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P Bacteremia

* Bacteremia
— Bactéria na corrente sanguinea

4

* Bacilos Gram-
— Enterobactérias
— Acinetobacter
— Pseudomonas

* Cocos Gram+ /”\
— Staphylococcus “
— Streptococcus
— Enterococcus /
4




‘ Cocos Gram Positivos sao mais comuns
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S. aureus Candida Entero-
coccus

12:13 Wisplinghoff H . CID 2004 ‘)




... também no Brasil

Pathogen % BSI (rank) Crude mortality (%)

Total (n=2,447) ICU (n = 1,196) Non-ICU (n = 1,251) Total (n =g971) ICU (n = 656) Non-ICU (n = 315)

15.4 (1) 12.8 [3)'g 17.9(1) 31.0 48.2 24.0
13.8(2) 16.6 [1}g 11.2 (3) 32.0 46.5 23.2
a

Acinetobacter spp. 12.5 (4) 15.2 (2) 10.0 (4) 52.1 65.5 29.6
P. aeruginosa 8.9(5) 10.0(5) ~.9(5) 48.9 61.5 39.0
Enterabacter spp. 6.1 (6) 5.8 (7) 6.4 (6) 30.2 61.4 17.1
Candida spp. 5.6(7) 7.4(6), 3.9(7) 68.6 85.9 534
. Enterococcus spp. 4.5(8) 5.5 (8) 3.6 (q) 49.5 64.2 36.2
Serratia spp. 3.5(g) 3.2 (g) 3.8 (8) 40.0 60.0 2g.1
: Proteus spp. 1.6 (10) 1.8 (10) 1.6 (10) 44.7 61.1 30.0

Marra A. J Clin Microbiol. 2011 Tuon FF. ICAAC 2012




Primaria (intravascular) — Origem?

Secundaria (extravascular) — Foco
definido

Musher Medicine (Baltimore). 1994
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Desfecho com tigeciclina nao foi diferente com
ou sem bacteremia

Safety and Efficacy of Intravenous Tigecycline in
Subjects with Secondary Bacteremia: Pooled Results
from 8 Phase III Clinical Trials

David Gardiner, Gary Dukart, Angel Cooper, and Timothy Babinchak
Pfizer, Collegeville, Pennsylvania

Ma. of cured subjects/no.
of subjects in group (%)

Tigecyehna arm Comparator arm
Charactearistic {n = 91) (n = 79) P

Owerall bacteremia T4/91 (81.3) G279 (78.5) i)
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SEVCINEN

Hemocultura

Swab da secrecao

Ponta

Estavel

Aguardar culturas

Instavel

Semiquantitative

Differential quantitative

a.c

Differential time

relacionada com cateter?

Duboc de Al

Diferenca de tempo de positividade: método util
no diagnéstico de infeccao de corrente sanguinea

12:13 Bouza CID 2007 Differentia time to positivity: a useful tool for the diagnosis of atheterrelated infections?

Karoline de Lemes Giunting Corréa’, Cisele M.

Measure superficial cultures®® blood cultures’ to positivity®®

Sensitivity 78.6 (59.0-91.7) 71.4 (51.3-86.8) 96.4 (81.7-99.9)

Specificity 92.0 (87.0-95.6) 97.7 (94.3-99.4) 90.3 (85.0-94.3)

Positive predictive value 61.1 (43.5-76.9) 83.3 (62.6-95.3) 61.4 (45.5-75.6)

Negative predictive value 96.4 (92.4-98.7) 95.6 (91.4-98.1) 99.4 (96.6-99.9)

Accuracy 90.2 (85.3-93.9) 94.1 (90.0-96.9) 91.2 (86.4-94.7)
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Ponta - Sangue - Nada — Outros focos
Trata se S. aureus (7 dias)

Ponta -/+ Sangue + Retira o CVC e Tto especifico
SE ECN — manter CVC com lock
therapy e 14 dias de atb

