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Background: From the late 1950s through 2000, a total of 8
cases of imported visceral leishmaniosis (VL) were registered
in the Czech republic.

Objectives: The authors were made to point to the issue of im-
ported VL by the fact 3 cases of this disease (imported from
East Africa, Croatia, and southern Italy) were reported in
1999, plus another one (again imported from Croatia) in 2000.
Methods: The case reports of 4 cases of imported VL are
presented. They are cases 5-8 ever reported in the Czech
Republic.

Results: The infection manifested itself by fever, marked sple-
nomegaly, leukopenia, thrombocytopenia, and rapid weight
loss. The diagnosis was confirmed by the microscopic finding
of amastigotes in punctate obtained from bone marrow, liver,
spleen and, also, by serology. All the patients were successful-
ly treated with amphotericin B.

Conclusion: Infection by VL should be considered when es-
tablishing the diagnosis not only in patient returning from
endemic regions and show hepatosplenomegaly, fever, lekope-
nia, and thrombocytopenia. Given the long incubation time,
VL may be encountered also in foreigners who had lived in
the above regions. Besides, the diagnosis of VL should also be
considered in immunocompromised individuals. (Ref. 27.)
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Pozadi problému: Od 50. let do konce roku 2000 se v Ceské
republice vyskytlo celkem 8 pfipad importované visceralni leis-
hmaniozy.

Cil a vychodiska sledovani: Autory vedla k rozhodnuti upozor-
nit na problematiku importované visceralni leishmaniozy skutec-
nost, e vroce 1999 se v Ceské republice vyskytla 3 tato one-
mocnéni (z vychodni Afriky, Chorvatska a jizni Italie) a v roce
2000 dalsi jedno onemocnéni opét z Chorvatska.

Soubor nemocnych a metodika: Uvedeny kasuistiky 4 ptipadi
importované visceralni leishmaniozy. Jde o 5. az 8. ptipad po-
psany v Ceské republice.

Hlavni vysledky: Nakaza se projevovala horeckou, napadnou
splenomegalii, leukopenii, trombopenii a rychlym tbytkem té-
lesné hmotnosti. Diagnoza se potvrdila mikroskopickym nale-
zem amastigotti v punktatu kostni diené, jater, sleziny a také
serologicky. VSichni nemocni byli uspésné léceni amofoterici-
nem B.

Zavery: Onemocnéni visceralni leishmaniozou tfeba zahrnout do
nasich diferencialné diagnostickych uvah nejen u pacientu, ktefi
se vritili z endemickych oblasti a maji hepatosplenomegalii, feb-
rilie, leukopenii a trombopenii, ale vzhledem k dlouhé inkuba¢ni
dobé se s ni mizeme setkat i u cizincu, ktefi dfive v téchto ob-
lastech zili a tfeba na toto onemocnéni myslet i u pacientl imu-
nokompromitovanych. (Lit. 27.)

Klicova slova: visceralni leishmanioza, kala azar, Leishmania
donovani, Leishmania infantum, splenomegalie, leukopenie,
trombopenie, amfotericin B, liposomalni amfotericin B.
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Until recently, leishmaniosis, and its visceral form in particu-
lar, was regarded here as an absolutely exotic disease in this coun-
try. Of the eight cases of VL, imported to the Czech Republic from
the 1950s to the end of the 20th century (1, 21, 25, 26, 27), the
first four were diagnosed over a period of 45 years. The first case
of VL was described by Bendar in 1951. The patient was a 22-
year-old man who fell ill 2 years after a visit to Dalmatia (1, 21).
The other case of imported VL was reported by Vortel and Erben
22 years later, in 1973 (27). The infection diagnosed in a 47-year-
old man most likely originated from the former Yugoslavia. It was
not until 1984 that a third case was reported (a year later); the pa-
tient was a 58-year-old man who started to show symptoms of the
VL 5 months after his return from a long-term visit to Cyprus and
Greece (25). Ten years later, in 1994, the fourth case of VL was
diagnosed in a 32-year-old man felling ill 7 months after his re-
turn from 3-week vacations in Sardinia (21). Originally, the con-
dition was believed to be chronic hepatitis associated with bone
marrow depression. Unlike these four cases, the next four we re-
port in this communication (being cases 5-8 of imported VL) were
diagnosed and treated within a mere 2 years, in the period 1999—
2000. The implication is that, with the explosion of travel and
migration of people in Central Europe, the medical community
may encounter this rare imported infection more often. We think it
important to present the following care reports indicating that VL
may often pose a challenge in terms of the differential diagnosis.

Case report 1

A 23-year-old Somali refugee started to complain, after some
3 weeks of his stay in the Czech Republic, of headache accompa-
nied by irregular fever with chills and tremor. Outpatient treat-
ment with oral penicillin was ineffective. In 1999, he was admit-
ted, because of fever, vomiting, and epigastric discomfort, to the
Department of Infectious Disease in Usti nad Labem Hospital. The
dominant objective finding included hepato- and splenomegaly,
with the liver and spleen protruding over the rib arch by 4 cm;
they were also harder and tender. Laboratory investigation revea-
led appreciable leukopenia and thrombocytopenia. While, initial-
ly, the diagnosis of malaria was considered; a correct diagnosis
was made on the basis of a high titer of antibody against Leishma-
nia donovani.

After transfer to a department of infectious disease in Prague,
the patient was instituted therapy with amphotericin B, 60 mg/day
on the first day (1 mg/kg of body weight) and 50 mg/day for the
next ten days. From day 3 of treatment, the patient was afebrile.
On day 10, renal function deteriorated (urea 12.8 mmol/L and cre-
atinine 302 pumol/L) so amphotericin therapy was discontinued.
During the next 3 weeks, the patient had no fever; the leukopenia
and thrombocytopenia disappeared, and renal function parame-
ters normalized. The patient left the refugee camp and no more
information is available on his current whereabouts.

The highest abnormal laboratory values were as follows: red
blood cells 2.7; hemoglobin 73; white blood cells 1.2; platelets
39; albumin 30; IgG 31.3; CRP 211 (all in SI units).

Microscopy revealed in sternal punctate before therapy very
rare amastigotic stages of Leishmania sp.; after therapy, sternal
punctate was microscopically negative. Indirect hemagglutination
of L. donovani: 1:2048 before and 1:128 after therapy.

