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A Contribvut ion to the Picture of the Pathomorphological Changes in
Hist oplasmosis.

The firet cases of histoplasmosis observed in the Rumanian People's
Repudlic,

by A. Mureshanu {Bucnarest)

From the desk of Fathological Anatomy (Chief - Lecturer A, Muresbanu) of
the Bucharest Institute of Development and Specislisation of Doctors aand
Diseection (Chief - Lecturer A, Mureshanu) of the "Koleatina" Hospital.
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Among the infrequently encountarsd infectious diseases is & sovere disease
that bas been descrided by Darling - histoplasmosis, which is caused dy a
fungue; the latter wvas namel Histoplasma capsulatum by the author.

After the discovery of the first cases of this disecase in the Funama
region, many cases of this illness have been describsd and substant isted $n
autepsies. These casee have been observed chiefly in the Missisaippi Hiver
Iasin and in tropical countries. To date the total number of cases putlished
does not exceed 200. Of the 138 cases published prior to 1950 only 65 were
substant iated by appropriate investigations after sutopsy.

ascording to the 4ata ia the liieratures ‘io the preseni iime iive cases
have been described in Xurope. Of these, only one was observed in France, in
& person who had not lefi Europe; consequently, this single case was of local
origin. We 4id not find a description of this disease in the Soviet medical
literature that we have at our disposal.

Histoplagmosis is considered as a severe lethal disease when dicsemination
of tha fungus in the orzenigm occurs. The parasite develops aand reproduces in
the organiss of husans and animals (domestic and wild) in the reticulo- endo-
tholisl cells of the organs, tut not on the surface of sucous and serous man-
branes as do the sapropaytic or random fungi (as in oidiomycosis).

Darling believed that the parasite causing this disease belonged to the
Protosca, It was later discovered that he was describing a fungus belonging
to the group of false yesets, because in an organism it develope in the form
of spores resembdling yeasts, Wt on sutrient medis, at & certain stuge of it
development, the presence of threadlike mycelia ars observed; they are pseudo-
sycelis just as those of the Hyphomycetss. ¥Vith material that wag taken fros
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patieat DeMonbreun succeeded in growing this fungus on nutrient medis and
discovering the different forms of its development. At present the growth of the
fungus on nutrient media {s the accepted method. The greatest number of histo-
Plasmosis cases, however, wers discovsred only after auntopsy of suspected cases,
particularly in the regions where there had alroady been cases of the disease
detested. In a few cases the dimgnosis has been estadlished during 1ife, wita

a subsequsn! observation of the patient until his death.

The parasite Histoplasma capsulatpum is believed to bdelong to the group of
hyphomycet ic y.sltn. because in the human and anisel organism it develops in
the form of a yeast, but on nuir ¢ media, in addition to spores, it also forams
8 mycelium, Jjust as is obsmarved in the threadilike fungi. In the literature that
has been published to date on the prodleam of histoplasscsis it is known that
this funsus does not produce a formation of the myoslian type in vivo. Only
one author (Humphrey) discovered olements of a mycelium in the 1un¢i but he,
himgel{, has doudts concerning thie. The histologicel picture set forth in his
work shows the margin of a lung-tissue cavity that i¢ filled with necrotic
saterial of a reddieh-brown color. In scrutinising this picture one finds that
he rakes referonce to several pseudomycelia of some sort of fungus that repro-
Guces by blastospores. Thesme false mycelia lie freely on the edge of the cavity,
surrounded Yy necrotic tiseue, and at the game time they are not growing on
the alveolar wvall as is seen with histoplasmoeis. We think that he is making
reference to a saprophytic fungus, and by no means makss reference to the
&ctual aycelium cf Higtoplasma capsulatum., On the other hand, the nocdule in
vhich the author detected this histological picture, differs sharply in appear-
ance from the other segments of the lung, and differs also from the dbroncho-
pasumonic nodules that were encountered in this case. The mycologist, with whom
Husphrey consulted, had this to say, "In view of inadequate smears we hesitated
to oall thie stage of the grewt: a phase of the mycelium of ihs yeaat form that
was Giscovered in the tissues.?