Bacteremic Complications of
Intravascular Catheters Colonized
with Staphylococcus aureus

Migquel B. Ekkelenkamp,' Tjomme van der Bruggen,'
David AM.C. van de Vijver,' Tom FW. Wolfs,* and Marc J.M. Bonten'

'Department of Medical Microbiology, University Medical Center Utrecht, and
*Department of Pediatric Infectious Diseases, Wilhelmina Children’s Hospital,
Utrecht, The Netherlands

Systemic corticosteroid use 005 6.1 (1.8-20.4)
Antibiotic treatment 003 013 1(0.02-0.81
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BM) Open The increased risks of death and
extra lengths of hospital and ICU stay
from hospital-acquired bloodstream
infections: a case-control study

Results: The greatest increase in the risk of death was
for a bloodstream infection with methicillin-resistant
Staphylococcus aureus (HR=4.6, 95% Cl 2.7 to 7.6).
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Bloodstream Number of Deaths in infections, Deaths in controls,

infection infections n (%) Controls n (%) HR (95% CI)
BSI and Gram 2141 338 (15.8) 8512 526 (6.2) 3.0 (2.6 to 3.5)
positive
BSI with SAB
All 744 124 (16.7) 2950 175 (5.9) 3.5 (2.7 to 4.6)
MRSA 189 38 (20.1) 740 45 (6.1) 46 (2.71t07.6)
MSSA 555 86 (15.5) 2218 121 (5.5) 3.4 (2510 4.7)
BSI with CNS 918 139 (15.1) 3640 219 (6.0) 2.9 (2.3 10 3.7)
BSI'and Gram negative
All 2044 285 (13.9) 8089 609 (7.5) 21 (1.8to24)
Escherichia coli 465 57 (12.3) 1838 130 (7.1) 20(1.4t02.8)

Pseudomonas 449 74 1771 163 (9.2) 2.2 (1.6 10 3.0)

Inocente?



CULTURAS EM GERAL

Germe: Staphylococcus aureus (Gl)

Observacao:
ANTIMICROBIANOS RESULTADO
CEFALOTINA SENSIVEL
CIPROFLOXACINO SENSIVEL
CLINDAMICINA SENSIVEL
RESISTENTE
SENSIVEL
SENSIVEL ><
o SENSIVEL
RESISTENTE
SENSIVEL
£ 9 TRIMETROPINA SENSIVEL
TEICcOPLAMI NA SENSIVEL



P Como voce trataria

CEFALOTINA SENSIVEL
CIPROFLOXACINO SENSIVEL
. CLINDAMICINA SENSIVEL
1 - Cefalotina ERITROMICINA RESISTENTE
GENTAMICINA SENSIVEL
. . LINEZOLIDA SENSIVEL
2 - Ciprofloxacino MILImMsiWL
PENICILINA RESISTENTE
3 - Clindamicina sisbicieny 4% SENSTVEL
_ ROPINA SENSIVEL
TEICOPLAMINA SENSTVEL
4 - Linezolida - ‘ 0%
6 - Sulfa ‘ 0%

7 - Teicoplanina ' 4%




‘ Qual o melhor tratamento para bacteremia por MSSA?

| Sensivel a oxacilina

S. aureus
+  Oxacilina 2g IV 4/4h
100 100 Beta-lactamicos (n=54)
82 p=003 M Vancomicina (n=27

80

es (%)

Nepotismo da publicacao na Coreia

Outcome of vancomycin treatment in patients with methicillin-susceptible Staphylococcus
aureus bacteremia.

Kim SH, Kim KH, Kim HE, Kim MJ, Kim EC, Oh MD, Choe KW,
Antimicrob Agents Chemother. 2008 Jan;52{1):192-7. Epub 2007 Nov 5.

0 Il 0 '-_,

Oblto Cura

12:13 Kim. Antimicrob Agents Chemother 2008 e)
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‘ Qual o melhor tratamento para bacteremia por MSSA?