Leishmaniozu, predevsim jeji visceralni formu, jsme jesté do-
neddvna povazovali za onemocnéni pro nas naprosto exotické.
Z osmi piipadu visceralni leishmani6zy (VL), které byly importo-
vany do Ceské republiky od 50. let do konce 20.stoleti (1, 21, 25,
26,27), byly prvni 4 zachyceny v pribéhu 45 let. Prvy pfipad VL
publikoval Bednat v roce 1951, a to u 22letého muze, ktery one-
mocnél za 2 roky po pobytu v Dalmacii (1, 21). O druhém ptipadu
importované VL informovali az o 22 let pozdéji (1973) Vortel
a Erben (27). Nakaza prokazana u 47letého muze pravdépodobné
rovnéz pochazela z uzemi byvalé Jugoslavie. Teprve v roce 1984
bylo hlaseno, a za rok poté publikovano v pofadi 3. onemocnéni
VL, ke kterému doslo u 58letého muze 5 mésict po navratu z dlo-
uhodobého sluzebniho pobytu na Kypru a v Recku (25). O 10 let
pozdéji (1994) byl diagnostikovan 4. piipad VL u 32letého muze,
ktery onemocnél za 7 mésicti po navratu ze 3 tydenni dovolené na
Sardinii (21). Onemocnéni bylo pivodné povazovano za chronic-
kou hepatitidu provazenou utlumem kostni diené. Na rozdil od
téchto Ctyf piipadu byly dalsi Ctyfi, o nichz referujeme v naSem
prispévku, a které predstavuji 5. az 8. pfipad importované VL,
diagnostikovany a lé¢eny béhem pouhych dvou let, v obdobi
1999—2000. To doklada, ze i ve stfedni Evrop¢ se v souvislosti
s rozvojem turistiky a migraci obyvatel mize odborna vefejnost
Castéji setkat s touto vzacnou importovanou infekci. Povazujeme
proto za pouéné uvést nasledujici kazuistiky, které navic dokazuyji,
ze VL mnohdy pfedstavuje z diferencialné diagnostického hledis-
ka nelehky problém.

Kazuistika 1

23lety uprchlik ze Somalska si po 3 tydnech pobytu v CR za-
¢al stézovat na bolesti hlavy provazené nepravidelnymi horecka-
mi se zimnici a tfesavkou. Ambulantni [écba peroralnim penicili-
nem byla bez efektu. Pro horecku, zvraceni a bolest v nadbtisku
byl v roce 1999 piijat na infekéni oddéleni v Usti nad Labem. V ob-
jektivnim nalezu dominovalo zvétseni jater a sleziny, ktera piesa-
hovala oblouk Zeberni o 4 cm, byla tuzsi a citliva. Laboratorné
byla napadna leukopenie a trombocytopenie. Zprvu pomysleno na
maldrii, ale diagnozu objasnil nalez vysokého titru protilatek proti
Leishmania donovani.

Po prelozeni na infekéni kliniku v Praze zacal byt pacient 1é-
¢en amfotericinem B — prvni den 60 mg/den (1 mg/kg télesné
véhy) a dalSich 10 dnti 50 mg/den. Od 3. dne 1écby byl afebrilni.
Desaty den zaznamenano zhorseni funkce ledvin (urea 12,8 mmol/
1 a kreatinin 302 pmol/l), proto byla 1é¢ba amfotericinem ukonce-
na. Béhem nasledujicich 3 tydnti pacient bez horecek, leukopenie
i trombopenie vymizely a parametry funkce ledvin se normalizo-
valy. Nemocny opustil uprchlicky tabor a o jeho dal§im osudu neni
nic znamo.

Maximalné abnormalni laboratorni hodnoty: erytrocyty 2,7 —
hemoglobin 73 — leukocyty 1,2 — trombocyty 39 — albumin 30
— IgG 31,3 — CRP 211 (vSe v soustave SI).

Ve sternalnim punktatu byla pied lé¢bou mikroskopicky proka-
zana velmi ojedinéla amastigotni stadia Leishmania sp., po 1é¢bé
byl kontrolni sternalni punktat mikroskopicky negativni. Neptima
hemaglutinace L. donovani: pted 1écbou 1:2048 a po 1écbe 1:128.

Pacient uvedl, ze v roce 1998 dlouhym pochodem uprchl ze
Somalska do Etiopie. Zde zil 9 mésicl v oblastech, kde probihala
epidemie VL.
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The patient reported he fled Somalia on foot to Ethiopia in
1998. While in Ethiopia, he spent 9 months in a region where VL
epidemic was just under way.

Case report 2

A 23-year-old man from south Moravia started to complain of
indigestion, headache, and a sensation of abdominal fullness. La-
ter, he had fever of about 38 °C with chills. Over a period of 6
weeks, he lost 12 kg in weight; because of this, he was admitted to
a department of internal medicine in 1999. An examination sho-
wed hepatomegaly, laboratory investigations demonstrated a high
B.S.R., leukopenia, thrombocytopenia and, later, anemia. The dia-
gnosis was supported by liver biopsy showing numerous amasti-
gotes of Leishamia sp., in Kupffers cells. When transferred to a de-
partment of infectious disease in Brno, the patients liver beyond
the rib arch by 3 cm and the spleen by 8 cm. The patient was
treated with amphotericin B 40 mg/day (0.5 m/kg body weight)
for 14 days. There was a rise in creatininemia to 150 pmol/L befo-
re the end of therapy. Fever disappeared during therapy, and the
patients blood count and liver tests fully normalized; the spleno-
megaly also disappeared.

The highest abnormal laboratory values were as follows: red
blood cells 3.2; hemoglobin 76; white blood cells 0.9; platelets 64;
CRP 57; albumin 32; IgG 30.67 (all in SI units); B.S.R. 90/120.

Liver biopsy and trepanobiopsy of the hip bone before thera-
py demonstrated amastigotes of Leishamia sp. Six weeks after the-
rapy, liver biopsy was microscopically negative. Indirect hemag-
glutination of L. donovani: 1:8192, 2 months after therapy 1:4096;
after another 2 months still positive demonstrating, and a decrease
toward borderline values (titer 1:64) was not noted until after 16
months when the patient reported to a follow-up visit.

