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Frescribe emiricd antibiatic thergoy accordingto (locd or nationd) guidelines 1014 71
Snitch fromintraenous to ord thergpy 914 4
Rerformat least two sets of blood cultures 814 57
Change to pethogentdirected thergoy when culture results become aalade 814 57
Timelyinitiation of antibictic thergpy 714 20
Adapt dose and dosingintend of antibiatics to rend function 714 S0
Documentation of antibiotic planinmedicd record 714 0]
Rerformasite culture 614 13
Discontinue antibiatic thergoy if infection not confirmed 614 43
Duration of antibictic thergpy 614 43

Kallen MC. Infect Dis Rep. 2017 Mar 30;9(1):6821
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Antibiotic stewardship and early discharge from hospital: impact of a
structured approach to antimicrobial management

M. Drydenl* K. Saeed?, R. Townsend?, C. Winnard?, S. Bournel, N. Parker?, J. Coia3, B. Jones3, W. Lawson*,
P. Wade>, P. Howard® and S. Marshall’
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Criteria for antibiotic change and early discharge: X - not essential, i1 - essential

iv/oral switch

Appropriate duration for clinical focus
based on guidelines/accepted practice

Able to tolerate and absorb oral Abx

Infection is resolving clinically and
inflammatory markers (WBC count and CRP)
are falling

No sepsis syndrome

Patient has no comorbidities

that may preclude them from

being sent home

Patient is medically fit for discharge

Post-discharge care plan in place

Stop Abx Early discharge
X
X X
X
X
X

Dryden M, et al. J Antimicrob Chemother. 2012; 67(9): 2289-96.



Patients on acute medical and surgical wards
in 6 hospitals

89 hasta taburcu edilmis

Patients on
antibiotics

iv (* oral) antibiotics Oral antibiotics

47 hastada IV’'den oral
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Patient Patient
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Patient
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discharge?

Stop: 99 could stop antibiotics immediately,

Suitable for o 26o0niv
iv OPAT? S;ils,:ha?gg Continue: 330 patients needed to continue
iv/oral switch: of the 139 patients remaining

* * * * on iv antibiotics, 47 could be switched to oral

"No % immediately
0 0 Discharge : 89/429 (21%) patients were

recommended for discharge:
10 patients on iv OPAT

55 patients discharged on oral therapy
24 discharged with no therapy

Figure 2. Summary of early discharge and antibiotic management data. Dryden M, et al. J Antimicrob Chemother. 2012; 67(9): 2289-96.
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Is switching to an oral antibiotic regimen safe
after 2 weeks of intravenous treatment for
primary bacterial vertebral osteomyelitis?

Baharak Babouee Flury'", Luigia Elzi', Marko Kolbe?, Reno Frei®, Maja Weisser', Stefan Schéren®,
Andreas F Widmer' and Manuel Battegay'

Abstract

Background: Vertebral osteomyelitis (VO) may lead to disabling neurologic complications. Little evidence exists on
optimal antibiotic management.

Methods: All patients with primary, non-implant VO, admitted from 2000-2010 were retrospectively analyzed.
Patients with endocarditis, immunodeficiency, vertebral implants and surgical site infection following spine surgery
were excluded. Persistence of clinical or laboratory signs of inflammation at 1 year were defined as treatment
failure. Logistic regression was used to estimate the odds ratios (OR) of switch to an oral regimen after 2 weeks.




Conclusion

Our results suggest that switching to an oral antibiotic
regimen after two weeks of intravenous therapy is safe in
immunocompetent patients for primary non-implant ver-
tebral osteomyelitis if epidural or paravertebral abscesses
have been drained and if an oral antibiotic therapy with
documented susceptibility, high bio-availability and bac-
tericidal activity is available. Our results should be con-
firmed by a prospective randomized controlled trial.



Earlier switching from intravenous to oral antibiotics owing to (!)Cmsh
electronic reminders’
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Jurg Blaser:*
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Fig. 1. Kaplan—Meier curves of the duration of intravenous (I1V) antibiotic therapies that were switched to oral therapy within the time frame of 60-300 hin the inte
group (P=0.0059) and the control group (P=0.88).

