Antimikrobialni lécba u kritickych
stavu - kde délame chyby???



»Inteligentni lide se snazi problemy resit,
genialni se je snazi nedéelat!”

Albert Einstein (1879—-1955)



Nejcastejsi chyby pri uzivani ATB
Pozdni zahajeni ATB terapie u sepse
Nasazeni ATB pred odbérem klinického materialu
Kontaminace HK, ¢i nedostatecné odbéry
Zbytecné dlouho nasazena ATB
Bludné zmeény ATB pri nelepsSicim se klinickém stavu
Neadekvatni davky
Spatna volba inicidlniho ATB
Nerespektovani priniku do tkani
Nezvazeni toxicity Ci lékovych interakci
Polyfarmacie



Semer kazdy clovek umira na své léky, nikoliv na
svoji nemoc.”

Moliere (1622-1673)



Konsekvence nevhodného pouzivani ATB:
»Civilni ztraty“

| | |
/ / /

« ,, Civilni ztraty*
« Selekce multirezistentnich kmenu
< Infekce vyvolané MDR patogeny
< Mykotické superinfekce
<~ CDI

CD\, Clostridium difficile infekce



“It is not difficult to make microbes resistant to penicillin ....

.... The time may come when penicillin can be bought by anyone
in the shops. Then there is the danger that the ignorant man may
easily underdose himself and by exposing his microbes to non-lethal
quantities of the drug make them resistant.”

Alexander Fleming's Nobel Lecture, 1945




Trendy a soucasné problémy rezistence

e Ne ESKAPE, ale ESCAPE!!!
e Enterococcus faecium

e Staphylococcus aureus

* Clostridium difficile

* Acinetobacter baumannii
* Pseudomonas aeruginosa
* Enterobacteriaceae




@ Proportion of Penicillins Resistant (R) Streptococcus
ecoc pneumoniae Isolates in Participating Countries in 2014
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@ Proportion of Methicillin Resistant Staphylococcus
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aureus (MRSA) Isolates in Participating Countries in
mEs= 2014
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E@ Proportion of Fluoroquinolones Resistant (R)
ecoc Pseudomonas aeruginosa Isolates in Participating
m=="_ Countries in 2014
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E@ Proportion of 3rd gen. cephalosporins Resistant (R)
ecoc Escherichia coli Isolates in Participating Countries in
mE== 2014
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Proportion of 3rd gen. cephalosporins Resistant (R)
“ecoc Klebsiella pneumoniae Isolates in Participating
WE=="_ Countries in 2014
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@ Multidrug-resistant Klebsiella pneumoniae Isolates in
ecoc Participating Countries in 2014 (Resistant to Third-
m==" generation Cephalosporins, Fluoroquinolones and
Aminoglycosides)
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Multidrug-resistant Klebsiella pneumoniae

O

Isolates in Participating Countries in 2014

(Resistant to Third-generation

Cephalosporins, Fluoroquinolones and Amin

78 %

38 %

60.0% -

40.0% —
20.0% -

S2)ej0s| JuEISIsas abejusiiag

0.0%

(s£6) wopBuiy paaun
(€z9) uapams
(s9ZT) uieds
(€€Z) muanois
(£6¥) emeno|s
(8vz) ewuewoy
(s0£1) |ebnyiod
(vtL) Aeraoy
(£98) spuep=ayian
(tToT) E3ew

(99) Banoquuaxn
(#ST) RIUENYIN
(ro1) e1a3e
(oT1) Ajeag
(#sg) puea1
(8z) puej@or
(9g9) Avebuny
(£90T1) @292un
(6£6) Auewiag
(s£12) 20uesy
(9s5) puequiy
(zeT) P1UIST
(sz6) yewuag
(zge1) 2n1qnday yaezo
(08) snadio

(ogg) eneosy
(15T) eLEEINgG
(rs€) wnibeg
(696) erasny



KPC 2005 KPC 2011

Percentage resistance

Paprdndsgs a8 unascs ,:-.. ||I ..-_ - < 1%
- -_l'n‘-ll.- -»__. B 1to < 5%
RIS LY ! 5 to < 10%
o 1 ks < 1% oy L . 10to < 25%
- e T oy I . 25 to < 50%
. A '._.--li - = 50%
- L= _l'.. mm No datareparted orless than 10 isolates
o A e apcried el tae LY s Y 1 Notincuded
3 Nt laswited 'f