Before the onset of disease, the patient spent 6 months on Brac
Island in Croatia, here he was sleeping rough and was often bitten
by insects.

Case report 3

A seven-year-old boy, with no health problems to date, was
admitted to a catchment pediatric department with a history of
10-day pyrexia, hepatosplenomegaly, and pancytopenia. Bone
marrow examination excluded leukemia; an infectious etiology
of the disease was not demonstrated by physical and laboratory
investigations. This was followed by a 4-week period of hyper-
pyrexia, progression of hepatosplenomegaly and pancytopenia
associated with a decrease in white blood cell count to 1.6x10°%/
L and that of thrombocytes to 17x10%L. The differential diagno-
sis considered the systemic form of juvenile chronic arthritis;
however, treatment with methylprednisolone pulses did not re-
sult in a convincing response as did not high doses of intraveno-
us immunoglobulins (3x0.4 g/kg). Evaluation of repeat bone
marrow aspirates revealed activated macrophage phagocytosing
red blood, white blood cells, and platelets.

When transferred to the 2nd Department of Pediatrics, Motol
University Hospital, the boy was febrile, with generalized lym-
phadenopathy, hepatomegaly +4 cm and splenomegaly +6cm un-
der the rib arch. Characteristic laboratory findings (elevated trans-
aminases, ferritin 30300 pg/L, triglycerides 4.84 mmol/L, LDH

Kazuistika 2

23lety muz z jizni Moravy zacal trpét nechutenstvim, boles-
tmi hlavy a pocitem plnosti v bfise. Pozd&ji se objevily horecky
kolem 38 °C se zimnici. Za 6 tydnt zhubl o 12 kg, proto byl v roce
1999 piijat k vySetieni na interni oddéleni. Objektivné zjisténa
hepatosplenomegalie, laboratorné vysoka FW, leukopenie, trom-
bopenie a pozdéji anémie. Diagndza objasnéna jaterni biopsii:
v Kupfferovych bunkach byly nalezeny ¢etné amastigoty Leishma-
nia sp. Pti prelozeni na infekéni kliniku v Brné jatra presahovala
oblouk Zeberni o 3 cm a slezina o 8 cm. Pacient lé¢en amfoterici-
nem B 40 mg/den (0,5 mg/kg télesné vahy) po dobu 14 dnti. Pted
ukoncenim 1é¢by doslo k vzestupu kreatininémie na 150 pumol/l.
Béhem lécby vymizely horecky a za 6 tydnti doslo k GpIné norma-
lizaci krevniho obrazu, jaternich testti i k vymizeni splenomegalie.

Maximalné abnormalni laboratorni hodnoty: erytrocyty 3,12
— hemoglobin 76 — leukocyty 0,9 — trombocyty 64 — CRP 57
— albumin 32 — IgG 30,67 (vSe v soustavé SI); FW 90/120.

V jaterni biopsii a trepanobiopsii kycelni kosti byly pied 1é¢-
bou nalezeny amastigoty Leishmania sp. Za 6 tydnt po 1é¢bé byla
jaterni biopsie mikroskopicky negativni. Nepiima hemaglutinace
L. donovani: pted 1écbou 1:8192, za 2 mésice po 1é€bé 1:4096,
dalsi 2 mésice stale pozitivni a pokles smérem k hrani¢nim hod-
notam (titr 1:64) byl zachycen az za 16 mésict po 1é€bé, kdy se po
dlouhé dobé dostavil ke kontrole.

Pacient pobyval pil roku pfed za¢atkem onemocnéni v Chor-
vatsku na ostrové Bra¢, kde ptespaval “pod Sirdkem” a byl ¢asto
postipan hmyzem.

Kazuistika 3

Sedmilety, dosud zdravy chlapec, byl piijat na podzim 1999
na spadové détské oddéleni s anamnézou 10 dnt trvajicich pyre-
xii, s hepatosplenomegalii a pancytopenii. VySetfenim kostni die-
né byla vyloucena leukémie, infekéni ptivod onemocnéni nebyl
klinickym ani laboratornim vySetienim prokazan. Nasledovaly 4
tydny hyperpyrexii, progrese hepatosplenomegalie a pancytope-
nie s poklesem leukocytd na hodnotu 1,6x10°/L a trombocytu
17x10%/L. V diferencialni diagnoze zvazovana systémova forma
juvenilni chronické artritidy, 1écba pulsy metylprednisolonu ale
zustala bez piesveédcivé klinické odpoveédi, stejné jako vysoké dav-
ky intravendznich imunoglobulint (3x0,4 g/kg). V opakované pro-
vadénych aspiratech kostni dfené byly pfi zpétném hodnoceni na-
lezeny aktivované makrofagy fagocytujici erytrocyty, leukocyty
i trombocyty.

Pii prekladu na II. détskou kliniku FN Motol byl chlapec feb-
rilni, s generalizovanou lymfadenopatii, hepatomegalii +4 cm
a splenomegalii +6 cm pod oblouk zeberni. Charakteristické labo-
ratorni nalezy (elevace transaminaz, ferritin 30 300 pg/L, triacyl-
glyceroly 4,84 mmol/L, LDH 35,0 pkat/L, hypofibrinogenemie,
aktivace T — lymfocytl a snizeni NK bunék) dopliiovaly kritéria
hemofagocytujiciho syndromu. Jako induktor byla zvazovana in-
fekce HSV-1. Sest tydni od zadatku onemocnéni byla zahajena
kombinovana imunosupresivni terapie podle protokolu pro hemo-
fagocytujici lymfohistiocytozy (HLH-94) etoposidem, dexamet-
hazonem a cyklosporinem A. Pocate¢ni odpovéd na lécbu byla
ptizniva, vymizely horecky, normalizoval se krevni obraz i labo-
ratorni markery nemoci, trvala hepatosplenomegalie. Po 4 tydnech
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35.0 pkat/L; hypofibrinogenemia, T-lymphocyte activation and
a decrease in NK cells) complemented the criteria of hemophago-
cyting syndrome. HSV-1 infection was considered as the induc-
tor. Six weeks from the onset of disease, combination immuno-
suppressive therapy according to the protocol developed for
hemophagocytosing lymphohistiocytoses (HLH-94) was institu-
ted with etoposide, dexamethasone, and cyclosporin A. The initial
response to therapy was favorable; with fever disappearing, blood
count and laboratory markers of the disease normalizing; the he-
patosplenomegaly persisted. After 4 weeks of therapy, there was
a relapse of fever and pancytopenia, associated with an increase in
laboratory marker activity. After 3 months of disease duration, the
5th collection of bone marrow detected massive amastigotic sta-
ges of leishamanias. Judging by literary data, the general picture
of the disease was consistent with that of VL whose manifestation
under the picture of the hematophagocytosing syndrome is no ex-
ception in children (11, 12).