Beeler PE, et al. Int J Antimicrob Agents. 2015;46(4):428-33



Efficacy of early switch from intravenous to oral \!)CmssMark
antimicrobials in patients with aspiration
pneumonia: A prospective observational study

Table 1 — Novel switch criteria for aspiration pneumonia.

Vital signs stability™

Body temperature < 38 °C
Respiratory rate < 24 breaths/min
Pulse rate < 100 beats/min

Swallowing ability
Repetitive saliva swallowing test > 2
Modified water swallow test >4

All the criteria listed above should be met prior to switching to oral
antimicrobials.
* Vital signs stability should be maintained consistently for > 24 h.

Uni M, et al. Respir Investig. 2015;53(5):225-31.



Admitted with aspiration pneumonia (n = 70)

RN

Included in study (n = 38) Excluded (n = 32)

Details in Table 3

[ 1
| |
I Met switch criteria !
| (n = 29) Did not meet switch criteria !
l Switch Rate: 76.3% (n=9) |

Details in Table 4

[

I

i [ Discharged successfully J [ Reverted to IV antimicrobials ]
\

\

(n = 26)
Success Rate: 89.7%

----/

Fig. 3 - Summary of results.

Uni M, et al. Respir Investig. 2015;53(5):225-31.
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Population Pharmacokinetics of Colistin Methanesulfonate and
Formed Colistin in Critically Ill Patients from a Multicenter
Study Provide Dosing Suggestions for Various
Categories of Patients’

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

24 October 2014
EMA/643444/2014

European Medicines Agency completes review of
polymyxin-based medicines

Recommendations issued for safe use in patients with serious infections
resistant to standard antibiotics




Colistimethate sodium Colistimethate sodium Colistin-base activity (CBA)

(1Y) (mg) (mg)*
12 500 1 0.4
150 000 12 5

1 000 000 80 34

4 500 000 360 150

9 000 000 720 300

» GUnlik doz 9 milyon IU. 2-3 seferde.

» Ciddi infeksiyonlarda 9 milyon IU yikleme dozu.

» Kan beyin bariyerini gecerek etkin doza ulasamadigi icin
intraventrikiler uygulanabilir. En fazla 125 bin 1U/glin

> Inhalasyon dozu ise 1-2 milyon IU. 2-3 seferde EMA



TABLE 1. Suggested Modification of Dosage Schedules of Coly-Mycin M Parenteral for Adults with
Impaired Renal Function

Renal Function

Degree of Impairment

Normal Mild Moderate Considerable
Plasma creatinine,
mg/100 mL 0.7-1.2 1.3-1.5 1.6-2.5 2.6-4.0
Urea clearance,%
of normal 80-100 40-70 25-40 10-25
Dosage
Unit dose of Coly-
Mycin M, mg 100-150 75-115 66-150 100-150
Frequency, every
times/day 4 to 2 2 2 or1 36 hr
Total daily
dose, mg 300 150-230 133—-150 100
Approximate
daily dose,
mg/kg/day 5.0 2.5-3.8 2.5 1.5

Note: The suggested unit dose is 2.5-5 mg/kg;

presence of impaired renal function.

however, the time INTERVAL between injections should be increased in the



Table 1
Polymyxin dosing recommendations

Creatinine clearance CMS US package CMS EMA package CMS authors' recommendation Polymyxin B package Polymyxin B authors’
insert insert (US based) insert recommendation

>80 mL/min 5 mg/kg/day CBA 9 MIU CMS 5 mg/kg/day CBA 1.5—-2.5 mg/kg/day 2.5 mg/kg/day

50—79 mL/min 3.8 mg/kg/day CBA Dose ‘reduced downward’

30—49 mL/min 2.5 mg/kg/day CBA 5.5—7.5 MIU CMS 3.5 mg/kg/day CBA

10—29 mL/min 1 mg/kg/day CBA 4.5-5.5 MIU CMS 2.5 mg/kg/day CBA

<10 mL/min 1 mg/kg/day CBA 3.5 MIU CMS 1.5 mg/kg/day CBA

CBA, colistin base activity; CMS, colistin methanesulphonate; EMA, European Medicines Agency; MIU, million international units.
*The US package insert does not specify what dosing weight should be used for determining colistin dose, the authors would recommend using ideal body weight or actual
body weight, whichever is lower.

