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OLGU

« 28 yas, kadin, 38 haftalik gebe
* Eklem agrisi, Oksuruk ve nefes darligi
« Sekiz gundur sikayetleri mevcut

« COVID-19 PCR testi pozitif (yatisindan U¢ gun once)




OLGU

* Bilin¢ acik, koopere ve oryante
* TA: 110/70 mm/Hg, Ates: 36,6°C, SS: 20/dk
« Oda havasinda kan oksijen saturasyonu : % 96

* Fizik muayenesi dogal




OLGU (Yatis Tetkikleri)

WBC: 13.9 (N:%72) Ferritin: 171 pg/l
Lenfosit: 3.120 Fibrinojen: 314 mg/dl
CRP: 36 mg/l LDH:789 U/
Prokalsitonin:0.07 g/l E-GFR:125 ml/dk/1.73
D-Dimer:3.85 mg/l Ure: 11 mg/dl

ALT:186 U/l Kreatinin: 0.45 mg/dI

AST:80 U/l INR:0.93




OLGU

* Yatiginin 2. gunu => sezaryen ile dogum
* Yatisinin 4. gununde => takipne (SS: 40/dk), Sp0,: 89 ( 15It/dk)
* Yogun bakim unitesine devredildi.

» YBU; 2. glintiinde genel durumu kétilesen ve biling durumu

konflze olan hasta entube edildi ve mekanik ventilasyona alindi




OLGU (YBU 2. giin)

« WBC: 29,3 (N:%87)

* Lenfosit: 2.740

* CRP: 80,9 mg/l

* Prokalsitonin:0.12 ug/|

« Kan, kateter, idrar kultur alindi.

* Levofloksasin iv 750 mg/gun +

* Piperasilin-tazobaktam 3x4.5gr/gun




OLGU (YBU 12.giin)

* YBU yatisin 12. gliniinde

« WBC: 34.340 (%83 ndtrofil)
« CRP:368 mg/l (0-5)

* Prokalsitonin: 0.11 pg/l

* Bobrek fonksiyon ve karaciger fonksiyonlari normal




» Klinik kotulesme mevcut

« Beyaz kure artis

» CRP ve prokalsitonin degerlerinde ylkselme
« Kan, kateter ve idrar kultur ureme yok

» Levofloksasin +piperasilin-tazobaktam tedavisi 10. gunu

~—— — S

Antibiyotik degisikligi gerekli mi ?

~— — o

N— / )

Seftazidim-avibaktam baslanabilir mi ?

N— / S
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Seftazidim,

antipseudomaonal,
genisletilmisg
spektrumiu bir 3.
kusak sefalosporindir

Avibaktam,

veni gelistinlen

bir non-B-laktam,
-laktamaz

inhibitorodirg.

*FDA => Subat 2015

*EMA

=> Haziran 2016
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AVIBAKTAM oy

O//ISI—OH

0

* Yeni bir beta laktamaz

* Non-B-laktam (B-laktamaz inhibitoru
* Bir B-laktam iskeletine sahip deqil

* 3 -laktamazlara reversible baglanir

 Genigletilmis bir B-laktamaz inhibisyonuna sahip




AVIBAKTAM

 Potent inhibisyon yapar
 Bir molekul beta laktamazi bloke etmek igin
* Tazobaktam, Kavulanik asit => 55-214
* Avibaktam => 1-5
* Enzim inhibitor kompleksinin yarilanma omru

* Tazobaktam 5 saat, Avibaktam > 7 gun




TABLE 1 Reported activity of various g-lactamase inhibitors from the BLBLIs against j3-

lactamase enzymes

Inhibited by:

Enzyme Avibactam Tazobactam Vaborbactam Relebactam
Class A

KPC Yes No Yes Yes

SHV Yes Yes Yes Yes

TEM Yes Yes Yes Yes

CTX-M Yes Yes Yes Yes
Class B

MBL MO No MNo No
Class C

AmpC Yes No Yes Yes
Class D

OXA VD= No No VD

D, variable data.




Seftazidim-Avibaktam Etki Spektrumu

« Karbapenem direncli Enterobacteriaceae
* Direncli P. aeruginosa

 Minimal etki

* Acinetobacter spp.,
* Anaeroblar

* Gram pozitif bakteriler




e Fazll => 2 adet

 Fazlll => 5 adet prospektif, randomize klinik calisma




Ceftazidime-avibactam clinical efficacy
Clinical trial programme overview

Seven prospective, international,

multicentre, randomised Phase lll studies
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Komplike intra-abdominal enfeksiyonlar

Komplike Uriner sistem enfeksiyonlari
(pyelonefrit)

