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Clinical Yorms of Brucellosis and Their Treatment (A Methodologioal Note).

by B. M. Arkhem-Arkhemovich - of the Omsk Medical Institute im. (in name
of) M, 1. Kalinin, Oblast Clinical Hospital of the Omsk Oblast Dept. of Public
Health.

Translated from the booklet Klinicheskie Pormy Brutsellesa i Ikh Lechenls,
PP 3-20, date unknown, publisher unknown, by SFC Bldon B. Bwing, Technical
Livrary, Technical Information Divi,uon.
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The basic achievements in the modern study of btrucellosis are the result
of works by our native investigutors (P. F. Zdrodovskiy aand his pupils, N. K.
st.m. G. Po mﬂ. A. L. uy‘.nn”. G. K. Udintl". X I M“. I. L.
Bogdsnov, X. D, Beklemighev, and others).

4 valuabdle store of information on the brucellosis problem was coreated bty
the scientific and practical workers of Sideria (B. P. Pervushin, G, A. Pan-
dikov, I. S. Novitskiy, G. P, Barbanchik, 0. D. Sokolova-Ponomareva, 4. M.
Tselishchev, st al). Nevertheless, in apite of the inportant successes in this
regard, many aides of this problem cannot be considered as resolved; this
applies particularly to the trsatmsent of drucellowis.

Brucellosis in man is distinguished from other specific infections W a
large variety of both clinical and pesthomorphologioal msnifestations. Being a
chronic infectious illness, it afflicts various organs and systeams.

4 pecullarity of the clinic of brucellosis is the undulating courss with
its periods of aggravation and periods of more or less protracted adatement.
Brucellosis, as a rule, takes a prolonged acurse and often can lead to pro-
longed incapacitation and sometimes invalidises. This infection rarely nku
ag adortive course.

The variety of cliniocal manifestations of drucellosis 5:- related to many
factors (the oharecter of the pathoges, the reactivity of the mmhl.
the phase of the 1llmess, e¢te.).

Many mvutmton (I. 8. Novitskiy, T. Kh. Nedshaiddinov, ¥. I. Bagosa,
0. B, Sckolova-Poacmareva ¢t al) refer trucellosis to the category of iafeg-
tions baving & oyolis oourse, which depends oh the phase of the disease and -

thereactivity of the patient's organisa. G. P. Budnev and others oonsider tm

the oyclis course is not characteristic for bdrucellosis, nor fOor any Process
of a septic mature, but, on the contrary, that the acyeclic course is typioal
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for it, He, at the same time, acknowledges that the absence of a cyclic nature
by no means indicates an absence of pathogenic mechanisms in the development of
bdrucellosis. This "clause® of G. P, Budnev'’s, 80 it seems to us, draws together
the differiag, at first sight, viewpointa of the investigators.

~— It is indisputable that brucellosis of man occurs with the development of
distinot forms and phases of the disease that are disiinguished from each other
hy their olinical, pathogesnic and imsunobiological peculiarities.

4s the obgervations of many suthors/(V. A. Gramenitskiy, A. L. Katsenovich,
N. 2. Gretsova et al)§prove, the different clinical msnifestations of the .
brucellosis infection depend to & certain degree on the type of pathogen. \" >
It 1s well known that the 1llness caused by the Malta micrococcus develops
agately, in the majority of cases, as an over-all generalised infection with a
further trensition intoc a chronic fora (ucondary-chronic drucellosis according

to m)t

In cases of brucellosis related to infection of large horned cattle and
svins Wy brucella, the disesse develops gradumlly and takes a chronic lingering
coutse: (pruuy-chmio dWucsllosis).

Iith thn hlts variant, however, an acute period does not always occur in

_the development of the diesase, vhereas, in some cases it is possidle to observe

an acute course with the sporadic brucellowis also.

As is known, in the-conditions of Omsk Oblast the drucellosis is the Malta
variant; ssanwhile, as the materials of our clinic attest (K. X. Yushkevich),
we have failed in approximately 15 $§ of all cases of bdrucellosis to clinically
detect an acute period and the development of the disease bore a character of

i-ry-ohmic bmcouo.u fro- the very start.

. She obssrvapicas ot G. J. Barwanchik, A. A. Morkinskays, V. P. Putalovays
ot al., shovw that in Omsk Oblast, where brucellosis illnesses are caused chiefly
bty the Malta aiorecocous, the disease takes & maore severe course than in the
caseb ahere the Wrucellosis is caused by drucella of large horned castle. In
particuiaz, with the Malts variant, lesions of the cardiovascular system emorge
aore anhrw mviﬁh infeotion by Bang's trucells.

mlo n“u. the uwimco of the pathogenic properties of the pathogen,
1% should be emphasised that in btrucellosis, as in other infections, in the
development of . the disemse, during its course, &nd also in the termination, the
nost. inpesjant. role belongs to the mmorvorganism, the importance of which has
besa underiated in the recent past bty some investigators.:

+5n speaking of the lesding role of the mmoroorganism, one should not, as
as infemence of what- has’ been preséated above, Ainimise the importance of the
phdheagente pragertiss: of the hwrusellowis pathogen as a specific infectiows faotor.
Asdy' 6% 4o same- ¥ine, one should not reduce the entirs problem of bruoellosis
as o dissase; 4 only: the. pressnce of ths pathogen nuomuiu. Yut such
tm&m in ths literature. . .
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The presence of the pathogen in themu/h not always manifested
by any clinical symptoms that would indicate the digease. On the other hand
the disappearance of the pathogen from the organism of a pltiont still gives
no basis to speak of his recovery frol brucellosis.

