffective.
Isolated cases of other skin conditions were
treated with autoserum by various observers. GOTTHEIL
found theé method of some value in bad pustular acne,
in furunculosis and other pus infectiong, but useless
1684,

in leprosy and syphilis., LUX had no success from its |

uge in a case of mycosis fungoicdes,

SKIN DISEASES OCOF FPREGIANCY.

Special mention must be made of the work 5
done with serum injections in pregnant women. LINSEéﬁ'
cured s case of Herpes Gestationis (Dermat. Herpeti-
formis of pregnancy) in a short time by injections of
sexrum from healthy pregnant women. He also treated
cagses of other dermatoses in pregnancy such as eczensa
with the serum of heslthy non-pregnant and pregnant
women, He found that in the diseases, which are due
to a toxaemia of pregnancy (e.g. Herpee Gestationig)
he did not get as zood results from injections of
serum of non-pregnant as from the serum of pregnant
women. He thinks that the unpleasant results some-
times caused by hetero-serum treatment of non-preg-
nant cases are due to the use of serum of pregnant

or/



or recently delivered women. ;
1705, i 1594. 1887. 1651,

VEIRL, STUIPKE, MEYER and RUBSAIEN also
report cures of cases of Herpes gestationis with in-
jections of serum of healthy pregnant women or with

1o,
autoserum., RONGY has recorded & good result from
injections of foreign serum in the pruritus of preg-

mancy.

ULCUS lOLLE.

oz,
TREUBRL treated two cases of gangrenous

goft s#ore, the one with auto-serum and the other with
auto-blood. Both cases hesaled rapidly without local
treatment, EARI&N?ﬁ%ound that ordinary soft sores
improved with sufo-serum treatment, but local treat-

ment was required as well, before the lesions hegled

completely.

COMPARISON BIETWEEN TEE DIFFERINT KINDS
OF ASPECIFIC PROTEIN THERAPY.

/685 -
In a recent article MARIANI gives compara-

tive results from the use of the different forms of
agpecific protein therapy. He treated 150 cases com-
prising 43 of skin diseases of yarious type, 76 of
gonorrhoea with complications and 31 of adenitis

asscciated/
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agsociated with venereal ulcers. He used specific
hetero-gera and hetero-vaccines, auto-serum, auto-
plasma, auto-blood, aspecific hetero-sera and hetero-
vacc ines and protein substances such as milk and
peptone. Symptoms after a first injection were some-
times seen with hetero-sera, pentone, heteré—and
auto-vaccines, but rarely with milk. Anaphylactoid
reactions (8-12 days after the beginning of treatment)
were fairly frequent after the use of heterc-sera,
occasionally after milk, rarely after peptone and
hetero-vaccines and never after autogenous vaccines.
He sometimes obftained cross reactions e.g. anﬂﬁhylac%
toid reactions occurred with milk after hetero-serum
injections, with peptone after milk injections and

so on, In one case s marked anaphylactoid reaction
occurred with an injection of egg albumin given some
hours after a pepbone injection., On the whcole aspeci%
fic protein therapy was found to be of very little
use in dermatoses of unknown cause =nd which are pro-
bably not infective, although the symptoms might be
somewhat ameliorated, In pyogenic dermatoses, hetero-
protein therspy had very little effect, but specific
autogenous vaccines were undoubtedly advantageous.

lION-SPECIFIC VACCINE THERAPY.

It is not proposed to enter into a dis-
cuseion on vaccine treatment as a whole. The effect

of intravenous injection of bacterial suspensions has

already/
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already been considered and shown to be non-specific
the results being due to Protein Shock. There is
atill, however, to Be stadied-the effect of giving
subcutaneously or by the mouth, vaccines made from
the contents of the bowel in cases of alimentary ana-
phylaxis, This subject has been specially investi-
| gated by DANYSgﬂﬁho claims that satisfactory resulbs
can be obtained in such diseases as urticaria, eczema,
psoriasis, asthma, neurasthenia, gastro-intestinal
disorders, arthritis ete. He treated his cases with
sal ine suspensions of four or five varieties of bac-
teria cultivated from the stools. The vaccine is
sterilised by heating for one hour at 70°C. The
vaccine usually contained B, Coli, streptococci, entero-
cocei, diplococei and in some cases also an anaerobe,
| Bach cc. of vaccine contained about Eéﬁ—mgrm. of the
dried bodies of the bacteria, IHe gave 1 cc, for the
first dose, then 0¢5 cc., 24 hours later and continued
to give daily injections for a week increasing the
dose by O*1l cc, each time up to 1 cec. He 8lso0 treated!
cases by giving them daily the same vaccine by the mouth
in dose of 1 ce, in about 150 cc, of ordinary water.
DANYSZ started on the thoery that the
albuninoid substances from the microbeg in the intes-
tine pass into the circulation and act as antigens
and induce sensitisation. He clains that this occurs

