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Contents lists available at ScienceDirect
2 3 < S CLINICAL
Clinical Microbiology and Infection MICROBIOLOGY H P H L4t
& Primero, revision sistematica de la(Dec 2019/Jul 2021)
journal homepage: www.clinicalmicrobiologyandinfection.com Hescuio
Guidelines
European Society of Clinical Microbiology and Infectious Diseases
(ESCMID) guidelines for the treatment of infections caused by Segu n d OI pa n el d e expe rtos
multidrug-resistant Gram-negative bacilli (endorsed by European
society of intensive care medicine)
Mical Paul “* ", Elena Carrara ', Pilar Relamar %9, Thomas Tangden Roni Bmerman ha . . . .
Robert A, Bonomo " Jan de Waele ', George L Daikos . Murat Akova Finalmente, recomendaciones discutidas hasta un consenso
Stephan Harbarth " Cellne Pulcini "%, José Carnacho Monleru ", Katja Seme : ’
ManoTumbarelIo , Paul Christoffer Lmdemann Sumamh Gandra s
Yunsong Yu *"# Maueo Bassetti “**°, Johan W Mou!on
Evelina Tacconelli 327 , Jestis Rodriguez-Bano *

PICO
v' Population/participant: hospitalized patients (excluded: non complicated UTI/tracheobronchitis)
Intervention: comparative randomized controlled trials (RCT)/observational studies

v
v' Comparator/control: EMA/FDA approved antibiotics/any antibiotics
v

Outcome: all-cause mortality (30 day); other: clinical cure, microbiological cure, resistances, relapse
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Carbapenem-resistant Enterobacterales (CRE)

Recommendatio - ntibiotic treatment for CRE

For patients wit e to CRE, we suggest meropenem-vaborbactam or
ceftazidime-avibactam if active in vitro.

For patients with severe infections due to CRE carrying metallo-f-lactamases and/or resistant to
all other antibiotics, including ceftazidime-avibactam and meropenem-vaborbactam, we

conditionally ith cefiderocol.
For patients wit ue to CRE, under the consideration of antibiotic

stewardship, we consider the use of an old antibiotic, chosen from among the in vitro active
on an individual basis and according to the source of infection, as good clinical practice. For
patients with cUTI, we suggest aminoglycosides, in i lazomicin, over tigecycline.

We suggest that tigecycline not be used for BSI and HAP/VAP; if necessary, in patients with
pneumonia, clinicians may use high-dose tigecycline.

There is no evidence to recommend for or against the use of imipenem-relebactam and
fosfomycin monotherapies for CRE at the time of writing.

Recommendations on combination therapy for CRE

For patients with CRE infections susceptible to and treated with ime-

= we do not recommend combination therapy

For patients with severe infections caused by CRE carrying metallo-f-lactamases and/or
resistant to new antibiotic monotherapies, we suggest aztreonam and ceftazidime-avibactam
combination therapy.

For patients with severe infections caused by CRE susceptible in vitro only to polymyxins,
aminoglycosides, tj i or in the case of non-availability of new BLBLI, we
suggest treatment with more than one drug active in vitro. No recommendation for or against
specific combinatio . -

oyt Grado de evidencia
unless the gerone

In patients with non-s¢
consideration of ant

abe Fuerza de la recomendacion
among the in vitro a

infection as good clinical practice

oy 9!-11“\

>

RefoRMUATE

Infecciones graves
Infecciones no graves

Ceftazidima-avibactam
Meropenem-
Cefideroco_l

Tlgeaclma
Fosfomicina

Conditional Vs Strong Low vs Moderate

Good practice statement

Expert opinion
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Third-generation cephalosporm resistant Enterobacterales (3GCephRE)
Recommendations on the choice of an n jotic treatment for 3GCephRE
For patients with BSI an ue to 3GCephRE, we recommend a carbapenem

(imipenem or meropenem) as targeted therap

. ertapenem instead of imipenem or
N

For patients wit® low-risk, non-severe infectionsjdue to 3GCephRE, under the consideration of
antibiotic stewardship, we suggest piperaci In-tazobactam, amoxicillinfclavulanic acid or
quinolones. It may be good practice to consider cotrimoxazole for non-severe cUTIL.