The question about the duration of the pathogen's auenmce in the -
organism is connected by some authors to the gquestion of the contimuance ef
the drucellosis illness in snimals and san. During recent times this prodlea
has attracted the particular attention of many investigators. The odservations
of P, ¥. Zdrodovskiy, V. A, Shtriter, V. B. Nikolayer, R. A. Tsion et al,
have showed that in animals, both in experiment and in conditions of aatural
infection, there comes not only a clinical but also & tacteriological
recovery within various time periods after the initial infection ( from 6
to 24 months).

The data in the literature conceraing the coatinuance of brusellosis u
man are coantradiciory. Basset-8amith considers that the aversgs continumnce of
epidemic brucellosis is 4 monthe; according to the findings of A. Hardy and
Jordan, it was 5 months. The odservations of G. A, Pandikov ea 150 bdrucellosis
pat ients showed that there wers neither exacerbation nor relapse ia thes
during s period of from 2 to 10 years., G. I. Grinderg thinks tlmg recurreat
generalizations of the brucellosis process are congeivable only for a period
of 13-2 years after the time of illaess and that after this only the Pare-
allergic (nonspecific) post-drucellosis illnesses can occur.

- %ur gbservations cn ‘brucellosis patieants (spprox. 1,000 patients) show
that sose clinioal manifestations of the diseass can de eacountered for 5-10
yoars after the initial infectiony M refer to the residuml
non-reversidble changes that have a ble charecter and develop as & resuls
of sclerfibrous processes, tut rathqr to reversible symptoss (tempersture
reaction; accelerated erythrocytic shWiimemtation rates changes on the M
of the support-motor apparatus -~ polyarthritis, spondylosis, ete.).

In some of the cases, with the pressnce of some hruselloais sanifesta-
tions, ve speak of reinfection. Reinfection is posaidle, both in saimals amd
1n husans. V. A. Nikolayev indicates thai one often emcousters repeated out- .
breaks of brucellosis in animals. Reinfection is the soures of these eutbdreaks

Rore froqmnu: than relapse. 3. 1. Grianberg speaks. adout reimfection of msm. .

Ve also had certais grounds to speak of rcintuthl.h.m onsts of
brucellosis. The folloving data indiocated reinfection rather Shea relapes:

1. The detectioa of any dissase symptoms developing 5-10 years aftes -
the initial fnfectiop dy drucellosis and -um Mtcﬂn m asute u
subacute period of the digease. .

&>

2. A manifestation by the agglutination test: tims ie ach mn&tfo
of brucellosis ia the 1ate period of the disease's developasat. . ‘ :

3 A posiyive dlook cultwre in isolated oases, Althowgh, o6 Mae baea.

stated, very often in the late perieds Lfroa Ade stars of she faisial Syfoistion -

thers are syaptoms odeerved that are iatrissie to chromis brusellonis.
3




Our material coafirms the existent detailed observations of B. P. Pervushin
ot al. comperaing “he fact that within three years after infection it is impos-
sibleto reveive & ;.uit-lv‘o blood culture, unless there is a reinfection.

The question thea arises - is it possidle to speak of self-healing within ‘)
2-) years froa the start of the {llness, or 4o grounds exist at a later period ;
ia amhy of the csaes {0 regard any syaptons as sknifestations of brucellosis, i
nw h-mna sipht not b &otoctq! 1n the person's organisa, ;

Tor a mmor-tuﬂiu of this question it is applicable and necessary !

for & pereon. to censider the complex effect of three factors in the developement s
" of Wwesedlosis: the infectieus  (the pathogen), the toxic and the allergic. It i
is indtiputable that st the start of tie illness a special role is played dy

the microbic (infeotiocus) and toxic factors, and in the later periods - by the

allergic, vhose importance can increass upon the transition of the disease into

the m-a.u fbu'.J”rnpons‘ in . htor period the latter is often the main !
It th nm pmu ot the 111n6n'| dovolopunt the brucella and their
toxic pre@usts; whilé-eireunlatlig in the blood (bacteremia and toxeaian),
oreate condittioas for the mmaifestations in & form of over-all iafection
(primary- geaerelization). At this stiige; death of the brucella and recovery
- GAR oseur-as-a result of the action’of the protective factors of the macro-
. orgaaisfi. In the majority of cases; howbver, the pathogen rexdins in the
opgaalse’ the abatement of the acute period, causiag endogeaic, oft-repeating
gondralisatidns, /wiishi 'eause thé- dppearance of -the nuorgie reactinne in the
ow- uwmltm in i8¢ mim orpn- .aa systems (chropic brucellosis).