To estadlish a dimgnosis while thes patients are alive presents great diffi-
culties because the clinical symptomatology of the illness is extremely varied;
the illness freguently develops under the disguise of other syndromes that are
connected or related to other disesses. Histoplassceis is particularly confused
with chronic malaria, kala-azar, lysphogranulcsatosis, and the hyperplasise of
the reticulo-endothelial systea.

The following have bdeen descrided as the important oclinical sysptoms of
histoplasmosis: a. an irregular fever, sometimes of the septic type with a sud-
agute or chronic picture of development; b. an expresssd anemia and leukopenia;
€. & progressive enlargement of the spleen with the development of emaciation,

This syaptomatological picture, however, can change depeading on each
case separately and in particular on the localization of the peresite in one
of the organs, or in one of the systems. There are oases described in the
-1iterature about locsliszed histoplasmosis of a comparativcly bdenign nature,

119nd even o1 complete cure, particularly io the event of lesioas in the fors
“8f ulcerations on the cutunecus oovering, or on the sucous memdrane of the

pbarynx or aouth, and even with the presence of deep lesions in the pharynx
and larynx, or in the intestines.
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The localisation of the process in the lungs is frequently mistaken for
“atypical® pneumonopathy, or for & suspected case of pulmonary tuberculosis.
Cases of & diseass that resemdled pneumonia accordiing to character bave been

noted in military camps; iuter, the presence of the fungus Histoplasms ocapsu-
latum was discovered in mycological investigations,

Sufficiently clear x-ray pistures,showing a diffuse fibrosis with emall
slcronodular ocalcifications in the lunge, have been long recorded for histo-
plagmosis as well as for toxoplasmosis. It is Just as woll known that in eome
of the forgs, when Koch's bacillus is not detected, the reaction to fungus
oxtracts (histoplasmin) proves positive. Some of the cases of appendiocit ' &nd
mesenteric adenopathy are considereil to subclinical forms of an {llness that
ie also caused by this fungus.

In a limited number of cases investigation of removed appendices has

established the presence of this parasite with a sudbsequent growth of it on
nutrient medias,

In the forms where generalization of histoplasmoeis is observed, one
usually encounters the symptosatic picture described 2bove, which is coneidered
sufficlently characieristic. In many cases the presence of intercurrent
disecases is noted, for example tudbsrculosis, lymphogranulosatosis, canger,
diabetes, suppurstion in the lungs, cirrhosis of the liver, gastric ulcer,
endocarditis, ulcerated enterocolitis, etc, wvhich dieguise the main diseage,
Some authora have discovered an et inlogical connection between the parasite
and the ulcerated lesions of the digestive canal and even with some forms of
endocardit is.

In gpite of the factthat the develcopment of the paresite occurs in the
reticulo-endothelial cells, enlargement of the lymphatic nodes is observed in
only one-third of the cases., Oving to the pseudotumoral hyperplasia of the
lymphatic nodes and splesn, aietoplasmosis is frequantly confused with either
lymphogranulomsatosis or lysphoret iculosarcosatoeis.

According to Meleny's findirgs, forms do exist in wkich the spjor symp-
toms listed above Are foremosgt, and thus histoplasmosis presoents itself as a
compon febrile dissase accorpanied by an enlargement of the epleen with leuke-
penis, Neverthelese, enlargezent of the splesn and hyperrlasia of the iymphat-
i¢ nodes can predominamte in other cases: owving to this the diseavs is confused
¥ity susoral afflictlions of the lymphatic systea. The pulmonary forms with
the fidroeis and calcifications should oall the doctor's atteantion to the
possidility of histoplassosis, particularly where there is a positive reaction ]
to histoplasmin and an absence of Koch's bacillus. In some cages ulcers of .
the skin or mucous integu,emts are accepted as common lesions, without con-
sideration of a possidle mycotic etiology (Higtoplagma capsulatum). Symptoss
that differ greatly from those descrided abvers are noted in san> cases; these
oases, evideantly, remain without appropriate Alagnosis and tho observatle
ayuptomgs are attribtuted to a differeant etlology.

