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On the Blue and Green Coloration that Appears on Bandages

Carle Gessard
(1850-1925)

Moore, Nicholas M., and Maribeth L. Flaws. "Introduction: pseudomonas aeruginosa." Clinical laboratory science 24.1 (2011): 41.
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Table 7a Total number of invasive isolates tested (n) and percentage of isolates with AMR phenotype (%) in EU/EEA®, by bacterial species and antimicrobial group/agent,
population-weighted EU/EEA® mean, 2017-2021

e st ML N R

Piperacillin-tazobactam resistance 13717 183 16018 185 16894 18.6 15799 18.8 1419 187 0.0=-47.2
Ceftazidime resistance 13801 16.0 16327 15.5 17328 15.7 20122 15.5 21750 15.8 2.3=46.0
Carbapenem (imipenem/meropenem) resistance 14274 18.9 16473 18.8 17496 18.1 20517 7.9 22267 181 3.5=45.9 L
F. aeruginosa Fluorogquinclone (ciprofloxacin/levofloxacin) resistance WNE 2B 16460 M2 17635 | 205 | 20425 196 22129 187 3.3=48.0 1r
Aminoglycoside (gentamicin/netilmicinftobramycin) resistance? 6117 6.4 16393 2.9 17552 12.6 12880 9.4 14537 B.9 0.0=41.7 St
ﬁﬂ?rfgfmﬁfg:m tg;ﬂ;grﬂ{n:}i:ﬁﬂ;l groups (among piperacillin-tazobactam, ceftazidime, carbapenems, 13022 141 15514 16.1 16289 135 12041 13.6 13684 126 0.0~42.1 ;

Total number of invasive isolates tested (n) and percentage of isolates with resistance phenotype (%)*, by bacterial species and antimicrobial group/agent, Tiirkiye, 2017-2021

| sy | a8 | a9 | a0 | am
: : 2021

P. aeruginosa Piperacillin-tazobactam resistance 1491 372 1646 34.0 1533 34 1365 321 1764 315 J
Ceftazidime resistance 1481 30.0 1700 26.8 1645 28.0 1468 7.2 1723 28.1 -
Carbapenem (imipenem/meropenem) resistance 1552 34 1682 315 1712 8.4 1547 36.2 1718 39.0 -
Fluoroguinolone (ciprofloxacin/levofloxacin) resistance 1525 35.6 1674 37 1637 352 1503 3.0 1735 131 -
Aminoglycoside (gentamicinf/tobramycin) resistance® 1519 6.7 1730 15.0 1681 20.8 768 15.7 1069 7.8 St
Combined resistance to & 3 antimicrobial groups (among piperacillin-tazobactam, ceftazidime, carbapenems, 1279 g 1451 178 1424 30, 672 215 955 28.1 -

fluoroouinolones and aminoglvcosidesk

Antimicrobial resistance surveillancein Europe 2023 - 2021 data. Stockholm: European Centre for Disease Prevention and Control and World Health Organization; 2023



Annual number of reporting laboratories,* number of reported isolates and percentage® of isolates reported from

patients in ICUs, Tiirkiye, 2017=-2021

Bacterial species Isnlates Isn:lates labs Isulat#s Labs | Isolates | Isolates Isnlates Isnlates Labs Isolates Isu-lat#s
(n] (n) (n) mrn I[Ll (n) (m) |fr (n) |fromiCU| (n) (m) rurn I{U
(%)

£ coli 69 | 4459 5056 4959 12 4363 4977

K. peumoniae 68 332 36 & | 3833 3 69 4167 28 70 453 3} 66 481 58
P. aeruginosa 6 1605 33 & | M 3 66 W 19 66 | 155 | 2% 65 | 1868 50
Acinetobacterspp. 67 2620 45 6 | 2754 &k 68 2477 42 69 | 30 45 | 64 | 356 83
5. qureus 68 3230 23 | 66 | 3/E 20 69 375 70 36 20 | 66 | 3881 3%
5. pneumaniae 45 135 24 &3 253 12 40 27 16 39 132 7 35 158 9
E. foecalis & 7B %7 & | 1984 | 3 66 | 1976 30 6 | 2135 | 3 | & | 2166 %
£ faecium 65 1585 34 6 | 1669 R 6 1829 27 68 2204 3 65 | 2567 63

Labs: laboratories.

2 Number of laboratories reporting at least one isolate during the specific year. The total number of participating laboratories might be higher.
Isolates with missing information on hospital department are excluded from the calculation, and the percentage of isolates from ICU is presented only if there are
rz0 isolates of which = 70% have data on hospital department. If not, the percentage is presented as not applicable (NA).

Percentage of isolates by patient sex (a) and age group (b), by bacterial species, Tiirkiye, 2021

(a) (b) PR
I Male I Female I Unknown Bl 2064 HEEGs5and over B Unknown

E. coli 4977 E. coli 4977
K. pneumoniae 4 Bg1 K. pneumaoniae 4 Bga
P aeruginosa 1868 P aeruginosa 1868
Acinetobacter spp. 3516 N Acinetobacter spp. 3516
5. gureus 3 881 5. gureus 3 881

5. pneumoniae 158 5. pneumaoniae 158
E. faecalis 2 166 E. faecalis 2 166
E. faecium 2 567 E. faecium 2 567

o 20 :.rI:l 60 80 100 0 20 z;cl 60 80 100
Sex (%) Age category in years (%)

Antimicrobial resistance surveillancein Europe 2023 - 2021 data. Stockholm: European Centre for Disease Prevention and Control and World Health Organization; 2023



Tablo 24. Tiirkiye’de Saghk Hizmeti iliskili Enfeksiyonlarda Antimikrobiyal Diren¢ Oranlari, 2022.

Antimikrobiyal Diren¢ Oranlar PERSENTIL

ANTIMIKROBIYAL DIRENCLI PATOJEN Syt | Etken Sayss | EtkenSayis | Genel (Ortanes)
Ortalama