Resposta:

Vancomicina é inferior a beta-lactamicos

- ()




‘ Sé posso usar oxacilina?

Resposta:

Podemos usar cefalosporinas para tratamento de
bacteremia por MSSA

()




G Mortalidade de MRSA é maior que MSSA?

Resposta:

A mortalidade da bacteremia de MRSA > MISSA




HEMOCULTURA 1* AMOSTRA

Material: SANGUE
Resultado: Positivo
Observacgoes:

Data da Coleta: 27/09/2012 16:10

Germe: Staphylococcus aureus (MRSA) (G1)

Colodnia:
Observacao:
ANTIMICROBIANOS RESULTADO MIC
CEFALOTINA RESISTENTE
CIPROFLOXACINO RESISTENTE
CLINDAMICINA RESISTENTE
RESISTENTE
RESISTENTE
LINEZOLIDA SENSIVEL
OXACILINA s ———RESISTENTE M
PENICILINA RESISTENTE
o TFAMPICINA SENSIVEL
JETROPINA SENSIVEL
SENSIVEL

SENSIVEL




An Evaluation of Vancomycin Susceptibility Testing For Methicillin-Resistant S.
aureus: A comparison of Etest and three automated testing methods

Michael J. Rybak, Celine Vidaillac, Helio Sader, Paul Rhomberg, Hossein
Salimnia, Lawrence Briski, Audrey Wanger and Ronald Jones

JCM Accepts, published online ahead of print on 17 April 2013
J. Clin. Microbiol. doi:10.1128/JCM.00448-13

Copyright © 2013, American Society for Microbiology. All Rights Reserved.

E-test superestima MIC, melhor método para a pratica

D



S. auD

Resistente > 16 ug/ml (VRSA)
Intermediario 4-8 ug/ml (VISA)

Sensivel < 2 ug/ml

Vancomlcma

+ Dose ataque de 30mg/kg e usar 15mg/kg (e ndo dose fixa de 1g) IV 12/12h
+  Vancocinemia é necessaria; “trough level” de 15-20mg/| é o “alvo”
+  Sempre determinar MIC (E-test ou automatizado) Yneomsein herapeutic Guidelines: A =

Summary of Consensus Recommendations from
the Infectious Diseases Society of America, the
American Society of Health-System Pharmacists,

and the Society of Infectious Diseases
Q

Pharmacists
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81 pacientes

60
50
40
30

20
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MIC (mcg/ml)

12:13 Moise-Broder . CID 2004 a)



MIC importa no desfecho clinico?

Hogi WREC Lo Wil Fizk Fato Fi=k Fatin
Sudyor Subgroup  Everds Tolal Bvents Total Wielght MO Renedom, 95% O Year }-H, Randnm, 952 C|
Internatior MS1ERS
Hista [UEA) 1z M oo a1 250 [0.40, 7.45] 2008 _
Lodis= [USK 12 10 AT% 1500080, 513 2008  —
= |1 L} 2 1.02[0.72,1.46] 2008 =

Interndf

Total (95% Cl) 2047 1665 100.0%
Total events 646 402

Heterogeneity: Tau®= 0.05; Chi*= 37.39, df= 25 (P = 0.05); F= 33%
Test for overall effect. Z= 2.30 (P = 0.02)

Test for subaroup differences; Chif=0.87.dl=3(P=0.83). F=0%

340

N
TR A%

1.21[1.03, 1.43]

1,53[0,77, 205) z008 .
0OBM.M, 056 2008
008 [0.47, 5.64] 2008 —

0.02 0.1 1 10 50
Favours high VMIC Favours low VMIC




Coorte retrospectiva

O MIC influencia no desfecho

A substituicao da vancomicina por outra droga (ex.:
daptomicina) MIC > 1 talvez possa diminuir a
mortalidade

12:13 Murray KP. CID 2013 °)




Fluxograma

Daptomicina 6 mg/kg
IV 1 vez ao dia
Terapia empirica MIC>1 ou ???