Pogue JM, et al. Clin Microbiol Infect. 2017 Apr;23(4):229-33.



Table 2. Recommended Colistin Dosing Regimens Based on Renal Function?'.2526:

Estimated Renal
Function (CL_)

FDA-Approved Labeling

EMA-Approved Labeling®

ESCMID Task Force®

>80 mL/min 2.5-5 mg CBA/kg (divided into 9 MIU of CMS (divided into 4.5 MIU of CMS every 12 hr
2-4 doses per day) 2-3 doses per day)
50-79 mL/min 2.5-3.8 mg CBA/kg (divided into 9 MIU of CMS (divided into 4.5 MIU of CMS every 12 hr
2 doses per day) 2-3 doses per day)
30-49 mL/min 2.5 mg CBA/kg (once daily or 5.5-7.5 MIU of CMS (divided d
divided into 2 doses per day) into 2 doses per day)
10-29 mL/min 1.5 mg CBA/kg (every 36 hr) 4.5-5.5 MIU of CMS (divided
into 2 doses per day)
<10 mL/min 3.5 MIU of CMS (divided into
2 doses per day)
Dialysis Patients receiving Patients receiving

intermittent hemodialysis:
on nonhemodialysis days,
2.25 MIU of CMS per day;
on hemodialysis days,

3 MIU of CMS per day
(divided into 2 doses per
day)

Patients receiving
continuous venovenous
hemofiltration: same dose
as for those with normal
renal function (divided into
3 doses per day)

intermittent hemodialysis:
2 MIU of CMS every 12 hr

Patients receiving
continuous venovenous
hemofiltration: same dose
as for those with normal
renal function (divided
into 2-3 doses per day);
higher doses may be
used

*CL,, = creatinine clearance, FDA = Food and Drug Administration, EMA = European Medicines Agency, ESCMID = European Society of Clinical
Microbiology and Infectious Diseases, CBA = colistin base activity, CMS = colistimethate sodium, MIU = million international units.

®n critically ill patients, a colistin loading dose of 9 MIU should be given.

°A loading dose of 6-9 MIU is recommended in all patients, including those with renal dysfunction.

9No specific recommendation.

Nazer LH. Am J Health-Syst Phar

m. 2017: 74:€9-16




Sanford Guide Antimicrobial App Feedback (2)

Sanford Guide Technical Support <techzupport@sanfordguide.com= Mis 23 saat 2:20 PM
Kime Siran Keske

Dear Sanford Guide Customer,

Our editorial board made the decision to remove the Colistin Calculator from the app since recommendations for the dosing of
Colistin have changed (see note below). You can find more information about the dosing of Colistin on our Polymyxin E/Colistin

page in the app.

Currently there are colistin (polymyxin E) dosing recommendations from three sources: 1) an intematicnal phamacokinetics
(PK) study group, using creatinine clearance (CrCl)-based dosing, 2) the European Medicines Agency (EMA), also Crll-based
{with broader divisions than the PK study group), and 3) the US FDA, which uses weight- and CrCl-based dosing as found in the
official prescribing information. The Sanford Guide editors favor the approach of the PK study group as published (Clin Infect
Dis 2016 Dec 23 [Epub ahaad of print]).

In 2011 the PK study group published complex colistin dosing recommendations derived from an interim analysis of 105 critically
ill patients (Antimicrob Agents Chemother 55:3284, 2011). The group has now updated these recommendations based on their
final analysis of data from 214 patients. The result is a more clinician-friendly dosing approach designed to achieve an
average steady-state colistin plasma concentration of 2 pg/mL. Patients are administered a loading dose (expressed as mg of
colistin base activity) of 4 x body weight (using the lower of actual or ideal body weight) followed by a maintenance regimen
beqginning 12 houwrs later using a "look-up™ table of daily dose based on Crll (divided in 10 mL/min increments). The maintenance
dose should be administered in two divided doses 12 hours apart. The group also provides dosing recommendations for patients
receiving intermittent hemodialysis, SLED, and CRRET. Full details are provided on our colistin page. Colistin dosing remains a
challenge. We recommend use of polymyxin B rather than colistin with cne importance exception: polymyxin B does not achieve
adequate urine concentrations. Hence, colistin is required to treat multidrug-resistant gram-negative infections of the urinary tract.