H- <

[P

[ i mm Liechtenstein

. ] e e Luxembourg b
. Malta

Percentage resistance
- < 1%

B 1to < 5%
I 5to < 10%
B 10to < 25%

25 to < 50%
- = 50%

B Mo datareported orlessthan 10 isolates
[ Motincluded

KPC 2012 KPC 2014

Percentage resistance

- 1%

B 1lto < 5%

I Sto < 0%

10 to < 25%

. 25to < 50%

|

B Ma datareported orless than Lhisclates
[ Matincluded

mm Lizchtensten
mm Liechtenstein B Lwembourg g

B Luxembourg i = Malta () B Dt TR
[ Malta
6} BCDC Do TSy Data: EARSNet



Globalni s

¥ Canada
¥ USA

Maroceo 7 .

NorwaEa g Sweden
No. cases

¢ 3 Denmark
Netherlands
3k 1-5 gm 3% Germany

3% 6-50 - X "‘# Austri
{l:é >50 Spain X oy

Nordmann et al. Emerg Infect Dis 2011;17: 1791-1798
Brink et al. J Clin Micro 2012;50:525-527

ireni NDM-produkujicich bakterii

lapan
lsrael P :

'-" e ﬁﬂan desh ¥ China *

Egypt ¥ : &Hnng Kong
Taiwan

ﬂ""‘“ India 3¢ South Korea

*K - W Singapore

Australia 3

South Africa



Prikaz CPE

Epidemiologicka opatreni

Skrining dalSich pacientd

Infekce CPE?
ANO NE
MIC karbapenem <4-8 mg/I Asymptomaticka kolonizace
ANO NE
Pouzit kombinaci s Pravdépodobné bez aditivniho efektu
karbapenemem karbapenemu

NELECIT

Kombinace zahrnuijici 2 a vice ATB s in vitro citlivosti (Ize-li): y
COL+MER; MER+AMG; COL+MER+TGC; COL+TGC; COL+AMG

Semin Respir Crit CareMed, 2015;36; 74-84
Journal of Internal Medicine, 2015, 277;501-512




,Pravda o prirodeé je silnéjsi a obhaji se sama.”

Albert Einstein (1879-1955)
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Pohyb rezistentnich bakterii (modre) a ATB
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DI Andersson, D. Hughes / Drug Resistance Updates 15 (2012) 162-172



Antibiotic Resistance Is Prevalent in an Isolated Cave
Microbiome

Kirandeep Bh
Michael D. Jo

Figure 1. Plan and profile maps of Lechuguilla Cave, Carlsbad Caverns National Park, New Mexico. The sites where microbial strains
were collected (LCECE LCDS1 and LCEA1) are shown relative to the entrance and depth. tN represents true North on the plan, while the profile has an
exaggerated vertical profile of 1.56 .

doi:10.1371/journa pone.0034953 g001

Bhullar K, Waglechner N, Pawlowski A, Koteva K, Banks ED, et al. (2012) Antibiotic Resistance Is Prevalent in an Isolated Cave Microbiome. PLoS ONE 7(4): €34953. doi:10.1371/journal.pone.0034953
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Zbytecné
nasazena ATB

Adekvatni ATB
lécba




* ,Neexistuje jina rozumna forma vychovy nez
byt prikladem - nelze-li jinak, tedy
odstrasujicim.”

Albert Einstein (1879-1955)



Zena 1937

 Na chirurgické oddéleni prijata 20. 12.
S anamnézou bolesti bricha od 18. 12.,
intermitentné uvadi zimnici, tresavku

 Po nezbytné pripraveé provedena 20. 12. urgentni
operace - zjisten perforovany vred predni stény
pyloru cca 1,1 cm s nalezem difuzni peritonitidy
s pablanami



e vypotek z bricha zaslan ke kultivaci
nasledujici den, kde az 23. 12. byly
kultivacné prokazany zcela ojedinéle
kvasinky

* identifikace a citlivost byly znamy az 29. 12.

jelikoz laborator podrobna mykologicka
vysetreni neprovadi N




 Po operaci nasledovala intenzivni péce na ARO

e Empiricky byl nasazen amoxicilin/kys.
klavulanova 1, 2 g i. v. po 6 h., afebrilni.