For cUTI in patients without septic shock, we conditionally recommend aminoglycosides when
active in vitro for short durations of therapy, or IV fosfomxcin_ —_—

Among all patients with 3GCephRE infections, stepdown targeted therapy following
carbapenems once patients are stabilized, using old BLBLI, quinolones, cotrimoxazole or other
antibiotics based on the susceptibility pattern of the isolate, is good clinical practice.

We do not recommend tigecxcline for infections caused by 3GCephRE.

Among all patients with 3GCephRE infections the new BLBLI are reserved antibiotics for
extensively resistant bacteria and therefore, we consider it good clinical practice to avoid
their use for infections caused by 3GCephRE, due to antibiotic stewardship considerations.

We suggest that cthamxcins eg cefoxitin, cefmetazole, flomoxef) and cefepime not be used
for 3GCephRE 1nfections.

For cefoperazone-sulbactam, ampicillin-sulbactam, ticarcillin-clavulanic acid, temocillin and
mecillinam there is insufficient evidence for the management of patients with 3GCephRE
infections at the time of writing and therefore no recommendation can be issued.

RefoRMUATE

Infecciones graves
BC sin sepsis
Infecciones no graves, bajo riesgo

Meropenem, imipenem, ertapenem
Piperacilina-tazobactam
Amoxicilina-clavulanico
Quinolonas

Aminoglicosidos

Tigeciclina

Fosfomicina

Cotrimoxazol

Cefamixinas y cefepime
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Preguntas...

Carbapenem-resistant Enterobacterales (CRE)

Recommendations on the choice of antibiotic treatment for CRE

ceftazidime-avibactam if active in vitro.

For patients with severe infections due to CRE carrying metallo-f-lactamases and/or resistant to
all other antibiotics, including ceftazidime-avibactam and meropenem-vaborbactam, we
conditionally recommend treatment with cefiderocol.

For patients with non-severe infections due to CRE, under the consideration of antibiotic
stewardship, we consider the use of an old antibiotic, chosen from among the in vitro active
on an individual basis and according to the source of infection, as good clinical practice. For
patients with cUTI, we suggest aminoglycosides, including plazomicin, over tigecycline.

We suggest that tigecycline not be used for BSI and HAP/VAP; if necessary, in patients with
pneumonia, clinicians may use high-dose tigecycline.

There is no evidence to recommend for or against the use of imipenem-relebactam and

ime-avibactam,

i It bination therapy.
For patients with severe Lnfect]ons caused by CRE carrying metallo-fi-lactamases and/or
resistant to new antibiotic monotherapies, we suggest aztreonam and ceftazidime-avibactam

Conditional

Conditional

Good practice statement/conditional

Conditional

No recommendation

Strong

Conditional

Moderate/low

Low

Expert opinion/low

Low

Moderate

v’ ¢éCual es el antibidtico de eleccidon? (R CEF32, ECP)

v' iDebemos usar tratamiento combinado? (ECP)

among the in vitro active old drugs, on an individual basis and according to the source of
infection as good clinical practice
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Ambler Enzima Rer

Evaraciclina

*VIM, NDM, IMP
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CASO CLINICO 1

Antecedentes: Paciente de 42 afios con litiasis renal e ITU de repeticion.
NO RAM. No otros antecedentes de interés.

Ha presentado 3 episodios en ultimo trimestre (E.coli MS, E. coli R AMC)
Tratamientos recibidos: cefuroxima, fosfomicina y ciprofloxacino.

Pendiente de litotricia.
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CASO CLINICO 1

Episodio actual:
Acude a urgencias por fiebre de 24 horas y dolor renal derecho.