URETRA

trachea

Hastanede kaynakli pnomoni
(VIP dahil)

bronchi w—
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Infect Dis Ther (2021) 10:2399-2414 =
hitps://doi.org/10.1007/s40121-021-00506-7 Uupdates

ORIGINAL RESEARCH

Clinical and Microbiological Outcomes

of Ceftazidime-Avibactam Treatment in Adults
with Gram-Negative Bacteremia; A Subset Analysis
from the Phase 3 Clinical Trial Program

Faz Ill olan 5 tane klinik calisma alt grup analizi yapiimis
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Infect Dis Ther (2021) 10:2399-2414 e
hitpsd/doi.org/10.1007/540121-021-00506. 7 Lpaetes

ORIGINAL RESEARCH

Clinical and Microbiological Outcomes

of Ceftazidime-Avibactam Treatment in Adults
with Gram-Negative Bacteremia: A Subset Analysis
from the Phase 3 Clinical Trial Program

Bakteriyemi Uzerine seftazidim-avibaktam etkinligi ve guvenligine

Gram negatif bakteriyemi eslik eden vakalarda etkin oldugu gozlenmisg




OLGU (YBU 12.Giin)

« Kan, idrar, kateter, trakeal aspirat kultur alindi.
* Levofloksasin + piperasilin-tazobaktam kesildi.

* Meropenem 3x1gr/gun ve vankomisin 2x1 gr/gun




OLGU (YBU 19.giin)

Sag hemitoraksta pndmotoraks

Toraks tupu takilip kapali su alt
drenaji uygulandi




OLGU (YBU 21.Giin)

WBC:23.5 (%82 notrofil)
CRP:442 mg/l
Prokalsitonin:3.72 pg/l
GFR:145

Kreatin: 0.55 mg/dl

Karaciger enzimleri normal

Kultur ornekleri alindi.

Meropenem + Vankomisin = > 9. gun
Kolistin eklendi




OLGU (YBU 25.Giin)

« Kan kulturu: K. pneumoniae
« Kateter kani kulturu: K. pneumoniae
* Trakeal Aspirat: K. pneumoniae

e Idrar kiiltiirii: Ureme olmadi




OLGU (YBU:; 25.Giin)

BT Kan Kiiltiiri 2 Sonugc:
Bakteri: Klebsiella

pneumoniae

ntiBiyogram Duyarly Az Duyarly Direncli Dider
Colistin +(>=16)
Seftazidim/Avibactam +()
Amikacin +(>=64)
Cefazolin +(>=64)
Trimethoprim/Sulfamethoxazole +(>=320)
Ceftazidime +(>=64)
Cefuroxime +(>=64)
Cefuroxime Axetil +(>=64)
Ciprofloxacin +(>=4)

Ertapenem

+(>=8)




Antibiyotik degisikligi yapalim mi ?




IDSA Guidance on the Treatment of Antimicrobial-
Resistant Gram-Negative Infections: Version 1.0

Published by IDSA, 9/8/2020

A Focus on Extended=Spectrum fslactamase Producing Enterobacterales, Carbapenem=Resistant Enterobacterales, and
pscud . ith Difficult-to-Treat Res

Pranita . Tamma*, Samuel L. Aitken, Robert A, Bonomo, Amy J. Mathers, David van Duin, Cornelius L. Clancy

*Corresponding Author




Karbapenem Direncli Enterobacteriaceae

Table 3. Recommended antibiotic treatment options for carbapenem-resistant Enterobacterales (CRE), assuming in
vitro susceptibility to agents in table

Source of Infection Preferred Treatment Alternative Treatment

(first-line options not available or

tolerated)

Cystitis Ciprofloxacin, levofloxacin, trimethoprim- ICeftazl'dime—avibactam, I
sulfamethoxazole, nitrofurantoin, or a Mmeropenem-vaborbactam,

single-dose of an aminoglycoside imipenem-cilastatin-relebactam,

and cefiderocol

Meropenem? (standard-infusion): only if
ertapenem resistant, meropenem Colistin (only when no alternative
susceptible, AND carbapenemase testing | options are available)

results are either not available or
negative.
Ceftazidime-avibactam,

Pyelonephritis or cUTI? eropenem- Once-daily aminoglycosides
p -cilastatin-

relebactam, and cefiderocol

Meropenem?! (extended-infusion): only if
ertapenem resistant, meropenem
susceptible, AND carbapenemase testing
results are either not available or
negative.