e 22.12. vyména amoxicilin/kys. klavulanova
pro projevy alergického exantému a nahrazen
cefuroximem 1,5 g i.v. v kombinaci s
metronidazolem 500 mg i.v.



e 23.12. doslo k elevaci C
coz bylo povazovano za
pro nalez malé kvantity

RP 2 66 mg/l na 205 mg/|,
nézny pooperacni prubeh;

kvasinek z dutiny brisni byl

empiricky, jeste pred urcenim druhu kandidy 27
pridan flukonazol 200 mgi.v. po 12 h ¢ o

e po potvrzeni leaku bylo pristoupeno k dalsi akutni
operacni revizi - provedena resutura, plombaz,
odebran vypotek ke kultivaci, kde opét prokazany
kvasinky v nizké kvantité a nové po pomnozeni
vykultivovany Pseudomonas aeruginosa a

Enterococcus faecium

e klinicky stav byl hodnocen jako uspokojivy az do

28.12.



e 28.12. dochazi k nahlému zhorseni stavu s
projevy zmatenosti, neklidu, dezorientace,
hypoxemie nutnosti UPV.

e CT bricha negativni, na plicich pocinajici
znamky ARDS, do terapie empiricky pridan
Gentamicin 240 mgi.v. /24 h.

e Hladina CRP 167 mg/I, PCT 2,63 pg/l,
leukocyty 15x10°/1. Patrano po zdroji infekce,
odebrany hemokultivace, sekret z DCD, moc i
sekret z drénu z bricha.



29. 12. jiz hlasena prvni pozitivhi hemokultivace
z predeslého vecera, mikroskopicky verifikovany
kvasinky!

Na zakladé predpokladu korelace s peritonitidou,
kde jiz v tuto chvili z 20. a 23. 12. byla prokazana
Candida glabrata

Zacalo byt pomysleno na akutni diseminovanou
kandiddzu se zdrojem v brise a pravdepodobné
non-albicans kmenem.

Proto byl jednak extrahovan czk, vysazen
flukonazol a jelikoz ,,se nejednalo o
neutropenickou pacientku, byl nahrazen

voriconazolem®”
29?7



e 30. 12. klinicky stav pacientky nadale
progredoval, CRP 171 mg/Il, PCT 19,6 ug/I,
leukocyty 26 x107/I, pokracujici projevy
multiorganoveho selhani

e Vzhledem k celkoveé se horsicimu stavu i
vzhledem k drivejsim kultivacnim nalezim byla
provedena korekce ATB terapie — vysazen
cefuroxim, metronidazol i gentamicin a podan
ceftazidim 1 g i.v. po 8 h v kombinaci
s vankomycinem 1 g i.v./24 h - davky redukovany
z duvodu renalniho selhani



e Zodbéru hemokultur ze 31. 12.i 2. 1. opét
mikroskopicky zachyt kvasinek, v tuto chvili jiz
verifikovany kvasinky z hemokultivace z 29. 12,,
kdy potvrzeny 2 kmeny C. glabrata a C.
tropicalis, citlivosti byly stale v rozpracovanosti.
Byt byl zaznamenan pokles CRP, celkovy
klinicky stav byl hodnocen nadale jako kriticky
S nejistou prognozou

e 3. 1. provedena zmeéna antimykotickeé terapie a
vorikonazol byl vymeénén za anidulafungin



e 5. 1. klinicky stav bez jednoznacné pozitivniho
vyvoje, ale CRP 46 mg/l, PCT 2,7 ug/I,
pretrvava leukocytéza 35 x107/I

e 9.1. parametry zdnétu: - CRP 37 mg/I, PCT 1,9
ug/l, leuko 23 x109/I, bricho klidné, byl vysazen

ceftazidim i vankomycin (podavany celkem 11
dnu).

 Avsak z hemokulturz5.a 7. 1., prokazany
mikroskopicky opét kvasinky.



pozitivhi hemokultivace ze dne 20. 1., kde
mikroskopicky opét kvasinky

CT bricha nepotvrdilo ani ohranicenou kolekci ani
infiltraci

czk 20. 1. sice vymeéneén, ale vzhledem
k normalizaci CRP a celkové priznivému stavu
nebyl zaslan ke kultivaci

bez jakéhokoliv dalsiho terapeutického zasahu se
v nasledujicich dnech zdravotni stav pacientky
,heocekavane” lepsil



Muz 1942

8/2015 — krvaceni do GIT pro ca kardie zaludku
4.11. gastrektomie; komplikace leakem v

anastomoze

—

12.11. zaveden jicnovy stent
19.11. opét klinické zhorseni
20.11. dislokace stentu, revize

—

22.11. poslechové nalez na plicic

— Tazocin

N, SUsp.