A la exploracidn se encuentra consciente, temperatura 38.5°C, 101 lpm, 18 rpm, PA: 139/77 mmHg.

En las pruebas complementarias presenta:

Hb: 12,9 gr/dl, leucocitos: 19.450 cls/dl, plaquetas 345.000, glucosa 120 mg/dl, creatina 0,9 mg/dl. PCR: 213 mg/dI.
Eco abdominal: litiasis en caliz derecho y discreto liquido perirrenal.

Se obtiene urocultivo y hemocultivo.

Inician tratamiento con: ceftriaxona 1 gr/24 horas.
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CASO CLINICO 1 CTX-M-15

Muestra: Sangre
Cultivo de bacterias: Se aisla: .
(1) Escherichia col Lista de problemas:
ANTIBIOGRAMA (1)
SR CMi(pg/ml)
Ampicina T - Pielonefritis
Amoxicilina/clavulanico S <=8
Piperacilina/tazobactam S <=8
Cefuroxima R =8 .
Cefotaxima R >32 - PaCIEnte Sano
Ceftazidima R 16
Cefepime R =8 er - . ”
Aztrsonam I - Foco “facil complicado
Ertapenem s <=0.12
Imipenem s <=1
<=0. Q . .
eepenen .o - ITU complicada (BC sin sepsis)
Tobramicina S <=2
Amikacina s <=8
Ciprofloxacino R =1
Trimetroprim/sulfametoxazol R >4/76
Fosfomicina S <=16
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CASO CLINICO 1...¢Tratamiento de eleccion?

1. Meropenem 2 gr g8
2. Ertapenem 1 griv qd.
3. Fosfomicina 4gr iv g6.
4. Amikacina 1 gr qd.

5. Amoxicilina-clavulanico 1 gr iv g8.

67 Congreso Nacional SEFH - Sociedad Espanola de Farmacia Hospitalaria



<,$i5° Nagy,

e sefh (67)

Sociedad Espariola
de Farmacia Hospitalaria

4a~ o291 A8

zaﬁ“

Nuestro caso...

BC sin sepsis

Third-generation cephalosporin-resistant Enterobacterales (3GCephRE) Infecciones no graves, b aj o ries =40)
Recommendations on the choice of antibiotic treatment for 3GCephRE
For patients with BSI and severe infection due to 3GCephRE, we recommend a carbapenem Strong Moderate
Conditional Moderate
-risk, - . Conditional/good practice statement Moderate/expert opinion
antibiotic stewardship we suggest EiEeracillin—tazobactam. amoxicillinﬁclavulanic acid or
o consider cotrimoxazole for non-severe cUTI.

F e conditionally recommend aminoglycosides when Conditional/strong Moderate/high

active in vitro for short durations of therapy, or IV fosfomycin. _—
Among all patients with 3GCephRE infections, stepdown targeted therapy following Good practice statement Expert opinion

carbapenems once patients are stabilized, using old BLBLI, quinolones, cotrimoxazole or other
antibiotics based on the susceptibility pattern of the isolate, is good clinical practice. N .
. . ; . uestras opciones....
We do not recommend tigecycline for infections caused by 3GCephRE. P
Among all patients with 3GCephRE infections the new BLBLI are reserved antibiotics for Mero penem
extensively resistant bacteria and therefore, we consider it good clinical practice to avoid

their use for infections caused by 3GCephRE, due to antibiotic stewardship considerations. Erta penem
We suggest that cephamycins (e.g. cefoxitin, cefmetazole, flomoxef) and cefepime not be used Amoxicilina-clavulanico
for 3GCephRE infections.