o dedd Lomd -

h ehroaic u-uonuu. as has' beon pbintad out, thire may be an absence of
Siwoells fa the organten i the lasé ‘periods of the illness, tut one still
. /osanct speak of ‘gelf-Nedliig th thedd Gkite. Some clinical manifestations of the

. 'tisetee -y ltln‘bo ‘dWmetved for a protidcted tims affer the so-called ~elif-

B R o e oy b

‘WK thé ehrdnle oonr“ éf the :procées thcro is oﬁon & hypersensitisation

St -dsterntnes the @lisle of the illneds. Againat a background of an hyperergic

condit tdvef ‘the orgasisn, any nmpodit!d agent (microve, cooling, etc.) can
osuse. mnt “euttrenk 'of the disease. The virious actions and irritations attending
& predispositioa to mthological reactions on the part of the entire organism
and the ‘Sorv-afflisted omgins (i.e., with tNe presence of persisteat residusl

reactions) ‘can ofhen 2ol té relapsés ant éxacerdaticas of trucellosis. In

these cases seie authors speak of para-allergic (noa-specific) post-brucelicsis .
.. ffligtiemn. la prinuiple this %9 correct. ‘It must be emphadiszed, however, that ‘!
" here we ars cestealing with & dissass that sowstises h-uhn:ynnmnot .
. wish h—xmm ‘require no therapy.

ai-. Su.f that O, P, Budnev 1s right In pointing cut that the ‘patho-
Wucsllosty 1a WME osnies be regarded primarily from the poiat of
*fate’ of the trucella 1a aa organisa. The pars-sllergie (nca-
o13enis alffltetions are, is the mmjority of csyes, active
&mmw Boretord,’ 1% qoomm ty wi tat after

IERE .
.+ gmeseis of
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5-10 years, when there are clinical symptoms, it is possible to speak of the
brucellosis @s an illness. One should differentiate between these manifesta- ‘:
tions (para-allergic) and the residual drucellosis, in which there are

irreversible persistent sequela of the given illness (cirrhoses, scars).

Some investigators Jjustly, in our opinion, point out that hypersensi-
tized persons manifest a particular tendency to secondary infection dy
dbrucellosis, which by itself demands some therapeutic measures.

Although in a chsonic course of the bdrucellosis illness it is not easy
to demarcate the brucellosis as an active infection from the post-brucellosis
changes whose pathogenic basis is a nonspecific irritant in a sensitized
organiam, nevertheless it is necessary to attempt such a demarcation by using
all of the existing diagnostic methods.

It is quite clear that the correct approach to a rational therapy is
conceivable only on the btasis of the above interpretation of the pathogenesis
of any drucellosis manifestations in each individual case.

In the treatment of brucellosis it is necessary to proceed from the
clinical picture of the disease and the dynamics of the process (agute,
sudacute, chronic, residual).

Positive serological and, particularly, allergy tests, without the
clinical symptoms of the disease, are not in themselves indications for the
use of any sort of therapeutic measures.

As is known, the indicated positive tests show only that a person is
infected or just that he has had contact with the brucellosis pathogen, Mt
st i1l do not speak of the clinical presence of the disease.

The proposed classificationsof the clinioal forms of bdrucellosis are

couparat ively many, but to date there is not a single geaerally-avc:sted
classificet ion.

The fcllowing classification of G. P. Budnev's Las received the most
wide-epread dissemination. The etiological and pathogenic prianciples go into
the structure of this classification.

Classification of the Clinical Forms of Brucellosis:

A. By the gravity of the diseass: *
1. Mild
2. Of median gravity
3. Severe

B. By the ocoatinuance of the disease:
1. Amte (to 3 monthe)
2. Budacute (to & months)
3. Chroaioc (exacertation, relapsing latescy)




C. By ths matlent's condition:

- 'l. Fhase of coampensation
2. Fhase of subcompensation
3. Phase of decompensation

D. By the etiological dlagnosis:
1. Brucella of sheep
2. Brucellsa of swine
3. Brucellosis (pure)

B. By theé nosslogical diagnosis:
1. Brucellosis (pure)
“ret "2, Mized brucellosis (with malaria, dysentery, eto.)

¥F. By the predominance of afilictions:
0! m 'npport-lotor aywon. ncurohru«noah. etc. (see below)

6. By tho outcome and prognosis:
1. Gomplete recovery
2. 'Incomplete recovery ’
3. -Vestigial brucellosis (& olinic of the uquen)