G et i it

The presence cf the paracsite in the cells is necessary for substantiation
of a diagnosis of histoplasmosis. It 1s discovered in the fora of minute bdodies
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(1-4 microns), which resemble a yeast and are situated intracellularly, extra-
cellularly in rare instances, with a chrommtic center surrounded by a clearly -
oxpresaed clitellum enclesed by a capsule, The parasite can slso ba discovarsd
in living patients in blood apears and bone marrow, ir impresesions of ulcerations,
in sseurs obdtained bHy puccture frcm the liver and the lymphatic nodes, 1in sazears
from the sputus, etc. The parssite is stained without difficulty by the usual
ladoretory mathods (Giemsa, Gram, etc). It ghould be notsd, however, that the
parasite is seldom detected in theee materials, due to which the diagnosis is
eptadl ished with difficulty. Particularly recomsended ars binpsies of the lym-
phatic ncdes and also puncture of the liver, by which it is possible to produce
impressions, histologicai smears, and cultures on nutrient media; it is also
possidle to inoculate gusceptidle animals. Cases are pudlished in the literature
where, during the life of the patieats, the fungus was expressed on anutrieat
msdia, the material for the seeding having bdeen taken by punctures and also
from the bdlood and bone marrow,

Pieces of the organs taken in an autopsy of decesased patients are the most
suitavle material for the dotection of the parasite. The material taken in an
autopsy can be utilised for culturing nutrient media and for izoculating animels,
1f the dissection is sccomplished no later than two houre after the death of
the patient.

Domestic and wild animals and sven insects are ths sources of ianfection ia
the dissase caused by Histoplasma capsulatum. Some authors belleve that person
to pecaon inoculation is sometimes observed in the pulmonary forms. Cases have
beer descridved of ladorstory infecticns in persons who were working with cul-
tures of the parasite, or who participated in experiments on animals.

The routes of the iafection's distribution have not as yet been precisely
estadlished. 1t is presumed that inoculation can occur dy the air-dorne and
outaneous routes and through the digestive tract.

The persons who have become 1ll are predominantly agricultural workers; to
the present time the 1llness has been most frequently obdaserved among the farsmera
of the U. 8, &, Iz the U. 3. A. & large number of cases of latent and asymp-
tomatic forms have beem registered; as a result of this, in several regions
along the Miseissippi River Basin the test with histoplassin gives positive
results in up to 60 ’ of the locel population; numercus cases of the disease
bave been noted in children sven less than a year old; whereupon it is believed
that thege cases result from contact with infected domestic animalg,

The development of the 4illness is varied and depends on the character of
the case and particularly on the localisation of the parasite, from where some-
times nocurs a dissesination of the fungus accompanied by a generalization of
the process. In the majority of the cases that have bsen published the develop-—
ment of the 21sesse occurred in a period of 1-3 months, evidently from the
somsut that the illness attained the generaliszation phase.

Histoplasmosis gives an acute pictvre of the dilesese in children: a febdrile
condition, disorders on the part of the the digestive organas, diarrhea, and loss
of weight. Iater, enlargement of the liver and splees is noted, with anemia and
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In adults the disease i3 chronic; the illness is frequesntly intercurreat
with other diseases that disguise the histoplasmoris. Cases of papulo-ulcer-
ative lesions of the integument accompanied bty itching and enlargement of the
local lymphatic rnodes have been describded.

Signs of empyema in the specific tissues, which are evident in the other
mycoses, are lacking in histoplassosis, unless, of course, & secondary infec-
tion caused by pus-forming bacteria ie developed. This absence of empyems in
the specific tiesues is a characteristic peculiarity of the diseape.