For cefoperazone-sulbactam, ampicillin-sulbactam, ticarcillin-clavulanic acid, temocillin and Amino S licosidos
mecillinam there is insufficient evidence for the management of patients with 3GCephRE .
. ) - . . Fosfomicina
infections at the time of writing and therefore no recommendation can be issued.
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CASO CLINICO: evidencias proCARBAPENEM
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Carbapenemas

-

Otros...
v Plptazen 30 min
Empiric Therapy With Carbapenem-Sparing Regimens v’ Mortalidad reladonada no analizada.
for Bloodstream Infections due to Extended-Spectrum v Outcome microblolégicos a favor de PIPTAZ
B-Lactamase-Producing Enterobacteriaceae: Results From A A S ——
the INCREMENT Cohort Palacios-Baena CID 2017
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CASO CLINICO: otras evidencias

BLEE Otros antibioticos...

Empiric Therapy With Carbapenem-Sparing Regimens
for Bloodstream Infections due to Extended-Spectrum
p-Lactamase-Producing Enterobacteriaceae: Results From

sefh

Sociedad Espaola
de Farmacia Hospitalaria
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B 104 ot nent the INCREMENT Cohort Palacios-Baena CID 2017
—I—‘_ * Othar active dngs
08 -
Increment
score =11 - 06 4 Table 2. Thirty-Day Mortality Associated With Empiric Treatment Received
H
; 0.4 Empiric Tharapy Deaths/Treated High-Risk Score®
z Carbapenam as only active drug 421226 (18.6) 32/66 [48.5)
g ‘Carbapenam combined with other active drug 23 (39.1) 815153.3)
%2 in 3 o : 207 GRE 12
A |noghmdsasmacwemlg 9041 (219) 816 B0)
0.0 o olona as only active drug 219 10.5 212 (100}
T T T T T ‘I'rlrnemopnrnwlﬂmemmamle as only active drug 04 10 a1
o s v " = 2 » Tigecycline as only active drug 12 (50 112 1=:0)
Humber at risk FFeilow-up (days) Othars used as only active drug”™ 2110 (200 214 [50)
Catawnem 0 81 o 6 51 m 4 a2 (Other combinations® 074 10) 01 10)
Oher active drugs 1 28 E2 o i 15 % 1%
Joumal of Antimicrobial Chemotherapy (2007) 60, 247-257 ( :
doi: 10.1093fjac/dkm193 ]A
Advance Access publication 11 June 2007

Efficacy and safety of aminoglycoside monotherapy: systematic
review and meta-analysis of randomized controlled trials
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CASO CLINICO: otras evidencias
JAMA
Network ‘Open |5
Original Investigation | Infectious Diseases Table 2. Patients Reaching CMC and Reasons for Not Reaching It
Effectiveness of Fosfomycin for the Treatment of Multidrug-Resistant
Escherichia coli Bacteremic Urinary Tract Infections Patients, No./total No. (%)
A Randomized Clinical Trial Receiving Receiving Risk difference P value,
fosfomycin comparator (1-sided 95% CI)? 1-sided
CMC at TOC among MITT (measures of success)
All patients I 48/70 (68.6) 57/73 (78.0) I -0.4(-21.5to =) .10
Patients with ceftriaxone-susceptible  25/31 (80.6) 27/31(87.0) -6.4(-21.7to =) .24
isolates®
F’at‘l»sentsh with ceftriaxone-resistant 23/39 (59.0) 30442 (71.4) -12.4(-29.8 to =) 12
isolates

Reasons for not reaching CMC at TOC among MITT (measures of failure)

Clinical or microbiological failure

All patients I 10/70 (14.3) 14773 (19.7) I 5.4 (=10 4.9) .19
Patients with ceftriaxone- 3/31(9.7) 4/31{12.9) -3.2 (-=to 10.0) 34
susceptible isolates®
Patients with ceftriaxone-resistant  7/39 (17.9) 10/42 (23.8) -8.9 (-=t06.9) 25
isolates®
- Other reasons