Goacerning chronic brucelloeis, @. P. Budnev and many otber authors
recotimeid $hat the principle of a&n affliction of some syetes bé adhered to in
the cliéssification, indicating that if this principle is less acceptadle in the
agute and,particularly, subacute brucellosis, thea with the chronfic forms, as a
result of the repeated nhpu-. tho loeal nl.nife-tatlbnl become more clearly
expressed ﬁth udl attmk .

chnifie‘tion of ohrolic mmnou- fs presented below.
Oludﬁeﬁ‘; iﬁ' 6f thfcnie Toris gf Bguo'.lloo 1

I. V-seorn tor-'
1. Cardiovascular
- 2. NNlmomary :
3. Bépatelienal
11. Gsteocarticular or locosotor form:
1. Affliction of the Jjoints
2. Affliciion of the bomes »
3. Affliction of the soft skeleton
§. Comdined

m. lml fors (neurobrucellosis):
1. Affliotion of the peripheral nervous systes
2. Affliction of the central norvou nnten
3. muuuuonh

2 ﬁuuihl fora. R o
Y. fenlly comdined fors¢: ' = g
"'E” 1. fo mfixed druceélloslis with the concntiom in pronthoul. for example:

brusellosis/malaria, brucellosisftudberculosis, drucelloasisfsyphilis.

g
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Rote: In addition,the condition of decompensation, subcompensation or
compensation is indicated in parentheges.

Many different means and methods have been proposed for the treatment
of brucellosie. This circumstance, ai first glance, might give some dasis to
assume that coatemporary medecine has no effective agents for combatting
brucellosis. Meanwhile, thanke to the efforts of many investigators (P. T.
Zdarodovekiy, B. P. Pervushin, G, A. Pandikov, X. I. Ragoza, G. P. Rudnev,

A, P. Bilibin, 0. D, Sokolova-Ponomareva et al.), our native science has
achieved important successes in the treatment of brucellosis., Therefore,
it follows to categorically object to false impressions, which still exiet
in some places, about the incurability of brucellosis patients.

It should be emphasized, however, that there is no single method for
the treatment of brucellosis. Many methods are used, particularly:

1. Imsmnobiological (vaccinotherapy. serotherapy)

2. Chemotherapeutic - sulfonaride (sulfidine, sulfazole, sulfadiasine,
etc.), arsenic preparations (neoarsvhenamine, sulfarsphenamine, etc.)

3. Antidiotics [ synthomycin, levomycetin (chloromycetin), diomycin
{aureonycin), terramycin, streptomycina, tetracycline, etec
: 4. Restoration of the phystological and compensatory mechanisms of the
macroorganism (autohemotherapy, roentgenotherapy, tissue therapy Yy the
FPilatov method, etc.)

5. Physiotherapeutic

6. General strengthening and symptomatic.

Bxperiments of Soviet investigators' show that complex treatment has
proved to be the most effective im brucellosis.

The value of complex measures in brucellosis is established, first of
all, by the complexity of the pathogenesis of this illness, and also dy the
chronic and multiphased course of the disease, with which occurs & diveuity
of both functional and organic disorders.

With the conduct of a complex treatment we have ia mind:

1. Suppression of the vital activity of the brucella and the eliminatioa
of intoxication.

2.Reduction of the excessively increased sensitivity of the orpnin.

3. Inorease of the reactive ability of the organisa.

4, Restoration of the physiological and compensatory mechanigms.

In the treatment of brucellosis, by analogy with the treatmeat of other
illnesses, 1% is necessary to keep in mind the importance of esach meagure ia
the iadividusl illness fora and also the coasequence of their use. This is
vhy, in the future, 1fter some preliminary genersl notes, we will refer
individually to the treatments of soute, subscute, and chrosic forms of
brucellosis. Ia prescribing s obsrtaia method of treatment for a patieat it
is necsssary to strictly obtserve the principle of the individual appromch,
1.0., to treat not the disesse but the patient as aa individual complete
organism,




It is well known that the condition of the patient's nervous system has
& great iafluence on the course and outcome of every illness. Daily clinical
experience teaches that a depressed mood, nervous-psychic trauma, etc., cause
s more protracted and more difficult course of the disease. Therefore it is
extremely importaant to use all possible measures for normslization of the
mervous activity by instilling confidence in the patient as to the favoradle
outcome of the disease by ameans of removing the various factors that exert
an uafavoradble iaflueace on the patient's psyche. Together with this 1t is
often expsdient to use bromide preparations, which, according to the obser-
vations of M. K. Petrova, exert a regulating influence on the nervous activity
by eliminating nogvm-p-ychic dysfunct ions.

Proloaged physiological sleep and a diet that is full value in regards
to quantity and quality, with a sufficieat vitamin content, particularly vita-
sin G, are important treatment factors in a system of therapeutic measures
for a brucellosis patlient.

Ia addition to the btasic method of treatment there is a symptomatic
therapy that is widely used, as dictated by the indicatioans; with thie are
presoridbed ithe general ltrengthening preparations - cardiac stimulants and
pais rellievers, éto.

The best results can be achieved when treatment is etarted fn the earliest
period of the disease.