Vankomisin direncli E.faecium 228(57) 2340 542 23.16 0.00 8.20 20.00 29.79 5221
Vankomisin direncli E faecalis 235(46) 1799 79 4.39 0.00 0.00 0.00 5.73 9.09
MRSA 325(75) 2576 1286 49.92 25.00 32.80 42.86 63.61 81.41
MRKNS 308(41) 2569 2201 85.68 75.00 85.71 90.91 95.45 96.97
E.coli Suslarinda ESBL 410(118) 2583 4360 59.24 26.37 50.00 64.17 77.78 90.91
Klebsiella pneumoniae Suslarinda ESBL 404(197) 6179 8844 69.87 15.45 52.17 80.00 92.00 100.00
Karbapenem direncli Acinetobacter baumannii 368(167) 8161 7523 92.18 81.59 90.69 95.87 100.00 100.00
Karbapenem direncli E.coli 408(108) 4376 750 17.14 0.00 5.88 10.88 25.00 41.50
Karbapenem direncli Kiebsiella pneumoniae 411(190) 10042 6684 66.56 39.85 54.55 70.60 81.99 92.31
Karbapenem direncli Pseudomonas aeruginosa 375(122) 4562 3084 67.60 37.95 55.97 72.47 84.90 95.26
Kolistin direncli Acinefobacter baumannii 352(137) 6357 796 12.52 0.00 2.04 5.56 16.52 34.74
Kolistin direncli Kiebsiella pneumoniae 390(146) 6066 1893 31.21 3.70 13.83 27.27 47.47 67.71

https://hsgm.saglik.gov.tr/depo/birimler/bulasici-hastaliklar-ve-erken-uyari db/Dokumanlar/Raporlar/USHIESA OZET RAPORU_2022.pdf



https://hsgm.saglik.gov.tr/depo/birimler/bulasici-hastaliklar-ve-erken-uyari

Tablo 3. Tiirkiye’de saghk hizmeti iliskili enfeksiyvonlarin enfeksiyon tiiriine gore etken daglinu, 2022.

Mikroorganizmalar E nf;';:; lar Pnémoni vip vio U'SE Ki-iYE KDE SKIi-KDE CAE
Sayi %% Say1 | % Say | %% Sawi | %o Saw1 | % Saw | % Saw | % Saw1 | Ya Saw %

::lft‘::i‘i:':;““‘““f gram () | 57571 | 50.9 | 1699 | 61.0 | 5894 | 68.9 | 1218 | 69.8 | 626 | 38.9 | 3061 | 42.6 | 3524 | 45.0 | 7642 | 45.4 | 1346 | 40.3
Acinetobacter spp 12793 | 23.7 | 809 | 29.0 [ 2968 | 34.7 | 694 | 39.7 | 263 | 16.4 [ 1086 ] 15.1 [ 1705] 21.8 | 3623 | 21.5 | 535 | 16.0
Pseudomonas spp 13785/] 25.5\ 809 | 29.0 [ 2656 | 31.0 | 494 | 283 | 358 | 22.3 | 1954 | 27.2 [ 1692 ] 21.6 | 3696 | 22.0 | 791 | 23.7
Stenotrophomonas spp 683 \\1.3 58 2.1 193 23 24 1.4 4 0.2 12 0.2 82 1.0 251 1.5 13 0.4
Burkholderia spp 93 0.2 1 00 | 15 | 02 4 0.2 1 0.1 3 00 | 16 | 02 41 0.2 3 0.1
Haemophilus spp 20 00 | 11 | 04 5 0.1 0 0.0 0 0.0 0 0.0 1 0.0 1 0.0 0 0.0
Diger non-fermantatif 147 03 | 11 | 04 | 57 | 07 2 0.1 0 0.0 6 01 | 28 | 04 | 30 0.2 4 0.1
gram negatif basiller

https://hsgm.saglik.gov.tr/depo/birimler/bulasici-hastaliklar-ve-erken-uyari-db/Dokumanlar/Raporlar/ETKEN_DAGILIM_VE_DIRENC_2022_RAPOR-v2.pdf



Critical pathogen
antibiotic resistance rates
Minimum 5-6%

Median 36-9%

Maximum 94.0%

Y
Carbapenem and cephalosporin
consumption
Minimum 44-7

Median 540-1

Maximum 2658.9

Allel, Kasim, et al. "Global antimicrobial-resistance drivers: an ecological country-level study at the human-animal interface." The Lancet Planetary Health 7.4 (2023): e291-e303.



Type IV Pili

f
Flagellum \

Secreted Virulence Factors:
+ExoS ExoU
Yanik +ExoT ExoY
Yiksek direnc ve ] PemA PemB

v [ mortalite

Type |l Secretion System

viP
Yiksek mortalite ve
morbitide, yliksek : P. aeruginosa breaking free
MDR orant ﬁ from biofilm to infect further

,’ / areas of lung
Biofilm —,
%w\ Extrapolysacchiride matrix

l_, Damaged

Lokalize primer
enfeksiyonlar, folliktlit,
yesil tirnak sendromu

Respiratory
Kolonizasyon Epithelial Cells
Kronik
inflamasyon \/w

Pseudomonas Yaygin nekrotizan enfeksiyon
aeruginosa Ektima gangrenosum

‘ ‘ Kateter ile iligkili

enfeksiyon Tip 3 sekresyon sistemi
| Biyofilm Quorum sensing
’ Patojenite
\3 ( Koati prognoz, kéti klinik |, zorlu tedavi )
J

Elfadadny, Ahmed, et al. "Antimicrobial resistance of Pseudomonas aeruginosa: navigating clinical impacts, current resistance trends, and innovations in breaking therapies." Frontiers in Microbiology 15 (2024): 1374466.
Reynolds, D., Kollef, M. The Epidemiology and Pathogenesis and Treatment of Pseudomonas aeruginosa Infections: An Update. Drugs 81,2117-2131(2021)
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Dimopoulos, G., Akova, M., Rello, J., & Poulakou, G. (2020). Understanding resistance in Pseudomonas. Intensive Care Medicine, 46, 350-352.



Middle East
(n=91)
7 (8%)

’ 4 (4%)

16 (18%)

USA*
(n=527)

6(1%) 3(1%)

64 (70%)
China
(n=171)
7(4%)  1(1%)  2(1%)

517 (98%) 1(1%) , 3 (2%)

40 (23%)

South and central America
(n=127)

23 (18%) 23 (18%)

N

" 117 (68%)

1(1%)
> b
Australia and Singapore &
(n=56)
39 (31%) 1(2%)
4 (7%) 3 (5%) [ >2 carbapenemase genes
[ blag
‘ B bla,,,
Bl bla
12 (21%) KpC
1 blagpy,
24 (43%) None
Other carbapenemase gene
12 (21%) B blay,,

Reyes, Jinnethe, et al. "Global epidemiology and clinical outcomes of carbapenem-resistant Pseudomonas aeruginosa and associated carbapenemases (POP): a prospective cohort study.” The Lancet Microbe 4.3 (2023): e159-e170.
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CLINICAL

MICROBIOLOGY

AND INFECTION KDAB GSBL  KDPA KDE KDE-  KDE KDE-
nonMBL  nonCP  KPC OXA48  MBL

Yeni antibivotikler

Seftolozane tazobactam v 4 R | =varpa 0% Komplike USE, IAE, VIE, HGP

Seftazidimeavibaktam v b = ® | ema/rDA 075 Komplike USE, IAE, VI, HGP / EMA 177 Gram ()¢
Meropenem- x &b x FDA Uﬁ Komplike USE

vaborbaktam L EMA ' Komplike USE, VIP, HGP, Gram [-) 7~

Imipenem. FDA (7 Komplike USE, IAE

cilastatin/relebactam x EMA VIP, HGP, Kan DolaSimi Enfeksiyonlary, Gram (-) N
ciastatin/relebactam 3

dbe= | FDA 15 Komplike USE, EMA (V)