Scott Kelly

Antimicrobial Therapy Inc.
Pubilisher of The Sanford Guides
http:/Awww.sanfordguide.comy




Table 3. “Look-up” Table of Daily Doses of Colistimethate for a Desired
Target colistin (:swg of 2 mg/L for Narrow Windows of Creatinine Clearance

Dose of Colistimethate
for C of 2 mg/L®

ss,avg

Creatinine clearance,

mL/min CBA, mg/d Million |U/d
0 130 3.95
51to <10 145 4.40
10 to <20 160 4.85
20 to <30 175 5.30
30 to <40 195 5.90
40 to <50 220 6.65
50 to <60 245 740
60 to <70 275 8.35
70 to <80 300 9.00
80 to <90 340 10.3
>90 360 10.9

Abbreviations: CBA, colistin base activity; C , average steady-state plasma concentra-

ss,avg

tions of colistin. Nation RL. Clinical Infectious Diseases. 2017;64(5):565
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ESBL pozitif Klebsiella pneumoniae

993 &

Karbapenem direncli Klebsiella
penumoniae

R007

Kolistin direncli Klebsiella
pneumoniae

Knothe H, et al. Infection. 1983; 11: 315-7
Naas T, Nordmann P. Proc Nat! Acad Sci. 1994; 91: 7693-7. Antoniadou A, et al. J Antimicrob Chemother. 2007; 59(4): 769-90
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FIG. 2. Kaplan-Meier survival curves of patients with bloodstream infection due to Klebsiella pneumoniae carbapenemase-producing K. pneumoniae

according to colistin resistance or susceptibility of isolates.

Giacobbe DR, et al. Clin Microbiol Infect 2015; 21: 1106.e1-8
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Infections caused by KPC-producing Klebsiella pneumoniae: differences
in therapy and mortality in a multicentre study

Mario Tumbarello!*, Enrico Maria Trecarichil, Francesco Giuseppe De Rosa?3, Maddalena Giannella®,
Daniele Roberto Giacobbe®, Matteo Bassetti®, Angela Raffaella Losito!, Michele Bartoletti*, Valerio Del Bono?,
Silvia Corcione?3, Giuseppe Maiuro?, Sara Tedeschi*, Luigi Celanil, Chiara Simona Cardellino?3, Teresa Spanu’,

Anna Marchese?, Simone Ambretti?, Roberto Cauda?, Claudio Viscoli®> and Pierluigi Viale* on behalf of ISGRI-SITA
(Italian Study Group on Resistant Infections of the Societa Italiana Terapia Antinfettiva)



Table 5. Multivariate analysis of risk factors for 14 day mortality in

patients with infections caused by KPC-Kp

Variable

P value OR (95% CI)

Combination therapy

BSI

Septic shock at infection onset
APACHE III score

Chronic renal failure
Colistin-resistant isolate

[Inadequate empirical antimicrobial therapy

0.001 0.52(0.35-0.77)
<0.001 2.09 (1.34-3.29)
0.001 2.45(1.47-4.08)
<0.001 1.05(1.04-1.07)
<0.001 2.27 (1.44-3.58)
0.001 2.18(1.37-3.46)
0.04 1.48(1.01-2.18)

Tumbarello M, et al. J Antimicrob Chemother 2015; 70: 2133-43
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Figure 2. Mortality rates associated with different antimicrobial drug regimen categories in patients with BSIs (a) or non-bacteraemic infections (b).
*Statistically significant differences (P<0.05) among different types of combination therapy and monotherapy.

Tumbarello M, et al. J Antimicrob Chemother 2015; 70: 2133-43



(a) 100%

Mortality

(b) 100%

0%

50% [

sl

Septic shock

Colistin resistant

*

e e e e e e e ul
e e e ]

® Monotherapy

= Combination therapy

= Two-drug combinations

® Three-drug combinations

11 Combinations with meropenem

= Combinations without meropenem

APACHE III score 215 Inadequate initial therapy

Meropenem MIC <8mg/L  Meropenem MIC 216 mg/L

Figure 3. Mortality rates associated with different antimicrobial drug regimen categories in patients with different presenting features (a) or in patients
with different KPC-Kp isolate characteristics (b). *Statistically significant differences (P<0.05) among different types of combination therapy and

monotherapy.