Once the diagnosis had been established, immunosuppressi-
ve therapy was discontinued initiating therapy with liposomal
amphotericin B instead at an induction cumulative dose of 30
mg/day; followed by four single re-inductions. A febrile respon-
se with macrophage syndrome reactivation and an episode of
ventricular tachycardia were observed at week 1 of therapy; the-
se were ascribed to antigenic stimulation occurring with the des-
truction of a large number of Leishmania cells given the massive
infection. The complication was controlled by a high dose of
intravenous immunoglobulins. The hepatosplenomegaly disap-
peared within 3 weeks of amphotericin therapy. The Leishmania
disappeared from bone marrow and the patient is healthy at 9
months after the end of therapy.

Microscopy of the sternal punctate revealed massive infection
with Leishamia sp. One week after the start of Leishmania therapy
were still present in the follow-up punctuate; however, their count
dropped significantly. Another follow-up collection 1 month post-
therapy was already microscopically negative. Indirect hemagglu-
tination of L. donovani: 1:256 before therapy, a borderline titer of
1:32 one month after therapy.

Three weeks before the disease onset, the boy spent 2 weeks
with his parents in southern Italy.

This case report illustrates the complex differential diagnosis
of the hemophagocytosing syndrome in childhood and the need to
consider VL as a rare cause of this life-threatening disease.

Case report 4

A 45-year-old man from Plumlov was examined in 2000 at
the department of internal medicine of a district hospital for fever
of unclear etiology, lasting for 3 months, not responding to anti-
biotics, associated with hepatomegaly and pancytopenia. Because
of concomitant umbilical hernia and hepatomegaly, a decision was
made to perform herniotomy concomitantly with laparoscopic re-
vision of the abdominal cavity. The revision produced a macros-
copically negative finding on the liver so liver biopsy was not
performed. In the ensuing course, corticoids (methylprednisolone
tablets of 16 mg; two in the morning and one at noon) were insti-
tuted because of persisting fever. The treatment resulted in a dec-
rease in body temperature; however, the patient again developed
fever as the dose of corticoids was being tapered. As a result, the

1écby doslo k relapsu horecky a pancytopenie, provazeném vzes-
tupem laboratorni aktivity. Po 3 mésicich trvani nemoci byla v pa-
tém odbéru kostni dfené zachycena masivné amastigotni stadia
leishmanii. Dle literarnich 0idajt cely obraz nemoci odpovidal VL,
jejiz manifestace pod obrazem hemofagocytujiciho syndromu neni
u déti vyjimkou (11, 12).

Po stanoveni diagn6zy byla imunosupresivni 1é¢ba ukonce-
na a zahdjena terapie liposomalnim amfotericinem B v induk¢ni
kumulativni davee 30 mg/kg, nasledované ¢tyimi jednorazovy-
mi reindukcemi. V prvnim tydnu 1é¢by se objevila febrilni reak-
ce s reaktivaci makrofagového syndromu a ataka komorové ta-
chykardie, pri¢itané antigenni stimulaci pfi rozpadu velkého poctu
bunék leishmanii vzhledem k masivni infekci. Komplikace byla
zvladnuta vysokou davkou intravendznich imunoglobulini. He-
patosplenomegalie vymizela po 3 tydnech 1é¢by amfotericinem.
Leishmanie z kostni dfené¢ vymizely a pacient je 9 mésici po
skonceni 1é¢by zdrav.

Ve sternalnim punktatu pfed 1écbou mikroskopicky prokaza-
na masivni nakaza Leishmania sp. V kontrolnim punktatu 1 tyden
po zah4jeni terapie leishmanie stale ptitomny, ale vyrazny pokles
jejich poctu. Dalsi kontrolni odbér 1 mésic po 1écbé jiz mikrosko-
picky negativni. Nepfima hemaglutinace L.donovani: pied 1écbou
1:256, 1 mésic po 1écbe¢ hrani¢ni titr 1:32.

Chlapec stravil s rodi¢i 3 mésice pred zacatkem nemoci 2 tyd-
ny v jizni Italii.

Tato kazuistika ilustruje slozitou diferencialni diagnostiku
hemofagocytujiciho syndromu v détstvi a nutnost pomyslet na VL
jako vzacnou pfi¢inu tohoto Zivot ohrozujiciho onemocnéni.