S RS BE R R
KKK KKK
OS]

3
v '
4
o e x
v v
Eravacycline X v v v EMA/FDA [I'7 Komplike IAE
Sefiderokol v Vv v v FDAD Y Komplike USE, HGP, VIP, EMA [} Gram () <7
Eski antibivetikler
Polimiksinler v v v/ v
Aminoelikoritler [E]I:I [E]: [E]I:I [E]: [E]III [E]l:l [E]I:I
Fosfomisin 1v K \/ [E]: [E]: [E]I:I [E]: [E]I:I
Aztreonam % K dh = X ) 4 )4 op =
Temosilin
T X v % X |=r=| % X




Pseudomonas Aeruginosa



Clinical Infectious Diseases

I
BIDSA

Infectious Diseases Society of America 2023 Guidance on
the Treatment of Antimicrobial Resistant Gram-Negative
Infections

Clinical Microbiology and Infection 28 (2022) 521547

Contents lists available at ScienceDirect C M I

CLINICAL

Clinical Microbiology and Infection MICROBIOLOGY
AND INFECTION

LEESCMID o7

journal homepage: www.clinicalmicrobiclogyandinfection.com

Guidelines

European Society of Clinical Microbiology and Infectious Diseases
(ESCMID) guidelines for the treatment of infections caused by
multidrug-resistant Gram-negative bacilli (endorsed by European
society of intensive care medicine)



Clinical Infectious Diseases iy Ay
IDSA GUIDELINES .P“I.I)b\u America

« Cok ilaca direncli (MDR) PSA

- Pseudomonas aeruginosa genel olarak duyarli olmasi beklenen 5 ila¢ sinifindan (penisilin, sefalosporin,
florokinolon, aminoglikozid, karbapenem) 3’lindeki en az 1 ajana diren¢ olmasi

- 2018 'denitibaren Multidrug-resistant P. aeruginosa MDR yerine
DTR “difficult-to-treat”

— Piperasilin-tazobaktam, seftazidim, sefepim, aztreonam,meropenem, imipenem-silastatin,
siprofloksasin, ve levofloksasin direncli
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- Karbapanem digi B-laktam ajanlar

— Eger duyarli ise
Piperasilin-tazobaktam, Seftazidim, Sefepim, aztreonam tercih edilmeli

(karbapenemlerden 6nce)

— Karbapenem direncli fakat diger B-laktam ajanlara duyarli ise

Yiksek doz ve uzun infizyon , ktltdr duyarlilik test tekrar

Kaynak kontroli olmayan kritik hastalarda ise ; Seftolozane-tazobaktam, Seftazidim-avibaktam,
imipenem-silastatin-relebaktam gibi yeni ajanlarin kullanilmasi uygun



Clinical Infectious Diseases iy Ay
IDSA GUIDELINES .P“I.I)b\u America

. Sistit (Komplike olmayan) - Piyelonefrit ve Komplike Uriner Sistem

- Seftolozane-tazobaktam, - Seftolozane-tazobaktam,

_ Seftazidime-avibaktam, — Seftazidime-avibaktam,

_ imipenem- cilastatin-relebaktam, - Imipenem- Silastatin-relebaktam,
— Sefiderokol — Sefiderokol
Alternatif

Amikasin (tek doz)
Tobramisin (tek doz)

Kolistin ?



Clinical Infectious Diseases

3 Y

it

<5

- Uriner Sistem Disi Enfeksiyonlar
— Seftolozane-tazobaktam,
— Seftazidime-avibaktam,
— Imipenem-silastatin-relebactam

— Sefiderokol (Alternatif)

- MLB +
— Sefiderokol

- Kombinasyon tedavisi ?
— Yeni B-laktam duyarli ise kombinasyon dnerilmemekte*
— Diren¢ mevcut ise tobramisin ile kombinasyon (MIC degerine gére tercih)

— Tobramisin direncli ise polimiksin B énerilmekte (Uriner sistem disi)



CMi

CLINICAL
MICROBIOLOGY
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|

& ESCMID

Karbapenem-direncli Pseudomonas aeruginosa (KDPA)
Tedavi segiminde 6neriler

Agir hastalarda DTR PA eger duyarli ise, Seftolozane-tazobaktam
imipenem relebaktam/ Sefiderokol/ Seftazidim-Avibaktam icin kanit yetersiz

Agir olmayan ve dusuk riskli hastalar icin enfeksiyon kaynagi ve klinik 6zellikler
degerlendirilerek eski antibiyotikler kullanilabilir

Karbapenem-direngli Pseudomonas aeruginosa (KDPA)
Kombinasyon tedavisi igin éneriler

Seftazidime-avibaktam and Seftolozane-tazobaktam) veya Sefiderokol icin yetersiz
kanit

Agir ve yiksek riskli hastalarda in vitro iki aktif ajanla kombinasyon
(polimiksin, aminoglikozit, fosfomisin)

Agir olmayan ve dusuk riskli hastalar icin enfeksiyon kaynagi ve klinik
dzellikler degerlendirilerek monoterapi Onerisi

Duasuk

Uzman gorusu

Oneri yok

Cok dusuk

Uzman gorusu
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Sl B e—
AND INFECTION KDAB GSBL KDPA KDE KDE- KDE- KDE-
ponMBL ) nenCP  KPC OXA48  MBL
Yeni antibivotiller ~—
Seftolozag@tazobactam x \/ \/ x x x x EMA/FDA Dﬂ,—;’ Komplike USE, IAE, VIP, HGP
Seftazidim-avibaktam ® v v dhe | v ® | emarpA 079 Komplike USE, IAE, VIB, HGP/ EMA 0[5 Gram 1)<y

FDA Komplike USE

EMA Komplike USE, VIP, HGP, Gram (-) Y~

FDA Komplike USE, IAE

EMA VIP, HGP, Kan DelaSimi Enfeksiyonlars, Gram [-) C_T_>

FDA [’ Komplike USE, EMA ()

EMA/FDA I Komplike IAE

FDAD' 7 Komplike USE, HGP, ViP, EMA 0’ Gram (-) Y7

Eski antibivotikler

Polimiksinles v | V| v v | V|V |V
Aminoglikozitler gp|dbhea| db = [gp = | dhe gh = qp £
Feofomisin ¥ ® |V |or= |p= 9P |qp = |qpe




Colistin alone versus colistin plus meropenem for treatment W ®)
of severe infections caused by carbapenem-resistant
Gram-negative bacteria: an open-label, randomised

controlled trial

CroszMark

Mical Paul, George L Daikos, Emanuele Durante-Mangoni, Dafna Yahav, Yehuda Carmeli, Yael Dishon Benattar, Anna Skiada, Roberto Andini,
Noa Eliakim-Raz, Amir Nutman, Oren Zusman, Anastasia Antoniadou, Pia Clara Pafundi, Amos Adler, Yaakov Dickstein, loannis Pavleas,
Rosa Zampino, Vered Daitch, Roni Bitterman, Hiba Zayyad, Fidi Koppel, Inbar Levi, Tanya Babich, Lena E Friberg, Johan W Mouton,

Ursula Theuretzbacher, Leonard Leibovici

Randomize kontrolli calisma

(2013-2016)

Cok merkezli

(Israil-Yunanistan-italya, alti hastane)
Pseudomonas spp. 21 hasta !