Tumbarello M, et al. J Antimicrob Chemother 2015; 70: 2133-43



Journal of Antimicrobial Chemotherapy Advance Access published September 13, 2016
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Polymyxin monotherapy or in combination against carbapenem-resistant
bacteria: systematic review and meta-analysis

Oren Zusman'*, Sergey Altunin2-3t, Fidi Koppel?, Yael Dishon Benattar?“, Habip Gedik®> and Mical Paul?3

'Department of Medicine E, Rabin Medical Center, Petah-Tiqva, Israel; “Infectious Diseases Unit, Rambam Medical Center, Haifa, Israel;
The Ruth and Bruce Rappaport Faculty of Medicine, Technion, Israel Institute of Technology, Haifa, Israel; “The Cheryl Spencer Department
of Nursing, University of Haifa, Haifa, Israel; >Department of Infectious Diseases and Clinical Microbiology, MoH Bakirkoy Sadi Konuk
Training and Research Hospital, Istanbul, Turkey



Mono Comb
Author, year Bacteria Infection events/total events/total Weight OR (95% CI)
Daikos, 2014 KP BSI 12/22 13/49 e 26.67% 3.32 (1.16, 9.51)
Gomez-Simmonds, 2016  KP BSI 217 14/32 - . i 9.29% 0.51 (0.09, 3.06)
Kontopidou, 2014 KP BSI 6/26 6/30 - | 18.07% 1.20 (0.33, 4.31)
Moloudi, 2010 KP BSI 15/19 10/17 ' = : 13.73% 2.62 (0.61, 11.37)
Nguyen, 2010 KP BSI 4/9 4/13 . | 9.47% 1.80(0.31, 10.52)
Tumbarello, 2012 KP BSI 11/22 7123 = | 19.84% 2.29 (0.68, 7.74)
Zarkotou, 2011 KP BSI 417 0/9 2.94% 24.43 (1.03,580.63)
RE model e 100.00% 2.09 (1.21, 3.60)
Heterogeneity: 2=0; y2=6.3, df=6 (P=0.39); I2=0 0.10 1.00 20.00
OR (log scale)

Figure 6. Polymyxin monotherapy versus combination with tigecycline or aminoglycoside in KP BSI, all-cause mortality.

Zusman O. J Antimicrob Chemother. 2017;72(1):29-39.



Detection of CPE

|

Initiate infection control measures according to action plan, including
isolation, hand disinfection, contact precautions and screening for other

CPE carriers

l

Clinical infection with CPE?

2 %

Carbapenem MIC < 4(—-8) mg L™1?

Yes l

Asymptomatic colonization

lNo

Use combination
including a
carbapenem

Possibly no additive
effect of including a
carbapenem

|

|

\ 4

Use combination including > two antibiotics active in
vitro (if possible), e.g. CST + MEM, CST + TGC + MEM,
CST + TGC, MEM + AG or CST + AG

Do not treat. Avoid excessive use of
antibiotics to prevent selection of
resistant strain.

Tangdén T, Giske CG. J Intern Med. 2015; 277(5): 501-12.
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Synergistic Activity of Colistin plus Rifampin against Colistin-
Resistant KPC-Producing Klebsiella pneumoniae

Carlo Tascini,® Enrico Tagliaferri, Tommaso Giani,“ Alessandro Leonildi,® Sarah Flammini,® Beatrice Casini,? Russell Lewis,®
Simone Ferranti,? Gian Maria Rossolini,“®f Francesco Menichetti?

U.O. Malattie Infettive, Azienda Ospedaliera Universitaria Pisana, Pisa, Italy?; Dipartimento di Ricerca Traslazionale, Universita di Pisa, Pisa, Italy®; Dipartimento di
Biotecnologie Mediche, Universita di Siena, Siena, Italy<; Dipartimento di Medicina Sperimentale e Clinica, Sezione di Medicina Critica e Medicine Specialistiche, Univers

di Firenze, Florence, Italy®; U.O. Malattie Infettive, Policlinico S'Orsola-Malpighi, Universita di Bologna, Bologna, ltaly®; S.0.D. Microbiologia e Virologia, Azienda Ospedalie
Universitaria Careggi, Florence, Italy"