Sojo-Dorado et al. JAMA Open 2022 Withdrawn because of adverse] 6/70 (8.5)° 730 | 85(=t13.9) .006
events
Missed assessment at TOC 3/70 (4.2) 2/73(2.7) 1.5(-=t06.5) 31
TOC assessed but urine culture at 3/70(4.2) 0/73 (08 4.2 (-=to8.1) .03
TOC not available
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CASO CLINICO 2

Paciente de 63 anos
Antecedentes: NO RAM. HTA y DM (tratamientos con enalapril y metformina).
Colangiocarcinoma con prétesis biliar plastica en junio/22

3 episodios de colangitis aguda desde entonces, recambios de proétesis hasta
colocacion de metalica (necesidad de ingreso).

Tratamientos recibidos: meropenem, piperacilina/tazobactam, ceftriaxona,
ciprofloxacino, amoxicilina/clavuldnico y profilaxis con cotrimoxazol entre cada
episodio.
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CASO CLINICO 2

Episodio actual:
Acude a urgencias por fiebre de 48 horas, dolor en el hipocondrio derecho.

A la exploracidn se encuentra consciente, temperatura 38.5°C, 101 lpm, 18 rpm, PA: 99/57 mmHg.

En las pruebas complementarias presenta:

Hb: 10,9 gr/dl, leucocitos: 18.450 cls/dl, plaguetas 345.000, glucosa 230 mg/dI, creatina 1,6 mg/dl, BI D 2 gr/dl. PCR: 237 mg/dlI.

TAC abdominal: absceso en el [6bulo hepatico izquierdo (8 x 9 cm).

Inician tratamiento con: meropenem 1 gr/8. Se pide drenaje mediante radiologia intervencionista y CPRE
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CASO CLINICO 2 KPC-2 + CTX-M-15
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Muestra: Absceso aspiracién.Higado
Tincion de Gram: Negativo. Lista de problemas:
Cultivo de bacterias: Se aisla:
(1) Kiebsiella pneumoniae
ANTIBIOGRAMA (1) _ SO FA> 2
SR CMI(ug/ml) -
Ampicilina R >8
Amoxicilina/clavulanico R >32
Piperacilina/tazobactam R >18 . o .
R - Paciente fragil
Cefotaxima R >32
Ceftazidima R 4
Cefepime R >8
Ceftazidimalavibactam s <=2 _ 'f 7~ I d t t
Ceftolozano/tazobactam R 4 FO CO d I I CI e ra a r
Aztreonam R e
Ertapenem R >1
Imipenem R =8 w4
Meropenem R >32 - Infecclon grave
Gentamicina s <=2
Tobramicina s <=2
Amikacina s <=8
Ciprofloxacino R >1
Levofloxacino R B
Trimetroprim/sulfametoxazol S <=2/38
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Nesefh (67) RefoRMULATE
CASO CLINICO 3...¢Tratamiento de eleccion?

1. Meropenem 2 gr q8 perfusion extendida (p.e.) + amikacina 1 gr gqd
2. Ceftazidima-avibactam 2 gr g8 p.e.

3. Preguntaria CMI de meropenem-vaborbactam

4. Preguntaria CMI de colistina

5. Amikacina 1 gr qd

67 Congreso Nacional SEFH - Sociedad Espanola de Farmacia Hospitalaria



Evidencias.....ceftazidima-avibactam

Estudios pivotales CRE
Informacion retrospectiva, observacional, KPC

Clinical Infectious Diseases

B1DS/ h .
BIDSA CR_K. pneumoniae (46% BC)
Colistin Versus Ceftazidime-Avibactam in the Mortalidad aj ustada a 30 dias:
Treatment of Infections Due to Carbapenem-Resistant
Enterobactel idceae 9% vs 32% (9%_35%, P= 001)
Clinical Infectious Diseases v
AIDSA K

KPC-producing K. pneumoniae BC

Efficacy of Ceftazidime-Avibactam Salvage Therapy in

Patients With Infections Caused by Klebsiella pneumoniae Ceftazidima-avibactam tras 7 de me)jor tera pla d Isponi ble