Table 3. Recommended antibiotic treatment options for carbapenem-resistant Enterobacterales (CRE), assuming in
vitro susceptibility to agents in table

Infections outside of the urinary
tract

Resistant to ertapenem, susceptible
to meropenem, AND
carbapenemase testing results are
either not available or negative

Meropenem! (extended-infusion)

Ceftazidime-avibactam

Infections outside of the urinary
tract

Resistant to ertapenem,
meropenem, AND carbapenemase
testing results are either not
available or negative

KPC identified

(Or carbapenemase positive but
identity of carbapenemase
unknown’)

’I Ceftazidime-avibactam, Inempenem-

vaborbactam, and imipenem-cilastatin-
relebactam

Ceftazidime-avibactam, Ineropenem-

vaborbactam, imipenem-cilastatin-
relebactam

Cefiderocol

Tigecycling, eravacycline (intra-
abdominal infections)

Cefiderocol

Tigecycling, eravacycline (intra-
abdominal infections)




Table 3. Recommended antibiotic treatment options for carbapenem-resistant Enterobacterales (CRE), assuming in
vitro susceptibility to agents in table

Metallo-f-lactamase (1.e,, NOM, |Cehazidime-avibactam|+ artreonam, | Tigecycling, eravacyclin (intra-

VIM, or IMP) carbapenemase cefiderocol abdominal infections)
identified

OXA-48-{ike carbapenemase [ Ceftazidime-avibactam | Cefiderocol
identified

Tigecycline, eravacycling (Intra-
abdominal infections)




Coklu llag Direncli Paeruginosa

Tahle 4. Recommended antibiotic treatment options for difficult-to-treat (DTR) Pseudomonas aeruginosa, assuming
in vitro susceptibility to agents in table

Source of Preferred Treatment Alternative Treatment
Infection (when first-line options not available/tolerated)
Cystitis Ceftolozane-tazobactam, ceftazidime- Colistin

avibactam, imipenem-relebactam,

cefiderocol, or a single-dose of an
aminoglycoside

Pyelonephritis | Ceftolozane-tazobactam, ceftazidime- Once-daily aminoglycosides
or cUTI* _ayibactam_ jmipenem-cilastatin-relebactam,
and cefiderocol
Infections Ceftolozane-tazobactam, ceftazidime- Cefiderocol
outside of the | avibactam, or imipenem-cilastatin-relebactam
urinary tract Aminoglycoside monotherapy: limited to

uncomplicated bloodstream infections with
complete source control’




Seftazidim-avibaktamm 2000/500mgr flakon

8 saat ara ile gunde 3 kez

2 saat inflzyon

Tedavi suresi
O Komplike uriner sistem enfeksiyonu : 7-14 gun
U Hastane kaynakli pnomoni: 7-14 gun

0 Komplike intraabdominal enfeksiyon 5-14 gun




Bobrek Doz Ayarlanmasi

Kreatin klerens (mL/dakika) _

> 50 3x25¢r

30-50 3x1.25¢gr
15-29 2x0.94 gr

6-15 1x0.94 gr

<5 48 saatte 0,94 gr

Hemodiyaliz, CD N/A



llac - lla¢ Etkilesimleri

Avibaktam OAT-1 ve OAT-3'un substratidir.
Probenesid guclu bir anyon inhibitorudur.
Probenesid, avibaktam eliminasyonunu azaltir

Sitokrom P450 enzimleri ile etkilesimi yoktur.

OAT: organik anyon tasiyici
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. Ikinci ve/veya Ugiincl basamak yogun bakim Unitesinde yatan

. Endikasyonlar; komplike intraabdominal enfeksiyon, piyelonefrit dahil

komplike idrar yolu enfeksiyonu veya ventilator ile iligkili pnomoni dabhil

hastanede kazanilmig pnomoni
. Karbapenem, aminoglikozid ve 3. kusak sefalosporinlere direncli
. In vitro seftazidim- avibaktam duyali olmasi

. llag raporu diizenlenmesi
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. Ikinci ve/veya Ugiincl basamak yogun bakim Unitesinde yatan

. Endikasyonlar; komplike intraabdominal enfeksiyon, piyelonefrit dahil

komplike idrar yolu enfeksiyonu veya ventilator ile iliskili pnéomoni dabhil

hastanede kazanilmig pnomoni
. Karbapenem, aminoglikozid ve 3. kusak sefalosporinlere direncli
. In vitro seftazidim- avibaktam duyali olmasi

. llag raporu diizenlenmesi




OLGU (YBU 25.Giin)

« Hastanin almis oldugu antibiyotikler kesildi

« Seftazidim-avibaktam 3x2.5 gr tedavi baslandi




OLGU (YBU 25-32 giin)

Tedavi 38/18
Oncesi

Tedavi 18 229 3,99 145 40/33
1.gun

Tedavi 17 172 3,67 137 33/28
3.gun

Tedavi 14 123 0,6 133 41/31
5.gun

Tedavi 9 73 0,22 141 40/21

7.gun



OLGU (YBU 37.Giin)

» Mekanik ventilasyon altinda oksijen intiyaci azalmaya

» Tedavisinin 10. gununde hasta ekstube edildi

 PA akc grafisinde regresyon gozlend..