Dar’iug, in his cases, descridbed the presence of necrotic foci in the
various .rgans, but thege were without suppuration. Around these focl the
parasices wore situated intra anu extracellularly (in mecrophages). The

presence of necrotic foci is roted also Yy other authors, but this msnifes-
tation was not ianvariabdle.

In spite of the uee of 81l the medicaments that are presently kncwn, the
treatment of the generaligzed forms proves to be ineffective. Only coamplete
removal of the foci of affliction and also radiation therapy can somet imes
give good results. Cases have been described of recovery after resvval of
afflicted portions of the lung: in these cases the diagnosis was 2ade dy &
histological study of the removed tissue after the operation.

Histoplasmosis has never before deen described in the Rumanian P.oplo‘j
Republic. Conssquently the dissase is ignored by the clinicians in estabdlish-
ing a different ial dimgnosis of febrile conditioas.

In the *Kolentina® hospital (Bucharest), during the past two years, ve
have had the opportunity to observe and study three cases of histoplasmosis,
and we assume that this disease is not Jjustr incidental, because this type of
dissase is freguently not even suspected.

We will now pei forib a description of the cases odserved, fo™ the pé;—
pose of attracting the doctors' attention to this dissase,

1. In May, 1953, Patient §., 35 years old, died in the infectious dis~
ease hospital "Kolentina®, The diesase degan three weeks prior to the
pat fent's coming to the hospital with an irregular fever, together with
enlargesent of ths splesn, anemis and leukopenia. He was sent fros the thera-
peutic section of the city hospital with a suspicion of having typhoid fever
on the btasis of his febrile condition, spleen enlargement, and leukopenia
(2,000). The diagnosis of typhold fever was not supported by the labor. tory
investigat ions made in the "Koleantina" hompital. Niliary tuberculosis was
suspected on the dasis of the fedbrile coandition and the resulis of a roentgen-
ologioal investigation ( & diffuse micronodular infiltrstion of the luags).

After death the boly was eent to the dlseection room, which is under our
supervision.

Bven in the macroscopic inv:stigation we rejected the dlagnosis eof
tuberculosls on tbhe besis of the general appearance of the lesions, because
appropriate foci could not be detected. One of the major afflictions was
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the enlargeczent of the gpleen and liver (the spleen weighed 1500 grars, the liver
2200 greams). with & picture of & aiffuse microncdular infiltrati.~ of these
organs that resembled the icfiltratior. in the Yaukoses (leukezic and aloukeami~).
BxActly the same type of infiltration, but leas expressed, was noted in the lungs
and kidneys. In the spleen, portions of irregular fora were discovered that re-
gemdled fresh and o0ld iafarcts. Cu the basis of the appearance of these lesions
we presumed the presence of leukosis.

At the same time, a manifentation was obeerved in this case that had never
been opserved beivie, nmaslyt duriag pelreiios in 146 mmicuchyma of the lungs
and kidneys we dlscoveredc & large number of rough indurations, which were as
though comprised of greine of sand; they could be scen on the surface of a sec-
tic~ of the kidney by the unsided eye.

During microacopic inveetigation cf this patieat's organs we poted a
reticular and myeloid hyperplasia in the liver, spleea, kidneys and lymphatic
nodes, with infregquent cells in the LIccess 0f mitosis; we considered all of
these afflictions as a myeloid reaction vithin the framevork of an asleukemic
condition. A series of minute calcified sections were dstected in the kidneys.
In the lurgs, in addition to lesions of & serofivrinous and phagocytic (macro-
poagal) type of alveolitis, we detected sections that had been strongly stajined
with the hematoxylic in the region of the alvesolar partitions and around the
vessols (fig 1), whereupon, in our first inveestigation we considered this ae a
rosult of dystrophic calcification.