Kolistin vs kolistin+tmeropenem (3x2 gr, 3 saat inf.)

14 ve 28 gunluk mortalite

Klinik basarisizlik ?

Infection characteristics and treatment

Acquisition of infection in the intensive
care unit

Pathogen
Acinetobacter bavmannii
Entercbacteriacaeae
Psevdomonasfother
Meropenem MIC distribution
=8 mg/L
8 mg/L
=2 to <8 mgfL
Type of infection

Bacteraemia

Ventilator-associated or hospital-acquired
pneumonia

Probable ventilator-associated pneumonia

Urinary tract infection

77 (39%)

151 (76%)
34 (17%)
13 (7%)

n=142

137 (97%)

1(2%)
4(3%)

76 (38%)
97 (49%)

11 (6%)
14 (7%)

71(34%)

161 (77%)
39 (19%)
8 (4%)
n=148
144 (97%)
2 (1%)
2 (1%)

97 (47%)
85 (41%)

14 (7%)
12 (6%)



Colistin alone versus colistin plus meropenem for treatment @ ®
of severe infections caused by carbapenem-resistant
Gram-negative bacteria: an open-label, randomised

controlled trial

Mical Paul, George L Daikos, Emanuele Durante-Mangoni, Dafna Yahav, Yehuda Carmeli, Yael Dishon Benattar, Anna Skiada, Roberto Andini,
Noa Eliakim-Raz, Amir Nutman, Oren Zusman, Anastasia Antoniadou, Pia Clara Pafundi, Amos Adler, Yaakov Dickstein, loannis Pavleas,
Rosa Zampino, Vered Daitch, Roni Bitterman, Hiba Zayyad, Fidi Koppel, Inbar Levi, Tanya Babich, Lena E Friberg, Johan W Mouton,

Ursula Theuretzbacher, Leonard Leibovici

Colistin Colistin Risk ratio (95%Cl) pwvalue
and meropenem for outcome with
combination

Main pathogen

n 198 208

Clinical failure
Acinetobacter baumannii 125 (83%), n=151 130 (81%), n=161 097 (0-87-1-09) 0-643
Enterobacteriaceaet 23 (68%), n=34 18 (46%), n=39 078 (0-54-1-13) 0185
Pseudomonas 8 (62%), n=13 4(50%), n=8 0-81(0-36-1.84) 0673
or others§

28-day mortality
A baumannii 70 (46%), n=151 84 (52%), n=161 1.11 (0-87-1-41) 0-404
Enterobacteriaceae 12 (35%), n=34 8 (21%), n=39 062 (0-29-1-36) 0235
Pseudomonas or others 4(31), n=13 2(25%), n=8 0-81(0-19-3-47) 1-0

14-day mortality
A baurnannii 54 (36%), n=151 62(39%),n=161  1.11(0-82-1.52) 0-495
Enterobacteriaceae 6 (18%), n=34 6 (15%), n=39 090(0:32-251) 0838
Psevdomonas or others 4(31%), n=13 2(25%), n=8 0-81 (0-19-3-47) 1-0

Infection characteristics and treatment

Acquisition of infection in the intensive 77 (39%)
care unit
Pathogen
Acinetobacter bavmannii 151 (76%)
Entercbacteriacaeae 34 (17%)
Pseudomonas/other 13 (7%)
Meropenem MIC distribution n=142
=8 mgfL 137 (97%)
8 mg/L 1(2%)
=2 to<Bmg/L 4(3%)
Type of infection
Bacteraemia 76 (38%)
Ventilator-associated or hospital-acquired 97 (49%)

prneumonia
Probable ventilator-associated pneumonia 11 (6%)

Urinary tract infection 14 (7%)

71(34%])

161 (77%)
39 (19%)
8 (4%)
n=148
144 (97%)
2 (1%)
2(1%)

97 (47%)
85 (41%)

14 (7%)
12 (6%)



(NEJM
Published in final edited form as: EVI d e nce
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Colistin Monotherapy versus Combination Therapy for
Carbapenem-Resistant Organisms

Keith S. Kaye, M.D., M.P.H.!, Dror Marchaim, M.D.2, Visanu Thamlikitkul, M.D.3, Yehuda
Carmeli. M.D.%. Chena-Hsun Chiu. M.D.. Ph.D.>. Georae Daikos. M.D.%. Sorabh Dhar. M.D.”.

Randomize kontrolli

2012-2020 yillari arasinda

ABD, Taiwan, Tayland, israil, Yunanistan, italya, Bulgaristan
Kolistin vs Kolistin + Meropenem

28 giin mortalite

Klinik yanitsiz
Mikrobiyolojik basari ?



Table 4. Secondary Outcomes.*

Outcome

Climical failureg

Owerall
Death by 7 days’ posttreatment
Meed for rescue therapy
Discontinue due to adverse event
BSI =5 days§
Ouygenation failurey

Prieumaoniz

Bloodstream infection

Acinetobacter baumannii

CRE

Pseudomonas aeruginosa

Microbiologic cure||

Colistin plus Placebo

119/184 (65)
52184 (28)
44/184 (24)
12/184 (7)

4459 (7)
72123 (59)
96/132 (73)

2352 (44)
95140 (68)
18/32 (56)
12/20 (60)

Colistin plus Meropenem

110/190 (58)
39/190 (21)
42/190 (22)
21190 (11)

2/67 (3)
53/117 (46)
87/134 (65)

2356 (41)
BE[146 (60)
16/33 (48)
11/19 (58)

Difference (95% C1}§ or P Value

6.8 (-3.1 to 16.6)
7.7 (0.9 to 16.4)
L8 (6.7 to 10.3)
—45 (-10.2 to 1.2)
38 (-3.8 to 11.4)
12.9 (0.3-25.4)
7.8 (-3.3 1o 18.9)
3.2 (-15.5 to 21.8)
7.6 (<35 to 18.7)
7.8 (-16.4 to 32.0)
2.1 (-28.8 to 33.0)

lﬂ"—L'_'
1
054 —|I_'_|—'L ~y Combination therapy
E 0.6+
- Maonotherapy
£
3 04
0324
0.0 T T T T T T
0 5 10 15 20 5 30
Drays of Follow-up
Moa. at risk
Monatherapy 213 173 149 135 126 121 B
Combination therapgy 210 182 171 153 143 133 5