Carbapenemase producmgK pneumomae

Propensity-score_Mortalidad a 30 d (36.5% vs 55.8%, P = 0.005)

.” Silvia Corcione.”Elda Righi ' Angl nn els Laun M arghe uﬂgm . Francesco Amador
Coccareli’ Emestina Mazza,” Francesca Raffaelli,' Teresa Spanu.” Roberto Cauda,’ and Pie IqVI

Van Duin CID 2018; Shields AAC 2017; Caston Int J Inf Dis 2017; Tumbarello CID 2019; Alradaddi BMC Inf Dis 2019




Evidencias meropenem-vaborbactam

Infect Dis Ther (2018) 7:439-455 @ CrossMark
https://doi.org/10.1007/s40121-018-0214-1

ORIGINAL RESEARCH WunderiCk’ Inf DiS Ther 2018

Effect and Safety of Meropenem-Vaborbactam
versus Best-Available Therapy in Patients

with Carbapenem-Resistant Enterobacteriaceae
Infections: The TANGO II Randomized Clinical Trial

Table 2 Efficacy endpoints among all patients with confirmed CRE infections (mCRE-MITT)

M-V (z = 32) BAT (n = 15) Difference® (95% CI) P value Relative difference”
7 (%) 7 (%)
Efficacy endpoints
Clinical curc at EOT 21 (65.6) 5 (333) 323 (3.3-61.3) 0.03 97.0
Clinical curc at TOC 19 (59.4) 4 (26.7) 32.7 (4.6-60.8) 0.02 1225
Microbiologic curc” at EOT 21 (65.6) 6 (40.0) 256 (— 4.1 to 554) 0.09 640
Microbiologic curc® at TOC 17 (53.1) 5(333) 19.8 (= 9.7 to0 49.3) 0.19 59.5
Day-28 morality 5 (15.6) 5 (33.3) — 177 (- 447 10 9.3) 020 - 532
M-V (n = 23) BAT (n = 15) Difference™ (95% CI) P value Relative difference®
n (%) n (%)

Sensitivity analysis of clinical cure at TOC and all-cause mortality at day 28 across all infection types (mCRE-MITT) excluding prior antibiotic failurc?

Ol 1 T 1o o0 L (A a0 (10— —a gy oo0

Day-28 all-cause mortality 1(43) 5 (33.3) —29.0 (— 543 to -37) 0.02

160.7
-87.1




Evidencias tratamiento combinado

35 estudios estimaban mortalidad
(34/35) “considerable risk of bias” (“high” en 12, “moderate” en 14; y “low” en
9).
Una droga activa vs 2 drogas activas: 7 estudios
A favor de la combinacion en pacientes graves

Tumbarello, JAC 2015; Gutierrez_Gutierrez, Lancet Inf Dis 2017; Falcone, CMI 2016

Combinacion que incluye carbapenem
Meropenem MIC < 8 mg/dl (Tumbarello, JAC 2015)

AIDA and OVERCOME trials (HAP/VAP and BSl): COL vs MER+COL

Subanalisis de infecciones por CRE: no differencias en mortalidad a 28 dias

Paul, Lancet Infect Dis 2018; Kaye, presentation at 31th ECCMID Basel 2021
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CASO CLINICO 3

Paciente de 83 afnos
Antecedentes: HTA y DM (tratamientos con enalapril y metformina), ITUs de repeticion
tratadas con multiples AB (cefalosporinas, quinolonas, A/C). Residencia de ancianos

Episodio actual:

Acude a urgencias por dolor abdominal y vémitos. Sin fiebre.

A la exploraciéon se encuentra consciente, temperatura 38.5°C, 101 Ipm, 18 rpm, PA:
140/89 mmHg.

