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TEXT NOT REPRODUCIBL}*;

A HBY WLIE TST

2, Kin, Med, (Jowmal of Clinieal Medicine) ¥Yrof. Dr. P. Bhriich
No. 5, 1882-1483,
Pages 235-283

The diazo corpounds, which w:wlt oo the anlido compounds of the
aromatic series throush the action of nitrous ..cid, as we know, are capable
of readily combining inbo dyestuffs with 3 large number of bodles,
partierdariy the mons-~, di-, and polyphencis, as well as the primary,
sec..aary, and teriiary mono- and diamines of the aromatic series.

This reaction, which is being applied rmost widely in this technique
recently and which we owe to a wealt: of yellow, orange-red, and brown dye-
stufis, also secmed to be suitable for medical use. It ¥*3 to be expected
that the secretions and  xereticns of the humcn bedy, primarily however
urine, might contain susctances which would produce color reactions with the
diazo compounds, ‘fore spocifically, according to Wittt's Law, we could expect
here that tne color resction ocewrs in an ali:line colution when the conjugated
substance suspended in tie wrine is en acid and that it occurs in an acid
solution when it is a bose. For instonce, it we add a besie body, for
instance anilin, to & solution of 4i.uobensel, then the yellow coloraticn of
the developing arzidol.azol oecurs aircady in the acid soluti n while the
oxyazobenzol, rcoulting from the covbination of phenol and diazobenzol,
reveals its color characteristics oaly when the gsolution is alkalized.

: Indees, oy expectations were confirmed and I found color reactions in
the urine which seemed suitable for clinical and diagnostic purposss because
of their significance. According to the method of Viktor Meysr, I did not
start with the erystzllized diazo bodies, which are difficult to obtain;
instead, I cirectly used solutions in which diszo bodies had developed undor
the influence of nitrites and mineral acids. As initial material I ussd
pulfanilic acid (para amulobenzolswlfo acid (the latter was procured = from
C.A.F. Kahlbaun)) on the basis of the investigations of Peter Gries:: I did
this bocause this sulfanilic acid is smoothly convsrted into the corresponding
diazo compound even without consideration of the speclal precautionary rules,
cooling, and so on, and because it is distinguished rather favorsbly in this
respect fram the cther compounda, anilin, toluidine, etc.
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- T omads the solutlen T 0 0 c: in such a way that I heavily
acidificd a larger voluue of wioo <. 500 ce, with pure nitric acid
{30-50 cc)s I added so aach of .. op del0itult to dissolve sulfanilic
acid that a surplus reraind® oo % . iem. & 0w granules of scdium nitrite
are then discolved in uater . ¢ e oond as solution is gradually
mixed in v o the for .cv while .. . J. Uic liculd thus obtained--which hers-
after I w.li Litefly refer to as the ror-ini-~conl-ins small quantities,
almost only traces, of sulfediazobens . ..+ ‘ize the reaction that I

will describe shortly, cs well as the oo ... .rwnlilie acid, which has no
disturbing effects whatever, and niiric acid wiaich has & favorable influence.
It does not contain any {ree nitrous ccid. The reagent described will retain
its effectivencss for a longer time, especially when the weather ie not too
hot, and can ba used in the summor for 2-3 days and in the winter up %0 5
days.

- I2 we £511 onc third of a test tube with normal urine and if we add
_ the sama volume of rexgent, we saueilnes sce no noticeable changes at all and
sometimes the entive licuid turns yellowish. I we now add amnonia or potash
lye, then we obsorve a slight change in the color; it turns yeliow and some-
timss also crange; but the coloration is never strong enough to give the

~ foam, which develops wiien we shake the liouid, & coleration of its own. If

we 8 low the wrine to stand for a longer time, the precipitated rock saits

~ will sometimes form & loose and sametimes 2 more solid layer on the bottom

- which does not reveal any definite scloration.