Oxacilina2 g IV

MIC vanco £1
acada4 horas

Vancomicina

15mg/kg g IV a

cada 12 horas
+

dose ataque 30mg/kg

Manter
Daptomicina 6 mg/kg IV
1 vez ao dia




Vc faz MIC no seu hospital?

3 - Sim, Vitek ou Microscan ou Vitek - 20%




Mas eu nao tenho MIC?

Predicting High Vancomycin Minimum
Inhibitory Concentration in Methicillin-Resistant
Staphylococcus aureus Bloodstream Infections

Andrew 5. Lubin,' David B. Snydman,' Robin Ruthazer2 Pralhad Bide.' and Yoav Golan®

'Division of Geographic Medicine and Infectious Dissases, Department of Madicine, and ZInstitute for Clinical Research and Health Policy Swdies,
Biostatistics Research Center, Tufts Medical Canter, Boston, Massachuzatts

GEE Positive  Negative Percent
Adjusted® P Model P predictive predictive of the
Variable OR (95% Cl) value OR (95% Cl) value Score Score Sensitivity Specificity  value value  entire cohort

Age > 50 years 5.8 (2.1-16.3) < .01 5.7 (2.2-15.0) < .01 3 mg : 122 ‘gg 2; ‘13":
Ua:;c;:riw:cln = 25(1.1-b.5) .03 25(1.1-6.4) 02 2 =g = o7 60 & P
previous week =7 26 96 60 85 8.4
Chronic liver 26(1.2-53) .01 25(12-52) .01 2 =8 40 87 42 86 18.6
disease =5 58 74 35 88 31.8
History of MRSA 2.5 (1.2-53) .02 25(1.2-50) .01 2 =4 i 59 30 91 48.0
bacteremia =3 97 18 22 96 83.8
Nontunneled 1.6 (0.9-3.1) 14 1.7 (0.9-3.1) 12 01 =2 100 12 21 100 90.2
central line =1 100 8 21 100 93.6

\‘jf‘/



Deve se fazer ecocardiograma transesofagico em pacientes com

bacteremia por MRSA?

Resposta:
Ecocardiograma deve ser realizado
Trans-toracico < trans-esofagico

Casos menos complicados -> TT

(=)




taYl Ponta de CVC + e hemocultura -, devo valorizar?

Resposta:

Apesar da qualidade ruim dos estudo, o tratamento
deve ser realizado em pacientes com ponta de CVC
positivas e hemoculturas negativas




‘ Qual o melhor tratamento para bacteremia por MRSA?

* VVancomicina
* Daptomicina
* Teicoplanina
* Sulfametoxazol-trimetoprim

 LInezolida
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Review

Clinical Management of Staphylococcus aureus Bacteremia
A Review

Thomas L. Holland, MD; Christopher Arnold, MD; Vance G. Fowler Jr, MD, MHS

e 2014

* 81 artigos

* Apenas 1 estudo com alta qualidade
— Vanco vs dapto

* Evidéncia forte para definir uma droga sobre a
outra?

