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KYPIOTEPA NAOOI'ONA

(Leone M, et al. Intensive Care Med 2003; 19: 1077,
Valesco M, et al. Clin Infect Dis 2003; 37: 1127)

AOIMQ=EIX THZ KOINOTHTAZX
 Escherichia coli 80%

« Staphylococcus saprophyticus 10-20%

NOZOKOMEIAKEZ AOIMQ=EIZ
Escherichia coli 39%
Pseudomonas aeruginosa 22%
Enterobacter aerogenes 15%



TA 2YNHOEZTEPA NAOGOI'ONA EKTOX
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ANTOXH EKTOZz MEO:
KAAAIEPTEIEZ OYPQN

Escherichia coli
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AOIMOI'ONA 2ZTEAEXH

(Rocha SPD, et al. FEMS Immunol Med Microbiol 2007; 51: 1
& Yamamoto S. J Infect Chemother 2007; 13: 68)

Escherichia coli

Proteus mirabilis OYPOOHAIAKA
P fibriae + Pili 1 KYTTAPA

Escherichia coli FaAakT6ln
Oupotraboyovo#
XAWPIdA TTAXEOC
1010 yopiakn doun

N-akeTUAO-YAUKOJOMiVN




NQz riNETAIH
EMIKOINQNIA

TQN NMAOGOIONQN

ME TA MONOKYTTAPA;

MONOKYTTAPO

TNFa, IL-1[3, IL-6, IL-8
IL-10, IL12



P-fibriae
pe 1 pili
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l OYPOOHAIO

CXCR1

DNA

Ragnadottir B, et al. Eur J Clin Invest 2008; 38 Suppl 2: 12



SNPs KAl EYINMAGEIA ZE AOIMQZ=EIZ
(Artifoni L, et al. J Urol 2007; 177: 1102)

DMSA (+) (n= 173) DMSA (-) (n= 92)

IL-8 -251 A>T

AA 19% 17.3%

I\ 54.9% 44.5%

TT 26% 38%
IL-8 2767 A>G

AA 14.4% 15.2%

AG 52% 41.3%

GG 33.5% 43.4%
CXCR1 2607 G>C

GG 89.5% 94.5%

GC 9.8% 5.4%

cC 0.57% 0%

























OYPOXHWH:

O=EIA MYEAONEO®PITIAA + 2Y2THMATIKH
OAEITMONQAHZ ANTIAPAZH (SIRS)

«©>38°C i <36°C
«>90 o@ugeig/min
¢>20 avatrvogég/min ) P_,,<32mmHg

eAgukG>12.000kkX ] <4.000kkX R >10% BAGOTES

Kunin CM. Arch Intern Med 2003; 163: 2393
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AvOpac TTpooEPXETAl AOYW UWNAOU EUTTUPETOU.
2.TO UTTEPNXOYPAPNUA OIATTICTWVETAI
udpoveppwon AP pe TTapouadia AiBou oTtnv
VEQPIKN TTUEAO. TI Ba KAVETE;

@a xopnynoete aueca evOOPAERIa avTigIKpoBIaKda
EUPEOC PAOMATOC Kal Oa TTEPIMEVETE

©a eKTIUNOTE TN OUVOAIKI KAIVIKN £IKOVA TOU a0BgvoUg
A10OEPUIKI VEQPOOTOMIO
TotroBeTnon pigtall



EIAOZ NAPEMBAZHZ & ANO2IAKH AINANTHZH
(Safioleas K, et al. Cytokine 2016; 81: 28)

2YTKENTPQZEIZ LPS 150 ;
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2Y2XETIZH ME MEIQZH LPS

_ 2. XETIKOG KivOUVOG 95%Cl _

Aladeppikr)  24.99 10.5-596.21  0.047
Kakor@sia 0.48 0.04-5.56 0.486
SOFA 0.88 0.35-2.22 0.883




O=EIA NYEAONEO®PITIAA

(Rangel-Frausto MS. Infect Dis Clin Nor Amer 1999; 13: 299)

KAINIKEEZ EKAHNAQZEIY

« Eptrupeto (>38°C) ue piyog

* AAyoc¢ Kata tnv TTANEN TNG VEPPIKAGC XWPAG

e 2UXVOUPIKA KOl OUCOUPIKA evoxAnuarta: 65%
* Nauria, EMETOC

EPrA2THPIAKA EYPHMATA

* [Muoupia (>10 KOTT PUYOKEVTPNUEVAQ)
 NiTpwodn

« >103 cfu/ml KaAAiEpyeia oUpwv

* 90% OeTIKA KAAAIEPYEIQ AiNATOC



NMAPATONTEZ NOY ENMHPEAZOYN THN

EMIAOIMH ANTIBIOTIKOY
(Solomon CG, et al. N Engl J Med 2018; 378: 48)