23.11. preklad na ARO; pridan VAN; zahajena

CRRT
24.11. exitus



Pri pitve FS bylo zjisténo:

Trombodza horni duté zily, trombdza pravé
stehenni zily, perzistujici ovalné okénko srdce, stav
po chirurg. odstranéni zaludku pro nador, nekréza
levého jaterniho laloku, stav po nasiti tenkého
stfeva na jicen, vleklé méstnani krve v jatrech,
infarkty sleziny, septicka aktivace drené sleziny,
vypotek v obou pohrudnicnich dutinach, vypotek
v dutiné brisni, zbytneéeni a rozsireni celého srdce,
otok plic, kovovy stent v miste spojeni jicnu a
tenkého streva
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 Trombus — kultivacneé C.albicans +++
e Tkan ze sleziny - kultivacné C.albicans









¢ (Candida detection by direct microscopy examination or
growth 1n culture from purulent or necrotic intra-
abdominal qpcclm{:nq obtained during surgery or by
percutaneous aspiration

¢ Candida growth from bile, intra-biliary ducts devices,
and biopsy of intra-abdominal organs

e Candida growth from blood cultures in clinical setting
of secondary and tertiary peritonitis in absence of any
other pathogen

e Candida growth from drainage tubes only if placed less
than 24 h before the cultures

Bassetti M, Marchetti M, Chakrabarti A, Colizza S, Garnacho-Montero J, Kett DH, Munoz P, Cristini F, Andoniadou A, Viale P et al (2013) A research agenda on the management of intra-
abdominal candidiasis: results from a consensus of multinational experts. Intensive Care Med 39:2092-2106
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13 nemocnic (Italie, Spanélsko, Brazilie, Recko)
481 pacientu

IAC — u sek. peritonitidy (41 %), nitrobrisni
abscesy (30 %)

68 pacientu (14 %) mélo kandidémii!!!!

331 pacientl meélo zaroven bakterialni
etiologii IAl

40,5 % septicky sok



Primarni kultivacni nalezy u SP a TP: % pozitivnich nalezu ve
vztahu k primarnimu zdroji infekce
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deRuiter),Weell,Manusamak,etal.Theepidemiologyof intra-abdominal flora in critically ill patients with second- ary and tertiary abdominal sepsis. Infection 2009; 37: 522-7



Table 1 Clinical characteristics of patients with ITAC (N = 481)

Characteristics N = 481
Age, years (mean = SD) 62.53 = 18.5
Male n (%) 276 (57)
Hospital ward (%)
Internal medicine 35 (7.2)
Surgical ward 252 (52.4) &
ICU 131 (27.2)
Hematology/oncology 12 (2.5)
Solid organ transplant unit 4 (0.8)
Other 47 (9.8)
APACHE II score at the time of diagnosis 15.35 &+ 9.53
(mean = SD)
Septic shock (%) 196 (40.7) €
Median duration of hospitalization at the 11 (5, 22)
time of diagnosis (IQR)
Previous abdominal surgery (%) 338 (70.2) —
Type of surgery (%)
Colorectal o1 (27)
Small bowel 54 (16)

Upper gastrointestinal

Liver transplant

Other

Central venous catheter (%)
Parenteral nutrition (%)
Previous use of antibacterial (% )*
Candida colonization (%)
Diabetes (%)

Hematological malignancy (%)
Solid tumor (%)

End stage renal disease (%)
Pancreatitis (%)

Heart disease (%)

COPD (%)

Trauma (96)

Dnalysis (%)
Immunosuppressive therapy (%)

129 (38) <€——
17 (5)

47 (14)
340 (71)
265 (55)
347 (72)
118 (24.5)
108 (22.4)
12 (2.5)
185 (38.5)
44 (9.2)
70 (14.6)
88 (18.3)
55 (11.4)
16 (3.3)
30 (6.2)
73 (15)