Kazuistika 4

45lety muz z Plumlova byl vysetiovan v roce 2000 na inter-
nim odd¢leni okresni nemocnice pro 3 mésice trvajici febrilie 38—
39 °C nejasné etiologie, nezabirajici na antibiotika, s hepatome-
galii a pancytopenii. Vzhledem k soucasné umbilikalni hernii
a hepatomegalii bylo rozhodnuto provést herniotomii a soucasné
laparoskopickou revizi dutiny bfisni, pii které byl makroskopicky
negativni nalez na jatrech, a proto se od provedeni jaterni biopsie
upustilo. V dal§im priibéhu pro trvajici febrilie nasazeny kortiko-
idy (methylprednisolon tbl po 16 mg 2—1—0), po kterych sice
doslo k poklesu teplot, ale pfi jejich postupném vysazovani opét
febrilie. Pacient byl proto pfeloZen na interni pracovisté vyssiho
typu. Vzhledem ke splenomegalii (podle UZ vysetieni slezina
170x70 mm) byla provedena aspiracni punkce sleziny, kde prek-
vapivy mikroskopicky nélez leishmanii v monocyto-makrofago-
vém systému sleziny. Nasledné bylo indikovano provedenti jaterni
biopsie, ktera prokazala velké mnozstvi leishmanii ve vyrazné
zdufelych Kupfferovych bunikach, a pacient byl ptelozen k terapii
na infekéni kliniku do Brna, kde byl nasazen amfotericin B 40 mg/
den (0,5 mg/kg télesné vahy). V prubchu této terapie dochazi k
rozvoji oboustranné bronchopneumonie s respiracni insuficienci
a multiorgdnovym selhanim. Stav si vyzadal 33 dni trvajici artefi-
cialni ventilaci, podporu ob¢hu katecholaminy a provedeni péti
akutnich dialyz. Dalsi pribéh byl komplikovan septickym stavem
s ¢etnymi septickymi embolizacemi do periferie a diseminovanou
intravaskularni koagulopatii, coz se podafilo také terapeuticky
zvladnout. Lécba VL amfotericinem B trvala celkem 9 dni a byla
pferuSena pro renalni insuficienci. Jako vychodisko byl pouzit
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patient was transferred to the department of internal medicine of
a university hospital. Because of the splenomegaly (ultrasound
revealed the spleen measured 170 x 70 mm), aspiration spleen
puncture was undertaken with the surprising microscopic finding
of Leishmania in the monomacrophage spleen system. Subsequ-
ently, liver biopsy was indicated which demonstrated a large amo-
unt of Leishmania in markedly swollen Kupffer cells. The patient
was transferred to a department of infectious disease in Brno whe-
re amphotericin B 40 mg/day (0.5 mg/kg body weight) was insti-
tuted. During this therapy, the patient developed bilateral bron-
chopneumonia with respiratory insufficiency and multiorgan
failure. The patient’s condition required mechanical ventilation,
catecholamine support, and five ace dialysis sessions over a pe-
riod of 33 days. His ensuing course was complicated by sepsis
with frequent septic peripheral embolisms and disseminated intra-
vascular coagulopathy, also controlled in the end. Overall, VL tre-
atment with amphotericin lasted 9 days, and was discontinued on
account of renal insufficiency. The drug to be used next was pen-
tamidine, both because of VL treatment and because of unclear
pulmonary finding, where the differential diagnosis considered
pneumocystic pneumonia, which, however, was not demonstrated
when repeatedly using the available methods. Pentamidine was
administered at doses of 300 mg i.v. every other day for a period
of 10 days.

The highest abnormal laboratory values were as follows: red
blood cells 2.52; hemoglobin 70; white blood cells 1.8; platelets 73;
CRP 19.7; albumin 28.3; IgG 38.5 (all in SI units). B.S.R. 54/100.

Cytology from the spleen punctate revealed obvious macrop-
hages with voluminous cytoplasm containing numerous amasti-
gous stages of Leishmania sp., whereas liver biopsy contained dis-
persed markedly swollen Kupffer cells, again with a high number
of leishmanias. Indirect hemagglutination of L. donovanii: 1:256
before and borderline titer of 1:32 at 2 months after therapy.

The patient traveled to Croatia every year in the summer
months, the last time was 9 months before the development of his
health problems. He was staying a camp while in Croatia, but also
sleeping rough in a sleeping bag and was repeatedly bitten by in-
sects.

Discussion

Symptomatic VL is a systemic life-threatening infection un-
less treated. Its vectors are parasitic Leishmania organisms, main-
ly L. donovani and L. infantus (L. chagasi), transmitted by the
blood-sucking females of phlebotomes, a tiny two-winged insect.
When infected by L. donovani, the reservoir of infection is the
infected man (Indian kala-azar) whereas the reservoir of infection
for L. infantum (e.g, Mediterranean VL) are infected dogs. Fema-
le insects get infected when sucking the blood of the reservoir
mammal, and can transmit Leishmania into the skin of man. Leis-
hmania infect mononuclear phagocyting cells they multiplicate
therein. Infected macrophages spread further in to the visceral or-
gans, particularly, into the lymphatic nodes, spleen, liver, and bone
marrow. Occasional parenteral infections, e.g., by transfusion or
injection needles in laboratories, occur very rarely. Congenital trans-
mission is extremely rare yet possible (17).

VL is endemic in more than 50 countries of the world, from
China to India to the Middle east to the Mediterranean, from So-

pentamidin, a to jak pro terapii VL, tak pro nejednoznacny nalez
na plicich, kdy byla diferencialné diagnosticky zvazovana moz-
nost pneumocystové pneumonie, kterd se ovsem opakované¢ do-
stupnymi metodami neprokazala. Pentamidin byl podavan v dav-
kach 300 mg i.v. ob den po 10 dni.

Maximalni abnormalni laboratorni hodnoty: erytrocyty 2,52 —
hemoglobin 70 — leukocyty 1,8 — trombocyty 73 — CRP 19,7 —
albumin 28,3 — IgG 38,5 (vSe v soustave SI); FW 54/100.

V cytologii z punktatu sleziny zjiStény napadné makrofagy
s objemnou cytoplazmou, ve které byla uloZena Cetna amastigotni
stadia Leishmania sp. a v jaterni biopsii byly disperzné pfitomny
vyrazné zdufené Kupfferovy buiiky opét s velkym mnozstvim le-
ishmanii. Neptima hemaglutinace L. donovani: pted 1écbou 1:256
a za 2 mésice po 1é¢bé jiz hraniéni titr 1:32.

Pacient cestoval kazdy rok v letnich mésicich do Chorvatska,
naposledy 9 mésict pred vznikem obtizi. V Chorvatsku nocoval
v kempu, ale spal i ve spacaku “pod Sirdkem” a opakované byl
postipan hmyzem.

Diskuse

Symptomaticka visceralni leishmanidza predstavuje systémo-
vou infekei, ktera, neni-li 1éena, ohrozuje Zivot. Jejimi puvodci
jsou paraziti¢ti prvoci rodu Leishmania, ptedevsim L. donovani
a L. infantum (L. chagasi), pfenaseni krevsajicimi samic¢kami fle-
botomii, drobného dvouktidlého hmyzu. Pfi ndkazach L. dono-
vani je rezervoarem infekce pro penasec¢e nemocny ¢lovek (in-
dicka kala-azar), rezervoarem infekce L. infantum (napft.
sttedomotiska VL) jsou nakazeni psi. Hmyzi samicky se nakazi
pfi sani krve rezervoarového savce a béhem dalsiho sani mohou
prenést leishmanie do kiize ¢loveka. Leishmanie infikuji mono-
nuklearni fagocytujici bunky, uvniti kterych se mnozi. Infikova-
né makrofagy $ifi infekci dal do vnitfnich organt, predevsim do
lymfatickych uzlin, sleziny, jater a kostni dfené. Velmi vzacné
jsou nahodné parenteralni nakazy, napt. transfuzi nebo injekéni-
mi jehlami v laboratofich. Extrémné vzacny, ale mozny, je kon-
genitalni pfenos (17).