— Em MBE nao

()
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Daptomycin
Linezolid
Birminghamet Low 796 Patients with signs and symptoms  Clinical and Patients with evaluable MRSAB: 10/14 (71.4%)
al,>® 2003 (378 of a serious infection; median (IQR) microbiological cured
(open-label bacteremia, agesof55.8(18-93)yand8.7 outcome (cure,
romnassinnate- 14 avaluahla (0 1-17Y v+ treatmant with failura nr
Combination Therapy
- Levine et al,** Moderate 42 MRSA endocarditis (median Duration of Median duration of 9 d for bacteremia for all
1991 (open- [range] age of 32 [23-61] ¥); bacteremia patients; 7 (95% Cl, 5 to 11) d for vancomycin vs 9
label RCT) treatment with vancomycin alone (95% Cl, 6 to 13) d with combination therapy; no
(l1gevery12h;n=22)vs difference between groups with respect to
vancomycin (1 g every 12 h) plus therapeutic failure: 4/22 (18%) vs 2/20 (10%),
rifampin (600 mg/d) (n = 20) respectively (P = .20)
Lemonovichet  Low 87 Persistent SAB, S aureus Incidence of Aminoglycoside use associated with lower incidence
al,*5 2011 (48 MRSAB)  endocarditis, or both; median recurrent SAB of recurrence (RR, 0.51 [95% Cl, 0.22 t0 1.17];
(retrospective (range) age of 58 (50-70) y with within & mo, P = .04); other outcomes not significantly different;
+ cohort) B-lactam or vancomycin with duration of mortality: 51% for aminoglycoside use vs 42.1% for
concomitant aminoglycoside use bacteremia, 6-mo no aminoglycoside use (P = .41); complication rate:
; (n=49)and 57 (53-71) y without  mortality, 71.4% vs 73.7%, respectively (P = .82); renal
‘ concomitant aminoglycoside use incidence of failure: 54.5% vs 46.9% (P = .54)
(n=38) bacteremia
complications,
incidence of renal
failure
Dilworth et al,*¥ Low 80 Mean (SD) age of 51.6 (15) y with  Microbiological Microbiological eradication more likely with

T 2014
(retrospective
cohort)

combination therapy of

vancomycin plus B-lactam (n = 50)
and 50.5 (16.8) y with vancomycin
alone (n = 30); vancomycin MIC =2

- e g

62"4"(1'4 2) y with contlnued
glycopeptide use (n = 52)

eradication
(negative blood
cultures and no
relapse within
30dof
camnleting
bacteremia,
salvage success

(4}'26 [15 4%] Vs 11!52 [21.2%], P

combination therapy; 48/50 (96%) with
combination therapy of vancomycin plus B-lactam vs
24/30 (80%) with vancomycin alone (AOR, 11.24
[95% Cl, 1.72 to 144.3]; P=.01)

. 8 i e 1 Y - [ e ) W W

[EE%], respectively, P = .11) or mortality (4/38
[11%] Vs 13152 [25%], P .08)
_54)




VANCOMICINA

* Vancomicina é a droga padrao de
comparacoes
— Daptomicina (ECR) nao foi superior

— Teicoplanina (open label RCT) nao foi superior
— SMX-TMP nao foi superior
— Linezolida nao foi superior




DAPTOMICINA

e Estudos sugerem que doses mais elevadas que
a recomendada em bula (6mg/kg)
— 10mg/kg
— Melhor resposta terapéutica
— Maior sobrevida quando MIC >1

* Coorte retrospectiva
e Nao foi avaliado em ECR

— Generalizacao de que dapto > vanco nao é correta

()



IF Standard Therapy Daptomycin
Outcome Better Better Daptomycin Standard Therapy
Success 42 days after the end of therapy - —20% E = na-flataino. {36)
Intention to treat i —r— 53/124 (42.7) 48122 (39.3)
Modified intention to treat E s 53/120 (44.2)  48/115 (41.7)
Per protocol : * 43/79 (54.4) 32/60 (53.3)
Success including patients with failure owing — 84/120 (70.0)  79/115 (68.7)
to lack of efficacy only (modified intention
to treat)
Success at end of therapy
Maodified intention to treat —_— 74/120 (61.7)  70/115 (60.9)

Per protocol . 53/79 (67.1) 40/60 (66.7)

Success in prespecified subgroups 42 days after the

MRSA (modified intention to treat) 20/45 (44.4) 14/44 (31.8)

et o 33/74 (44.6) 34/70 (48.6)
According to the final diagnesis (modified
intention to treat)

Uncomplicated bacteremia . 18/32 (56.3) 16/29 (55.2)
Complicated bacteremia = 26/60 (43.3) 23/61 (37.7)
Right-sided endocarditis - B/1 (42.1) 7/16 (43.8)
Left-sided endocarditis - 1/ (11.1) 2/9 (22.2)