« CRP:17 mg/l, prokalsitonin:0.07 ug/l, WBC:11.3 (%52 natrofil)

« Seftazidim-avibaktam tedavisinin 12. ginunde kesildi




OLGU (YBU; 37.Giin




OLGU ( servis 1.hafta)

« Hasta Ui¢ glin ekstibe olarak YBU’de takip edildi

« Servis takiplerinde genel durumu iyi olan, oksijen

ihtiyaci olmayan hasta sifa ile taburcu edildi




Antibiyotik baslama zamani
mortaliteyi etkiler mi ?




Falcone et al. Critical Care (2020) 24:29

httpsy/doi.org/10.1 186/513054-020-2742-9 C rltl ca | C are

RESEARCH Open Access

Time to appropriate antibiotic therapy is a ':)
predictor of outcome in patients with "
bloodstream infection caused by KPC-

producing Klebsiella pneumoniae

ltalya’da 2015- 2018, iki akademik hastane YBU
Gozlemsel calisma
KPC-salgilayan K.pneumoniae bakteriyemi (102 olgu)

30 gunluk mortalite orani % 45




Falcone et al. Critical Care (2020) 24:29
httpsb";’d oiorg/10.1 186/513054-020-27 42-9

Critical Care

RESEARCH Open Access

Time to appropriate antibiotic therapy is a ;‘?ﬂ
predictor of outcome in patients with o
bloodstream infection caused by KPC-

producing Klebsiella pneumoniae

Kan kultur alinma zamani ile uygun antibiyotik baslama suresi
Farkli antibiyotikler arasinda nefrotoksite

30 gunluk mortalite uzerine etkisi




Falcone et al. Critical Care

(2020) 24:29

httpsy/doi.orgs/10.1 186,/513054-020-2742-9

Critical Care

RESEARCH Open Access

Time to appropriate antibiotic therapy is a

predictor of outcome in patients with
bloodstream infection caused by KPC-
producing Klebsiella pneumoniae

Check for
1 updates
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Fig. 2 Thirmy-day mortality rates by time from blood culure collection © appropriate antibiotic therapy

« Sag kalim olan hasta : 8.5 saat (8.5 h [IQR 1-36]);
« Exitus: 48 saat; (48 h [IQR 5-108], p=0.014




Falcone et al. Critical Care (2020 24:29
httpsy/doi.orgs/10.1 186,/513054-020-2742-9

Critical Care

RESEARCH Open Access

Time to appropriate antibiotic therapy is a CQW
predictor of outcome in patients with T
bloodstream infection caused by KPC-

producing Klebsiella pneumoniae

Table 2 Cox regression analysis of factors associated with 30-day mortality in patients with KPC-Kp BS

HR (35% () pvalue
Primary bicteremia 2662 (1.118-6336) 0027
Cadiovascular disease 2196 (1082-4457) 0029
lime from blood culture collection to appropriate therpy (24-h increments) 1382 (1.132-1687) (001
SOFA score (1-point increments) 1122 (1036-1216) 0,005
Age (1year increments) 1.030 (1.006-1.054) 0012
Diabetes 1960 (0.793-4849) 0143
COPD 1303 (0513-3306) 05/8




Falcone et al. Critical Care (2020 24:29
httpsy/doi.orgs/10.1 186,/513054-020-2742-9

Critical Care

Time to appropriate antibiotic therapy is a -CQ.,,
predictor of outcome in patients with T
bloodstream infection caused by KPC-
producing Klebsiella pneumoniae
Table 3 Comparison of 30-day mortality and exploratory endpeint according to treatment regimens
Artibiotic regimens N (%) HR (95%C1) pvalue
0-day mortality
COL containing-regimen 21161 (443%) Ref variable Ref variable
CAZ-AV! containing-fegimen Y13 (231%) 0424 (0.129-1391) 0157
Other regimens 17 (412%) 0799 (0366-1.746) 0574
(Composite endpaint
30-day martality OR nephrotoxicity COL containing-regimen 2161 (63.5%) Ref variable Ref variable
CAZ-AV! containing-regimen Y13 (3.1%) 0231 {0.071-0.745) 0014
Other regimens §17 (471%) 0503 (0245-1.034) 0.061

(0L colistin, CAZ-AVI ceftazidime-avibactam, Ref reference. Statistical significant p value are indicated in italics




SONUC

* Uygun endikasyon

« Uygun antibiyotik secimi

« Uygun Kisi ( orn; yas, gebelik, ilac etkilesimi)
* Uygun zamanda

* Uygun dozda

« Uygun tedavi suresi




TESEKKURLER
UMUT DOLU YARINLAR

_—