Seplic shock, Adequate source..
Adequate antifungal

Mo adequate antifungal

Septic shock, No adequate source..
Adequate antifungal

Mo adequate antifungal

Mo sepfic shock, Adequate source..
Adequate antifungal

Mo adequate antifungal

Mo septic shock, No adequate..
Adequate antifungal

Mo adequate antifungal
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Fig. 1 Thirty-day hospital mortality in patients with or without
septic shock and adequate antifungal therapy and/or source control



Table 2 Risk factors and type of ICI. Risks factors for ICl, classification of IAC cases, and type of
intraabdominal infection; n (%)

Total population Patients with septic shock
Total Favorable Non-favorable p Total Favorable Non-favorable p

n 139 110 29 94 72 22
Neutropenia (<500/mm°) 8(5.8) 6 (5.5) 2 (6.9) 0.672 6 (6.4) 4 (5.6) 2(9.1) 0.622
Major surgery 128 (92.1) 102 (92.7) 26 (89.7) 0.698 89 (94.7) 70 (97.2) 19 (86.4) 0.082
Vascular catheter 135(97.1) 108 (98.2) 27 (93.1) 0.192 92 (97.9) 72 (100) 20 (90.9) 0.053
Malignancies 49 (35.3) 38 (34.5) 11(37.9) 0.734 33(35.1) 26 (36.1) 7(31.8) 0.712
Parenteral nutrition 111 (79.9) 88 (80.0) 23 (79.3) 1.000 75 (79.8) 59 (81.9) 16 (72.7) 0.346
Chronic renal failure 13(9.4) 10 (9.1) 3(10.3) 0.734 9(9.6) 7(9.7) 2(9.1) 1.000
Renal replacement therapy 27 (19.4) 20 (18.2) 7(24.1) 0.471 22 (23.4) 16 (22.2) 6(27.3) 0.774
Diabetes mellitus 34 (24.5) 27 (24.5) 7(24.1) 0.964 24 (25.5) 19 (26.4) 5(22.7) 1.000
Previous treatment with

Antibiotics 110 (79.1) 86 (78.2) 24 (82.8) 0.589 73(77.7) 54 (75.0) 19 (86.4) 0.383

Steroids 30 (21.6) 21(19.1) 9(31.3) 0.164 20 (21.3) 13 (18.1) 7(31.8) 0.167

Azoles 50° (36.0) 37(33.6) 13 (44.8) 0.264 31(33.0) 23 (30.6) 9 (40.9) 0.366
Presumptive IAC 60 (43.2) 50 (45.5) 10 (34.5) 0.289 43 (45.7) 35 (48.6) 8 (36.4) 0.312
Documented IAC 79 (56.8) 60 (54.5) 19 (65.5) 0.289 51 (54.3) 37(51.4) 14 (63.6) 0.312
Peritonitis 82 (59.0) 66 (60.0) 16 (55.2) 0.638 59 (62.8) 48 (66.7) 11 (50.0) 0.157
Intraabdominal abscess 30 (21.6) 24(21.8) 6(20.7) 0.895 16 (17.0) 11 (15.3) 5(22.7) 0.514
Both 26 (18.7) 19(17.3) 7 (24.1) 0.399 19 (20.2) 13 (18.1) 6 (27.3) 0.371
Others” 1(0.7) 1(0.9) 0(0.0) 1.000 0(0.0) 0(0.0) 0(0.0) -

“Fluconazole in 48 patients (96.0%); "One hepatic abscess
Leon C. 2014, Maseda E. 2016



ive peritonitis, the
prediction of Candida
peritonitis is challenging, and
an emergency antifungal
treatment is not a validated
approach. ICU Intensive Care
Unit

& Candida spp
Gram positive
® Gram negative

Postoperative

ileus
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Upper
digestive tract '

Septic shock
with MOF ;
ICU stay
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antifungal Parenteral nutrition
treatment ? Persistent sepsis #  Empiric
antifungal
treatment ?