Mikpoopyaviouoc
[TpooaTtn xpnon avTiBIOTIKWY
[Tponyoupevn Aoiywen JE avBeKTIKA TTaBoyova
[Mpbo@aTto Tacidl o€ evONUIKA TTEPIOX ME AVOEKTIKA
TTaBoyova

[lapayovreg Tou EevioTh
HAIKia 265 £€1n
[Tpoo@aTtn voonAcia
OupoAoVIKEC ETTEURACEIC
AVOOOETTAPKEID
2. UVUTTAPXOVTa voonuaTa
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ANTOXH E.COLI THZ KOINOTHTAZ

Keg.B yevedg

V
Ke.yyeveacg
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@2006-2009
@2010-2013

ZimpopAofaaoivn

™~

2K p
Mapoucia 2.2Ayng 0,81 0,666
2UvoonpPOTNTEC™ 0,67 0,374
NegppoAiBiaon 1,15 0,770
ANYn <3 UNVveg 3,71 0,003

2K P
Mapoucia 2.2nyng 1,66 0,214
2UvoonpPOTNTEC™ 1,12 0,781
NegppoAiBiaon 1,24 0,612
ANwn <3 uNVveg 3,79 <0,0001

*2 A2, kapdiakn avetrapkela, XA, XNA



KATEYOYNTHPIEZ TPAMMEZ MY
2YNEPIAZIA NOY-YMNOYPIEIOY YIEIAZ 2018

A=IOANOIN'HZH BAPYTHTAX
BaBuoAoyia gSOFA, nAikia, EMETOC

BaOuoAoyia 0 ) 1
+
HAIKia <65 €Tn
+

BaOuoAoyia 2 iR 3

n
HAIKia 265 €Tn

n
NMapoucia epETWV

ATtroucia epéETWyY

ANTIMETQIIZH KAT OIKON NOZHAEIA




KATEYOYNTHPIEZ TPAMMEZ N®Y 2018:
MPOTEINOMENA ZXHMATA

Oepartreia EKAOYNG
2ITTPOoPAOCaaTivn atTd TOU OTOMATOC X 5-7 NUEPEC

NAeBopAocaaivn atrd Tou OTOMATOC X 5-7 NUEPEC
ApoZIkIAivn/KAaBouAaviko atrd Tou oTOPATOC X 7-10 NUEPEC
KepahooTropivn B Yy yeveA atrd Tou oTOMATOC X 7-10 NUEPES

2uvioTwuevn dogoAoyia
21ITTpo@Aocaaivn 500mg ava 12wpo
NeBogAocaaivn 500 mg atrag nuepPNoiwg
ApocikiAAivn/kAaBouAaviké 500/125mg avd 8wpo 1y
875/125mg ava 12wpo
Kepoupociun 500mg ava 12wpo
KeputrpoliAn 500 mg ava 12wpo
Kepigiun 400 mg atrag nuepnoiwg




O KINAYNOZ YINOTPOIMHZ

(Kim SH, et al. Diagn Microbiol Infect Dis 2019; 94: 55)
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MEAETH ASPECT-cUTI ZE AZOENEIZ ME

EMINMENAErMENEZ AOIMQ=EIX OYPONOIHTIKOY
(Wagenlehner FW, et al. Lancet Infect Dis 2015; 385: 1949)

Ke@pTtoAolavn/ AeBo@Aoiacivn
TalOuTTOKTAMN
(v=398) (v=402)
Aoon 1.5g ava 8wpo n 750mg ava 12wpo
750 mg ava 8wpo*
X 7 NUEPES X 7 NUEPEGS
duaciohoyikry NA (%) 62,1 98,2
‘Hma NA (%) 29,1 24,9
MeETpia NA (%) 7,8 6,7
Occeia Truehovepitida (%) 82,4 81,6
ETITreTAEyEVEG 17,6 18,4
Ao1pweelc (%)
Baktnplaipia (%) 7,3 8,2

NA: VEQPIKN QVETTAPKEIQ

“0¢ Clg, 30-<50 ml/min NA: ve@pikr} Asitoupyia



MPQTOMENEX KAI AEYTEPOI'ENH

KATAAHKTIKA ZHMEIA
(Wagenlehner FW, et al. Lancet Infect Dis 2015; 385: 1949)