In the microscopic preparations taken from the patient's organs, Acadeai.
cian K. Jonesku-MHikhaesht' discovered ihat we were contending with histo-
plasmosis, baving poted the presence of yeast-like bodies in the pulmonary
pareactyma (fig 2a) and in the other organs. This conclusion forced us to turn
our attention to the possibility of an occurrence of this type of diseass,

2. After several months (in August, 1953) the body of a woman, 20 years old,
with a clinical diagnosis of eepticeamia, wau delivered from the "XKolentina"
hospital to the dissection rooa for autopey. According to the casehistory the
patiant bad a febrile condition of the septicemic type, a leukopernia (2,200),
and an enlargement of the spleen. The petient had been in the hospital orly
four days. At firet she was presumed to have typhoid fever, but the ladoratory
tests proved negative, The blood culture alec gave no indication of a presence
of any sort of tacterial flora. The diagnosis was not determined until near the
patient 's death.

In the autopsy we noted that the afflicticns were similar to the changes
detected in the preceding case: enlarged spleen (600 grams), liver somewhat
enlarged, and a picture of a diffuse mizronodular "lekemic® infiltration in
the splean, liver snd kidneys. Desicdes these changes we detected ulcerous nec-
rotic and hemorrbhagic foc! on the mucous membrane of the gingiva (and also
ainor ones on the mucousy mesbrsne of the stomach) - & picture that 1s eacouatered
rather frequently in leukesic conditlons; particularly in the acute fora,

In the macroscopic examination of the lungs wve dstected only a picture of
coagest 1oa, but at the same time in palpation we felt the pressace of small
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sarnd-iike nrotubeirancee along the length of the whole parenchyma as in the
preceding case. The ssame minute whitish nodules were notdd in the kidneys.

A retirular and myeloid proliferation was discovered i. the spleen,
liver, kidneys, and lyaph.tic nodee in the microscoplc sections; also deieocted
vere many mioute necrotic focli with granulation tissue, surrcurded by epi-
thel‘an and macrophagal eiezents, and here and there containing glant cells
of the langhan's type. On the basis of this microscopic picture we hesitated
between a disgnosis of tuderculosie c¢1r dbrucelloslie.

Having renewed our study of these microscopic sections after the estab-
lishment of a diagnosis in Case ¢#3, and, also, on the basis cf data in the
literature, we concluded that these necrotic foci are characteristic for some
forms of histoplammosie. In our case numerous parasitic bodiss of Rimtoplasaa

capsulatum were discoverad within the macrophagea and extracellularly (fig 2v) f
around the necrotic foci.

3. Patient - Doctor I., 45 years of age, worked in one of the scleantific
research institutes where experimente were conducted on animale, For meny
years this doctor had ap asthenic appearance, psle face, and frequeatly suf-
fered cold miseries. He did pot, however, interrupt his work. The first signs
of the disease noted during the -4 months vrior to his admittance to the
hospital wers: a febriie condition, an oxpressed asthenia, ‘an enlarged spleen,
and soae degree of apemia and leukopenia (2,000). At the beginning of the
disease the jatient wae eent to an infectious diseass hospital with the sus-
Picion that he had typhoid fever, but this diagnosis was not substantiated,
Progressive enlargewent of the spleen and liver, anemia and leuropenia were
noted. Upon slight exertion, very difficult breathing wae noted. The lymphatic

nodes were sligh*ly enlarged. The presence of reticular hyperplasia wap de-
tected by a sternal puncturs,

A biopey of the lyuphatic nodes was not made for fear of affecting the
patient ‘e peychic condition. The febrile condition persisted the whole time
epent in the hospital; the anemia and leukovpenia progressed to auch a degree
that on some days the number of leukocytes dropped to 800 per cudic milli-

ceter. During the last days of the patient's life there was a henorrhage
from the digestive tract.

A

The clinicians proposed a diagnosies of lymphogranulomatosis or reticulo-
sarcomatosis on the besis of the general eymptomatological picture. In eddi-
tion to the symptometic treatment specific preparations wers prescribed for
the mtient (for exsmple nitrous yperite, which, however, the patient could
not bvear). The uses of ACTE gnave a temporary improvement, A{ter a short time

the patient died with strongly expressed asthenia, cachexie, spienc-hepito-
mnegaly, anemia, and leukopenia.