Vaccinotherapy occupies & special place among the therapeutic zeasures
that are useful for brucellosis in geaeral and for its acute and subacute forms
in particular.

In an official ipstruction that was lssued by the Scientific Medical
Council and the Main Sanitary-Antiepidemic Adaministration of the Ministry of
Putlic Health of the USSR, dated 24 March 1953, and developed by G. P. Rudnev,
A. 7. Bilibin and K. D. Beklemishev, it is recommended to use vaccine in the
chronic as well as in the acute and subacute forms of brucellosis.

" Some lavestigators (M. 1. Ragosa) are against the use of vaccine in the
. acute period of brucellosis, the principal considerations being that it 1is
difficult to visunlise the effect of injecting one million or even 10 million
killed wrucella microorganismss whea the organism is inundated with live
bruocells 1A such number that they will excesd the killed drucella a thousand
tines. ,

lauvu'. $he oburutiou of sany authors (G. A. Pandikov, Ye. P.
Chasovnikove ob. .al.) and pur materials show that a positive result is obeserved
with mphlt_ibn in acute sad spbadute cases of brucellosis. On the other hand,
at » the direct effect achieved dy antibiotica in acute and sudbacute
mu 8 1p more regular and quicker than in the treatment with vaccine.

s the early usé of vagdine I6r brucellosis patients at the present
tho is otjoctcd to.
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The data in the literature and our own observat ione enable us to give
the following antibiotics first preference in the treatment of dbrucellosis,
particularly in the acute and subacute periods and also in the exacerbations
of chronic brucellosis with a fever: synthomycin, levomycetin, biomycin and
streptomycin. The prescription of the indicated antibiotice, as a rule, leads
to a drop of the temperature to ncrmal, a leseening of the toxemia, improve-
ment of the general condition, reduction in the size of the liver and spleen,
etc. With this the best results are received with the cyclic treatmeat of
brucellosis (I. L. Bogdanov).

The plan of treatment with levomycetin: the first cycle - 0.5 gram
6 times per day for 7-8 days, a total of 21-24 grams, then a break of 5-7
days; the second cycle ~ 0.5 gram 6 times per day for 6 days, a total of
18 grams, then a break of 6 days; the third cycluv - 0.5 gram 4 times per
day for 4-6 days, a total of 8-12 grams, The total amount of the preparation
is 47-54 grame. The same method can be recommended for treatment with syntho-
myein.

Biomycin (aureomycin) is given internally 6 times per day. A single dose
compriges 200,000 units, a daily dose is 1,200,000 units. *L.e continuaance of
troatment is 7-10 days. After 10 days 1t is expedient to repeat the course
of treatment; the continuance of the repeat course is 5 days (&,000,000 units).

Observations about the use of streptomycin are relatively rare. The
majority of investigators indicate the undoubted efficacy of this preparation
(?. Kh. Badzhmiddinov, N. D. Beklemishev et al.), particularly in combination
with sulfonamide preparations.

Streptomycin is prescribed 0.5 gram per day, intrasuscularly, a total of
20-30 grams for the course. Together with this it should be pointed out that
experimental investigations, particularly the observations of G. A. Balandin
and N, P, Prostetova, show that streptomycin exerts neither a steriliszing
nor inhibiting effect on the development and course of a generalized experi-
mental brucellosis infection in white mice and guinea pigs.

During recent times a polyantibiotic therapy of drucellosis hae been
recommended, i.e., a parallel prescription of two antibiotics, for example,
streptomycin { synthomycin, synthomycin (levomycetin) ¢ biomycin, and in
cagses that persistently fail to respond to treatment, three antidbiotics are
used - synthomycin or levomycetin / streptomycin 4 biomycin.

There are indications in the literature about a toxic effect of some
antibiotics on the liver. In a study, which was made by means of aspiratiomal
biopsy, of the morphological changes in the human liver prior to, during and
after treatment with aureomycin (biomycin), terramycin and chloromyostin
(levomycetin), they detected a fatty infiltration and vacuolation of the
hepatic cells; these manifestations receded within 5 days after cessation
of treatmsnt, Together with this there wers also noted clinical indiocatioas
of avitaminosis. Because of the negative effect of antibiotice in some cases
it is recommended that with their prolonged use, one should simultaneously
presoribe liver extract or campolon t0 be taken internally and aleo vitamia
B12 to be given sudcutaneously.
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Sulfonamides can be prescribed together with antibiotices (streptomycin),
or separately, in the acute and subacute forms of brucellosis. These sulfo-
namides are as folloss: norsulfasocl, sulfathlazole, phthalazole, sulfidine, etc.
The sulfonamides are presoribed to be taken internally in an amount of 40-50
grams for the course.

Prescrivtion plan. Pirst day, 6-8 grams (1 gram every 4 hours); second day,
S grams; third aay, 5 grams; fourth and fifth day, 4 grams; 3 grams per day in
the following daya.

