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TEXT NOT JUPRODUCIBý

A NU' La-Ziz £ZS

ZK . ?lin . (JournzO of Clinical ,cdicirN Prof. Dr. P. Shr3.icb
No. 5, D882hlaPages 285-X3

The diazo compc,•dS, which ::.• .t £! th c o compounds of the
aromatic series thou7h the action ol nitrous •cid, as we knyh,, are capable
of readily combining into dyestuffs with a iLrge number of bodies.
particiarly tCie mono-, di-, and polyphenols, as well as the primary,
see%..ary, and tertiary mono- an di.es of the aromatic series.

This reaction ,`iich is being applied rzeo widely in this techinique
recently and which we ow,: to a wealt' of yellow, orange-red, and brown dye-
stuffs, also secmed to be suitable Zor medinal use. It -Vs to be expected
that the secretions &id ::.cretiono of the %uman body, primarily however
urine, might contain su.x~ances which would produce color reactions with the
diazo c=pounds. More specificallly, according to Witt's Law, we could expect
hero that tne color reactiora occurs in an alliine solution when the conjugated
substance suspended in the urine is an acid and that it occurs iL an acid
solution when it is a >~e. For instance, if we add a basei- body, for
instance anilin, to a jolution of t- .obenzol, then the yellow coloration of
the developing =:zido*..nzol occurs •Jready in the acid solut .:n while the
onizobenzol, rcsulting from the cot.bination of phenol and diazobenzol,
reveals its color characteristics cnly when the solution is alkalized.

Indeed, iy expectations were confirmed and I found color reactions in
the -urine which seemed suitable for clinical and diagnostic purposes because
of their significance. According to the method of Viktor Meyer, I did not
start with the cryiztLllzed diazo bodies, which are difficult to obtain;
instead, I directly used solutions in which diazo bodies had dev eloped under
the influence of nitrites and mineral acids. Aa initial material I used
sulfanilic acid (para amioloberzolsulfo acid (the latter was procured from
C.A.F. Kahlbaum)) on the basis of the investigations of Peter Griesi" I did
this because this sulfanilic acid is smoothly convirted into the correspondinrg
diaso compound even without consideration of the special precautionary rules,
cooling, and so on, and because it is distinguished .rathre favorably in this
respect from the other cmpounds, anilln, toluidi•el, etc.
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TEXT NOT REPRODUCIBLL
- 1 n:.d,. t. t. in such a way that I heavily

acidific2l a l vol - 00 cc, v.th pure nitric acid
(30-50 co); I addcd so ....ch of rt to dissolve sulfanilic
acid that a ruirlus rei. cm. ." granules of acdium nitrite
are then dissolved in i;uator -n:-r~Kc. solution is gradually
mixed in w . the fea'.:: whiL:. -. .e i thus obtained--which here-
after I ýi.l -iefly :'Ifer to as the . :--co:.--ns small quantities,
almost only traces, of sulfodiazoben " the reaction that I
ill describe shortly, as well as th .. _ ..- lic acid, which has no
disturbins eff~ects wha-tever,, and acid .:hich has a favorable influencs.
It does not contain any free nitrous icid. The reagent described will retain
its effectiveness for a longer time, especially when the weather is not too
hot, and can be used in the summor for 2-3 days and in the winter up to 5
days.

1. we fill ono third of a test tube with norzial urine and if we add
the same rolume of reaent, we ;5.es no noticeable changes at all and

sometimes the enti-o liyuid turns yellowish. If we now add a&=onia or potash
lye, then we oborvc a sliht chLage in the color; it turns yellow and some-
times also orange; but the coloration is never strong enough to give the
foam, which develops When we shake the liquid, a coloration of its own. If
we allow the urine to stand for a lon.er time, the precipitated rock sa.Lts
wll sometimes form a loose and sametimes a more solid layer on the bottom
shi& does not reveal any definite toloration.