Overall 106/163 (65) 103/171 (60) 4.3 (5.6 to 15.2)
Pneumonia 59/114 (52) 48/115 (42) 10.0 {-2.8 to 22.9)
Bsl 47/49 (96) 55/56 (98) -23 (-8.8 to 4.2)
A. baumannii 76/121 (63) 74130 (57) 49 (-7.2 to 17.0)
CRE 23/29 (79) 24/32 (75) 43 (-16.7 to 25.3)
P. aeruginosa 919 (47) 6/17 (35) 12.1 {-15.9 to 44.0)
Adverse events of interest
Acute kidney injury** 88/170 (52) 85/174 (49) 0.55
Risk 36/169 (21) 30/174 (17)
Injury 31/169 (18) 29/174 (17)
Failure 21/169 (12) 26/174 (15)
Hypersensitivity reactiont 3229 (1) 7/227 (3) 0.22
Neurotoxicityft 11/229 (5) 5/227 (2) 0.29
Seizures{} 3229 (1) 3/227 (1) 1.00
Table 3. Twenty-Eight-Day Mortality.*
Cause of Mortality Colistin plus Placebo Colistin plus Meropenem Difference (35% CI)§ P Value
Overall 92/213 (43) 77/210 (37) 6.5 (-2.8 to 15.8) 0.17
Pneumonia 69/152 (45) 59/145 {40) 5.0 (6.2 to 16.2)
BSI 2361 (38) 18/64 (28) 9.6 (—6.8 to 26.0)
Acinetobacter baumannii 76/165 (46) 69/164 (42) 4.0 (-6.7 to 14.7)
CRE 11/34 (32) 8/35 (17) 15.2 (4.9 to 35.3)
Pseudomonas seruginosa 10423 [43) 5/20 (25) 18.5 (9.3 to 46.2)




Active monotherapy and combination therapy for extensively
drug-resistant Pseudomonas aeruginosa pneumonia

Thana Khawcharoenporn®*, Alan Chuncharunee® Chailat Maluangnon?,
Thitiporn Taweesakulvashra®, Pimsiri Tiamsak”

4 Division of Infectious Diseases, Faculty of Medicine, Thammasat University, Pathumthani, Thailand
b Thammasat University Hospital, Pathumthani, Thailand

Retrospektif, 2011-2016 yillari arasinda

136 hasta

inaktif tedavi, aktif monoterapi ve aktif iki ilach kombinasyon tedavisi karsilastirma
Sag kalim 14 ve 28 glinler

Mikrobiyolojik basari ?

Active monotherapy (n=74) Active combined two-drug therapy (n=40) Inactive therapy (n=22)

Colistin and non-active carbapenem (n=40; 54%) Colistin and fosfomycin (n=22; 55%) Piperacillin-tazobactam (n=10; 46%)

Colistin alone (n=22; 30%) Doripenem® and fosfomycin (n=12; 30%) Mon-active carbapenems (n=10; 46%)

Colistin and non-active fosfomycin (n=6; 8%) Colistin and doripenem® (n=6; 15%) Non-active fosfomycin and non-active carbapenems (n=2; 9%)

Fosfomycin and non-active carbapenem (n=4; 5%)
Doripenem® and non-active fosfomycin (n=2; 3%)
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P

Variables All Active Active combined Inactive P-value®
(n=136) monotherapy(n=74) two-drug therapy(n=40) therapy(n=22)
Treatment characteristics
Time to receipt of the active therapy” 72 72 (48-96) 60 (48-120) - 0.30
(h, median, IQR) (48-96)
Infectious diseases consultation 98 (72) 58 (78) 40 (100) 0 (0) <0.001
Colistin use 92 (68) 66 (89) 26 (65) 0 (0) <0.001
Intravenous colistin 54/92 38/66 (58) 1626 (61) - 0.73¢
(59)
Nebulized colistin 38/92 2866 (42) 10/26 (39) - <0.001
(41)
Outcomes
Survival at 28 days
All pneumonia 74 (54) 38 (51) 36 (90) 0 (0) <0.001
HAP 42/86 18/42 (43) 24/26 (92) 0/18 (0) 0.007
(49)
VAP 32/50 20/32 (63) 12/14 (86) 0/4 (0) <0.001
(64)
Survival at 14 days 86 (68) 48 (65) 36 (90) 2(9) <0.001
Mean survival time by log rank test (days)
All pneumonia 20 20 26 8 <0.001
HAP 19 19 27 3 0.001
VAP 21 22 25 3 <0.001
Microbiological cure at the end of 76 (56) 40 (54) 36 (90 0 (0) 0.11
therapy
Adverse reaction
Nephrotoxicity 16 (12) 12 (16) 4 (10) 0(0) 0.09
Diarrhoea 2(2) 0 (D) 2(5) 0 (0) <0.001
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Nanopartikiiler

Qin, S., Xiao, W., Zhou, C. et al. Pseudomonas aeruginosa: pathogenesis, virulence factors, antibiotic resistance, interaction with host, technology advances and emerging therapeutics. Sig Transduct Target Ther 7, 199 (2022). https://doi.org/10.1038/s41392-022-01056-1



A.1. Products by type

A.2. No. of non traditional
products by category

Antibiotics  gacteriophages and p.. _4
5 (38%)
Miscellaneous - 2

Immunomodulating ag.. . 1

A.3. Products by pathogen category and phase

Pathogen category Phase | Phasell Phase Il Total

Priority pathogens

Mon-tradition
8 (62%)

Pathogenc.. Product type Product name

Priority MRX-8

pathogens QPX7728 + QPXZ2014
SPR-206

Taniborbactam + cefepime
Zidebactam + cefepime

"Bacteriophage”
AP-PADZ

Bx004-4

Ftortiazinon + cefepime
Cligoi

Rhu-pGSH

TRL1DEE

YPT-01

Antibodies . 1
0

4 Total 5

Antibacterial class

Polymyxin

Boronate-BLI + undisclosed

Polymyxin

Boronate BLI + B-lactam (cephalosporin)
DBO-BLI/ PEPZ binder + cephalosporin

Bacteriophage

Bacteriophage

Bacteriophage

Type |l zecretion zyztem inhibition + cefepime
Alginate oligozaccharide (G-block) fragment
Fecombinant hurman plazma gelsolin protein
Antibody

Bacteriophage

© World Health Organization 2022 | Source : Global Observatory on Health R&D
(https://www.who.int/observatories/global-observatory-on-health-research-and-development)
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Phase |
Phase |
Phase |