According to entry diagnosis

Definite and possible endocarditis 41/90 (45.6) 37/91 (40.7)
Mot endocarditis * 12/30 (40.0) 11/24 (45.8)

)

J I I I I I I I T 1
-50 —40 -30 -20 -10 O 10 20 30 40 50
‘ Absolute Difference in Success Rates (%)




LINEZOLIDA

* “Pode ser efetiva para bacteremia”
 Testada em bacteremia refrataria

e Em casos de bacteremia secundaria nao foi
diferente da vancomicina

Jowurnal of Antimicrobial Chemotherapy (2005) 56, 923929
doi: 10.1093/jac/dki355

Advance Access publication 29 September 2005

Linezolid versus vancomycin for Staphylococcus aureus bacteraemia:
pooled analysis of randomized studies

Andrew F. Shorr'#, Mark J. Kunkel® and Marin Kollef*

()



* Vancomicina é superior a SMX-TMP

Trimethoprim-Sulfamethoxazole Compared with
Vancomyecin for the Treatment of Staphylococcus aureus

Infection
Marman Markowitz, MD; Edward L. Quinn, MD; and Lowis D. Saravolatz, MD

[+] Article and Author Information

Ann intern Med. 1992;117(5):390-398. doi:10.7326/0003-4819-117-5-300 TextSize: A A A




TEICOPLANINA

° Teicop Insuficiéncia renal cina

Teicoplanin  Vancomycin Risk Ratio Risk Ratio
ANTIMICROBIAL _Study or Subgroup __Events _Total_Events _Total Weight M-H, Fixed, 15%CI M.H, Fixed, 55% CI Vol. 53, No. 10
066-4804/00/% 122 Purified vancomycin preparation
Copyright © 2{ Auperin 1597 1 33 0 £ 0.5% 300 043, 73.20) Y—
Contra 1995 1 » 4 35 e 031 004, 264
D-Antonio w04 1 ” t 7 100 0.50 .05, 5.40) _
Figuera 159¢ 13 6 1 8 126 107 054, 209 =3 .
Fortun 201 0 1» 1 10 1.5% 033 Mok 731 T .
Comp Kureishi 1591 2 s 0 3 1020 0.20 005,081 =T ]plﬂ nin.
Liu 199¢ Hl u 10 0 104w 017 [0.05, 0.7%) =
Menichetli 1994 Rl us b B2 L% 183 0.34,997 Y FE oy
Nadal 1959 0 u 0 ] Not estimable
Neville 1975 1 2 15 ¥ 152w 0.07 10,01, 047 Ee——
T Nuccl 1598 1 53 X 53 e 100 @.15, 6 84 il [
Pham Dang 2001 0 15 3 15 EX T 014 001, 255 e oY P15
Rolston 1992 H un 3 FHi Jow 047 012, 405)
Sidl 000 0 4 5 u 554 0.08 .00, 137 H
Vazquez 1599 1 3 1 8 10w 100 .06, 15.41) S PR
Zhao w03 0 » 1 1469 0321001, 748 I
Subtotal 5% Cl) m Q@  Tow 0.44 [0.09, 0.65) 3
Total events n n
Heterogeneity, Chi¥ =034, df =14 P =013 F=31%
Test for overall effect: Z =4.12 (P < 0.0003)
1122 Use of unpurified vancomycin reported
Charbonneau 1994 6 4 15 N 1BIw 053 W.24, 147 S35
Cony-Makhoul 1590 0 i 0 3 Not estimable
Smith 1983 1 37 5 3 524 0.19 PO 154 el
Van der Auwera 1591 0 EN 3 EL XL 034 [0.03, 2.60] e s
Van Lagthem 1968 H 12 1 10 124 043 [0.14, 490 = T
Subtotal #5% Cl) m 167 241w 0.9 [0.22,032) g3
Total events ? b3
Heterogeneity, Chi® = 200, 0f =3 P =057 F=0%
Test for overall effect: Z =254 (P =00y
Total 35% C1) 1009 %39 1000% 0.46 [0.92,0.61) ¢
Total events 4 96
Heterogeneity: Chi¥ w 2232, df 18 (P « 0.2, F = 204 g = o'Lx H ;. m
Testfor overall effect: Z =443 (P < 0.0000) Favours teicoplanin  Favours vancomycin