in/
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in all the chronic non-contagious diseases. At first
he used autogenous vaccines from the bowel of each
case but later on he found that the same bacteria
occurred in the same proportions in nearly all cases
he used a polyvalent heterogenous preparation. He
obtained successful resulte in cases of urticaria

and chronic dermatitis in which the cure was preman-

ent for some years. He also tresated cases of Psoria-

gsis in which he obtained cures in 60%. In some there
was a recurrence in 3-6 months but these yielded

I8,
promptly when the vaccine was resumed. ©SELUON has

tfeated 7 cases of severe psoriacis by DAHYSZ,method
and only obtained a response in one case, BARBEﬁZ&
found that in some cases it falled completely but
admits that it is of distinct value in others.

1715.

ERSEITIG treated 14 syphilitics with sub- |
cutaneous injections of typhold, paratyphoid and
cholera vaccines giving an injection once a week. He:
found that the injections were capable of turning a
strongly positive Wassermann reaction into a negative.
They =alsc caused a grsdual moﬂificafion of the
syphilitic lesions ending in their complete disappeari
ance even although no antisgyphilitic treatment was
given, BIzﬂﬁm¥ound that injections of o0ld Tuberculin
in doses of 001 cc., in cases of primary, secondary

and late nerve syphilis caused a marked improvement

which/
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which ran parallel with the fever reaction, The in~
jections had no effect on the Wassermann reaction,

Pug vaccines have also been used by lIES - .

1716, gseptocoemia, pneumonia,

FIELD and others in the treatment of, sycosis, acne and
other pyodermias. A few drops of pus are mixed with |
sterile water and carbolic acid is added to sterilise
the suspension. After 24 hours the suspensien is
injected similarly to a vaccine. I have found benefit
in some cases of acne and gycosis from this method
but the results are not any better than can be obtairwﬁ
from ordinary vaccines,

In 811 infectiong it is a question whether
treatment with non-specific vaccines isg advisable. A
specific vaccine may do good in infections by virtue
of its containing the specific antigen and by raiging |
the patient's resistance to that, but in non-specific
therapy in general, including 2ll the methods of non-
specific desensitisation, it is doubtful whether the
method is advantageous in the long run. If one be-
lieves in the theory that, in infection, part of the _
symptoms are due to sensitisation to the protein of the
organiem and part to the toxines, then remowval of the
sengitisation to the protein may have a harmful effect
on the patients resistance, because these sensitisation
reactions are probably protective in nature. In non-

infebtive/
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infective conditions, however, such as sensitisations
to some non bacterial protein, treatment by non-
specific desensitisation is a method tc be recommend-
ed,

A great deal of work still requires to be
done before the method of action of non-specific
therapy is fully explained, In all, whether due to
intravenous vaccines, pentone, milk, autoserum, or
heterologous vaccines, there isgs a common reaction
with rise of temperature, leucocytosis, alteration
in the ferments in the blcod &nd in the permesbility
of the capillaries etc., Which of these changes are
esgential is not decided, but there is no doubt that
the parenteral administration of various albuminoid
bodies causes a definite lccal reaction on pathologi-
cal tissues which leads to their absorption. For
thet reason these methods have been found useful
therapeutically.

In conelugion, I should 1like to express my
thanks to SIR NORMAN WALKXER for the encouragement
which he has given me in carrying out my investiga-
tions and for the generous way in which he has placed
the material in his department at my disposal.

I am also greatly indebted to the staff of
the Royal College of Physicians' Library for the
amount of trouble they have taken in enabling me to

make the bibliography as complete as poseible,
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