No. of Method (inoculum, Drug 1 (concentration in Drug 2 (concentration in Bactericidal ~ Synergy [N(%)]  Antagonism Reference
isolates CFU/mL) pg/mL) g/mL) [N (%)] [N (%)]
18 Time-Kkill assay? (N/A) Colistin (5) Imipenem (10) 2(11) 2(11) 10 (56) [62]
3b Time-kill assay°© (ca. Colistin (0.5) Doripenem (2.5) N/A 2(67)d N/A [41]
105 and ca. 108) Colistin (0.5) Doripenem (25) N/A 3(100)¢ N/A
Colistin (2) Doripenem (2.5) N/A 3 (100)¢ N/A
Colistin (2) Doripenem (25) N/A 3 (100)¢ N/A
10 Time-Kkill assay? Colistin (1) Doripenem (8) 7 (70) 6 (60) 0(0) [61]
(1 x 108) Colistin (1) Gentamicin (2) 5(50) 2(20) 0(0)
Colistin (1) Doxycycline (2) 0(0) 1(10) 3(30)
Doripenem (8) Gentamicin (2) 2(20) 1(10) 2(20)
Doripenem (8) Doxycycline (2) 1(10) 3(30) 2(20)
Gentamicin (2) Doxycycline (2) 2(10) 4 (40) 2(20)
1 Time-Kkill assay? (ca. Colistin Vancomycin(0.25-0.5 x MIC)® 1(100) 1(100) 0(0) [65]
10°-108) (0.25-0.5 x MIC)®
Colistin Trimethoprim 1(100) 1(100) 0(0)
(0.25-0.5 x MIC)® (0.25-0.5 x MIC)®
Colistin SXT (0.25-0.5 x MIC)® 1(100) 1(100) 0(0)
(0.25-0.5 x MIC)®
14 Etest Colistin Fosfomycin N/A 5(35.7)f 0(0) [22]
8 Time-kill assay?® (N/A) Fosfomycin (100) Meropenem (10) N/AS 5(62.5) N/A [63]
Fosfomycin (100) Colistin (5) N/AR 2(25) N/A
Fosfomycin (100) Gentamicin (5) N/A 0(0) N/A
13 Checkerboard assay Colistin Rifampicin N/Al 13 (100) 0(0) [64]
(2.5 % 10%) Colistin Imipenem N/A 5(38.5) 0(0)
Colistin Meropenem N/A 5(38.5) 0(0)
Colistin Tigecycline N/A 5(38.5) 0(0)
Colistin Gentamicin N/A 5(38.5) 0(0)
Tigecycline Imipenem N/A 0(0) 0(0)
Tigecycline Meropenem N/A 0(0) 0(0)
Tigecycline Gentamicin N/A 0(0) 0(0)
Imipenem Gentamicin N/A 3(23.1) 0(0)
Meropenem Gentamicin N/A 5(38.5) 0(0)

In the checkerboard and Etest assays, synergy was defined as a fractional inhibitory concentration index (FICI) of <0.5 and antagonism as a FICI of >4. In time-kill assay
a bactericidal effect was defined as a >3 log;o decrease from the starting inoculum. Synergy means a >2 log;o greater reduction for the combination treatments than th

Ah YM, et al. Int J Antimicrob Agents. 2014; 44(1):8-15.
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Gentamicin therapy for sepsis due to carbapenem-resistant
and colistin-resistant Klebsiella pneumoniae

Marcelino Gonzalez-Padilla't, Julian Torre-Cisneros':2*t, Francisco Rivera-Espinar3, Antonio Pontes-Moreno3,
Lorena Lopez-Cerero*>, Alvaro Pascual®*>, Clara Natera?l, Marina Rodriguez3, Inmaculada Salcedo®,
Fernando Rodriguez-Lopez?’, Antonio Rivero! and Jesis Rodriguez-Bafno?*>

IClinic Unit of Infectious Diseases, Hospital Universitario Reina Sofia-IMIBIC-Universidad de Cérdoba, Cérdoba, Spain; Spanish Network for
Research in Infectious Diseases (REIPI RD12/0015), Instituto de Salud Carlos III, Madrid, Spain; *Intensive Care Unit, Hospital Universitario
Reina Sofia, Cordoba, Spain; “Clinic Unit of Infectious Diseases, Microbiology and Preventive Medicine, Hospitales Universitarios Virgen
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Figure 1. Kaplan-Meier curves showing the impact of targeted treatment
with gentamicin on survival at 30 days in patients with severe infection
caused by carbapenem-resistant and colistin-resistant K. pneumoniae
(log-rank test 11.9, P=0.001).