The sulfonamide preparations are usually prescribed as a temporary form
of therapy, after which there are other therapeutic measures used, particularly
vaccinotherapy.

Which antibiotic should bve given preference? G. P. Rudnev, in touching
upon this question, preiers dioaycin. I.L. Bogdanov prefers levomycetin.
?. D. Badskaidainov - synthomycin., N. D. Beklemishev -~ biomycin.

The data :n the literature and the experience of our clinic show without
doubt that the indicated antibiotics - each separately (monoantibiotic therapy)
or in combination (polyantidiotic therapy) - do not preveant development of the
relapses, which occur in 50-70 § of the cases.

Because the introduction of antidbiotics into medical practice has not
resolved the problems of treating drucellosis, vaccinotherapy should be
conuucted in conjunction with the use of antidiotics in drucellosis patients.

Vaccinotherapy has received extremely wide acceptance. However, some
facets of this method are obscure. To date there i1s no generally accepted
method of administering the vaccine or of its dosage. Aleo, the mechanism of
vaccinotherapy's action is controversial,

The vaccine is administered by various routes: 1) subcutaneously; 2) intra-
cutaneously; 3) intramuscularly;: 4) intravencusly; 5) combined. In the sud-
cutaneous method the vaccine is injected in the region of the hip or into the
subscapularis muscle in increasing doses with each injection.

lst injection 10 million microdic bodies

2nd . 20 . » .

3Ird " 450 " L I "

“h L} ao L] " ]

Sth L 150 " [ ] L

6th . 250 . . "

7th . 500 " . .

8th [ ] 600 | ] ] [}

‘9th ] " » .
lomm * 1 tnnn 300 million microdic Ybodies.

“fa the Mucumm :ppuouhon (Alisov's method), the vacoine s
hactu in um from 5-10 to 500 million miorcdic bodles (most frequeatly
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80 million); with this there is no more than 0.1 cm’ of vaccine injected at
a single point of z:ject ion and the number of injection points is increased
step by step, 0.2 with 2 points, 0.3 cmd with 3 points, etc., within
B-b dlyﬂ.

A repeat course of the treatment is recommended within 2-3 months.
The plan of treatment by the Alisov method is as follows: (see tadle).

The observations made ty our clinic (N. S. Chernokalov) in regards to
this method showed that the intracutaneous injections of the vaccine have an
advantage in that they do not produce a general reaction and may be widely
utilized in those cases where the intravenous and subcutaneous injections of
the vaccine are contraindicated.

¥ith the intrasuscular method the vaccine is injected into the gluteus
or deltoid muscles in the following dosages:

1lst 1n.jection 100 nillion nicrobic bodiu
2nd 200

31‘d n 300 " L] ]
bth . 500 . . .
5th " 1 bulion nicrobic bodies
6th " 2

In persistent cases the mumber of injections may be increased to 10.

The majority of investigators consider that the best method giving the
most pronounced positive effect is the intravenous injectioa of vaccine.

In order to determine the degree of the patient's sensitivity to the
vaccine, there are at first 1-2 million microbic bodies injected; subsequently
there are 5 sillion, 10 million, 15 million, 25 million, 50 million, 75
aillion and 100 aillion microdic bodies injected. The total number of in.kc-
tions comprise 10-15. The intervals between are 3-5-7 days.

Aftor the intravenous injection of the brucellosis vaccine, usually
within 4-5 hours, there is a violent resction that is acaompanied by chill,
rise in temperature (to J9-40°C), general indisposition, hesdache, nausea,
somstimes vomiting, sggravation by psinful symptoms, focal sorsaess, and 4rop
in dlood pressure (shock reaction). This "postvaccinal® period contimuss for
& course of several hours and sometimes a day. The temperature most frequently

drops critically, but the painful sensations and the maaifestatiocas of
adyoaaia resain for 1-2 days.

The next injection of the vacoine is made within 1-2-3 days after the
abatement of the reaction; if the latter vas sharply expressed tm the dose
should not bde increased.

Cosstdering the strong resction that éas be caused by the intravenous
injection of viigoine, G. P. Rudnev has proposéd & two-stage msthod of iatye-
venous vaccinotherapy. The first "adjusting® dose of vaccine is recommended

11




to b injected intravenously in & physiological solution in a quantity of

500 thoussaad microbic bodies; in weakened patients - 300 thousand - 200 thousand -
and even 100 ‘thousand; within 1§-2 hours the second "working® dose of the vac-
cine is injected in the same amount as in the first. At the extreme, the second l
dose can be increased 2-3 times and more, depsnding on the general reaction. {

Tha Budnev therapsutic plan with vaccine:

Jor 1 infusion "A* 100,000 "B* 200,000 microbic bodies
' 100,000 ) 200,000
2 150,000 300,000
150,000 300,000
3 . 200,000 500,000

i
. i
200,000 o 500,000 and so forth !
i
Note: "A" refers to the recent cases f
WB® refers to the more prolonged and persistent cases, h
usvally with a weaker reaction. |
According to the oblorntions of I. L. Bogdanov and V., A. Protsenko, an i
injection of & 5-10 million vaccine in a $ § - % % solution of novocaine will
significantly moderate the postvaccine fever and can be used particularly in
those cases whers a violeat temsperature reaction is noted for even an insig-
nifioant dose of‘vaccine.