Pathologicai l i. on the other hand, deT-w.ing upon the underlying
disease, roveal diff'cnt color reacAions and I will only discuss one of
these which I tirnc 14 most interesting here.

If we mix this kind of urine with the reagent in the manner described,
then we will soaA.TiOs see no change at all and sometimes a very definite
yellowish developL.. ', a• in the case of normal urine. But if we add ammonia,
then we get a very t-atensive carmine-red or scarlet color in certain
pnounced cases; the shading of this color can be judged not so much as we
lodc through the test tube than as we observe the foam. If we allow urine
of this type to stand for 12 hours, then we can see that the uppermost layers
of the precipitate sometimes reveal a wider and sometimes a narrower zone in
%hich we have a very intensive dark coloration. This coloration in some
ca"" is a pure green mid in other cases it is greenish-blackish or violet;
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
sake of brevity-in a veerr large number of diseases and I was able to
establish a certain lavfulness and regnlarity in the occurrence of this
reation. First of all I found that, with the exception of one disease,
ftthisis pulmonwm, the occurrence of this R is connected with febrile
processes. I rtself always found negative results in inv•etipating a wide
variety of diseases, such as chlorosis, anemia, chronic stomach catarrh,
Ca•cinoma ventriculi, fleus, Colica saturnina, nspnritis, heart defects,
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TEXT NOT REPRODUCIBLE
diseasezo o7 b':an 7 "rhosis of the liver, and so
on, in short, all of the fi. o. " . to the extent that it
is not ccrinectc. w.ith ary fev..

in contrazt to this we havc. ".t do involve fever. These
we can clascify in three groups.

whih R iz• ¾ which . c. ... y, (2) diseases in

which R occur .ura.o rccu...... c.: ... .y ,..,,,_ upon the type of
disease; f3) di zases in -hich ii. -, nevcr.

The fir grf:i• Lncludes t 'czes, which only Typhus
abdominalis 1;a- inve.iAted in Cu:c...eL; ý.urs of cases exceeding wall
over 60, asc as asi.s.

The ,:_ ". x,cludes p'- " .:- " ' thr--

The ZccxcL zoui- includes eo,-iope! . :::. .. tuber",•esis', aptico-
pyemia, pleuritiL, . . ever, ad others.

Statistic.. pi%,>rc-d in conn c, on with a lecture delivered quite sowe
time ago to the Char ;t Society, invoLved .::4 a part of my investigation
material and product, vhe following results.

Among 22 c•Lc3 of .V:hus -7 _'..ialis, r ws missing only in aoe case;
5 measles caz.... rvcc= I " 5 t.`.L.es; 35 casc5 of Phthisis pulmonum 28 times;
of 7 cases of Ero':'ripcia c-., it was found 4 t;ies; among 12 -asos of
Pleuritis exsucztiva, it v:s found 6 times; in 2 cases of Endocarditis
ulcerosa it was fcuad onco; in 9 cases of diphtheria faucium it was found
only once in a 3l ihr .lghtly indicatcd fashion; and in 20 cases of croupous
pneumonia, 3t 'i. fournd only 3 time-. Of these three cases, one case was
complierteA u..h a Erysipelas, another one was cý_azed by a trauma and was
connected w1. n gangrene and this left only one typical case out of 20
that reveaL!•..

.-. .. . . ,ich have, nc' yet been arranged statistically,
are c'•i . .c.. . a th..• £4r ... an particular, I never missed the
reaction in mzasies and, as far as I recall, I missed it only in two or
three cases in m:¢ very voluýinou,--.>,v-s. mnt.:-i.l. One of these cases,
which is ciu:rently recovering, invol-. .L '•%ry light case of Typhus
abý4minalis in wuhich the fever nover a.:cc.-'_:d & temperature of 390 and in
which the general physical condition terefor'e was only slightly altered.
In this saxae ca.-o I furthenmaore had a pronounced polyuria (2,000-3,000 cc)
with a very low u:'..,no weight (1005) and this circumstance might posibly
have caused the latency of R becauzo of tho l~avy dilution.