CRE’de YENI ANTIBIYOTIK SECENEKLERI

Seftazidim- Ambler A, C ve D ‘yi inhibe etmektedir  Komplike Uriner sistem Class B (NDM-1 ve IMP) ve bazi class D (OXA-23) direng

avibaktam CRE’li suslarin %98’ine in vitro etkili. |nfek5|y.onu.ve |nt.ra-
abdominal infeksiyon

Fosfomisin NDM-1 suslarinin %94’line in vitro etkili IV yol belirsizlikler (4x4 g)
Tedavi sirasinda direng
Mikemmel doku penetrasyou
Kombine tedavide

Tigesiklin CRE suslarinin %88-96’sina in vitro etkili Komplike intra-abdominal inf Monoterapide mortalite yiiksek. Onerilmez
CYDE Kombine tedavide oldukga etkin
Toplum kdékenli pnémoni Yiksek dozda etkinlik artmakta
Meropenem-  siklik boronik asit inh. Akciger dokusuna penetrasyonu iyi
vaborbaktam  Class A ve C’ye etkili. Faz 3 calisma tamamlandi yayin asamasinda

In vitro olarak KPC iceren
Enterobacteriaceae etkinligi yliksek.

Imipenem- serin beta-laktamaz inh. Imipenem ile karsilastirildiginda MiK degerlerini diisiiriiyor.
relebaktam Class A ve C’ye etkili. Karbapenem R suslarda ¢alismalar devam ediyor
Plazomisin CRE’ye in vitro olarak oldukga etkili 346 ESBL/AmpC susunda ¢cok Nefrotoksisitesi diger AG’lere gore distik. Faz 2 ¢calismada
etkili %5.
Eravasiklin CRE’de tigesikline gore in vitro olarak Ertapenemle karsilastirmali  In vitro aktivitesine bakilirsa tigesiklinden daha etkili oldugu
2-4 kat daha etkin calismalarda intraabdomianal distiniilmekte.
infeksiyonlarda etkin. CRE’deki etkinligi ile ilgili calismalar strtyor

Bowers DR et al, Current Infect Dis Res. 2016 Dec;18(12):48.
Thaden JT, et al. Virulence. 2016:1-14



CRE’de YENI ANTIBIYOTIK SECENEKLERI

Agents for Gram-Negative
Bacterial Infections




Hrescribe eniricd antibiatic therapy according to (locd or neationd) auidelines 1014 71
Snitch fromintraenous to ord thergpy 914 4
Rerformat least two sets of blood cultures 814 57
Change to pethogentdirected thergoy when culture results become aalade 814 57
Timelyinitiation of antibictic thergpy 714 20
Adgpt dose and dosingintend of antibiatics to rend function 714 S0
Documentation of antibiotic planinmedicd record 714 0]
Rerformasite culture 614 13
Discortinue antibiatic thergpy if infection nat cornfirmed 614 13
Duration of antibictic thergpy 614 43

Kallen MC. Infect Dis Rep. 2017 Mar 30;9(1):6821



Parenteral Tedaviden oral tedaviye ne siklikla gecersiniz?
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Parenteral tedaviden oral tedaviye gecme kararini neye gore veririsiniz?
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BILGISAYAR BAZLI SISTEMLER

* Cerrahi profilaksi

* Antibiyotik kullanim sureleri

e [lac etkilesimleri

*Direncli mikroorganizmalari hatirlatma
*Yan etki ile ilgili uyarilar

*Doz asimi ile ilgili uyarilar



o 7

914 64
Rerformat least two sets of blood cultures 814 57
Change to pethogentdirected thergoy when culture results become aalade 814 57
Timelyinitiation of antibictic thergpy 714 20
Adgpt dose and dosingintend of antibiatics to rend function 714 S0
Documentation of antibiotic planinmedicd record 714 0]
Rerformasite culture 614 13
Discortinue antibiatic thergpy if infection nat cornfirmed 614 13
Duration of antibictic thergpy 614 43