Phase |

Fhasze |
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ORIGINAL ARTICLE

Cefepime-Taniborbactam Meropenem

2.5 gevery 8 hr 1gevery 8 hr

Cefepime—Taniborbactam in Complicated
Urinary Tract Infection

Florian M. Wagenlehner, M.D., Leanne B. Gasink, M.D., Paul C. McGovern, M.D.,
Greg Moeck, Ph.D., Patrick McLeroth, M.D., MaryBeth Dorr, Ph.D.,
Aaron Dane, M.Sc., and Tim Henkel, M.D., Ph.D., for the CERTAIN-1 Study Team*

Table 3. Composite, Microbiologic, and Clinical Success at Test of Cure, According to Pathogen (Microbiologic

Intention-to-Treat Population).*

Baseline Pathogen and Outcome

Microbiologic success

Cefepime-Taniborbactam

Meropenem

no. ftotal no. of patients (%)

Composite Success at Test-of-Cure Visit
Difference, 12.6 percentage points (95% Cl, 3.1-22.2)

100
Enterobacterales species or category 224/281 (80) 91/137 (66) 00 |
E. cloacae complex 11/14 (79) 1/3 (33) 80 |
E. coli 163,202 (81) 67/99 (68) £ 20 LA
K. pneumoniae 27/40 (68) 14/20 (70) -}:" 60 | 207/233
P. mirabilis 9/10 (90) 4/10 (40) :5, 50 83/143
Cefepime-resistant 50/66 (76) 18/30 (60) %P 40 |
ESBL-producing 57/76 (75) 25/40 (62) g 30
Multidrug-resistant 71/100 (71) 38/55 (69) * 204
P. aeruginosa 5/12 (42)7 4/6 (67) 10
Clinical success

Enterobacterales species or category

241/281 (86)

111/137 (81)

E. cloacae complex 14/14 (100) 3/3 (100)
E. coli 177/202 (88) 80/99 (81)
K. pneumoniae 29/40 (72) 14/20 (70)
P. mirabilis 9/10 (90) 9/10 (90)
Cefepime-resistant 54/66 (82) 25/30 (83)
ESBL-producing 64/76 (84) 32/40 (80)
Multidrug-resistant 87/100 (87) 46/55 (84)
P. aeruginosa 10/12 (83) 5/6 (83)

Cefepime-Taniborbactam

Meropenem



Clinical Trial  » JAMA. 2022 Oct 4;328(13):1304-1314. doi: 10.1001/jama.2022.17034.

Effect of Cefepime/Enmetazobactam vs
Piperacillin/Tazobactam on Clinical Cure and
Microbiological Eradication in Patients With
Complicated Urinary Tract Infection or Acute
Pyelonephritis: A Randomized Clinical Trial

Keith S Kaye 1, Adam Belley 2, Philip Barth ¢, Omar Lahlou Z, Philipp Knechtle 3, Paola Motta 4,

Patrick Velicitat 2

POPULATION ’

573 Women
468 Men

Adults >18 years with a clinical
diagnosis of complicated UTI or
acute pyelonephritis caused by
gram-negative urinary pathogens

Mean age: 54.7 years
LOCATIONS

90

Sites worldwide

INTERVENTION

r 1041 patients randomized

520
Cefepime/
enmetazobactam
Cefepime, 2 g/enmetazobactam,

0.5 g, given by 2-hour infusion
every 8 hours for 7 days

PRIMARY OUTCOMES

3
1034 Patients analyzed l"

521 '

Piperacillin/
tazobactam

Piperacillin, 4 g/tazobactam,
0.5 g, given by 2-hour infusion
every 8 hours for 7 days

Proportion of patients in the primary analysis set who achieved
overall treatment success, defined as clinical cure combined with
microbiological eradication (<103 CFU/mL in urine) of infection

Cefepime/
enmetazobactam
273 of 345 patients

79.1%

Piperacillin/
tazobactam
196 of 333 patients

58.9%

The results were significant:

Between-group difference, 21.2%
(95% Cl, 14.3% t0 27.9%

No. (%)

Cefepime/ Piperacillin/

enmetazobactam tazobactam Treatment difference, %
Response at visit (n = 345) (n=333) (95% CI)y®
Day 14*
Overall success® 273(79.1) 196 (58.9) 21.2(14.3t0 27.9)
Clinical cure 319(92.5) 296 (88.9) 3.5(-1.0to 8.0)
Microbiological eradication 286 (82.9) 216 (64.9) 19.0(12.3 to 25.4)
Day 3 of treatment
Owerall success 318(92.2) 293 (88.0) 4.1(-0.6to8.9)
Clinical cure 18(5.2) 16 (4.8) 0.5(-3.1to4.0)
Improvement” 317(91.9) 302 (90.7) Not determined
Microbiological eradication 323(93.6) 299 (89.8) 38(-06to8.3)
End of treatment
Owverall success 318(92.2) 311(93.4) -1.3(-5.3t02.9)
Clinical cure 323(93.6) 315(94.6) -1.1(-4.8t02.7)
Microbiological eradication 332(96.2) 322(96.7) -0.7 (-3.7 to 2.5)
Day 21°
Overall success 236 (68.4) 196 (58.9) 10.7 (3.4to 17.8)
Clinical cure 299 (86.7) 279(83.8) 2.8(-2.7to8.3)

Microbiological eradication 258(74.8) 221(66.4)

9.5 (2.6to 16.3)




Dubey et al. Annals of Clinical Micrabiology and Antimicrobials (2023) 22:55 Annals of Clinical Microbiobgy
httpsy//doi.org/10.1186/512941-02 3-00606~x .. R
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BRIEFREPORT  OpenAccess ©—60-0'¢ @ U/;’: @
Compassionate use of a novel B-lactam £ LTy ey
enhancer-based investigational antibiotic g
cefepime/zidebactam (WCK 5222) for the

treatment of extensively-drug-resistant NDM- [ e FOS: Fostornycin

expressing Pseudomonas aeruginosa infection m

in an intra-abdominal infection-induced
WCK 5222

sepsis patient: a case report

European Journal of Clinical Microbiology & Infectious Diseases
httpsyfdoiLong 1 0.1007/510096-024-04791-1

BRIEF REPORT

Successful treatment of sino-pulmonary infection & skull base
osteomyelitis caused by New Delhi metallo-B-lactamase-producing
Pseudomonas aeruginosa in a renal transplant recipient by using an
investigational antibiotic cefepime/zidebactam (WCK 5222)

Rajeev Soman'- - Rasika Sirsat® - Ayesha Sunavala® - Neha Punatar’ - Jugal Mehta® - Camilla Rodrigues® -
Balaji Veeraraghavan®
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Modifiable Risk Factors for the Emergence of Ceftolozane-
tazobactam Resistance