In autopsy (4 June 1955) the following were discovered: hesorrdage into
the chest cavity (three liters of blood and clots) caused by the tursting of
the spleen's capsule in its lower portion; the spleen (weight - four kilo-
grams) wae of an extremely fraglls consistency with & violet-red shade inp
-egflnn. The liver was snlarged (weight - adout two kilograss), a picture of
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aodular cirrboais in section; the portal vein and the mesenteric vessele f;e
free. The suprerensal glanis and kidneys with an eroded structure. The lym-
ptatic nodes of thc chest cavity were not ealarged. Changes wore pnot detected
io the geetro-intestinal tract.

The lungs were pneumatic, but rather eolid to the touch. In cross sections
we cbgerved a large numder of white nodulus. which here and there had the
appearance of fasiclies; ap & result the cliniciane, who were in attendance at
(the autopey, expressec the possibllity of & tubverculous proceee. In a careful
palpation of the lunge we noted thait it were as 1f graine of sanc were in the
purenchysa of the lunge and extanded along their full lengtk, which reminded
us of the picture observed in the preceding two cases.

On the basis of tre enlargement cf the spleen and liver, the micronodular
infiltration i the lungs, and aleo the denee nodules in the lungs, we expressed
& supposition of the pre.wnce nof either toxcplasrosis or histopiasmosis,

The microscopic investigation r_bstantiated this suppoeition: lesions that
are charecteristic for histoplas.oeis were discovered, particularly in the lunge,
where the cells of the alveolar partitions proved to be crowded with parasitic
bodies (fige 2b and 3); 4n the other organs (the spleen, liver, kidneys acc
suprarsnal glands) the parasite's spores seemed to be less numerous, tut here,
tou, they were situated in the cytoplasm of the reticular c¢.1lse. In the lungs
we disoovered a picture of a proliferative chronic alveolitie and aleo many por-
tions that were strongly stained bty hematoxyiin; these portions corresponded to
the alveolar inrtltion. (rig 4). 4s in the first case, there was a great quan-
tity of the parasitee in thees portione.

In the liver, kidneys and suprarenal glands wo discovered & diffuse infil-
tration by reticulohistiocyteary and myeloid elements in the form of belts or
addules.

Not in a eingle organ Gid we find appearances 1o substantiate the clinically
Poopcssd dlagnesis of retisculesis; nor were any inflammatory manifestations of
aAs

uppurat ive nature detected.

Summary

¥rom ths description of the clinical and pathomorphological findings in
our ocases it iu possidble to draw the conclusicn that they completely correspond
to Darling's clinico-anstomic picture of histoplasmosis. Ths clinical symp-
tomatology ©f theee thres cases are very similar, the sympto..s ohserved in all
the patients are consicered characteristic for the generalized forms: an irreg-
ular type of fever lasting from three weeks to 3-4 months, an enlargemeni of
the splesn, anemia and lewkopenia, The febrile condition did not terminata
after the usual drug thermpy. On the basis of the spleen enlargement and the
leukopenia the clin’‘clane suspected in all cases the beginning of typhoid
fever, and the enlargesseal of the splesn it case #3 193 to & tentative diag-
nosis of reticulosis. One should note that 4n cases ¥o. ) and 3, symptoms
oceurred on the part of the respirstory organs, and 4{n the first case miliar)
tubsrculceis was pregumed on the basis of the diffuse fibrous process in the
lung and the pre ance of the noduler infiltrates.
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In apite of & disease pl-ture that is sufficlently characterietic for
histoplasmosis the clinicliuns naver suspected its presen.e, svicently because
this dleease had never been encountersd in Sovutheasterno Buvope until this time,

Among the pathomorphologic .l changer ir our cases, one shouid firet of
8ll note the presence cf the snlarged spleean and the hyperplasis of the
reticulo-endotheliisl elements in the majority of the organs, and particularly
in tke epleen and liver. The participation of the lymphatic nodes in this
prccess was not expreused, but, still, the presence of the paraeitic btodies
ie detected io them upon microecoupic investigatiovn., The hyperplasis of the
rot iculo-endothelial system forced us to suspect the presence of a salignant
tumor in one case {(No. 3).