Visceralni leishmaniéza je endemicka ve vice nez 50 zemich
svéta: od Ciny pres Indii a Blizky Vychod po Stfedomoii, od So-
malska a Etiopie pfes Sudan po Tunis a Maroko, od Argentiny
ptes Brazilii po Mexiko. V fadé téchto zemi je vSak vyskyt VL
spise sporadicky s nékolika desitkami ptipadti ro¢né. Z pul milio-
nu osob, které dle odhadu WHO ro¢né onemocni VL, vic nez 90
% pripada na Indii, Nepal, Bangladés, Stdan a Brazilii (5, 13).

V Evropé je endemickou oblasti visceralni leishmanidzy
(puvodce L. infantum) celé Stiedomofii od Portugalska po Tu-
recko, véetné Balearskych ostrovt, Sardinie, Sicilie a Malty (7,
10), ale i okoli velkych mést jako je Neapol nebo Atény (15).
Naprosta vétSina pfipadii VL importovanych do severnéji po-
lozenych zemi Evropy, kde se ndkaza nevyskytuje, pochazi pravé
z turistickych oblasti Stfedomofi; napf. v Némecku se ro¢né
diagnostikuje az 10 pfipadu (6, 12, 23). S vyjimkou uprchlika
ze Somalska (kazuistika 1) se vSech 7 ¢eskych obcant s impor-
tovanou VL nakazilo rovnéz v jizni Evropé (1, 21, 25, 26, 27).
Za pozornost stoji 2 pfipady VL recentné importované z Chor-
vatska (kazuistiky 2 a 4), jehoZz pobiezi se opét stava turisticky
atraktivni a kde v poslednich nékolika letech vyskyt této naka-
zy stoupa (22).
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malia to Ethiopia through the Sudan to Tunisia to Morocco, from
Argentina to Brazil to Mexico. However, the incidence of VL in
a number of these countries is fairly sporadic with several dozens
of case reports a year. Of the 500,000 individuals infected by VL
every year, as estimated by the WHO, more than 90 % of cases
occur in India, Nepal, Bangladesh, the Sudan, and Brazil (5,13).

In Europe, the endemic region of VL (with L. infantum as
the vector) is the entire Mediterranean basic from Portugal to
Turkey including the Balearic Islands, Sardinia, Sicily, and Mal-
ta (7,10) but, also, the areas surrounding major cities such as
Naples or Athens (15). The overwhelming majority of cases of
VL imported to the more northerly located parts of Europe whe-
re the infection is not common, comes from the recreational re-
gions of the Mediterranean; in Germany, up to 10 cases are dia-
gnosed to year (6,12,23). Except for the Somali refugee (case
report 1), all seven Czech citizens with imported VL also got
infected in Southern Europe (1,21,25,26,27). Attention should
be given to the two cases of recent cases of VL imported from
Croatia (cases 2 and 4) whose coast is again becoming a tourist
attraction and where the incidence of this infection has been ri-
sing recently (22).

As a result, a travel history is absolutely important to be able
to establish a correct diagnosis. However, it should be remembe-
red that the incubation time of VL is relatively long, from seve-
ral weeks to several months but, also, to several years (3,16). In
the cases of Mediterranean VL we reported, the interval is some
3-9 months. The infection may long take an inapparent course so
the clinical manifestation does not occur until the body defense
capacity has been reduced (e.g., by immunosuppressive therapy,
organ transplantation, or HIV infection). Since 1979, when the
first case of VL development following renal transplantation was
described, a total of 32 cases of this complication have been re-
ported which usually gets manifested about month 8 post.-trans-
plant (2,4). The co-incidence of HIV and VL infection as a op-
portune infection is most often described from endemic regions
of transplantation of southern Europe, Spain in particular (13),
or from Sicily recently (7).

The clinical pattern of full-blown VL includes high tempera-
ture to 41°C, sometimes with two peaks during the day, splenome-
galy, often followed by hepatomegaly. The blood count shows
anemia, thrombocytopenia, and leukopenia with a decrease in gra-
nulocyte count, eosinophil multiplication, relative lymphocytosis
and monocytosis. Another marked feature is hypergammaglobuli-
nemia with a concomitant decrease in albumin. B-lymphocytes are
activated. The differential diagnosis should primarily rule out
malaria, as suggested by fever with chills, sweating, headache,
spleen enlargement, and thrombocytopenia, especially so if the
patient’s travel history includes the visit to a country where mala-
ria is endemic. Splenomegaly, abdominal pain, and mild diarrhea
may sometimes result in the misdiagnosis of salmonelosis, para-
typhoid, or brucellosis. However, treatment with antimalaric agents
or antibiotics does not result in improvement of the clinical status.
The hepatosplenomegaly with mild lymphadenectomy and a we-
ight loss requires to exclude hemoblastosis or lymphoma. The dif-
ferential diagnosis includes schistosomosis, African trypanosomo-
sis, histoplasmosis, milliary tuberculosis, liver cirrhosis, and
bacterial endocarditis. Elevated serum levels of liver enzymes along
with hypergammaglobulinemia may occasionally remind the do-

Pro spravné stanoveni diagnoézy je tudiz dulezitd cestovni
anamnéza. Je tfeba pamatovat na to, ze inkubacni doba VL je
pomérné dlouhd, od nékolika tydnti po nékolik mésicu, ale i né-
kolik let (3, 16). U nami popisovanych ptipadi stiedomoiské
VL byla 3—9 mésict. Nakaza mutize dlouho probihat inaparen-
tn¢ a ke klinické manifestaci dojde az pfi snizeni obranyschop-
nosti organismu napt. imunosupresivni 1é¢bou, transplantaci or-
ganu ¢i ndkazou virem HIV. Od roku 1979, kdy byl popsan prvni
ptipad vzniku VL po transplantaci ledvin, bylo publikovéno jiz
32 ptipadud této komplikace, ktera se obvykle projevi kolem 8.
meésice po transplantaci (2, 4). Koincidence infekce HIV a VL
jako oportunni nakazy je nejcastéji popisovana z endemickych
oblasti jizni Evropy, zejména ze Spanélska (13), v nedavné dobé
rovnéz ze Sicilie (7).