: Pathiological wrincs, on the other hand, der>nding upon the underlying
disease, roveal diiforent color reaciions and I wilil only discuss one of
these which I think is most interesting here.

If we mix ¢his kind of urine with the resgent in the manner described,
then we will somc;imss sec no change at &ll and sometimes & very definite
. yellowish developi~ v, as in the case of normal urine. But if we add amuonis,
- then we get a verv 'ntensive carmine-red or scarlet color in certain
- pronounced cases; the shading of this color can be juiged not so much as we
lock through the test tube than as we observe the foam. If we alliow urine

»  of this type to stand tor 12 hours, then we can see that the uppermost layors

‘of the precipitate scueiimes revezl a wider and scmetimes a narrower zone in
which we have & very intensive dark cocloration. This coloration in some

" caces is a pure green and in other caszes it is greenish-blackish or viclet;

‘the latter is sometimes also due to a red precipitate found in normal urine.

I followed this red reaction-—which I shall refer to with R for the
seke of brevity--in a very large number of diseases and I was able to
astablish a certain laufulness and regnlarity in the occurrence of this
retstion. First of all I found that, with the exception of one dissase,
Pothisis pulmonum, the occurrcnce of this R 1s connected with febrile
processes. I myself always found negative results in investigating a wide
variety of diseases, such as chlorosis, anemia, chronic stomach catarrh,
Carcincma ventriculi, Ileus, Colica saturning, nephritis, heart defects,
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- which is cwrently rocovering, inveive. o very light case of Typhus
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dizeasec of = . Lrals ke o T ~rrnosis of the liver, and 3o
on, in short, &1l of e fic & ol =iv o eencieY, to the extent that it

is not cennected with any feve.

In contrast Ho this we have & ©- 7% do involve fever. These
we can ciagoify in three groups. '

(1) Diccroo: in vhadeh 2 o , eertlys (2) diseases in -
which R occurs nore IrTccu.ntiy oo ...  rol.l.. wopond.ng upon the type of B
disease; £3) discases in which it cocwws cliill nevers

The fircy grovs inmcludes & - - 7o etcsses, which only Typhus
abdominalis was inveoo’ jated in sulizcnenv Luwuosrs of cases exceeding well
over 60, as wcill ag :acics. ’ ’
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The sceond grouws includes eryoivel =, iLI-ry tubercilosis, septico-
yemia, pleuritic, scariel fever, Intermiveiiays, and others.
» 2 ? ?

Statistice prosored in comnesooon with a lecture delivered quite some
time ago to the Chariie Scciety, invoived ¢rliy a part of my investigation
material and procuce. ithe following resudis. ¢

Among 22 ccoes of Tyohus £hic.inalis, R wus nissing only in one case;
5 measles caces rovecs. t R 5 tixes; 55 cascs of Pnthisis pulmonum 28 times;:
of 7 cases of Erysipelis cip, it was Jound 4 itimes; among 12 ~ases of
Pleuritis exsudciiva, it 1.5 found 6 times; in 2 cases of Endocarditis
ulcerosa it was fcund cace; in 9 ceses of diphtheria faucium it was found
only once in a i.iher slightly indicated rashion; and in 20 cases of croupous
pueuronia, it v found only 3 time.. Of these three cases, one case was
complicoter wiuh a Erysipelecs, another one was ceased by a trsuma and was
connected wivs lLung gengrene and this left only cne typlical case out of 20
that revealcl ...
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Lo e wmeriencos, whilch have no yet been arranged statistically,
are quite iu .ouoing with thacee Tigat.c.  an particular, I never missed the
reaction in mcasles cnd, as far as I recall, I missed it only in two or
three cages in v very voluzinous {y—hus mztorial. One of these cases,

abdeminalis in which the fover nover wiec..ud & temperature of 39° and in
which the general physiczl condition tuerefore was only slightly altered.
In this same cace I furthermore had e pronounced polyuria {(2,000-3,000 co
with a very low ur.ne weight (1005) ard this circuustance might posuibly
have caused the latency of R because of the ucavy dilution.