Waich sethod 6£'vicé1notheup: _should be given preference?

The materials in the literature and ocur observations prove that the
rouplu uour in any meéthod of vaccine injection.

miu m. based on materfal from our clinic, indicate that the
routes -0f sdministering the vaccine have no' pu-ticnlar significance in regards
to effioacy when & oslculation is sade of the 'and results. Vaccinotherapy is
indioated in the acute and -uhcut- forlq of bmcouoah after therapy with
antibdiotics.

It should De poisted éut that the method of intracutaneous therapy,
amm t§ otir material, has an advantege over the others in regards to the
nildness of 1its offect on the orgihafsm of the brucellesis patient.

In dnl of the chronic courae bf brucellosis, the nccino can be used
in the period of subcospensation and decompensation.

il Cul;!’c vioupoint held Y}y 1. L. Boglasov, according to which

the ﬁn fod of vacéine in the compensated chromic forms of brucellosis is
mm as this oan lead to an mmm of the infection.
1s eutuuclqutd when there are expressed changes on
ﬂ‘ﬁ'&u w (endockng1t 1a) 5+ ot ive tuberculosis of
m Tiags. ¥he uiuuu-n‘u %3 vith ocaré in the presence




of deep changes on the part of the kidneys and liver; in such cases it is
expedient to combine the vaccinotherapy with the prescription of glucose and
vitamins of the B and € groups.

In the treatment of the chronic forms of brucellosis the scope of thera-
peut ic measures are broader, It is proper to prescribe antibiotics during
the exacerbtation of the process, particularly when there is & fedrile
condition. After antibiotic therapy it 1s recommended to use one of the types
of vaccinotherapy.

With this it is expedient to use the vaccine intracutaneously under
anbulatory conditions and to use it intravenously (by the Rudnev method) or
intrecutaneously under hospital conditions. The latter is the method of
choice in those cases vher: there are absolute contraindications to intre-
venous vaccinotherapy (advanced age, nutritional breakdown, deep changes on
the part of the cardiovascular system of the liver, etc.).

In these cases it is possidle to use antibrucellosis serum prepared by
Uvarov's method.

The plan of treatment with Uvarov's eerum is:

1st injection 0.6-0.5 e’ of serum
L]

2nd . 0.7-0.8 * .
3rd " 1.0 " w [
Lth ] 1.0 [ I n
5th n 1.0 [ [
éth [ 1.25 [ I "
7th " 1.5 s » ]

The best therapeutic effect is observed with 2-3 courses of treatment
wvith Uvarov's serum in conjunction with the other methods.

In the treatment of unresponsive forms of chronic 'brucollonh it 1e
useful to prescribe remedies that stisulate the imsunogenic activity of the
organism and increase its general reactivity; among these are:

1. Blood transfusions (5-7 transfusions for the course);
2. Transfusion of the erythrocytic mass;

3. Tissus therapy YWy the Filatov method;

4. Autchemotherapy.

The indicated methods can be used either separately or as amxiliariss.

In osses of chronic brucellosis accompanied by a painful syaptom complex,
which is obeerved with an affliction of the nervous system (rediculitis,
neuritis) and ths support-motor apparatus, & novocaine bl 3y the Viah-
aevekiy method gives good results (injection of 50-100 of & 34 solution
iato the perinephric aellular tissue). Ia rediculitie, ischialgis ll.lr.
otc., a favorable effect is often produced by _the injection of a i )
solution of movocaiae (total dose is 20-40 cm’) where the pain 1s most.
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intense. In some cases at our clinic a daily intravenous injection of 5-10 cm3
of a §-% solution of novocaine (for a period of 7-10 days) has been used
sucosssfully with diffuse pains.

Paysiotherapsut ic methods are used sxtensively in chroalc cases of
brucellesis with afflictions of the support-motor apparatus and the nervous
system. Amohg theme are: 1) light treatment; 2) paraffin therapy; 3) diathermy;
4) WXtra-high frequeney; 5) iontophoresis; 6) theupemic gysnastics; 7)
rosatgenothersapy; 8) hydrotherapy, etec.

The observations of A. A. Nokrinskaya and V. M, Klimantova have shown
that in the chronic forms of btrucellosis, in cases of affliction of the loco-
sotive apparatus, the most pronounced effect was received from the combined
use of mcinothonpy and physical therany methods (dlathermy, paraffin, etc. ).

Wara batbs (36-37°C), lasting 10-15 minutes, show a favorable effect with
bmouou_il.

An important place in the complex of theraveutic msasures for bdrucellosie
patieats is held Yy resort therapy, in which many factors exert a favorable
offu;t on the human organism (proper regicme, climate, balneologic procedures,
ete. ).