Kallen MC. Infect Dis Rep. 2017 Mar 30;9(1):6821
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Frescribe emiricd antibiatic thergoy accordingto (locd or nationd) guidelines 1014 71
Snitch fromintraenous to ord thergpy 914 4
Rerformat least two sets of blood cultures 814 57

814 57

714 30

714 S0
Documentation of antibiotic planinmedicd record 714 0]
Rerformasite culture 614 13
Discontinue antibiatic thergoy if infection not confirmed 614 43
Duration of antibictic thergpy 614 43
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AMERiIKAN i iNi B iSKi
."ASTA“ESi SEPSIS ERKEN TANI KLINIK YOLU - YETISKIN

Hastay1 agagidaki tanimlanan SIRS ve qSOFA Kriterlerine gore degerlendiriniz. Mutlaka her iki
degerlendirme de yapiimahdir.

SIRS kriterlerinderen az 2’siniga daqSOFA*kriterlerinderen az 2’sinipozitif olmasi durumunda
hastada sepsis olasilidi ortaya cikar.

SIRS (Sistemik Inflamatuar Yanit Sendromu) Kriterleri qSOFA** Kriterleri
[J Ates > 38.0 <C veya < 36.0 :C [ Solunum sayisi = 22/dakika
[] Kalp atim hizi > 90/dk [J Hastanin biling durumunda kétiilesme
[] Solunum sayisi = 22/dakika veya arteriyel [ sistolik kan basinci < 100 mmHg

karbondioksit basinci (PaCO 2) <32 mmHg

[ Kanda beyaz kiire sayisi > 12.000/mcL veya
< 4000/mcL veya > %10 band formasyonu

[oave | [ rare ]
- Hastanin klinik durumunu takip et. Gerekirse -

kriterleri tekrar gézden gegir.

PRIMER DOKTORU / KAT DOKTORUNA haber ver! [Saat

e !

Doktor degerlendirme: Bulgular enfeksiyonla ilgili olabilir mi?
Oksiiriik, Balgam, Karin agrisi, Batinda gerginlik, Diyare, Idrar yapma glicligi, Ense sertligi ve Bas agrisi,
Yumusak doku enfeksiyonu, Kateter enfeksiyonu, Endokardit.

Primer Doktor ve / veya Enfeksiyon Hastaliklari
Doktorunu_ara!

Sepsis siiphesi yok. ( Takip [] )
Kan kiiltiirii al, Prokalsitonin bakilmasini sagla Saat: uo []
ilk doz antibiotigi simdi bagla(Enfeksiyon Hastaliklari) Saat: ub El

up[]
w[]
up[]
up[]

O, destegi sagla
IV sivi destegi
Kan gazi al

Aldigr - gikardigi sivi takibi

(N

Not: Sepsis 6 Uygulamalari doktor direktifi ile uygulanir.

|Sepsis Dustintlmedi |:| | |Kﬁ|t|’jr ile Dogrulanmig Sepsis D |
|Klinik Tani Sepsis |:| |
Hemsire Hekim Hasta Kimlik Etiketi
Tarih:
Imza:
* Systemic Inflammatory Response Syndrome ** Quick Sepsis-related Organ Failure Assessment

1. Seymour CW, Liu VX, lwashyna TJ, Brunkhorst FM, Rea TD, Scherag A, Rubenfeld G, Kahn JM,
Shankar-Hari M, Singer M, Deutschman CS, Escobar GJ, Angus DC. Assessment of Clinical Criteria for
Sepsis: For the Third International Consensus Definitions for Sepsis and Septic Shock (Sepsis-3). JAMA.
2. Shankar-Hari M, Phillips GS, Levy ML, Seymour CW, Liu VX, Deutschman CS, Angus DC, Rubenfeld
GD, Singer Mh; Sepsis Definitions Task Force. Developing a New Definition and Assessing New Clinical
Criteria for Septic Shock: For the Third International Consensus Definitions for Sepsis and Septic Shock
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Cerrahi profilaksi rehberini ne siklikla kullaniyorsunuz?
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Profilaksi rehberini kullanmiyorsaniz neye gore prof. antibiyotik bashyorsunuz?
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