En pruebas complementarias presenta: Hb: 10,9 gr/dl, leucocitos: 18.450 cls/dl,
plaquetas 345.000, glucosa 230 mg/dl, creatina 1,6 mg/dl, BI D 2 gr/dl. PCR: 350
mg/dl.

Se obtiene hemocultivo y urocultivo e inicia tratamiento con meropenem 1 gr/8 horas
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CASO CLINICO 3

MICROBIOLOGIA

CTX-M-15+OXA-48

Muestra: Orina (media)

Cultivo de bacterias: Se aislan > 100.000 U.F.C./ml de: .
P Lista de problemas:
ANTIBIOGRAMA (1
SR CMI{ug/ml)
Ampicilina R -8 .
Amoxicilina/clavulanico R =32 N
Piperacilina/tazobactam R =18 O s e p S l S
Cefuroxima R =B
Cefotaxima R =32
Ceftazidima R 4 . . .
Cefepime R Insuficiencia renal
Aztreonam R >4
Ertapenem R =1
Imipenem ! z
Meropenem I 1 ITU
Gentamicina R =4
Tobramicina R =4
Amikacina s <=8
Ciprofloxacino R >1 .,
Trimetroprim/sulfametoxazol R =476 I nfe CC I O n | eve
Fosfomicina s 32
Nitrofurantoina s <=64
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Nesefh (67) RefoRMULATE
CASO CLINICO 3...é¢Tratamiento de elecciéon?

1. Meropenem 2 gr q8 PE

2. Meropenem 2 gr g8 PE+ Fosfomicina 4 gr g6
3. Preguntaria CMI de Ceftazidima-avibactam
4. Amikacina 1 gr qd

5. Tigeciclina 100 mg qd (2nd dia: 50 mg qd)
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CASO CLINICO 4

Vardn de 78 anos. Diabetes.
ITU de repeticidon (3 episodios en un afio, 1 ingreso: fosfomicina, ceftriaxona, ciprofloxacino)

Espondilolistesis.

Episodio actual:
Artrodesis lumbar.
Durante ingreso: ITU asociado a sonda: piperacilina-tazobactam 7 dias

2 semanas mas tarde: infeccidon de la artrodesis e ingresa.

T: 38,52C, TA 149/78, 97 pm, 16 rpm. Dolor lumbar.

13.700 leucocitos (90% PMN), lactato 1.8 mmol/L, creat 1,6 mg/dL, PCR: 278

Se toman HC. Se inicia tratamiento con Vancomicina 1 gr q12 y meropenem 2gr qd.
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CASO CLINICO 4

Muestra: Sangre

Cultivo de bacterias:

ANTIBIOGRAMA

Ampicilina
Amoxicilina/clavulanico
Piperacilina/tazobactam
Cefuroxima
Cefotaxima
Ceftazidima

Cefepime

Aztreonam

Ertapenem

Imipenem

Meropenem
Gentamicina
Tobramicina
Amikacina
Ciprofloxacino

Trimetroprim/sulfametoxazol

Se aisla:
(1) Klebsiella pneumoniae
(1)
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VIM-1, OXA-48, CTX-M-15, SHV-28

Lista de problemas:

éNo sepsis??

Bacteriemia

Infeccion profunda de herida quirurgica

Infeccion severa
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CASO CLINICO 4...¢Tratamiento de eleccion?

1. Ceftazidime-avibactam 2 gr g8 PE + Aztreonam 1 gr g8
2. Meropenem 2 gr g8 PE + Gentamicina 240 qd
3. Preguntaria CMI de cefiderocol