Do klinického obrazu rozvinuté VL patii vysoké teploty az
41 °C, nékdy se dvéma vrcholy béhem dne, splenomegalie, Casto
nasledné s hepatomegalii. V krevnim obraze je anémie, trombo-
cytopenie a leukopenie s poklesem granulocytt, se zmnozenim
eosinofild, relativni lymfocytdza a monocytéza. Vyrazna je hy-
pergamaglobulinemie se soucasnym poklesem albumind. Akti-
vované jsou B lymfocyty. Diferencialné diagnosticky je predev-
$im nutné vyloudit malarii, na kterou upomina horecka
s tfesavkou, pocenim, bolesti hlavy, zvétSenim sleziny a trom-
bocytopenii zvlasté, je-li v cestovni anamnéze nemocného po-
byt v malarické oblasti. Splenomegalie, bolest bficha a mirny
prijem svadeéji nekdy k diagnoze salmonelodzy, paratyfu nebo
bruceldzy. Lécba antimalariky, ¢i antibiotiky vSak nevede ke zlep-
Seni klinického stavu. Hepatosplenomegalie s mirnou lymfade-
nopatii a ibytkem télesné vahy vyzaduje vyloucit hemoblastozu
¢i lymfom. Diferencialné diagnosticky nutno pomyslet i na schis-
tosomoézu, africkou trypanosomozu, histoplasmozu, miliarni tu-
berkulézu, jaterni cirhézu a bakterialni endokarditidu. Zvysené
hodnoty jaternich enzymi v séru spolu s hypergamaglobuline-
mii mohou nékdy pfipominat autoimunni hepatitidu, zvlasteé teh-
dy, je-li dlouha inkubaéni doba (16).

Laboratorni diagnostika, ktera infekci potvrdi, se opiré o se-
rologicky prukaz specifickych protilatek podepteny pfimym pri-
kazem leishmanii. Nej€ast¢jsi metodou pro ptimy prikaz zista-
va tradi¢né mikroskopické vySetieni roztérovych nebo
histologickych preparati zhotovenych z punktatu nebo bioptatu
kostni dfeng, sleziny, event. jater nebo zvétSenych lymfatickych
uzlin. Vyhodou je rychlost vySetieni. Nevyhodou je, ze mikro-
skopicky priikaz vyzaduje zna¢nou pozornost a zkusenost, nebot’
pfinizkém poctu, zvlast’ ve sternalnim punktatu, lze parazity (2—
4 pm) snadno piehlédnout. Mozny je i kultivaéni zachyt leis-
hmanii na specialni ptidé nebo i.p. inokulaci do zvifete. Ten ale
vyzaduje Cerstvy material a vysledek je zndm az za nékolik dni.
PCR reakce pro prikaz specifické DNA je vhodnou alternati-
vou, zejména u asymptomatickych nakaz (13). Detekce specific-
kych protilatek pti symptomatické VL napomaha stanoveni dia-
gndzy. U imunokompetentnich osob je obvykle vyrazna
protilatkova odpoveéd’. Pied 1é€bou se v séru prokaze vysoka hla-
dina specifickych protilatek, které indikuji infekei (viz kazuisti-
ky 1 a 2). Pii podani imunosupresivnich &kt je vSak nutné zva-
Zovat navozenou imunosupresi spojenou s vyraznym snizenim
tvorby protilatek (viz kazuistiky 3 a 4).

K 1é¢bé VL byl u vSech ¢tyf pacientl uzit amfotericin B, kte-
ry podle vysledku mikroskopického vysetieni kontrolnich odbé-
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ctor of autoimmune hepatitis, especially so in cases with long in-
cubation times (16).

Laboratory diagnosis confirming the infection is based on the
serological evidence of specific supported by direct evidence of
Leishmania. The most frequently employed method for direct evi-
dence has traditionally been microscopic investigation of smear
or histological preparations made from the punction or biopsy spe-
cimen of bone marrow, spleen or, possibly, liver or enlarged lym-
phatic nodes. The rapidity of the investigation is a distinct advan-
tage. A drawback is that microscopic evidence requires
considerable attention and experience as the parasites (2—4 pUm),
if their numbers of low-in the sternal punctate in particular, may
be easily overlooked. Another possibility is culture-based detec-
tion of Leishamia in a special medium or via i.p. inoculation into
an animal. However, this requires fresh material and the result is
not known until after several days. The PCR for evidence of spe-
cific DNA is an appropriate alternative, especially so with asym-
ptomatic infection (13). Detection of specific antibody with symp-
tomatic VL aids in establishing the diagnosis. Immunocompetent
individuals usually show an appreciable antibody response. High
levels of specific antibody indicating infection is demonstrated in
the serum before therapy (see case repots 1 and 2). However, when
administering immunosuppressives, consideration should be gi-
ven to induced immunosuppression associated with considerable
reduction in antibody production (see case reports 3 and 4).

All four patients with VL were treated with amphotericin B
which was effective, judging by the results of microscopic exami-
nation of follow-up specimens and by the clinical response, in
100% even if therapy had to be discontinued prematurely because
of renal function deterioration. Amphotericin B at a dose of 0.5—
1.0 mg/kg weight and day, administered for a period of 2 weeks, is
regarded as an effective alternative to antimony agents (13). Cur-
rently, amphotericin B is even preferred to antimony in the treat-
ment of Indian kala-azar (L. donovanii) as up to 50% either do not
respond at all to conventional antimony therapy or relapses frequ-
ently occur (5). The child (see case report 3) was treated with the
liposomal form of amphotericin. Liposomal amphotericin (AmBi-
some) with reduced nephrotoxicity can be administered at a hig-
her dose (2—4 mg/kg weight and day) and short term (23). A dis-
tinct disadvantage is its price. However, it is being considered the
first-line therapy in Mediterranean VL at childhood (8, 19, 20).
Two alternative regimens are recommended. 3 mg/kg weight and
day administered for 10 days or 3 mg/kg weight and day adminis-
tered for 5 days in a row, with the last sixth dose, to be given on
day 10 (8, 18). Liposomal amphotericin at a total dose of 1.5—2.1
g ahs also been successfully given to patients with VL which got
activated after transplantation (4). Still, the most widely used agent
for VL, except for Indian kala-azar, remain to be heptavalent anti-
mony compounds, sodium stibogluconate (Pentostam) or meglu-
min antimonate (Glucantine), administered parenterally at a dose
of 20 mg Sb5+/kg weight and day for a period of 2 to 4 weeks.
Antimony, introduced into therapy as early as 1940, continues to
be useful in 90% of treated patients. However, side effects are also
frequent (fatigue, body tenderness, impaired hemopoiesis, dama-
ge to the liver, pancreas, or myocardium); moreover, prolonged
therapy makes toxic effects more pronounced. There have also
been accumulating reports of vector resistance to the agents. None
of the antimony-based products have been authorized for marke-