The reticulo-endothelial hyper,.lasis, wuich appeared in tho organs &s
& micronodular infiltration, crgated a picture tnat is usually encountered
in the leukoses, which forped us, in the autopey of the firet two bodies
.where we did not consider the presence of himccplasmosis), tc presume that
dea.h occurred as a result of a leukemic (or asieukemic) condition. The
reticular and myeloid elements diifusively perforeiec the organs, and oniy the
presence of the parasite in some cf the reticular cell iladicated the infectious
origin of this hyperpleeic. In hiscoplaszosis the hyperplasia cf thz raticulo-
endothelial svstem sumetimee gives a picture of psendonscplasia, and thus
histoplasmoanis 1s confured ¥ith diseuses of thie category. It ie extremely
probadle that a vortion of th® cases that until the present time have been
considered as raticulosie, reticulendotheliosis,and aleukemic conditions were
aclually histoplasmoais, the presince of which was not suspected.

Almo 1ﬂportant in all turee of our cases was the discovery of minute
induraf ijons in the lungs anc kidneys that are not encountered in other diseases.
These incdurations can lead to & correct diagnosis upon autopsy of the body;
they are detected by the unaiied eye and are the hasle of the roentgen plcture

of the lungs that is sufficiently characterietic both for histoplagmosis anc¢
for toxoplasmosis.

One should also note the rreeence (Case #2) of the minute necrotic foc!
in the liver, spleen, kidneys, and lymphatic nodes, which also can be detec-
ted by the unaided eye. Because of the partial necrosis and the preseuc= of
langhan's type of giant and epithelioid elements we heasitated tetween tuoer-
culosis and brucellosis in our diagnosis, and only after heving become
acquainted with the literature about histoplasmosis did we direct our attention
to the mycotic nature of these elements (eee fig 2b). The histologicel changss
of the lungs that were noted in the microscopic study of our cases were so
characteristic that with their presence in the luang it is possible to sudstan-
tiate 8 dirgnosis of histoplasmoeis even in thoso questionable cuases where
infrequent parasites of an uncharacteristic appearance are discoversd in the
other organs.

In two of ow’ cases (1 and 3), by means of & simple staining with homa-
toxylin~eosin, we noted an extreme selective staining of zoms of the alveoclar
partitions by the hematoxyiin (mee fig &), which wam in contrast with the
rexaining pc—tion of the organ. This extreme staining was otserved even in the
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most ninor enlargewent, and in & great enlargaement, and with immersion it was
discovered that in these portione vere situated the largest number of the
reticalar cells contalning the spores of Histoplasmositc ca atum, whereupon
some 0f the colls were solidly crammed with theses bodies (see figs 2a and b,
and fig 3).

Horeover, in these seotionus between the reticulo-endothelisl cells, which
were filled with the parasite's spores, we also noted numerous typical thread-
like aycelia (see fige 1 and €) with linear enlargsments and pseudomycelia of
! & linear form. Both of these categories of mycelis are situated around the capil-
: laries of the alveolar walle, and also around the larger vessels, penetrating
betwesn tl - connective-tissue cells. In some sections we noted the reproduction
processes . the para¥ite in the form of a pseudomycelian fismion into blasto-
spores or archrospores (fig 6).

The threadliks mycelia that were observed in two of our cases indicats,
in our opinion, that Histoplasma capsulatum belongs to the group of false yeasts
{(the fucomplate, fungoid forms),

It waas discovered in our cases that the lergest numdber orf bodies and mycelia i
: i are detected chiefly ir the lungs. We prosume that this davelopment of the fun- '
' &us in the lunge is related to the parmsite's requirement for oxygen; in addition
the lunge are the portales for the fungus's penetration into the animal or human
organism; by thie it ims poesible to explain the genesis of eplidemics among agri-
cultural workers and &alsc some of the lahoratory illnesses.