Candidemia
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Candida peritonitis
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Table 1 Limitations of current clinical/biological tools in the diagnosis and treatment of intra-abdominal candidiasis

Current clinical/biological tools Sensitivity  Specificity Positive  Negative Usefulness to guide
predictive predictive empirical antifungal
value value treatment
Clinical risk factors
Colonization index Medium Medium ++ +++ ++ if dynamics is followed
high
Candida scores Medium Medium high ++ +++ ++
Predictive rules (+colonization) Medium Medium ++ +4 (4+) ++ (+ if ongoing studies
(high) positives)
Biomarkers
C-reactive protein Low Low + ++ Not useful
Procalcitonin Low Medium + +++ ++ if added to Candida score
Mannan/anti-mannan antibodies Very high High ++ +++ +-++ if dynamics is followed
Beta-p-glucans Very high Verv high - i e 444 in high risk patients
Secondary peritonitis
+Candida and nosocomial infection High Very high +-+ -+ +-+ (but overtreatment)
+Candida + upper digestive tract High Very high ++ ++ ++ (but overtreatment)
perforation
+Septic shock High Very high ++ ++ ++ (but overtreatment)
Tertiary peritonitis
Anastomotic leakage Very high Very high +++ + +++ (>35 % risk of candidiasis)
Repetitive surgery Very high Very high ++4 + +44 (>50 % risk of candidiasis)

Montravers P, 2013
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Leon C et al. What’s new in the clinical and diagnostic management of invasive candidiasis in critically ill patients. Intensive Care Med (2014) 40:808-819



IAC

e Pacienti s IA prihodou jsou v riziku nitrobrisni
kandidozy

e Kandidova peritonitida je zivotohrozujici
complikace u chirurgického pacienta; je spojena
se Spatnou prognozou

Ledn C, Ostrosky-Zeichner L, Schuster M. What’s new in the clinical and diagnostic management of invasive candidiasis in critically ill patients. Intensive Care Med 2014; 40:808-19

Montravers P, Dupont H, Gauzit R, Veber B, Auboyer C, Blin P, et al. Candida as a risk factor for mortality in peritonitis. Crit Care Med 2006; 34:646-52.

Montravers P, Dupont H, Eggimann P. Intra-abdominal candidiasis: the guidelines-forgotten non-candidemic invasive candidiasis. Intensive Care Med 2013; 39:2226-30.

Zaragoza R, Ferrer R, Maseda E, Llinares P, Rodriguez A; EPICO PROJECT GROUP. EPICO 2.0 PROJECT: Development of educational therapeutic recommendations using the DELPHI technique on
invasive candidiasis in critically ill adult patients in special situations. Rev Esp Quimioter 2014; 27:196-212.



Pacient na JIP

Vd i Cl se zvétsSuji u pacientu v IM

transfuze, volumoterapie, chir. vykony,
pretlakova ventilace, hypalbuminémie =>
alterace vztahu cas x koncentrace atb

/vetseni Vd vede ke snizeni koncentrace atb, ale
mUze proporcionalné prodlouzit T1/2; zvysena
clearance muze snizovat expozici bakterie atb
Zmeény v mikrocirkulaci (septicky sok) snizuji
koncentraci atb v misté probihajici infekce

NI e

samotnou infekci



 PK parametry od zdravych dobrovolniku
nekoresponduji s hodnotami u pacientt na JIP

e Individualizace davkovani vzhledem
alterovanym funkcim a citlivosti patogenu
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Imipenem
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Cefpirome

Cefepime

Ceftazidime
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Volume of Distribution (L)

Figure 3 Heterogeneity of volume of distribution in litres of B-lactam antibiotics in ICU patients. Open circles: volume of distribution in
healthy volunteers [44,51,89-92]; filled squares: weighted means of volume of distribution in the studies; straight lines: ranges of the means of
volume of distribution in the studies.

Gongalves-Pereira and Pdvoa Antibiotics in critically ill patients: a systematic review of the pharmacokinetics of b-lactams. Critical Care 2011, 15:R206



Zakladni principy

Antibiotika nejsou antipyretika

Odebrat klinicky material pred zahajenim terapie
Odebrat alespon dveé sady HK, ne z kanyl
Nacasovani s teplotou neni kriticke

VCasné zahajeni adekvatni ATB terapie
Dostatecna inicialni davka

Deeskalace

Znalost PK/PD parametru

TDM

Omezit "profylaxi" pouze na jasné defipované situace
Zvazit neinfekcni priciny zanétu — SIRS = SEPSE

In vitro citlivost ne vzdy urcuje klinickou uc€innost




A 4

Zaver

,Zadné mnozstvi pokusl nikdy nemUze dokazat, 7e
jsem mél pravdu. Jediny pokus vsak kdykoliv muze
dokazat, ze jsem se mylil.“

Albert Einstein (1879—1955)
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