Difference (%) MNumber of patients/total (%) Percentage difference
Ceftolozane- Levofloxacin (95% Cl) (99% CI)
tazobactam
Composite cure MI margin
Primary endpoint mMITT population i T I 306/398 (76:9%) 275/402 (68.4%) 8.5(2-3t014.6) 8.5(0-4t016-5)
Secondary endpoint per-protocol population i . | 284/341(83.3%) 266/353(754%) 8.0(2-0to14.0) 8-0(0-01to 15-8)
Microbiclogical eradication i
mMITT population ® | 320/398 (80-4%) 290/402 (721%) 83 (2-4to14-1)
Per-protocol population i —e— 204/341(86:2%) 274/353 (77-6%) 8-6(2-9to14-3)
Clinical cure i
mMITT population i ] 366/398 (92.0%) 356/402 (88-6%) 3-4(-07to7-6)
Per-protocol population i —— 327/341(95-9%) 329/353(93-2%) 27(-0-8t06:2)
| 1 T T T T |
-10 -5 5 10 15 20
+— >
Favours Favours

levofloxacin

ceftolozane-tazobactam



ANAAYZH 2E YIO-OMAAEZ AZOENQN
(Wagenlehner FW, et al. Lancet Infect Dis 2015; 385: 1949)

Difference (%) Number of patients/total (%) Percentage difference (95% Cl)

Ceftolozane- Levoflacacin

tarobactam
Diagnosis Ml margin  95% 1
cLUTI I : & : A7/70(67-1%) 3574 (47-3%) 19-8 (3-7 10 34.6)
Pyelonephritis i —a—] 250/328 70-0%) 240/328(732%) 58(07t0123)
Age (years) i
<65 L e 236298 792%) 222303(733%)  59(-09t0127)
=65 = | 70/100 (70-0%)  53/99(535%)  16-5(3-01t029-2)
Bacteraemia at baseline i
ves o 239793%)  1933(57.6%) 217 (-1610417)
No —e— 283360 (76.7%) 256/360 (604%) 7-3(0-0t013-6)
Baseline pathogen
Resistant to levofloxadin i I & I 60/100 (60-0%)  44/112(393%) 207(72t033-2)
Susceptible to levofloxacin i ——] 231372 (84.9%) 210/250(811%) 3-B(-2.61t010-3)
ESEL-positive* i I L 38761(62-3%) 20457 (35-1%) 27-2{92 10 42.9)

I

=10
-

Favours
levofloxacin

Favours
ceftolozane-tazobactam



EKPIZQ2H ANAAOI'A ME TO NMAGOI'ONO
(Wagenlehner FW, et al. Lancet Infect Dis 2015; 385: 1949)

m KeptoAolavn/taloutrakTaun  ®AgBo@Aodacivn
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14/15 ESBL CTX-M-15



YNEPOXH ZE AOIMQZ=EIZ AINO OYPOINMAG©GOI'ONA

ANOEKTIKA 2TH AEBO®AO=AZINH

(Huntington JA, et al. J Antimicrob Chemother 2016; 71: 2014)

Composite response
Overall
Pyelonephritis
cLUTI

Clinical response
Overall
Pyelonephritis
cLUTI

Microbiological response
Overall
Pyelonephritis
cLUTI

I ® I
® 1
I @ I
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4 l
-5 0 20 40 60
I ® I
& l
l @ I
-5 0 20 40 60

Ceftolozane/tazobactam-levofloxacin (difference [%])

Ceftolozane/
tazobactam
n/N (%)

60/100 (60.0)
43/71 (60.6)
17/29 (58.6)

90/100 (90.0)
66/71 (93.0)
24/29 (82.8)

63/100 (63.0)
45/71 (63.4)
18/29 (62.1)

Levofloxacin
n/N (%)

44/112 (39.3)
39/77 (50.6)
5/35 (14.3)

86/112 (76.8)
62/77 (80.5)
24/35 (68.6)

49/112 (43.8)
43/77 (55.8)
6/35(17.1)

Percentage
difference
(95% CI)

20.7 (7.2 to 33.2)
9.9 (-6.0to 25.1)
44.3 (20.9 to 62.1)

13.2 (3.1to 22.9)
12.4 (1.3 to 23.4)
14.2 (-7.4 to 33.3)

19.3 (5.8 to 31.7)
7.5 (-8.2t0 22.6)
44.9 (21.1 to 62.6)



MEAETEZ RECAPTURE 2E AOIMQZ=EIz

OYPOINOIHTIKOY
(Wagenlehner FM, et al. Clin Infect Dis 2016, 63: 754)