ru a podle klinické odezvy byl u¢inny ve 100 %, a to i tehdy,
jestlize terapie musela byt ve dvou ptipadech (viz kazuistiky 1
a 4) v souvislosti se zhorSenim funkce ledvin ukonéena piedcas-
né. Amfotericin B v davce 0,5—1,0 mg/kg vahy a den podavany
po dobu 2 tydni je povazovan za uéinnou alternativu antimono-
vym preparatiim (13). Pro 1é¢bu indické kala-azar (L. donovani)
je v soucasné dobé amfotericinu davana dokonce piednost pied
antimonem, nebot’ az 50 % piipadti bud’ viibec neodpovida na
konvenéni antimonovou terapii nebo po ni dochazi k castym re-
lapsam (5). Dité (viz kazuistika 3) bylo 1éceno liposomalni for-
mou amfotericinu. Liposomalni amfotericin (AmBisome) se sni-
zenou nefrotoxicitou 1ze aplikovat ve vyssi davee (2—4 mg/kg
vahy a den) a kratkodobé¢ (23). Nevyhodou je jeho vysoka cena.
U stfedomoiské visceralni leishmaniozy v détském véku je vSak
stale Castéji povazovan za Iék prvni volby (8, 19, 20). Doporu-
covany jsou dva alternativni rezimy: 3 mg/kg vahy a den poda-
vany 10 dnt nebo 3 mg/kg vahy a den podavany 5 dnl po sobé
a posledni, Sestou davku podat 10. den (8, 18). Liposomalni
amfotericin v celkové davce 1,5—2,1 g byl rovnéz s uspéchem
podan nemocnym s VL, ktera se u nich aktivovala po provedené
transplantaci (4). Nejrozsifenéjsim lékem pii VL, s vyjimkou
indicke kala-azar, ale ztstavaji sloueniny pétimocného antimo-
nu, stiboglukonat sodny (Pentostam) nebo meglumin antimonat
(Glucantime), aplikované parenteralné v davce 20 mg Sb*"/kg
vahy a den po dobu 2 az 4 tydnt. Antimon, zavedeny do 1é¢by
uz v roce 1940, je stale uspésny u 90 % lécenych. Vedlejsi Gcin-
ky jsou ovSem Casté (unava, bolesti téla, poSkozeni krvetvorby,
jater, pankreatu ¢i myokardu) a delsi 1écba toxické projevy jeste
zvysuje. Piibyva i zprav o rezistenci piivodce na tyto preparaty.
V CR neni 7adny z antimonovych preparétii registrovan, proto
v ptipadé potieby nebyva rychle k dispozici. Alternativné Ize uzit
pentamidin isethionat (Pentacarinat) (i.v. nebo i.m.) 4 mg/kg ob
den ve 14—30 davkach. Ve vychodoindickém staté Bihar, ktery
je hyperendemickou oblasti vyskytu kala-azar, byl nedavno s us-
péchem vyzkousen miltefosin (14). Tento derivat fosfolipidu (he-
xadecylfosfocholin), ptivodné vyvinuty pro 1é€bu nadoru (9),
predstavuje vibec prvni preparat pro oralni terapii VL (24). Stu-
die zahrnovala 120 pacientti s VL, rezistentni na 1écbu antimo-
nem, kterym byl podavan miltefosin v davce 100 mg/den per os
po dobu 4 tydni. Usp&nost byla 95 % a 1ék byl zhodnocen jako
dobfe snaseny a velmi nadéjny pro terapii indické kala-azar. Kli-
nické studie zaméfené na Gspesnost miltefosinu pii 1é€be stiedo-
moftské visceralni leishmanidzy zatim chybi. Po ukonéeni 1écby
VL je vzhledem k moznosti relapsu vzdy nutnd nejméné dvoule-
ta dispenzarizace rekonvalescenta.

Zavér

Uvedené kazuistiky ukazuji, ze v diferencialni diagnostice
horec¢natych stavii s hepatosplenomegalii je tfeba myslet také na
importovanou visceralni leishmaniozu, kterd mize postihnout ne-
jen cestovatele do endemickych oblasti, ale mtize se projevit i u
cizinctl, ktefi diive v téchto oblastech zili a je tfeba na ni myslet
iu pacientll imunokompromitovanych.
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ting so it is not readily available when necessary. Alternatively,
pentamidine isethionate (Pentacarinate, i.v. or i.m.) 4 mg/g every
other day at 14—30 doses can be used. Miltefosin has been suc-
cessfully tested in the East Indian state of Bihar, which is the hy-
perendemic region for kala-azar, (14). This derivative of a phos-
pholipid (hexadecylphosphocholine), originally developed for the
treatment of tumors (9) is the first ever agent intended of oral the-
rapy of VL (24). A study included 120 patients with VL resistant
to antimony therapy whose were given miltefosin at a dose of 100
mg/day orally for a period of 4 weeks. The success rate was 95 %
and the agent was rated as well tolerated and a promise for the
treatment of Indian kala-azar. No clinical trials focused on the suc-
cess rate of miltefosin in the treatment of Mediterranean VL has
been conducted to date. Once treatment of VL is over, the conva-
lescent patient must be on follow-up for at least two years because
of the possibility of a relapse.

Conclusion

The above case reports show that imported VL, which may
affect not only individuals traveling to the endemic regions but
may also manifest itself in foreigners previously living in those
regions for some time, should be considered in the differential
diagnosis of feverish conditions with hepatosplenomegaly as well
as in immunocompromised patients.
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