Of course, it is very import-% to deteraine during which period of
each disease the R occurý; because the clinicil evaluation of this R cam be
accomplished cnly if we consider the time ractor.
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"Ll" z. ('A0-•: Q"!, JW • w.6 ic.a isoirvae R throughout thz• ti.•bi
.. 'V rvti•.,, it may iatt 1-2 days beyond the definite

~ ~ In othnr9 11kowiea by no meano rarer caces, the
Q ' o er U.'h ý.ntiro firat stage of the disease, such as it is described
1y hi'iC '. zrturo mn by th oenly slightly recitting character of the fever,
In ordar thea tG di appepr with the beginning of the stage of remission. Less
frequently wa rind that R does not last through the entire period of the first
atage; in oc!3. eases we no longer observe it 3-4 or *wen perhaps 5 days before
thmeto-A ot remliaion. Cases in which the time duration of R is even more
Waited are very rare; hcre the R can be observed only during the first 3-4

da , ad in y experience, these were light cases as a rule. I was unable
to letermino in my material whether R occurs already during the first two
daý,s of sickneas but I certainly observed it on the 3rd and 4th days.

Yn the case of measles, R may be missing during the stage of eruption
4:fl fiul dovolopment; but it is found constantly only during the first days

of the dosquamation stagoe. Accordingly, it seems as if the substance that
producvn the reaction is formed during the fever period in the body but that
it iv retained there and that it was separated only after the crisis had
taken placa, to it happens in the case of cooking salt.

- In p onary tuberculomia, which reveals so many different clinical
plcturt5, I Xwnt 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 entire course of the diseases;
In the latter, we have intervals without any reaction, for many months and
porhapz evan years, alternating with sometimes longer "ed sometimes shorter
periods of times during which It does turn up. When the patients finally die
due to the advance of the lung disease and not due to any other complications,
then R unually ha5 existed for a longer time before death. Clinical
obsorvation teaches us that the periods, during which the R occurs, coincide
with a•mcorbations of the process which, even if the physical examination
does not reveal any positive findings, nevertheless are usually clearly
marked by, fever movement, loss of strength, and nighttime perspiration.

S"n1 •dght emphasize here that, in contrast to all of the other
diseaceb, the R need not necessarily be connected with fever in the case of
Phthisis pultionum; wo are therefore justified-in any and every case which
presents a pron6unced reaction for a longer time without any fever
pbophanomnn--to sume with great probability that we are dealing with phthisis.

I I bJvt I Ly dinzý tho following conclusions from the data her*:

J# The reaction in one o: the mort constant characteristics of Typhus
abddoilnedia frco-i the mlddle of the first week onward, so that an absence of
this raactotn •ould c to crat doubt upon a diagnosis of this disease.



Oaf ~ 'Ju inA~ whichi the reaction is only little
tllxr' , uit s,~ s rule are very, light cases.

If~ ~ ~ ~~~J; -av f'' tIjt~:irt A, tage of typ.i~ ithan

2 JiaAon• *rAth dof tho secon group (pneumonia), than we can
S:.-t ThAi devalop:ent of r•.ttig tenripratures during the next 3-5 da.

Of coureo, t h *cU: cri:ot b3 uwad for the differential
dlol,3It between Typhv•i ebida.nr . and th3 diseases of the ascend &rVoul.

5. The omcýcu•Uco of tP rtion h Fneumonia *ýroupusa points to the
,:dltcnce of cwplications.

6. In Phthioai pulmon.UU tho occurrence of the reacti.o is a signm
lo~n-Inis (a cerloua i~gi

7. Long-lasting reactlwa% without faver point to pulonfary

A detailed deacription, accompaied by the pertinent disease

•,btryvations and cuirvz 'Al b• published in the coming Chadte-Annalfl
'Charlta Yearbook].
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