Pranita D. Tamma,' Stephan Beisken,? Yehudit Bergmanf’ Andreas E. Posch,” Edina Avdic,” Sima L. Sharara,® Sara E. Cnsgrnve,’ and Patricia J. Simner

Increase in TOLTAZ MIC

Mo Increase in TOLTAZ MIC

8

ariable {meg/mL) (n = 14, 50%) {mcg/mL) (n = 14, 50%) Pualue
Demographics
Age in years (median, IQR) 56 (40-65) 56 (48-60) .85
Female 5 (36%) 3(21%) 40
Weight in kilograms (median, I1QR) 62 (56=79) 62 (56=~7E6) a7
Renal replacement therapy 4 (299%) 1 {79%%) 14
Underlying medical condition
Cystic fibrosis 2(14%) 1{7%) 54
Chronic ventilator dependence 3 (F19%) 4 (29%) 66
Burn 1(7%) 1({7%) a9
Active immunosuppressive therapy B(57%) 5 (36%) 26
Complex cardiovascular dizsease with 3 (21%) 1 {79%%) 28
foreign matenal®
Site of infection
Pneumonia 9 (B4%) 10 (71%) 69
Bacteremia 4 (29%) 11(7%) 14
Intra-abdorminal infection 1 (7%} 321%) .28
Treatment data
3 grams |V every B hours of TOLTAZ 12 (B6% 14 (100%) 14
1.5 grams IV every B hours of TOL-TAZ 2 . 0 14
1-hour TOLTAZ infusicn 14 (100%) 10 (71%) 04
3-hour TOL-TAZ infusicn 0 4(29%) .04
Dwration of TOL-TAZ therapy 15 (B=22) B.5 (6-14) 32
Combination therapy for > 48 hours 6 (439%) 4 (29%) 43
Mo =source control® 4 (29%) 0 .04
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BRIEF REPORT D4 VRE D10 P-3614 D24 P-3615/3616
Culture and VRE
. Day
Evolution of Cefiderocol Non- 1 10 20 30 40
. e . . Daptomyecin
Susceptibility in Pseudomonas e T Polymyxin®
P Y
. - . - Thint inezoli Aztreonam efiderocol Aztreonam
aeruginosa in a Patient Without Antibiotic e ————
Previous Exposure to the Antibiotic . o
Ana Paula Streling,'*" Mohanad M. Al Obaidi,**" William D. Lainhart,3** Miaafbogin |
Tirdad Zangeneh,?** Ayesha Khan,"*’ An Q. Dinh,"*® Blake Hanson,"**
Cesar A. Arias,"”*%'" and William R. Miller'®
e | Antimicrobial Agents )
P SOCIETY FOR
nwamooa | aNd Chemotherapy et

Antimicrobial Chemotherapy | Short Form

Emergence of cefiderocol resistance during ceftazidime/
avibactam treatment caused by a large genomic deletion,
including ampD and piuCD genes, in Pseudomonas aeruginosa

Maria A. Gomis-Font,' Maria A. Clari,” Carla Lépez-Causapé,' David Navarro,” Antonio Oliver’



Prevalence of in vitro synergistic antibiotic interaction between
fosfomycin and nonsusceptible antimicrobials in carbapenem-
resistant Pseudomonas aeruginosa

Li i i i - : 124 [16.15.5%) ~'735'=| i ’
indsay M. Avery', Christina A. Sutherland' and David P. Nicolau g
. E [:2{?.1.:.!;%]1 i :_;ﬁ';“: eoeoe
Invitro calisma 5
Karbapenem direncli PSA izolatlarinda T:_; (a2 (51 9] -I}'Es: g
Fosfomisinin sinerjistik etkinligi ? - :
'-E % [4[5;:_3%”
153 izolat -
Sinerji en sik i (7 (50.0%) 5
Seftazidim (42/81, 51.9%) Seftolozane/tazobaktam (7/14, 50.0%) fl N __5 —
£ lowa ::;;.-::Jﬁ.j H |‘§ i
Restoration of susceptibility ! 2 b | T el
Fosfomisin ile kombinasyonu sonrasi duyarlilikta diizelme 08 | ﬂ L
10 (%71.4) fosfomisin—Seftolozane/tazobaktam Basoa) |5
11 (%68.8) fosfomisin—Seftazidime/avibaktam — Mo
Meropenem 21/153 (%13-7) 0.0 u.-s 10 1.5 20 25 3.0

Fractional inhibitory concentration index
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Case Report

Azithromycin: An Underappreciated Quinolone-Sparing Oral

Treatment for Pseudomonas aeruginosa Infections

Erlinda R. Ulloa 13*© and George S5akoulas 34

. v . .o . Case 1 Case 2 Case 3

P. aeruginosa bagh otolaringolojik enfeksiyonlar Antiblotic T "=
(mg/L) P (mg/L) i (mg/L) i
.. Amikacin =32 4 - - - -
Ug¢ olgu ; Eksternal Otit ve Kronik Sintzit Aztreonam >16 R = . = .
Cefepime =16 R <2 S 8 S
Cefidericol ] 1 - - -
Ceftazidime =16 R <1 5 4 5
H HS ¥ Ceftazidime /favibactam =16 R - - -
AZItromISIn Soomg /gun Ceftolozane /tazobactam >B E - - - -
Ciprofloxacin >2 R <025 5 =2 R
Delafloxacin 2 R - - - -
. . . Colistin 2 I - - - -
3-8 hafta siire ile tedavi Eravacycline 3 ND) : i i i
Gentamicin =8 R <2 5 =5 R
Imipenem =16/4 R - - =8 R
. . Levofloxacin =4 R <0.50 5 =4 R
Klinik basari ! Meropenem > R <1 5 2 s
Meropenem /vaborbactam >16/8 R - - - -
Piperacillin/tazobactam =hd R <8 5 <8 5
Tobramycin =B R <2 5 <2 5




Review

Bacteriophage—Antibiotic Combination Therapy against
Pseudomonas aeruginosa

Guillermo Santamaria-Corral 1, Abrar Senhaji-Kacha L2 Antonio Broncano-Lavado 1, Jaime Esteban 1.2,
and Meritxell Garcia-Quintanilla 2