Agtive resort therapy (sud, salt-water, hydrogen sulfide and radon baths,
eto.) can be used for brucellosis patieats in the presence of focal afflictions
in the comspeasation stage and also for patients with postbrucellosis afflic-
tions. It is possidble to send to a resort those patients whose fedbrile periods
have bteea ended for not less than 3 months. Those forms bhaving an accelerated
rate of erythrocytic precipitation, or a positive Wright reaction - in a range
of 1:400 or higher, are contraindicatsd for use of pelotherapy.

The btasic indicatioas for resort treatment,in accordance with the mamual,
aret

a.Yor the mud resorte, the chronic forse of trucellosis with afflictions
of the lecosvtive apparatus (chronic illnesses of the joiats, muscles, and the
peripheral nervous systea).

b. Jor the balneclogic resorts with, principluy. the radon and sulfide
mineral wagers (Delokurikha, PTskhaltubo, Sergievskiy minerul waters, stc.),
the same forss of drucsllosis that are in par. 'a.’, but also those having
caruaunuur chnun ia thn compensation stage.

‘sost appropriate resorts for treatment of bmano-h matieats are
to de-hs ‘followve: Enredhi, Mvosh'o. Gor'koe, Uchum, Sagarskoe,
wsput’ 'iu;uv-u' sineral waters, Seraovedst, Lipetsk, Sochi, Tekhaltuvo,
W hl M )
Sl vy were received nmm nmtmum of monuu
vith the fres Tokw WM 'dshay &b the Ohé: iy Rayos' Koapifad where
mma&u&uﬂ cther Bayoas' of our Oblavt are ‘Went ’hth susmier period.

(
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¥ith the complex method of treating brucellosis patients, it 1is possible
to achieve complete recovery vhen there is timely and rational use of the
adove~cited powerful preparations and the other methods showa in the attached
plan.

T A

Attached hereto you will find a plan for the treatment of brucellosis
that is compiled on the basis of the data in the literature (see the plans of
G. P. Rudnev, A, F. Bilidbin, K, D. Beklemigshev, I. L. Bogdanov, 2. Ih.
Nadzhmiddinov) and the observations of the facultative therapeutical clinile
on the base of the Omsk Obtlast Clinical Hospital.

Aligov's Trestsent Plan

______ 1 2.3 _h_S5__6_7 _8_9._10 11 12  Total
Amount of

vaccine to

be injected

in the ekin

of the rt.

forears, in
0.1 0.2 0.3 0.4 0.5 0.5 0.5 0.5 0.4 0.3 0,2 0.1 &4

Number of
injection
points 1 2 3 n 5 [1 L3 5 i 3 2 1 &

Asount of
vaccine to
be injected
in the skin
of the left
foreara, in
0.1 0.2 0.3 0.4 0.5 0.5 0.5 0.5 0.4 0.3 0.2 0.1 &

Nuaber of
injection
points 1 2 3 # S5 5 § § & 3 2 1 M

Total of
microbie
Ndi“. il ' C
sillions 2 4 é 8 10 10 11 110 8 é ’02 80
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m : of Preatment For Brucellosis Patients

—-?—'.’_g-".-. ——————————————————————————————

Typs of treatasnt

Apti diodic (mono or
polyaasibiotic thmy)z

a. Bioayeia

b. lLeveagoetin

c, Syathomyoin

d. Terramycia *

e. Bitsdayaline.

f. Naidillie

Yaceinotherapy

a.lstravenous (by Gulelmo's method)
b. Istravencus (by Rudanev's method)
. Iﬂncrmmly (wy Alisov's

. Sudoutaadeusly, istra-
mu (by the method of
ingoss sad Pandikov'se)

mmupy (Sulfanilanide
PEeparss iess)

Transfudion of dlood and other
of stisulant therapy (tissue
» Uvarov's serus, eto.)

Clinical Forms_of Brucellogis

Acute

Yeos
Yes
Yeos
Yoo
Yes

Subacute

Yes
Yoo
Yoo
Yeosn
Yes

tions, that is.

¥o*
'0‘
[

Yagt*

Yeos

Yoo

To*
¥o*

No*

Bo*

Yeg**

In indi-
vidual
ohses.
¥o

In indi-
vidwml
ohses.

-

You

Chronic
in the
phase of

eXACer-

Yes
Yes
Yes
Yes
Yen

-Yes, with secondary infec-

Yes
Yeos
Yen

Yoo

In indi-
vidwml
cases

Yes
Yes
Yes

Yogo*e

Yos

Tou

sanifesta-
tions

Yes
Yeos
Yoo

Yoptes

Yes

Tos

oy ofrer astiMotic t

i sthJunstion with streptomyoin.

i sabecule forme of Lrwoeliosls It 1s best to condust Vhe

*9¢) Iadioated with focal afflictions where thers has been no fever for no less
than 3 msoaths.