Test for subaroun differences: Not aoolicable




* Em relacao a vancomicina
— SMX-TMP é inferior
— Linezolida para bacteremia secundaria

* Bacteremia por pneumonia e partes moles
— Teicoplanina é igual e menos nefrotoxica

— Daptomicina é igual e menos nefrotodxica e talvez
superior para MIC >1

()



‘ Quanto tempo eu trato bacteremia estafilococica?

* Sugestdes de experts 4 a 6 semanas

Reviews 15 August 1993

Short-Course Therapy of Catheter-related Staphylococcus

aureus Bacteremia: A Meta-Analysis
John A Jernigan; and Barry M. Farr

[+] Article and Author Information
Ann Intern Med. 1993;119(4):304-311. doi:10.7326/0003-4819-119-4-199308150-00010 TextSize: & A A

e Conclusao: Mais estudos sao nhecessarios....
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No. (%) with outcome

Total Group I (<<14)* Group II (=14)°
Outcome (n=111) (n = 38) (n=73) P value
Recurrence 4 (3.6) 3(7.9) 1(1.4) 0.12
Relapse
Bacteremia 3(2.7) 3(7.9) 0.04
Deep-seated infection NAFE
Reinfection
Bacteremia 1(1) 1(1.4) =099
Deep-seated infection MNA
All-cause death 23(20.7) 7(18.4) 16 (21.9) 0.67
Treatment failure 27 (24.3) 10 (26.3) 16 (21.9) 0.64
|
111 patients
12 weeks
follow-up

(=)
N’



‘ Qual o tempo para bacteremia complicada®?

O tempo de tratamento para bacteremia nao
complicada é 14 dias. Para as outras formas o tempo
ainda nao esta determinado.

— ()}
N’




P Bacteremia por Enterococcus — Mortalidade maior em VRE?

Comparison of Mortality Associated

with Vancomycin-Resistant and Vancomycin-
Susceptible Enterococcal Bloodstream Infections:
A Meta-analysis

Carlos A. DiazGranados," Shanta M. Zimmer,' Mitchel Klein," and John A. Jemigan'

'Department of Medicing, Division of Infectious Diseases, Emory University School of Medicine, and Tolling School of Public Health, Emary
University, Atlanta, Georgia; and *Research Division, Fundaciin Universitaria de Ciencias de la Salud School of Medicing, Bogata, Colambia

* CID 2005




2 IS

Bacteremia por VRE tem maior mortalidade que VSE,
antes da era da linezolida e daptomicina




‘ Bacteremia por Enterococcus, fazer Ecocardiograma?

Bacteremia por Enterococcus esta relacionada com
endocardite em pacientes comunitarios com
valvopatia prévia e repetidas hemoculturas (quadro
clinico de endocardite)

I I )
N’



Qual o melhor tratamento para bacteremia por Enterococcus?

Os beta-lactamicos talvez sejam melhores
tratamentos para bacteremia por Enterococcus
faecalis sensivel a beta-lactamicos (ampicilina) do
que um glicopeptideo (vancomicina ou teicoplanina)

I I )
N’



5y Qual o melhor tratamento para VRE?

AAAC

Impact of Different Antimicrobial Therapies on Clinical and Fiscal
Outcomes of Patients with Bacteremia Due to Vancomycin-Resistant
Enterococci

Kayoko Hayakawa,™® Emily T. Martin,® Uma Mahesh Gudur,® Dror Marchalm,® Dalla Dalle,” Khaled Alshabanl,®
Kalyan Srinivas Muppavarapu,” Fnu Jaydev,” