Principy ATB terapie.

V. Adamkova



,Néekdy se zda, ze priroda zasela na lidi pouze kratke
choroby, ale lekari si osvojili umeni je prodluzovat.

“Marcel Proust(1871-1922)



Signalni molekuly

Symbioticka koexistence v biofilmu
Kontrola transkripce a translace

Nizka koncentrace ATB => aktivace promotoru => zmény ve
virulenci, metabolickeé aktivity...

Dualni role zavisla na davce — vysoka koncentrace — inhibice;
nizké koncentrace — zmeény transkripce

Goh et al.,2002



Virulence

Nektera ATB v subinhibicnich koncentracich jsou schopna
ovlivhovat expresi genu asociovanych s virulenci

Subinhibicni koncentrace metronidazolu, vankomycinu,
klindamycinu a linezolidu mohou indukovat casnou transkripci
tcd A (toxin A) a tcd B (toxin B) Clostridium difficile

Subinhibicni koncentrace tobramycinu indukuji tvorbu biofilmu u
Pseudomonas aeruginosa a Escherichia coli

SOS odpoved', indukovana ciprofloxacinem, stimuluje prenos
,0strovl patogenity” u S.aureus (uzivani ciprofloxacinu k terapii infekci
vyvolanych S.aureus mGZe vést k diseminaci virulentnich faktord)

Yim et al.,2006
Gerber et al., 2008
Hoffman et al.,2005
Ubeda et al.,2005



Uloha antibiotik v ovlivneni
infekéniho procesu

makroorganlsmus mi kroorganlsmus




V eV Y/

NejCastejsi chyby pri uzivani ATB

Pozdni zahajeni ATB terapie u

sepse * Nasazeni ATB pred odbérem
klinického materialu

/bytecnée dlouho nasazena ATB
e Bludné zmeéeny ATB pri nelepSicim

Neadekvatni davky se klinickém stavu

» Spatnd volba inicidlniho ATB

Nerespektovani priniku do tkani



Valné zasedani OSN, zari, 2016

"Je odhadovano, ze pokud bude rezistence
narustat stejinym tempem jako dosud, bude v
roce 2050 nelécitelna
infekce vyvolana multirezistentnim mikrobem

nejcastejsi pricinou umrti”
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Antimicrobial resistance - Klebsiella pneumoniae - Combined resistance (third-generation cephalosporin, fluoroquinolones and aminoglycoside) - Resistant (R) isolates proportion

Data by Country and Year. Selected time perM]D R - 2 0 1 6
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Antimicrobial resistance - Klebsiella pneumoniae - Carbapenems - Resistant (R) isolates proportion

Data by Country and Year. Selected time periud:KiA R _ 2 O 1 6




MDR, XDR, PDR

Bacterium

MDR

XDR

PDR

Staphylococcus aureus

The 1solate 1s non-susceptible to at least 1 agent in

= 3 antimicrobial categories listed m Table 1a

The 1solate 1s non-susceptible to at least 1 agent 1n all

but 2 or fewer antimicrobial categories 1 Table la.

Enterococeus spp.

The 1solate 15 non-susceptible to at least 1 agent in

= 3 antimicrobial categories listed i Table 1b

The 1solate 15 non-susceptible to at least | agent in all

but 2 or fewer antimicrobial categories in Table 1b.

Eunterobacteriaceae

The 1solate 15 non-susceptible to at least 1 agent in

> 3 antimicrobial categories listed m Table 1c

The isolate 1s non-susceptible to at least 1 agent in all

but 2 or fewer antimicrobial categories in Table lc.

Pseudomonas aeruginosa

The 1solate 15 non-susceptible to at least 1 agent in

= 3 antimicrobial categories listed 1n Table 1d

The isolate 1s non-susceptible to at least 1 agent in all

but 2 or fewer antimicrobial categories 1 Table 1d.

Acinetobacter spp.

The 1solate 1s non-susceptible to at least 1 agent in

> 3 antimicrobial categories listed m Table le

The 1solate 1s non-susceptible to at least 1 agent in all

but 2 or fewer antimicrobial categories 1 Table le.

Non-susceptibility to all
agents 1n all antimicrobial
categonies for each

bactermum in Tables la-le

"All 1solates are defined as MDR because resistance to oxacillin or cefoxitin predicts non-susceptibility to all categories of f-lactam antimicrobials listed in this document, with the exception of

the anti-MRSA cephalosporins (1.e. all categonies of penicillins, cephalosporins, f-lactamase mhibitors and carbapenems currently approved up until January 25, 2011).




[
ove Td D
Rizikové faktory Acinetobacter Pseudomonas
VRE |MRSA ESBL |CRE |baumannii aeruginosa
Dlouh 3
ou. 0(.10ba o X %

hospitalizace/zdravotni péce
Predchozi expozice ATB X X X X X X
Cizorodé¢ materialy X X
Chirurgicky vykon/invazivni

] X X
zakrok
Ptedchozi hospitalizace X
Pokrocily vek X X
Komorbidity X X
Imunosuprese X X X
Pobyt na JIP X X
Muzské pohlavi X X




S’ 1 4

Existuje pfima souvislost mezi infekci MDR puvodcem a

mortalitou?
* Recentni metaanalyzy

* Umrti vztaZzena k infekcim vyvolanym karbapenem rezistentnimi
enterobakteriemi (KRE), na zakladé analyzy 9 studii, ukazuji, ze byla
signifikantné vyssi v 7 studiich

« AVSAK METAANALYZA UKAZUIE, 7e pacienti s infekci KRE méli nevhodnou

inicialni terapii a ve vyhodnoceni pricin umrti nebyly vzaty v potaz ostatni
faktory (komorbidity, virulence puvodcu apod.)

* U pacientl v septickém Soku/sepsi zdkladni onemocnéni a SOFA skore jsou
nejCastejsimi prediktory mortality ve vetsiné studii, ne ATB rezistence

* Klinicky vysledek u pacientu s infekci zplisobenou MDR bakteriemi zUstava
kontroverzni

Clin Microbiol Infect 2016; 22: 408-415
J Infect 2015;70:592-9



Comparison between the mortality due to bacterial strains resistant and fully susceptible to antibiotics, Assistance Publique- Hopitaux de Marseille, 201 1-2014

Years
2011 2014
Number of
Number of deaths Number of deaths Total number Number of deaths deaths due to

Total number Total number due to the due to the Total number of deaths due to the the infection

of infected of deaths due infection by a infection by a of infected due to the infection by a by a resistant
Pathology patients to the infection susceptible strain resistant strain patients infection susceptible strain strain p value
Escherichio cob 426 A 54 10 2,082 98 72 26 0.1
Staphylococcus oureus 492 65 53 12 988 60 42 I8 2
Pseudomonas oeruginoso 415 54 34 20 700 79 52 27 09
Stophylococcus non aureus Si e 37 7 668 52 35 17 006
Klebselo preumonioe 350 26 I8 8 540 39 2 I8 03
Streptococas pneumonige o4 4 12 2 83 8 I8 0 2
Proteus spp. 37 6 4 2 263 | 7 “ |
Group D streptococcus 68 2 10 2 235 20 I8 2 06
Hoemophilss mffvenzoe b6 7 7 0 08 3 7 | |
Groyo B streotococcys 218 0 0 0 46| | 11 0 |
Toul 3%47 292 229 €3 6,228 396 283 13

‘Analyses performed on R (Aucddand, New-Zedand) using two-sided Pearson chi-square or Fisher exact tests as approprate, p <0.05. Each p-value was obtained comparing the number of deaths due o the infection by a susceptible strain and the
number of deaths due to the infection by a resistant strain n 2011 to that of 2014

Clin Microbiol Infect 2016; 22: 408-415




* ,Neexistuje jina rozumna forma vychovy nez byt

prikladem - nelze-li jinak, tedy odstrasujicim.”

Albert Einstein (1879-1955)



DS 1951

* 63lety muz, Iékar, s anamnézou cholecystolithiazy, absolvoval

14.4. ERCP ve [, pro obstrukci zluc. cest, provedena
papilotomie, stent

 ERCP 17.04. extrakce stentu, naslednée rozvoj ak. pankreatitidy s
rozsahlymi peripankreatickymi abscesy a nekrozami s nutnosti
opakovanych chirurgickych revizi - postupné subtotalni
kolektomie s ascendentostomii, pro nekrozy dale resekce casti
tenkého streva s ileostomii a casti perforovaného jejuna s
dvouhlavnovou vysokou jejunostomii



DS 1951

* Protrahovany kriticky stav s opakovanymi sepsemi, UPV

(hospitalizace ARO a JIP n_), osidleni rezist.

florou - dle prekladové dokumentace pacient na extrémni
protrahované terapii karbapenemy (MER 79 d) +colistin (50 d)
+ flukonazol (30 d )



DS 1951

* VEN: pacient hemodynamicky stabilni, afebrilni, od 16.9. atb
okno - nizké CRP, afebrilni prubéh, zapocata edukace
(pacient + manzelka) k domaci parenteralni vyzive, péce o
ranu + stomie.

* Bricho klinicky klidné, zaveden proplach-odsavny systém
Foleyovym katétrem primo do jejunostomie - odsava
mnozstvi jejunalniho obsahu



Biologicky material STER ZE STOMIE DVOUHLAVHOVA - SREENING MRSA

Lahoratorni cislo C0363566 Dy. K912
Zdravotnicke zarizeni VFH Hs 20442

Oddéleni IV. Interni klinika - JIP

Lekat Petragkova IﬁPIudh. 02004173 [ 1M1

Datum a doba pfijmu 16.09.2014 16:15
Datum a doba odhéru 16.09.2014 15:00
Datum a doba ukonteni 19.09.2014 07:30

KULTIVACE A VYSETREWI

Primokultura
1.Enterococcus faecalis
2.Pseudomonas fluorescens ojedinéle
3.Krasinky masirné

Predano k vysetieni na mykologii

PomnoZeni
riz primokultura

amikacin R
ciprofloxacin R
kolistin C
ceftazidim R
gentamicin R
imipenem R
Mer openem R
piperacilin tazobhaktam R
tobramycin R
LEGENDA:; C-citlivy, R-resistentni, I-hranicné citlivy, X-vysledek k dispozici po konzultaci
*-test citlivosti nebyl proveden

UCET: 82011 x 1, 82057 x 4, 82049 x 1, 82059 x 1, 82063 x 2
Material byl vyéetien dle akreditovanych metod: SOP-ULBLD-KMATB B13,B15,B18 B2 X1
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Adravrotnicke zarizenl YEN
0ddeleni I¥. Interni klinika - JIP
Lekar Petraskora Iél?)'l]dh. 02004173 [ 1T1
Datum a doba pfijmu 16.09.2014 16:15
Datum a doba odbérun 16.09.2014 15:00
Datum a doba ukonceni 19.09.2014 07:32
KULTIVACE A VYSETRENI
Primokultura
1.Escherichia coli Sirokospektra betalaktamaza pozitivni

PomnoZeni
viz primokultura

amoxicilin klavulanat R
amikacin c
ampicilin R
ampicilin sulhaktam R
ciprofloxacin R
chloramfenikol C
kolistin c
kotrimoxazol R
cefepim R
cefuroxim R
cefotaxim R
ceftazidim R
ertapenem R
gentamicin R
imipenem R
MEeropenem R
piperacilin tazohaktam R
tigecyclin C
LEGENDA: C-citlivy, R-resistentni, I-hranicné citlivy, X-vysledek k dispozici po Konzultaci
*—test citlivosti nebyl proveden

UEET: 82011 x 1, 82059 x 1, 82063 x 5, 82065 x 6, 82003 x 1, 82057 x 1
Matariil kel worsatian dle abvadsdrranterh matknd: CSOD_IT BRI T_EWATE B13 Ri1e BT ¥1 Y1 WE




Biologicky material STER - RANA STOMIE I

Lahoratorni ¢islo M0151429 Dy. K912
Zdravotnicke zarizeni VFH HS 20442

0ddéleni I¥. Interni klinika - JIP

Léka? Hovak IfPfodh. 02004173 / 1T1

Datum a doba pfijmu  24.09.2014 10:00
Datum a doba odhéru 22.09.2014 05:30
Datum a doba ukonceni 26.09.2014 09:40
KULTIVACE A4 VYSETRENI

Primokultura

1.Candida glabrata

CITLIVOST
léinna latka MIC 1 MBC
amfotericin B C
anidul afungin 0.125 ¢
ekonazol C
flukonazol 256 R
itrakonazol 32 R
ketokonazol 32 R
Klotrimazol R
pimaricin C
vorikonazol 32 R

LEGEWDA: C-citlivy, R-resistentni, I-hranicné citlivy, X-vysledek k dispozici po konzultaci
*-test citlivosti nebyl proveden

UEET: 82057 x 1, 98117 x 1, 98115 x 1, 82065 x 5, 82063 x 1
Material hyl vysetien dle akreditovanych metod: SOP-ULBLD-EMATE M11,M13 Ml6,M9

UVOLNIL: prim. MUDr. Vaclarva Adamkova
Ha nagich wehorych strankach http://ulbld.1fl.cuni.cz najdete dokumenty:

Preanalyticka piirucka; postup pro odbéry vzorki: metody.
Bez pisemného souhlasu laboratoie nelze zpravu reprodukovat jinak nez celou.




American College of Gastroenterology Guideline:
Management of Acute Pancreatitis

Scott Tenner, MD, MPH, FACG', John Baillie, MB, ChB, FRCP, FACG?, John DeWitt, MD, FACG’ and Santhi Swaroop Vege, MD, FACG*

This guideline presents recommendations for the management of patients with acute pancreatitis (AP). During

the past decade, there have been new understandings and developments in the diagnosis, etiology, and early

and late management of the disease. As the diagnosis of AP is most often established by clinical symptoms and
laboratory testing, contrast-enhanced computed tomography (CECT) and/or magnetic resonance imaging (MRI) of
the pancreas should be reserved for patients in whom the diagnosis is unclear or who fail to improve clinically.
Hemodynamic status should be assessed immediately upon presentation and resuscitative measures begun

as needed. Patients with organ failure and/or the systemic inflammatory response syndrome (SIRS) should be
admitted to an intensive care unit or intermediary care setting whenever possible. Aggressive hydration should be
provided to all patients, unless cardiovascular and/or renal comorbidites preclude it. Early aggressive intravenous
hydration is most beneficial within the first 12-24 h, and may have little benefit beyond. Patients with AP and
concurrent acute cholangitis should undergo endoscopic retrograde cholangiopancreatography (ERCP) within 24 h
of admission. Pancreatic duct stents and/or postprocedure rectal nonsteroidal anti-inflammatory drug (NSAID)
suppositories should be utilized to lower the risk of severe post-ERCP pancreatitis in high-risk patients. Routine use
of prophylactic antibiotics in patients with severe AP and/or sterile necrosis is not recommended. In patients with
infected necrosis, antibiotics known to penetrate pancreatic necrosis may be useful in delaying intervention, thus
decreasing morbidity and mortality. In mild AP, oral feedings can be started immediately if there is no nausea and
vomiting. In severe AP, enteral nutrition is recommended to prevent infectious complications, whereas parenteral
nutrition should be avoided. Asymptomatic pancreatic and/or extrapancreatic necrosis and/or pseudocysts do not
warrant intervention regardless of size, location, and/or extension. In stable patients with infected necrosis, surgical,
radiologic, and/or endoscopic drainage should be delayed, preferably for 4 weeks, to allow the development of a wall
around the necrosis.

Am ] Gastroenterol 2013; 108:1400-1415; doi:10.1038/ajg.2013.218; published online 30 July 2013



Antibiotics should be given for an extrapancreatic infection, such as cholangitis,
catheter-acquired infections, bacteremia, urinary tract infections, pneumonia (strong
recommendation, high quality of evidence).

Routine use of prophylactic antibiotics in patients with severe acute
pancreatitis is not recommended (strong recommendation, moderate quality of evidence).

The use of antibiotics in patients with sterile necrosis to prevent the
development of infected necrosis is not recommended (strong recommendation, moderate

guality of evidence).
Infected necrosis should be considered in patients with pancreatic or extrapancreatic

necrosis who deteriorate or fail to improve after 7-10 days of hospitalization. In these patients,

either (i) initial CT-guided fine needle aspiration (FNA) for Gram stain and culture to guide use of appropriate antibiotics or (ii)
empiric use of antibiotics without CT FNA should be given (strong recommendation, low quality of evidence).

In patients with infected necrosis, antibiotics known to penetrate pancreatic necrosis, such
as carbapenems, quinolones, and metronidazole, may be useful in delaying or sometimes

totally avoiding intervention, thus decreasing morbidity and mortality (conditional
recommendation, low quality of evidence).

Routine administration of antifungal agents along with prophylactic or
therapeutic antibiotics is not recommended (conditional recommendation, low quality of evidence).
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Prophylactic antibiotics in acute pancreatitis:
endless debate

MM Mourad!, RPT Evans', V Kalidindi?, R Navaratnam?, L. Dvorkin?, SR Bramhall!

"Hereford County Hospital, Wye Valley NHS Trust, Hereford, UK
’North Middlesex University Hospital NHS Trust, London, UK

ABSTRACT

INTRODUCTION The development of pancreatic infection is associated with the development of a deteriorating disease with subse-
quent high morbidity and mortality. There is agreement that in mild pancreatitis there is no need to use antibiotics; in severe pan-
creatitis it would appear to be a logical choice to use antibiotics to prevent secondary pancreatic infection and decrease associated
mortality.

MATERIALS AND METHODS A non-systematic review of current evidence, meta-analyses and randomized controlled trials was con-
ducted to assess the role of prophylactic antibiotics in acute pancreatitis and whether it might improve morbidity and mortality in
pancreatitis.

RESULTS Mixed evidence was found to support and refute the role of prophylactic antibiotics in acute pancreatitis. Most studies
have failed to demonstrate much benefit from its routine use. Data from our unit suggested little benefit of their routine use, and
showed that the mortality of those treated with antibiotics was significantly higher compared with those not treated with antibiotics
(9% vs 0%, respectively, P= 0.043). In addition, the antibiotic group had significantly higher morbidity (36% vs 5%, respectively,
P=0.002).

CONCLUSIONS Antibiotics should be used in patients who develop sepsis, infected necrosis-related systemic inflammatory
response syndrome, multiple organ dysfunction syndrome or pancreatic and extra-pancreatic infection. Despite the many other fac-
tors that should be considered, prompt antibiotic therapy is recommended once inflammatory markers are raised, to prevent secon-
dary pancreatic infection. Unfortunately, there remain many unanswered questions regarding the indications for antibiotic
administration and the patients who benefit from antibiotic treatment in acute pancreatitis.




Role ATB u IBD

PRO CON

J snizuji koncentraci bakterii * NU ciprofloxacinu — tendinitida;

J snizuji denzitu fotosenzitivita, prodlouzeni QT...

Lé¢ba primarniho procesu  NU metronidazolu — GIT obtiZe, per.

Lécba komplikaci (abscesy, neuropatie

pooperacni infekce...) * CDI

e Rezistence

* Pricina IBD???



Vztah mezi uzivanim ATB a rozvojem
IBD???

2001 — 2008: 2234 pacientu s IBD vs. 22346 kontrol

12 % >3x ATB vs. 7 % kontrolni skupina 2 roky pred rozvojem
IBD

Podani ATB bylo asociovano s rozvojem jak CD, tak UC; : >1x
ATB pro CD, >3x pro UC

Zaver: ATB terapie 2-5 let pred dg IBD je rizikovym faktorem



e 11 studii; 7208 pacientu s IBD

e Expozice ATB je signifikantné spojena s CD (OR
1,74), ale nesignifikantné s UC (OR 1,08)

* Expozice ATB vyrazné zvysuje riziko CD u deéti
(OR 2,75)

e VVSechny ATB skupiny jsou spojeny s IBD s
vyjimkou penicilinu

American Journal of Gastroenterology 109 , 1728-1738 (November 2014 )



Helicobacter pylori

* je jednim z nejvice prevalentnich celosvétovych patogend,
odhaduje se postizeni témer poloviny svétove populace

* |Infekce vyvolané H. pylori se vyskytuji celosvétove, jejich

prevalence se vsak vyrazneé lisi — napriklad v Evropé se pohybuje
od 11 % ve Svédsku po 60,3 % ve Spanélsku.

* Prevalence bakterialni rezistence je stejné jako prevalence

infekci vyvolanych H. pylori geograficky odlisna, presto i tato
vykazuje zvysujici se trend

GLUPCZYNSKI, Y., MEGRAUD, F., LOPEZ-BREA, M., ANDERSEN, LP. European multicentre survey of in vitro antimicrobial resistance in Helicobacter pylori. Eur J Clin Microbiol Infect Dis, 2001, 20, p. 820—
823

HUNT, RH., XIAO, SD., MEGRAUD, F., ET AL. Helicobacter pylori in developing countries. World Gastroenterology Organisation Global Guideline. J Gastrointestin Liver Dis, 2011, 20, p. 299-304.
33. GRAHAM, DY. Helicobacter pylori update: gastric cancer, reliable therapy, and possible benefits. Gastroenterology, 2015, 148, p. 719-731.



Globalni prevalence H. pylori
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H. pylori

A\ 4

* Pocatkem 90. let byla eradikace H. pylori vyssi nez 80 %, avsak
podil antimikrobialni eradikace se snizuje, v nékterych statech je
to méneé nez 60 % a tento fakt jednoznacné koresponduje s
narustajici bakteridlni rezistenci

* Podle Kjotského globalniho konsenzu pouze takovy protokol,
ktery povede alespon k 90% eradikaci v konkrétnim regionu,
muze byt pouzivan jako empiricky:.

SUGANO, K., TACK, J., KUIPERS, EJ., ET AL. Kyoto global consensus report on Helicobacter pylori gastritis. Gut, 2015, 64, p. 1353—-1367.



Rezistence H. pylori ke CLA
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Rezistence H. pylori k MTR
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Rezistence H. pylori k LEV
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* Dvojnasobny vzestup prevalence rezistence k MAK z 9,8 % na
17,5 %

 Signifikantni vztah mezi uzivanim dlouhodobé pusobicich MAK
(AZI ne CLA) a vyskytem rezistentnich mutant

e Azitromycin dosahuje vysokych koncentraci v zaludecni
mukdze a stavé po nékolik tydnl od uzivani => lokdlné
subinhibicni koncentrace v okoli H. pylori =>selekce
rezistentnich mutant



Table 1.Recommendations for Regimens Used for the Eradication of H pyori

Recommendation Regimen Definition (see dose table)

First line
Recommended Bismuth quadruple (PEMT) + bismuth + metronidazole™ + tetracycline
option
Recommended Concomitant nonbismuth quadruple (PARMC) + amoxicilin + metronidazole® + clarithromycin
option
Restricted option’ PPl triple (PAC, PMGC, or PAM) + amoxicillin + clarithromycin
+ metronidazole® + clarithromycin
+ amoxicillin + metronidazole®
Mot recommended Levaofloxacin triple (PAL) + amoxicillin + levofloxacin
Mot recommended Sequential nonbismuth quadruple + amoxicillin followed by PPl 4
(PA followed by PMC) metronidazole” + clarthromycin
Prior treatment failure
Recommended Bismuth quadruple (PEBMT) PPl + bismuth + metronidazole™ + tetracycline
option
Recommended Levaofloxacin-containing therapy PPl + amoxicillin + levofloxacin®
option (usually PAL)
Restricted option” Rifabutin-containing therapy (usually PAR) PPl + amoxicillin + rifabutin
Mot recommended Sequential nonbismuth quadruple PPl + amoxicillin followed by PPl +
therapy (PA followed by PMC) metronidazole” + clarthromycin
Undetermined Concomitant nonbismuth PPl + amoxicillin + metronidazole® + clarithromycin
guadruple therapy (PAMC)

|nirdazale m e Pzt = for metronidazole

“Restricted to areas with known low clarthromycin resistance (<15%) or proven high local eradication rates (-85%)
statement 5).

“There is some evidence that adding bismuth to this combination may improve outcomes.

“Restricted to cases in which at least 3 recommended options have failed (see statement 13).

The Toronto Consensus for the Treatment of Helicobacter pylori Infection in Adults. Gastroenterology 2016;151:51-69



Table 3.5ummary of Consensus Recommendations for the Treatment of H pylon Infection

All patients

1. In patients with H pylori infection, we recommend

moderate for PAC and very low for PBMT, PAMC,

First-line therapy

2. In patients with H pylori infection, we recommend that the choice of first-line therapy

A treatment duration of 14 days. [GRADE: Strong recommendation; quality of evidence

and PAL.

consider regional antibiotic resistance pattems and

eradication rates. GRADE: Strong recommendation; quality of evidence low.

3. In patients with H pylor infection, we recommend

traditional bismuth quadruple therapy (PBMT) for 14 days

as one of the options for

first-line therapy. GRADE: Strong recommendation; quality of evidence moderate for efficacy and very low for duration,

4. |n patients with H pylori infection, we recommend concomitant nonbismuth quadruple therapy (PAMC) for 14 days as one of the options
for first-line therapy. GRADE: Strong recommendation; quality of evidence moderate for efficacy and very low for duration.

5. In patients with H pylori infection, we recommend restricting the use of PPI triple therapy (PAC or PMC for 14 days) to areas with known low
clarithromycin resistance (<15%) or proven high local eradication rates (>85%). GRADE: Strong recommendation; quality of evidence
moderate for efficacy of PP triple therapy for 14 days and low for restrictions.

6. In patients with H pylori infection, wejrecommend against the use of levofloxacin triple therapy (PAL) as a first-line therapy} GRADE: Strong

recommenaation; quality of evidence very low.

7. In patients with H pylori infection, we recommend against the use of sequential nonbismuth quadruple therapy (PA followed by PMC) as
a first-line therapy. GRADE: Strong recommendation; quality of evidence moderate.

The Toronto Consensus for the Treatment of Helicobacter pylori Infection in Adults. Gastroenterology 2016;151:51-69




Zena 1937

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

* Po nezbytné priprave provedena 20. 12. urgentni operace -
zjisten perforovany vred predni steny pyloruccal,l1cms
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




* Po operaci nasledovala intenzivni péce na ARO

* 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.




» 23.12. doslo k elevaci CRP z 66 mg/l na 205 mg/I, cozZ bylo
povazovano za bézny pooperacni prubéh; pro nalez malé kvantity
kvasinek z dutiny brisni byl empiricky, jesté pred urcenim druhu
kandidy pridan flukonazol 200 mgi.v. po 12 h ??

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

* 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.

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

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



29. 12. jiz hlasena prvni pozitivhi hemokultivace z predesiého
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 kandidézu
se zdrojem v brise a pravdéepodobné non-albicans kmenem.

Proto byl jednak extrahovan czk, vysazen flukonazol a jelikoz
,5€ nejednalo o neutropenickou pacientku, byl nahrazen

voriconazolem®”
2?22?



* 30. 12. klinicky stav pacientky nadale progredoval, CRP 171 mg/I,
PCT 19,6 pg/l, leukocyty 26 x10°/I, pokracujici projevy
multiorganového selhani

* Vzhledem k celkoveé se horsicimu stavu i vzhledem k driveéjsim
kultivacnim nalezim byla provedena korekce ATB terapie —
vysazen cefuroxim, metronidazol i gentamicin a podan ceftazidim

1 gi.v. po 8 h v kombinaci s vankomycinem 1 gi.v./24 h - davky
redukovany z duvodu renalniho selhani



e Zodbéru hemokultur ze 31.12.i 2. 1. opét mikroskopicky
zachyt kvasinek, v tuto chuvili 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

 3.1. provedena zmeéna antimykotickeé terapie a vorikonazol byl
vymeneén za anidulafungin



e 5. 1. klinicky stav bez jednoznacné pozitivniho vyvoje, ale CRP 46
mg/l, PCT 2,7 ug/|l, pretrvava leukocytéza 35 x10°/I

* 9. 1. parametry zdnétu: - CRP 37 mg/I, PCT 1,9 pg/|, leuko 23
x109/1, bficho 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 vymeénen, ale vzhledem k normalizaci CRP a
celkoveé priznivému stavu nebyl zaslan ke kultivaci

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



78leta pacientka

78leta myastenicka byla prijata dne 26. 11. 2017 pro rozvoj silné
bolesti v levém rameni s pseudoradikularni iradiaci do levé paze k
levému lokti. Rameno palpacné bolestivé s akcentaci bolesti pri
pohybu.

Tyto obtize poprvé v zivote.

Bolest nereagujici na peroralni medikaci (Novalgin, Tramal,
Paracetamol, p.o.). Pad a trauma neguije.

Znamky zanétu (horecky, teploty, tresavky, zimnice, prujmy, bolesti
v kru, dusnost) neguje.

Obtize se akcentuji s pohybem v levém rameni. Kasel suchy
posledni dobou.



78leta pacientka

M19.01 Dekompenzovana omartroza.
G70.0 Myasthenia gravis

G20 Parkinsonova nemoc anamnesticky, k ovéreni diagndzy

M80.48 Tezka glukokortikoidy indukovana osteoporoza — fraktura krcku pravéhu femuru, kompresivni fraktura
obr. tél Th11-12, L2-5, oboustranna komprese koren( L5, tézky vertebrogenni algicky syndrom.

FO06.3 Organicka uzkostné depresivni porucha.

148.0 Paroxyzmalni fibrilace sini, antikoagulace pro rizikovost neindikovana,
E10.8 Diabetes mellitus 2. typu na inzulinoterapii, jisty podil glukokortikoid(.
D64.9 Anémie k dovysetrfeni

110 Lehka az stredné tézka arterialni hypertenze s podilem glukokortikoidu.
E78.5 Hyperlipidémie.

Z86.7Tako-tsubo kardiomyopatie vanamnéze

M65.87 Tendosynovitis Slachy m. extensor hallucis longus l.sin., lokalni |écba s efektem.
J44.9 Chronicka obstruktivni plicni nemoc.

M15.8 Polyartrdza nosnych kloubd.

R19.8 Chronické prujmy, zhorSeno terapii inhibitory cholinesterazy.

786.10deznéla MRSA sepse z nejasného zdroje. Dobry efekt kombinace Tazocin a Vankomycin (MRSA pozitivita
ve vytéru z nosohltanu, 3 kultivace po Iécbé negativni. Ukoncen zvyseny hygienicky dohled.



CT popis

* Oboustranna omartrosa s artrotickym prihrocenim kl.okraju. Vpravo
vyrazné zmnozeni kloubni tekutiny v ramennim kl.- patrné v ramci

degener. zmeén. Vlevo je patrna linie fraktury, oddeélujici dorzalni cast

glenoid.labra a pokracujici distalné jako kortikalni fragment pri hrané
lopatky, bez podstat. dislokace. Nitrosvalova cockovita kolekce tekutiny
v pars transversa m.trapezii vlevo nad ur. lopatky o vel. cca 60 x 25 x 25

- kolikvovany nitrosvalovy hematom?



C-reaktivni prot.
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Jaké mikrobiologické vysetreni byste indikovali?

. hemokultury

. punktat ramene
. zadné

. vytér krk/nos

°
o b W N -

. stér perineum



Zahajite ATB terapii?

* ANO hned
* ANO, ale s odstupem dle kultivaci

* NE



Jaka nasadite ATB?

Kotrimoxazol
Piperacilin/tazobaktam
Gentamicin
Klindamycin
Ceftarolin

Linezolid

Meropenem
Amoxicilin/klavulanat
Ciprofloxacin
Doxycyklin
Klaritromycin



B View

Biologicky material HEMORULTURA AEROBWI PERIF
Laboratorni ¢islo GO136737 Dg. G70
Zdravotnickeé zarizeni VFN NS 21232
Oddéleni Neurologicka klinika - Oddéleni C
Lékat Dusek ICP/odb. 02004226 [ 2F9
Datum a doba pfijmu 28.11.2017 12:00
Datom a doba odbérn 28.11.2017 10:00
a doba unkondeni 30.11.2017 07:03

MIEROSEOPIE
preparat barveny dle Grama:
gramposit. koky wve shluncich

FULTIVACE A VYSETRENT
Primokunltura
1.5taphylococons aurens pozitivni nalez MRSA MRSA-T

ciprofloxacin
klindamyecin
chloramfenikol
kotrimoxazol
ceftarclin
erytromycin
gentamicin
linezolid
oxacilin
rifampicin
teikoplanin
tetracyklin
vankomyocin

LEGENDA: C-citlivy, R-resistentni, I-hraniéné citlivy, X-vysledek k dispozici po konzultaci
*—test citlivosti nebyl proveden

UCET: 82037 x 1, 82023 x 1, 82131 x 1, 82063 x 3, 82066 x 1
Materidl byl vysSetfen dle akreditovanych metod: SOP-ULBLD-EMATE B12,B13,B18,X1,X5
UVOLNIL: MUDr.Lenka Fupidlovska

Ha mafich webovych strankach http://ulbld.l1fl.coni.cz najdete dokumenty:
Preanalyticka pfirudka; postup pro odbéry vzorkt; metody.
Bez pisemného souhlasu laboratofe nelze zpravo reprodokovat jinak nez celom.

Tisk oK, | Stomo |
"‘Eh . - ¥ £ Zidanky 1.00... O & Dorucens post.. B adamkova(ada... || P g Principy ATE ... Medea 10 - n... | S .« 9@ ) 32 1_11;};{?11:




B View

Biologicky material  PUNKTAT
Laboratorni ¢islo F0192915 Dg. M199
Zdravotnickeé zarizeni VFN NS 22012
Oddéleni I. chirurgicka klinika - Ambulance traumatologie
Lékat Rraus ICP/odb. 02004077 / 503
Datum a doba pfijmu 30.11.2017 15:40
Datom a doba odbérn 30.11.2017 14:50
a doba unkondeni 02.12.2017 10:33

MIEROSEOPIE

Fluorescendni barveni:

mykobaktéria mikroskopicky nenalezena
preparat barveny dle Grama:

polymorfonukledrni leunkooyty ++
ervtrooyty ojedinéle
gramposit. koky wve shluncich

RULTIVACE A VYSETRENT
Primokunltura
1.5taphylococons aurens pozitivni nalez MRSA MRSA-T masiwvné

PomnoczZeni
viz primckultura

ciprofloxacin
klindamyoin
chloramfenikol
kotrimoxazol
erytromyoin
gentamicin
linezeolid
oxacilin
rifampicin
teikoplanin
tetracyklin
vankomyocin

LEGENDA: C-citlivy, R-resistentni, I-hraniéné citlivy, X-vysledek k dispozici po konzultaci
*—test citlivosti nebyl proveden

Mikroskopie - semikwvantitativni hodnoceni éetnosti elementd v preparatn:
ojedinéle (1 — 5), + (6 — 10), ++ (11 - 30), +++ (31 — 80), masiwné (81 a vice)

Tisk oK, | Stomo |
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Benzylpenicillin
Ceftriaxone
Ciprofloxacin
Clarithromycin
Clindamycin
Co-amoxiclav (clavulanic acid & amoxicillin)
Co-trimoxazole
Daptomycin
Doxycycline
Erythromycin
Flucloxacillin
Fluconazole
Gentamicin
Levofloxacin
Linezolid
Meropenem
Metronidazole
Micafungin
Tazocin (tazobactam & piperacillin)
Teicoplanin
Temocillin
Tigecycline
Tobramycin

Trimethoprim

Vancomycin

No information found to suggest a problem in myasthenia gravis.

No information found to suggest a problem in myasthenia gravis.

Fluoroquinolones should be avoided in patients with a history of myasthenia gravis. Neuromuscular blocking activity; may exacerbate muscle weakness.
Exacerbation of symptoms of myasthenia gravis has been reported in patients.

Clindamycin has been shown to have neuromuscular blocking properties and may enhance the effect of other drugs with this action.

No information found to suggest a problem in myasthenia gravis.

Sulphonamides have a depressant effect on neuromuscular junction and may increase weakness.

No information found to suggest a problem in myasthenia gravis.

Due to a potential for weak neuromuscular blockade, care should be taken in administering tetracyclines to patients with myasthenia gravis.

It has been reported that erythromycin may aggravate muscle weakness of patients with myasthenia gravis.

No information found to suggest a problem in myasthenia gravis.

No information found to suggest a problem in myasthenia gravis.

Inhibits acetylcholine release from presynaptic neuron; also has some postsynaptic curare-like action. Avoid in patients with myasthenia gravis
Fluoroquinolones should be avoided in patients with a history of myasthenia gravis. Neuromuscular blocking activity; may exacerbate muscle weakness.
No information found to suggest a problem in myasthenia gravis.

No information found to suggest a problem in myasthenia gravis.

No information found to suggest a problem in myasthenia gravis.

No information found to suggest a problem in myasthenia gravis.

Neuromuscular blockade produced by muscle relaxants could be prolonged in the presence of piperacillin.

No information found to suggest a problem in myasthenia gravis.

No information found to suggest a problem in myasthenia gravis.

Due to a potential for weak neuromuscular blockade, care should be taken in administering tetracyclines to patients with myasthenia gravis.
Aminoglycosides may aggravate muscle weakness.

No information found to suggest a problem in myasthenia gravis.

Concomitant use of vancomycin with muscle relaxants suxamethonium or vecuronium has been associated with the potential for enhanced neuromuscular
blockade




TEKOTENSTVIi/LAKTACE



Rizikova obdobi téehotenstvi

* 14. - 60. den: nejvyssi riziko vzniku abnormalit

e 2. a 3. trimestr: nizké riziko vzniku organovych
abnormalit, ale mohou ovlivhovat metabolické
procesy -> porodni komplikace



Peniciliny
Cefalosporiny
Ertapenem,

Meropenem

Azitromycin
Vankomycin

Klindamycin

Metronidazol

Nitrofurantoin

B; Imipenem C

B; nemél by byt podavan v
1. trimestru

B; CAVE - G6PD

Klaritromycin,
Spiramycin

Gentamicin

Amikacin

Linezolid
Chinolony

Kotrimoxazol

Chloramfenikol

Tetracykliny

C; vitalni indikace,
monitorace hladin

D; vitalni indikace,
monitorace hladin

C
C

C/D; zvazit podani k. listové




Flukonazol, Itrakonazol, Ketokonazol
Vorikonazol
Echinokandiny

Amfotericin B

Acyklovir, Valacyklovir

Gancyklovir
Lamivudin

Ribavirin
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Major congenital
malformations

Nervous system

Eye, ear, face and
neck

Circulatory system

Respiratory system

Digestive system

Genital organs
system

Urinary system

Musculoskeletal
system

Cardiac
malformations

Ventricular/atrial
septal defect

Craniosynostosis

Cleft palate
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117 (1,97%)
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Amoxicilin

Amoxicilin + k.
klavulanova

Erytromycin

Doxycyklin
Gentamicin

Ciprofloxacin

Nitrofurantoin

Co-trimoxazole

Méné nez 0,95 % materské davky prestupuje do mléka. Kategorie L1.

Kategorie L1.

Erytromycin je vylu¢ovan do miléka v klinicky signifikantnich koncentracich. Kategorie

Vv s

klaritromycin jsou kategorizovany jako L2 a L1 resp.

Tetracykliny se vylu€uji mlékem v v nizkych koncentracich. AvSak doxycyklin se muze
absorbovat vice.Neni kontraindikovan pfi kratkodobém pouziti (kategorie L3).

Koncentrace v mléce je zanedbatelna. Kategorie L2.

Ciprofloxacin je vyluCovan do mléka pouze v nepatrném mnozstvi. Monitorovani GIT fci
u kojence.

Velice malé mnozstvi je secernovano do mléka. Kategorie L2. Nepodavat u déti < 1
més, nebo s G6PD (glucose-6-phosphate deficiency); riziko hemolyzy

Kategorie L3, nemél by byt pouzivan béhem prvniho mésice po porodu.

J L Mathew .Effect of maternal antibiotics on breast feeding infants. Postgrad Med J 2004;80:196—-200



Lymeska borelidza



9leta divka s EM po prisati klistéte 23.11.17

e Subj. bolesti hlavy, artralgie, zvysena unavnost, obj. bez klinickych
znamek neuroinfekce

e Labor.: sérologie LB: IgG negat, , 1gG negat
e Lécba amoxicilinem 14 dnu

Kontrolni vysetreni 6.2.18 — stp.chripce
* Subj. ZvySsena unavnost, cefalgie 0, obcas artralgie

* Obj. kréni lymfadenitida, klouby bez otokt ¢i zarudnuti, bez zndmek
neuroinfekce

* Labor.: sérologie LB: W-B



Lécba divky s pozitivnimi titry Ab LB?

Doxycyklin 14 dni
Doxycyklin 21 dni

O w >

Doxycyklin 28 dni
D. Amoxicilin 21 dni
E. Nelécit, pouze kontrola Ab LB za 3 mésice

F. Nelécit, kontrola Ab jen pri obtizich



Diagnostika

* anamnéza, klinické priznaky, laboratorni vysetreni, setkani s klistetem;
odpovéd na ATB terapii

* Prima * Neprima
— PCR — Prukaz specifickych protilatek
— Kultivace (ELISA, Western Blot)
— Mikroskopie Dvoustupnové testovani!!!
— DNA hybridizace
— Prakaz intrathékalni syntézy




Diagnostika

Western Blot Interpretace

Lymeska boreliéza, pokud
souhlasi klinické priznaky.

Casna infekce nebo fale§né
pozitivni IgM z dlivodu
zkfizené reaktivity jinych
protilatek.

Pozdni Ci prodélana infekce.

Bez infekce; symptomy
mohou byt zplisobeny jinymi
pricinami nebo je hladina
protilatek moc nizka pro
detekci.

(Western blot se vétsSinou
neprovadi pri negativité
v obou tfidach
imunoglobulinti)

Pacient prekonal prvotni
infekci nebo faleSné pozitivni
lgG z ddvodu zkfizené
reaktivity jinych protilatek.




Terapie

* Casna lokalizovana forma
— Erythema migrans

doxycyklin 200 mg/ den p.o. (1 aZ 2
davky)

amoxicilin 3 x 500-1000 mg p.o.
cefuroxim-axetil 2 x 500 mg p.o.

phenoxymethylpenicilin 3 x 1-1,5 mil. 1U
p.o.

azitromycin 1. den: 2 x 500 mg p.o., 2.-5.

den: 1x 500 mg
klaritromycin 2 x 500 mg p.o.

 Casné diseminované formy

— Casna neuroborelidza, lymeska
karditida, ocni formy
e ceftriaxonlx2gi.v., i.m.
e cefotaxim3x2gi.v, i.m.
e penicilin G4 x5 mil. IU
* doxycyklin 200-400 mg denné p.o.

— Boréliovy lymfocytom
» stejné jako |écba erythema migrans



Kazuistika

Muz, 45 let
Privezen RZS pro dva tydny trvajici poruchu hybnosti a citlivosti PHK

Pfed tfremi tydny autonehoda s frakturou L3/4, prvniho Zebra vlevo, zanartni kosti vpravo;
osetren na spondylochirurgii FN Motol; reSeno konzervativnée

Chuze a stoj o dvou vysokych berlich

RA: nevyznamna

OA: chronicka borelidza - sledovan PL, dg od r. 2013, dle pacienta unava a kloubni bolesti,
pozitivita boréliovych Ig v séru, opakovana |écba ATB

FA: terapie borelidzy -> v pulzech azitromycin 1x za mésic, minocyklin 3-0-0, Plaguenil 1-0-
0 1x tydné

AA: negativni
PSA: umeélecky rezbar



Kazuistika
Nyneéjsi onemocnéni
— rozvoj prvnich obtizi cca 5 dni po zahajeni uzivani vysokych berli
— parestezie a bolest PHK (palmarné 1.-3. prst, antebrachium medialné )
— snizeni svalové sily 1.-3. prstu PHK
— bez pritomnosti febrilii ¢i recentniho infektu

— osetren ve FNKV - uzavirano jako utlak brachialniho plexu pfi pouzivani
podpaznich berli

Na neurologii VFN zavér vysetreni: senzomotoricky deficit v oblasti inervace n. medianus vpravo,
senzitivni deficit v oblasti inervace n. medianus vlevo

EMG: tézka axonalni |éze n. medianus vpravo (tézky denervacni syndrom), lehka axonalni léze vlevo

3 tydny poté zhorseni: zhorseni hybnosti i citlivosti PHK, nové porucha hybnosti LHK — ale jiz 2 tydny
bez vysokych berli




Kazuistika

* Minocyklin
— tetracyklinové ATB nedostupné v CR

— dlouha expozice spojena s artralgiemi, artritidami Ci dalsimi
autoimunitnimi onemocnénimi (véetné léky indukovaného lupusu, atd.)

* Minocyklinem indukovana vaskulitida PNS
— Casto spojena s ANCA protilatkami

— imunomodulaéni/imunosupresivni lécba

Elkayam O, Levartovsky D, Brautbar C. Clinical and immunological study of 7 patients with minocycline-induced autoimmune phenomena. Am J Med. 1998;105(6):484-487.



Kazuistika

vysazen minocyklin a Plaquenil
aplikovan prednison i.v.
terapie IVIG

vyrazné zlepseni senzomotorického deficitu pri terapii IVIG 30g
a 4 tydny, intenzivni rehabilitaci a elektrostimulaci

kontrolni EMG s odstupem 6 mésicu: mirné zlepseni nalezu



Borelioza.cz

Ma této strénce naleznete aktualizovany € SEhe Iy 2 boreligzy nejnovélsich poznatkd lekarske vedyl Uvedeny text nahrazuje
puvodni zde zverejnénou |éEbu boreliozy 1

'teto chvili nijak nezjistite, zda Jste
a dévk-::'u'é"' a"'il:uiu:utik u:I 2 ::--::u:lu 2.

2. Casna nakaza lymskou boreliozou

VW piipadé pozitivnich testd vytafeného klistéte, nebo pokud se véam udélala skvrma {erythema
pofatedni ndkazy, byste se méli zadit co nejdiive |&tit. Krevni testy dfive ne? & tydnd po na i gativni, | kdyZ uz borelie v téle
e likvidovat diiv, neZ se nemoc rozsifi. Pri projevech asné ¢ (B, mékali 23 tvdnd po vytazeni klistéte
¥ ¥ "y [ odny zpdsob 1&8by
mize vést ke chronickému onemocnni, které by mohlfzménit celv vas Fivot,

3. Rozsirena infekce nékolik m®@&gichd od nakaZzeni
Zvazte mozné kombinaini l€cby;

AMOXICILIM 1000 mg 3x denné

a CLARITHROMYCIN 200 mg 2x denné

CLARITHROMYCIN 500 mg Zx denné

{(nebo AZITHROMYCIN) (500 maqg) (1x denné&)

a PLAQUENIL 200 mg Zx denné

DOXYCYRLIN 200 mg je mozZné rozdélit do dvou dennich dav

a PLAQUEMIL 200 mg 2x denné

MIMNOCYKLIN 100 mag je moZné rozdélit do dvou dennich ddvek
a PLAQUENIL 200 mg 2w denné

Léfba musi trvat do vymizeni viech piiznakld nemoci a jesté & tydnld poté.







Obezita je rizikovy faktor rozvoje infekce

Klinické studie zabyvajici se ucinnosti a bezpecnosti antibiotik nejsou
zamereny na tuto populaci

Klinici maji nedostate¢na PK/PD data pro spravné pouziti ATB
u obéznich pacientu

Literarni data (vankomycin, aminoglykosidy, betalaktamy, fluorochinolony, linezolid,

karbapenemy) jsou limitovana poctem studii a poctem pacientu v
nich



* Modifikace davkovani u obéznich pacientl na zdkladé sérovych PK -
dobré pro bakteriémii, ale méné relevantni pro kompartmentové
infekce (absces), lokalizované (meningitida) nebo intracelularni procesy

(atypicka pneumonie)

* Obecné prijimany parametr Vd pro vypocet inicialni davky vychazi z
jednotné distribuce, coz neni vzdy presné

* Nové semiinvazivni (micro-dialysis) a neinvazivni (MR spektroskopie,
PET) techniky poskytuji lepsi data o tkanové distribuci ATB —
budoucnost??

Burkhardt O, Brunner M, Schmidt S, Grant M, Tang Y, Derendorf H. Penetration of ertapenem into skeletal muscle and subcutaneous adipose tissue in healthy volunteers measured by in vivo microdialysis. J Antimicrob Chemother 2006;58:632—

6.
Burkhardt O, Derendorf H, Jager D, et al. Moxifloxacin distribution in the interstitial space of infected decubitus ulcer tissue of patients with spinal cord injury measured by in vivo microdialysis. Scand J Infect Dis 2006;38:904-8.

Bielecka-Grzela S, Klimowicz A. Evaluation of ofloxacin penetration into the skin after a single oral dose assessed by cutaneous microdialysis. Pol J Pharmacol 2003;55:613-18.



Pacient na JIP

Vd i Cl se zvétsuji u pacientu v IM
transfuze, volumoterapie, chir. vykony, pretlakova ventilace,
hypalbuminémie => alterace vztahu casxkoncentrace atb

ZvétsSeni 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

infekci



Nemoznost monitorovani vetsiny ATB =>odliseni klinického
selhani x poddavkovani vzhledem k MIC bakterie

T>MIC je zavisly na T, /, a serove koncentraci

Sérova koncentrace je ovlivnéna velikosti davky, dostupnosti a
velikosti distribucniho objemu

ATB distribuujici se prevazne v extracel. tekutiné (hydrofilni) maji
vetsSinou maly Vd x atb s rychlym vychytavanim bunkami
(lipofilni) maji velky Vd






Hematoonkologie



* - epidemiologicl

Ohaena strategie empirické lecby u febrilni

nheutropenie
* Inicialni léc¥ 6& gla odrazet:

' 04» aCi danéb
* -zavaZznosti onemo 4{ ‘;Q;

* -znalost pacientovi ko/# \




Tabulka 5. Antibiotika vhodna pro inicialni empirickou terapii febrilni neutropénie u pacienti

s nizkym rizikem

r

Antibiotikum Forma podini

Amoxicilin/klavulandt p.o.; i

Ampicilin/s ulbaktam’ Peog i

TH ] .I_...; L]
Ciprofloxacin Peog i

¥ _'-'Illj [}
Levofloxacin Peog i

¥ # } &
Moxifloxacin*? p.o.; i

13

Kiindamycin™ o i

Ceftriaxon’ i v

' 2 ' W u :
' v kombinaci: * v monoterapii: ° v pifpad¢ alergie na betalaktamy

Drgofia L, Haber J, R&¢il Z, Cetkovsky P, Kouba M, Sedlaéek P, Keslova P, Stérba J, Faber E, Mistrik M, Téthova E, KolaF M, Kocmanova |, Mallatova N, Adamkova V, Mayer J.
Empiricka lie¢ba febrilnej neutropenie u onkohematologickych pacientov — odportcanie odbornikov s podporou CELL, CHS a COS CSL JEP, S.CH.S.SLS. Postgradudlni medicina,
pfiloha ¢.5, 2011, 47-50




Tabulka 6. Antibiotika vhodna pro inicialni empirickou lécbhu febrilni neutropénie u pacientu

s vysokvm rizikem

Antibiotikum Forma podani

Cefepim V.

Piperacilin/tazobaktam

Ceftazidim

1
Meropenem

B ¥ B I
Imipenem/cilastatin

Aminoglykosidy (amikacin, netilmicin, gentamicin, tobramycin) *

*pouze v kombinaci s betalaktamovwm antibiotikem, vvbér konkrétmiho pripravku zavisi na jednotlivich

centrech, “pouze ve specifickych situacich -

Drgofia L, Haber J, R&¢il Z, Cetkovsky P, Kouba M, Sedlaéek P, Keslova P, Stérba J, Faber E, Mistrik M, Téthova E, KolaF M, Kocmanova |, Mallatova N, Adamkova V, Mayer J.
Empiricka lie¢ba febrilnej neutropenie u onkohematologickych pacientov — odportcanie odbornikov s podporou CELL, CHS a COS CSL JEP, S.CH.S.SLS. Postgradudlni medicina,
pfiloha ¢.5, 2011, 47-50




Kdy pridat ATB s ucinkem proti G+?

Hemodynamicka nestabilita

Znamky tezké sepse, septického soku, pneumonie
Kolonizace MRSA, VRE, PNSP...

Susp. katetrova infekce

Infekce kuze nebo meékkych tkani kdekoliv



Délka terapie u dokumentované infekce (klinicky,
mikrobiologicky)?

* Az do mikrobiologické eradikace
* Absence klinickych znamek infekce
e Alespon 7 dnu, z toho minimalné 4 dny afebrilni

\
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ATB u renalni insuficience

REVIEWS

From Nature Reviews Nephrology

Antibiotic Dosing in Critically Ill Patients With Acute Kidney
Injury cme

Rachel F. Eyler, PharmD; Bruce A. Mueller, PharmD, FCCP

CME Released: 02/22/2011; Valid for credit through 0O:

Abstract and Introduction

Abstract

A common cause of acute kidney injury (AKI) is sepsis, which makes appropriate dosing of antibiotics in
these patients essential. Drug dosing in critically ill patients with AKI, however, can be complicated. Critical
illness and AKI can both substantially alter pharmacokinetic parameters as compared with healthy
individuals or patients with end-stage renal disease. Furthermore, drug pharmacokinetic parameters are
highly variable within the critically ill population. The volume of distribution of hydrophilic agents can
increase as a result of fluid overload and decreased binding of the drug to serum proteins, and antibiotic
loading doses must be adjusted upwards to account for these changes. Although renal elimination of drugs
is decreased in patients with AKI, residual renal function in conjunction with renal replacement therapies
(RRTs) result in enhanced drug clearance, and maintenance doses must reflect this situation. Antibiotic
dosing decisions should be individualized to take into account patient-related, RRT-related, and drug-
related factors. Efforts must also be made to optimize the attainment of antibiotic pharmacodynamic goals in
this population.




Acyclovir

Herpes simplex infections
2.5 mg/kg IV x1 now then
2.5mg/kg IV QPM (give post HD
on HD days)

HSV Encephalitis/
Herpes Zoster
5 mg/kg IV x1 now then
5mag/kg IV QPM (give post HD
on HD days)

Herpes simplex infections
5 mg/kg IV Q24h

HSV Encephalitis/
Herpes Zoster
5 - 10 mg/kg IV Q12-
24h

Ciprofloxacin

400 mq IV Q24h or
500 mg PO Q24h

400 mg IV Q12h

Clindamycin Mo change No change
Colistin 1.5 mg/kg Q24h 1.5 mg/kg Q24h

Amphotericin B

Lipid Amphotericin

Dosage reductions in renal disease are not necessary. However, due to
the nephrotoxic potential of the drua, reducing the dose or holding the
drug in the setting of a rising serum creatinine may be warranted.

Daptomycin

6-10 mg/kg IV Q48h

Consult with ID pharmacy for
outpatient HD
recommendations.

6-10 mg/kg IV Q48h

Doxycycline

Mo change

No change

Ethambutol

15-25ma/kg po 3x/week post
HD

15-25mg/kg po 3x/week

Ertapenem

E00mg IV Q24h

500mg IV Q24h

Fluconazole

400 mg po/IV post HD only

400 - 800 mg po/IV Q24 h

Flucytosine

12.5-25 mg/kg po Q24h

12.5-37.5 mg/kg po Q12-
24h

Ganciclovir

1.25 mg/kg IV post HD only

2.5-5 mg/kg IV Q24h

Gentamicin

Gram negative infections

2 mg/kg Loading Dose
then

1 ma/kg IV post HD

Gram negative infections

2 mg/kq Loading Dose
then

1.5 mg/kgIVQ 24 h

Amikacin 5 mag/kg IV %1, then 3 mg/kg IV 5 mg/kg IV %1, then 3
post HD mg/kg IV Q24h
Ampicillin 1-2 g IV Q12h 1-2 g IV Q6h
Ampicillin/sulbactam 1.5-3g IV post HD only 1.5-3 g IV Q8h
(Unasyn®)
Aztreonam 1gIVxlnowthenlglIVQPM 2gIvQ1l2h
(give post HD on HD days)

Caspofungin No change No change
Cefazolin 2 g IV post HD only 2glIvQlzh
Cefepime 2 g IV post HD only 2gIvQizh

Ceftazidime 1 IV g post HD only 2glIvQlzh

Ceftriaxone Mo change No change

Imipenem

250 mg IV Q 12h

500 mg IV Q 8h

Isoniazid

Mo change

No change




Levofloxacin 500 mg Loading Dose 500 mq Loading Dose _Tigecycline No change No change
then then
250 mg po/IV Q48h 250-500 mg po/IV Q24h - —— , — -
gp gp Tobramycin Gram negative infections Gram negative infections
Linezolid Mo change No change 2 mg/kg Loading Dose 2 ma/kg Loading Dose
then then
Meropenem £00 mg IV x1 now then 500 mg 1g IV Q8-12h 1 mg/kg IV post HD 1.5 mg/kg IV Q 24 h
QPM (give post HD on HD days) o
Recommend Q8h for Monitoring of serum levels is Momﬁorrnq of serum levels
CVVHD UF rates exceeding recommended; is recommended;
2L/hr )
Metronidazole 500 mg IV/PO Qsh 500 mg IV/PO Q8h trough < 2mecg/mL trough < 2meg/mL
TMPISMX 2.5 - 5 mg TMP/kg Q24h 5 - 7.5 mg TMP/kg/day
Moxifloxacin No change No change divided g12h - 24h
Vancomycin Loading Dose 15 - 20 mg/kg 10 - 15 mg/kg IV Q24
— then
Nafcillin No change No change
500mag IV post HD only
Penicillin G 1 MU IV Q6h 2 MU IV Q 4-6h
Voriconazole ORAL formulation should be administered when possible, as
oral bioavailability »95%. The use of IV should be avoided
: — if possible in patients with CrCl<50 mL/min due to the
Flperac£gg1;ti:1%]1bactaln 2.25g1v Qsh 3.375q IV Qﬁr:' or accumulation of the IV vehicle (cyclodextran) and is
y 4.59 IV Q8 contraindicated in ESRD.
Posaconazole No change No change LD: 400 mg PO q12h x 2 doses only [>40 kg]
MD: 200 mg PO g1zh
____ [>40 kqg]
Pyrazinamide 25-35mg/kg po 3x/week post | 25-35mg/kg po 3x/week
HD
Rifampin Mo change No change




Zakladni principy i
Antibiotika nejsou antipyretika
Odebrat klinicky material pred zahajenim terapie

Odebrat alespon dvé sady HK, ne z kanyl
 Nacasovani s teplotou neni kritické
VCasné zahajeni adekvatni ATB terapie
* Dostatecna inicialni davka
Znalost PK/PD parametr(
TDM
* Zvatit neinfekéni pFiciny zinétu — SIRS #/SEPSE

In vitro citlivost ne vzdy urcuje klinickou ucinnost



A\’ 4

Zaver

,Zadné mnozZstvi pokusd nikdy nemudZe dokdzat, Ze jsem mél
pravdu. Jediny pokus vSak kdykoliv muze dokazat, ze jsem se
mylil.”

Albert Einstein (1879—1955)