Of course, it is very importint te determine during which peried of
each disease the R occcur:s beesuse the clinical evaluation of this R can be
accamplished enly if we consider the time factor. . ] ‘ '




saefowd ezt firot of @23 with Typhus sbdominalio.

GAowases ws can obaseve R throughout the catire
deed; it may last 1-2 daye beyond the definite
inosuch In othsr, likewise by no means rarer cases, the
| sxbtendo over the entive fiprst stege of the disease, such as it is described
by high bezporaturs and by tha enly slightly remitting oharacter of the fever,
in order then to dioappear with the beginning of the stage of rendssicn. Less
frequently wa find that R does not last through the entire period of the first
stags; in goms cases we no longer observe it 3-4 or even perhaps 5 days before
ha start of remlssion. Cases in which the time duration of R is even more
limited ars very rare; hore the R can be observed only during the first 3-4
daye and, in wy exporience, these were light cases as a rule. I was unable
to determing in my material whether R occurs already during the first two
28,8 of sickness but I certainly observed it on the 3rd and 4th days.

n the case of measles, R may be missing during the stags of eruption
and full dovelopment; but it is found constantly only during the first days
of the desquamation stago. Accordingly, it scems as if the substance that
produces tho reaction is formed during the fever period in the body but that
it 15 rotained there and that it was separated only after the erisis had
taken place, az it happens in the case of cocking salt.

In punonsry tuberculosis, which reveals so many different clinical
picturea, ¥ want to describe only two borderline cases--first of all, the
acute fusion of the lungs which quickly ends in death and phthisis which
extends over several years. In the case of the former, the R usually is
found in the most pronounced fashion during the entirs course of the diseases;
in the latboer, we have intervals without any reaction, for many months and
porhaps evan years, alternating with sometimes longer &nd sometimes shorter
verieds of times during which R does turm up. When the patients finally die
duvs to ths advance of the lung disease and not due to any other ccmplications,
then R usually hes axisted for a longer time before death., Cliniecal
obaorvation teaches us that the periods, during which the R occurs, coincide
with axzcorbations of the process which, even if the physical examination
doen not reveal any positive findings, nevertheless are usually clearly
marked by fover movement, loss of strength, and nighttims perspiration.

We might exphasize here that, in contrast to all of the other
daiseaces, the R need not nscessarily be connected with fever in the cass of
Phthisis pulrionum; woe are therafore justified--in any and every case which
osregents a pronounced reaction for a longer time without any fever
phenomeni---to assuss with great probability that we are dealing with phthisis.

T bolieve I oay dras tho following conclusions from the data hers:
1. fne resction is one ol the most coenstant characteristics of Typhus

abdominalie from tho niddie of ths first wsek onward, so that an absence of
thig reaction would ssen Lo cest doubt upon a diagnosis of thie disease.
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i ardeodnadie, in which the rsaction is only little
3 bt oshord tins, us & rule ars very light cases.

LI thu reactlon vioeps duriig the first stege of typhus, with any
1ications with discases of tho second group (pneumenia), then we can
ot who developnent of woumiiting tewperaturss during the next 3-5 days.

L, OF courso, thu yeacblen cannob ba used for the differsntial

dissvosls between Typhus abdewdnglis and the disesses of the secend group.

h. The necuvronce of the rezetion in Fneumonis crouposa points to the
asristence of ccmplications.

6. In Phthisis pulmonwa, tho occurrence of the reaction is a signum

priicninis (a verlovs algnd.

7. Long-iasting rezctisns without fever point to puiuonary
tubsroulosis,. -

A detailed description, uccompanied by the pertinent disease
sbusrvations and curves, will bu published in the coming Charite-Annalen
“Cherits Yearbook]. '

TR

iz i