Disease

Bacteria

Phage Therapy Antibiotic Combination Crufcome Reference
Prosthetic joint infection (1) . erugincsa Three-phage cocktail (10° FFU fmL) P '“Fa:;]if:ﬂhh Akturk, E;
. 3 Pandrug-resistant Persomalized three-phage cockéail IV Cefiderocnl Favorable to patient after o
Catheter-celuied hactensruis P eruginosa (10° PFU/mL) IV 3 h for 21 days 2 weeks later IV Colistin 21 months follow-up Thhilxichviki, T.
athet | : - : Phage cocktail (107 FFU/mL) by direct Ciolistim (localy Favorable, with no bacterial . .
Cathe ded ha - - aerug ADR conitact with the infected bone for d h IV Ceftolozane/ Tazobactam growth and rapid healing of bone Lin, Y.;
- e e - Controlled the bloodstream
Liver infection P aeruginosa XDR IV BFC1 cocktail (107 PFU/mL) v Tﬂhh"'}m':'“‘ Cioligtin infection, and retransplantation Van Nieuwenhuyse, B.
was pussible after 72 days
. Ciprofloscacin and
- : . IV AB-FAQT (10° PFU fmlL) e Cafora, M; T No P deruginoss recurrence or :
Cystic fibrosis F. aevarginesa MIDE for B weeks F'ipremr:hn—h.ulbr.lzm for CFe batinn Duplessis, C
3 weeks; added Doripenem
1) Nebulized AB-PADI (10° PFU fmL)
, for 2 ek Piperaciclin-Tazobactam M active P asruginoa prisuwmenia
Feumani ¥ aerugumesa MOR 7) AB-PADT-m] and Navy-1 and Colistin after 3 months Cafora, M;
cocktail (107 FFU fmL)
. . Inhabed Ciolistin . - ,
Recurrent infections , . ) . Mo additional @ derugmosa
posbiranplant P. arvuginesan MDE IV AB-FAD for 4 weeks (10° FFU fmL) Piperaciclin-Tazobactam from - i Cafora, M.
day 60 to 90
Fersonalized two-phage cocktail I - .
Carbapenem-resistant preparations (10° FFU/mlL)L o Amllka.rm. ‘ﬁ'ﬂ-':;n‘?‘m Clearance of the pathagen and Fertv. T -
IS P aerugimosa Mebulized admindstration amnd l: ['I:azm clinical improvement ¥,
intrapleural for 24 days = Hes m
Graft infection, bacteremia P eruginoss OMED (107 FFU fmL) Ceftazidime General clinical improvement Ferry, T;
. . . PAS and PATD IV CaftaridimeAv-ibactam The wound mpl-e-lel:..‘ healed, i w
Woniid Snfexslicen s {104 PFLI fmL) and Colistin with ne I deruginosa detection Ferry, I.;
, , Local application of BFC 1.10 {107 . , , . -
Helapsing bacteremia . asvarginosa MDE a]:;!;J'I.I.I"rnL} cocktail IV CeftaridimeAvibactam Bacterial eradication Racenis, K.
3 , Local application (108 PFU fmL) IV Calistin, Meropenem, . , . N
Bactersmia F. arrargemosa MDR |:|.|.1.ri.|1.5 surgery every § h far 5 d.a_'!.'s and Ceftazidime Moy Y eTurgninosa debection Law, N.:




HOST-ASSOCIATED MICROBIAL COMMUNITIES
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Cooperativity between Stenotrophomonas maltophilia and
Pseudomonas aeruginosa during Polymicrobial Airway
Infections

Melissa S. McDaniel,2-® Trenton Schoeb,© W. Edward Swordsa®

A. Bacterial Burden (Lung) B. Bacterial Burden (BALF)
110 - . . . | 51[_.1!. -
— . . Control Control

o 104 + B — B & 104 M 5. maltophilia K279a

é ol RE. - M Dual (S. maltophilia K279a) % 8] B Dual (S. maltophilia K279a)
4 - 1 w B :“T‘;fm“ bl "UH;ME“ o I P, aeruginosa mPADB3

o 10% i . ual (P. aeruginosa m ) 5 104 Dual (P aeruginosa mPA0B31)

S 103 =& LOD
Hours Post Infection Hours Post Infection

C. CFU correlation (Lung) D.  CFU correlation (BALF)
= 10- = B
T g T 7
{'-'u-j' LE g E"
g 7 g 5
2 6 2 = 0,8822 2 ;: y
S 5 : =] - r? =0.8516
= P <0.0001 < 29 - P < 0.0001
T 4 slope = 1.050 & 44 = 1.083

E E . slope =1,

3 4 5 6 T 8 9 10 0 1 2 3 4 5 6 7 8

K279a log(CFU) K279a log(CFU)



Stenotrophomonas maltophilia
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IDSA GUIDELINES

Biyofilm Uretmesi ve virtlans faktorleri nedeniyle altta yatan akciger hastaligi

olanlar ve hematolojik malignitesi olanlarda enfeksiyon riski !

Kolonizasyon / hastalik ??

Beta laktam direnci !!

Polimiksinler icin tanimlanmis CLSI duyarlilik kriteri yok , polimiksin altinda tam

olmayan bakteri cogalmasi mevcut , heterorezistans ??

Tedavide polimiksinler dnerilmemekte
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Tedavide genel yaklasim ;

* TMP-SMX, minosiklin/tigesiklin, sefiderokol, levofloksasin ajanlarindan ikisini
kombine et

va da

 Seftazidim-avibaktam +aztreonam (diger ajanlarla yan etki var veya belirgin klinik
instabilite varsa)

» Tekli tedavi ile kombinasyon tedavilerini kiyaslayan calisma sayisi kisitli
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TMP-SMX duyarli ise kombinasyon tedavisinin temel tasi olmal
e 8-12 mg/kg (TMP dozuna gore) dnerilmekte

e Duyarhlik orani yuksek ve klinik deneyim oldukca fazla

Tigesiklin tedavide TMP-SMX’e basaril bir alternatif

* TMP-SMX monoterapisi ile tigesiklin monoterapisini karsilastiran calismalarda
benzer klinik ve mikrobiyolojik basari
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Levofloksasin sadece kombinasyon tedavisi dahilinde onerilmekte , monoterapi olarak
onerilmiyor

 Tedavi basinda duyarli olarak saptanmasina ragmen tedavi sirasinda MiK degerlerinin
yukselmesi olasi

Tedavide seftazidim onerilmemekte
e Intrinsik L1 ve L2 beta laktamazlarin seftazidimi inaktive etmesi beklenir

* %30-40 sus duyarli gériinse de klinik basari paralel degil



America:
® USA (livestock): blaye.,;
® Canada (seafood): blayp.1, blaypy.1 ...,

Africa:
® Algeria (livestock)
blayow.s, blagya.ss

e China (Ilvsstock) bla /#gs
® India (livestock & seaf

® Lebanon (livestock): blagss

c istant
(resistance mechanism unknown)
<@ Detection in seafood

y Detection in livestock

‘China: blaypy.1, Dlanpws. D18 upus

/(companion animals),
Mu blayow.s (wildlife)

America: '

USA (companion animals):

Dlyon.s. bldoxa.es

£ f\;

. % Australia:
blae.4 (companion animals) W P4
c istant blée.4. bidap.as (Wildlife)
(resistance mechanism unknown)
A Detection in wildife
Detection in companion animals
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ECDC One Health Framework
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