In the majority of caces, evidently, the disease at firet is in the pul-
no&lry localized form that subsequently causes the genaraligation of the process
_ that then lsads to lethal termination. Thus we can explain some of the pulmonary ;
: forms thai are considered as completely hesaled as the result of lobectomy (after i
; 2-3 years).

In our cases the microascepic picture of the affliction, particularly the
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! changes of the lungs and the mycological properties of the parssite in this organ, f
; pressnte & pecullar appearance as coepared to those which have besn published to !
! dates, As a result it is pomsible to zsaume the existence of geographical vari- ‘
i atione of this illness in relation to the variety of Histnpleema cApsulatum. i
{ The prerence of the parasite gshould be determined by means of cultures on nutri- g
ent media and by inoculating suscepiible animals. :

On the basis of our observations we can sssert that this illness is encoun-
! tered in the Rumanimn People's Republic and it is prodeble that many cases of
thie disease wers formerly not exposed. The prcblem of histoplasmosis is
sxtremely imaportant from the prophyl.ctic point of view,

Conclusions

b 1.'-)In three cagees of histoplanmos.. detected in Bucharest the clinical and .. ?
pathomoryrbological pictures fully corrsspond to the picture of thie disease, -

10

i
[
¢
i
f




-

;.

2. In ragardnl to the clinical symptomatology there were observed io all
three cases a febrile condition that lasted from thres weeks to four months
vith an enlargement of the spleen and snemia with leukcpenia, whersupon the
lethal termination occurred in & condition of emaciation. These clinicsl symp-
toms are considered typical for the severe digease. in-—question.

3. The diagnoszis of histoplasmosis was estadlished microecopically as a
result of discovering yeast-like bodies and also Histoplasme capsulatun in the
ret iculo-endothelial cells of the tiesues, particularly in the lung. yher&«n
detected the processes of the parasite's maximum development.

I I

] : - ~&4,.In the lung tissue, in addition to fungus spores, we detected the
rresence of numerocus threadlike mycella, and—&lee the peevdomycelia lof-thiw
fungus with axaifsstations of the diviseion of theses formatione. and the for-

i : zation of blastospores (or arthrompores), whichy evidently; te-the Liret Lime
this is noted in the literature. N

5. It is possible to express a supposition concerning the existence of a :
local variant of Histoplasma capsulatum with a charactoristic patromorphological ¢
picture, :
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\ Illust rat ione

Suitabdles illustrations are not availadle for reproduction - Translator's
note.

Fig. 1 - Case 1. Multiple threadlike fragmented linear mycelia around the
pulmonary alveoli and vessela {450x)

Mg. 2 - Teast-like bodies of Histoplasme capsulatum in the cytoplasm of
reticular cells: a, in the lungs (case 1); b. In the granulation tissue around
the necrotic portions of the kidney (caee 2); c. in the wall of the pulmonary
slveolus{case 3). (1500x)

Pig.) - Case 3. The pulmonary alveolus in the presence of swelled, partially
desquamated cells; in the vamerous alveoclar cells the cytoplasm is filled with
the ysast-like todies (900 x)

Mg. b - The selactively extreme staining of the yeast-lik¢  .djes and
aycelian threads of Histoplasia capsulatum by hematoxylin in the interalveolar
partitions (100x).

Pig. 5 - Case 3. Ret iculo-endcthelial and myeloid hyperplasia with pro-
liferation of Kupffer's cells in the iiver (&#50x).

Mg. § - Cass 3, Threadlike mycelia in the partitions of the pulmonary
alveoli; part of the mycelium in the stage of separatlon ( the formation cf
dlastospores or arthrospores); the presence of free spores betvoen the connective

cells (900%).