B Keptadivripn/apiptrakraun (v-393) B Ntopitrevéun (v=417)
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AUon ocuptrTwpdTwy  AUon cuptrTwpdTwy  TOC pikpofioAoyiky  LFU pikpofioAoyiki
nuépa 5 kKai TOC ekpi{won o€ un- ekpi{won o€ un-
MIKpOBIOAOYIKNA guaiodnTa oTeAéEXn guaiodnTa oTeAéxn
ekpidwon

H guvoikr) AUon TwV CUUTITWUATWY KPIBNKe Pe To epwTnuaToAdyio PSAQ
TOC: Test-of-Cure emiokeyn
LFU: Long-Follow-Up etriokewn



JAMA | Original Investigation

Effect of Meropenem-Vaborbactam vs Piperacillin-Tazobactam
on Clinical Cure or Improvement and Microbial Eradicationin
Complicated Urinary Tract Infection

The TANGO | Randomized Clinical Trial

Keith S. Kaye, MD, MPH; Tanaya Bhowmick, MD; Symeon Metallidis, MD; Susan C. Bleasdale, MD; Olexiy S. Sagan, MD; Viktor Stus, MD, PhD;

Jose Vazquez, MD; Valerii Zaitsev, PhD; Mohamed Bidair, MD; Erik Chorvat, MD; Petru Octavian Dragoescu, MD; Elena Fedosiuk, MD;

Juan P. Horcajada, MD, PhD; Claudia Murta, MD:; Yaroslav Sarychev, MD; Ventsislav Stoev, MD; Elizabeth Morgan, BS; Karen Fusaro, BS; David Griffith, BS;
Olga Lomovskaya, PhD; Elizabeth L. Alexander, MD; Jeffery Loutit, MBChB; Michael N. Dudley, PharmD; Evangelos J. Giamarellos-Bourboulis, MD, PhD

o  EMITTETTAEYUEVEC AOINWEEIC OUPOTTOINTIKOU + OCEIa TTUEAOVEPPITIOA

*  MepoTtrevéun/BauttoputtakTapn (29/2g) ava 8wpo o€ 3 WPEC £yxXuon
(v=272)

* [lirrepakiAAivn/Taloutraktaun (4g9/0.5g) ava 8wpo o€ 0.5 wpa
gyxuon (v=273)

TRIAL REGISTRATION clinicaltrials.gov Identifier: NCT02166476

JAMA. 2018;319(8):788-799. doi:10.1001/jama.2018.0438



E Primary end points

No. of Patients Successfully Treated/Total No. (%)

Meropenem-Vaborbactam  Piperacillin-Tazobactam

Between-Group
Difference
(95%ClI), %

FDA primary: overall success at end of

intravenous treatment (microbiologic MITT analysis)?.

EMA primary: microbial eradication at test of cure
Microbiologic MITT analysisP
Microbiologic evaluable analysis

Secondary end points

189/192 (98.4)

128/192 (66.7)
118/178 (66.3)

171/182 (94.0)

105/182 (57.7)
102/169 (60.4)

No. of Patients Successfully Treated/Total No. (%)

Meropenem-Vaborbactam  Piperacillin-Tazobactam

4.5(0.7t09.1)

9.0(-0.9t018.7)
5.9(-4.21016.0)

Favors | Favors
Piperacillin- | Meropenem-
Tazobactam | Vaborbactam
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Difference
(95% Cl), %

1I0 1I5 ZIO 2|5
Between-Group Difference in
Successful Treatment (95% Cl), %

Favors | Favors

Overall success at test of cured
Overall success at end of intravenous treatment?
Acute pyelonephritis
Complicated UTI, removable infection source®
Complicated UTI, nonremovable infection source
Clinical cure at end of intravenous treatment
Clinical cure at test of cure
Microbial eradication at end of intravenous
treatment (FDA criteria)

Microbial eradication at test of cure (FDA criteria)

143/192 (74.5)

117/120(97.5)
35/35 (100)
37/37 (100)
189/192 (98.4)
174/192 (90.6)
188/192 (97.9)

132/192 (68.8)

128/182 (70.3)

95/101 (94.1)

35/38(92.1)

41/43 (95.3)
174/182 (95.6)
157/182 (86.3)
168/182 (92.3)

113/182 (62.1)

4.1(-4.9109.1)

3.4(-2.0t010.2)
7.9 (-2.51020.9)
4.7 (-5.1t0 15.6)
2.8(-0.7t07.1)
4.4(-2.2t011.1)
5.6 (1.4 t0 10.7)

6.7 (-3.0t0 16.2)

Piperacillin-
Tazobactam

Meropenem-
Vaborbactam

— .
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