4. Gentamicina 240 mgr qd
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Evidencias de cefiderocol

@' ® Efficacy and safety of cefiderocol or best available
therapy for the treatment of serious infections caused by

carbapenem-resistant Gram-negative bacteria

(CREDIBLE-CR): a randomised, open-label, multicentre,

pathogen-focused, descriptive, phase 3 trial

Yuko Matsunaga, Mari Ariya

Nosocomial pnevmonia Bloodstream infections or Complicated urinary tract Overall
sepsis infections
Cefiderocol Best available  Cefiderocol Best available Cefiderocol Best available Cefiderocol Best available
(n=45) therapy (n=22)  (n=30}) therapy (n=17)  (n=26) therapy (n=10)  (n=101) therapy (n=49)
Day 14 11 (24%; 3 (14%; 5 (17%; 1(6%; 3 (12%; 2(20%; 19 (19%; 6 (12%;
12.0-39.5) 2.0-34.9) 5-6-347) 01-287) 2-4-30-2) 2.5-55.6) 11-7-27-8) 4.6-24.8)
Day 28 14 (31%; 4 (18%; T (23%; 3 (18%; 4 (15%; 2(20%; 25 (25%; 9 (18%;
18.2-46-6) 5-2-40.3) 9.8-42.3) 3-8-43.4) 4-4-34.9) 2.5-55.6) 167-343) 8.8-32.0)
Endofstudy 19 (42%; 4 (18%; 11 (37%; 3 (18%; 4 (15%; 2 (20%; 34 (34%; 9 (18%;
7 7-57-8) 5-2-40.3) 19-9-56-1) 3-8-43.4) 4-4-34.9) 2.5-55.6) 24-6-43-8) 8.8-32.0)
Data are n (%; 95% Cl) by dinical diagnosis and overall. Percentages were calculated using n as the denominator, where nwas the number of patients in the safety population
who had the specified clinical diagnosis and known vital status at each timepoint.
Table 5: All-cause mortality in the safety population

POST_HOC analisis: CR-K. pneumoniae:

Basseti, Lancet Inf Dis 2021

mortalidad 6/28 (21.4%) con cefiderocol vs 4/15 (26.7%) con MTD




Evidencia de tratamiento combinado: Nuevos farmacos

5 cohortes retrospectivas: 824 pacientes (USA, Espafia e Italia)
No diferencia en mortalidad/fracaso clinico en infecciones causadas por KPC and OXA-48

King, AAC 2017; Tumbarelllo, CID 2019; Shields, AAC 2018; De la Calle, JAC 2019; Tumbarello, CID 2021

Estudio observacional (Falcone, CID 2021)
102 pacientes con BC por ECP productor de MBL (82NDM _ 20 VIM)
Ceftazidime-avibactam + aztreonam vs combinacion de drogas activas

PS_analisis: ceftazidime-avibactam-aztreonam y mortalidad a 30 dias (HR 0.37, 95% Cl

0.13€0.74)

moderada evidencia

‘or ceftazidime-avibactam




Hesefh (67) RefoRMU(ATE
Mensajes para llevar a casa

Muy importante determinar foco, gravedad y riesgo del paciente antes de tomar
una decision en cuanto AB.

En infecciones por E R cef 32: carbapenemes para infecciones graves y considerar
alternativas en leves (PTZ/AMC/fosfo/amika)

En infecciones por ECP considerar los nuevos farmacos para infecciones graves o

combinaciones con meropenem si no hay acceso a los mismos (CFT_AV + AZT).
En leves pensar en alternativas (AMK, cipro, CMX, tige...)

Si estabilidad clinica alcanzada (48-72 horas): desescalar
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<« PROA_Macarena

5.327 Tweets

Enfermedades Infecciosas

8 & Siguiendo

PROA_Macarena

@PROAmacarena Te sigue

Grupo #PROA (Programa Optimizacion Antibioterapia) / Servicio Enfermedades
Infecciosas, Hospital Virgen Macarena, Sevilla. #AntimicrobialStewardship.

© Sevilla, Espafia (& hospitalmacarena.es/activos/antibi...
Se unié en noviembre de 2015

816 Siguiendo  5.251 Seguidores

sh2)..  SHORTEN-2 trial, PROA Hospital de Valme y 68 més de las cuentas que sigues siguen a
este usuario
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