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Diagnostika a lIécba tularemie
nase zkusenosti
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Tularemie v Evropé
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Horecka nejasné etiologie
M 70 let, FIS, DM2, HTN: CRP 200, prokalcitonin 5,5
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Horecka nejasné etiologie?
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Diferencialni diagnostik

Tularemie - serologie negativni

cefotaxim
metronidazol

Tularemie: diagnostika

Serologie — agglutinace/ELISA — serokonverze nejdfive za
10-20 dni od vzniku nemoci

Kultivace — pomaly rust, riziko laboratorni nakazy
PCR — |éze, uzliny, BAL, hemokultura - invazivni
Histologie — granulomatdzné purulentni nebo

nekrotizujici zanét - invazivni

Maurin M et al, Tularaemia: clinical aspects in Europe, Lancet Inf Dis 2016:16(1): 113 - 124
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Kazuistika
Tularemie - serologie negativni, CD3+/CD4-/CD8- 9%
16S PCR z kozni léze — F. tularensis
Serokonverze na titr 1:80 za 3 tydny (2. amb. kontrola)

cefotaxim
metronidazol

Doxy 100 mg tbl 412h 20 dni
Genta 240 mg iv a24h 10 dni

Gamma/delta a DC3+/CD4-/CD8- T lymfocyty
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Pratokova cytometrie
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Early Diagnosis of Tularemia with Flow Cytometry, Czech Republic, 2003-2015

Nles Chrdle, Pavlina Tinavsks, Paviina Filipova, Véra Hnetilova, Pavel Zampach, Kvétoslava Batistovd, onThis Page
Viclav Chmelik, Olga Dvorackova, Amanda E. Semper, and Nick . Beeching
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64 pacientl s tularemii, 2003-2015
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64 pacientl s tularemii, 2003-2015

Cytoflowmetrie o .
Senzitivni a specificka - . .
Predchazi serokonverzi o 7-14 dni i )

g . .
Intraceluldrni a parazitarni infekce g w :
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Klinické podezfeni: Sance 1:20az1:50 .
Klinické podezieni + DNT nad 8 %: )
-8ance 1:2az1:3 sy fovenen
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T lymfocyty CD3+ 1,25
T helpery CD3+/CD4+ 0,5
T cytotoxické CD3+/CD8+ 0,5
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Dvojité negativni T lymfocyty
T lymfocyty CD3+ 1250
T helpery CD3+/CD4+ 500 :>1000
T cytotoxické CD3+/CD8+ 500
CD3+/CD4-/CD8- 1250-1000
Dvojité Negativni T lymfocyty =250

250/1250 =20 % DNT
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Antibioticka Iécba tularémie
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In vitro intracelularni modely
Nejvyssi ucinnost Ciprofloxacin a levofloxacin, cidni
Doxycyklin bakteriostaticky

Gentamicin cidni, ale opozdény efekt 2-3 d (pomaly prinik
do bb.)

Caspar Y. Front Cell Infect Microbiol. 2017
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Zviteci modely
Doxycyklin a ciprofloxacin ucinné

TABLE 2 | MIC and MICgq ranges of aminoglycosides, tetracyclines and
fluoroquinclones against F. tularensis.

Antibiotics MICrange  MICogrange  CLSI breakpoint for
(mg/L) (mgiL) susceptiblility (mg/L)
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Caspar. 2017

Erant Cell Infect Microhial,
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Gentamicin
10 pfipadu, davkovani 3 x denné, 100 %

Mason et al. Am Rev Respir Dis. 1980 Jan;121(1):39-45.
4 pfipady, 1 x denné, 5 mg/kg, 100 % (2x cipro)

Dietrich et al. Case Rep Infect Dis. 2019;2019:9870510

Streptomycin byl prvni Gcinny lék proti tularemii
(v €R té. nedostupny)

1‘ frontiers

Retrospective Analysis of Pneumonic =S4 0s oo ]
Tularemia in Operation Whitecoat

Human Subjects: Disease

Progression and Tetracycline Efficacy

Mark
alb

in Medicine

Operation Whitecoat

Studie na lidskych dobrovolnicich Ft. Detrick, USA, 1958-1968
68 vojaku, inhalacni aplikace F. tularensis

Tetracyklin p.o. do 24 hod od vzniku horecky

Selhani |é¢by TTC - méné neZz 500 mg a6h, méné nez 14 dni
Selhani doléceno streptomycinem i.m.




Doxycyklin
16 pfipadud, 100 mg po 12 hod, 21 dni, O relapst

Rojas-Moreno et al. Open Forum Infect Dis. 2018
13 pfipadd, 2 relapsy

Weber et al. Clin Infect Dis 2012

Tigecyklin —in vitro ucinny

Makrolidy

Azitromycin, klaritromycin

Azitromycin — biovar Il — PMN 200x vyssi koncentrace
nez v séru, in vitro ucinny

U¢inna F. tularensis subsp. holarctica biovar |
(francouzské kazuistiky téhotnych)
Rezistentni na biovar Il (stfedni a vychodni Evropa, Asie)

Caspar Y. J Antimicrob Chemother 2018, Tomaso H. JAC 2017

Ostatni ATB

Ceftriaxon — in vitro citlivost

In vivo selhani [é¢by — 8 kazuistik selhani
Cross et al. CID 1993

Chloramfenikol - Meningitida (déti) tomaso, 1ac 2017

Rifampicin — obava ze vzniku rezistence
Add-on k cipro (PJI) cooper, cip 1999
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Uzlinova forma - kolikvace
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Anand et al. J Radiol Case Rep. 2017

Shrnuti
Tézké formy — septické/tyfoidni, plicni
Genta 10 dni + doxy 21 dni
Cipro 14-21 dni

Lehci formy — uzlinové, kréni, ocni
Doxy 21 dni
Cipro 10 dni

Caspar Y. Front Cell Infect Microbiol. 2017
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Short Communication

Disulfiram, an alcohol dependence therapy, can inhibit the in vitro
growth of Francisella tularensis
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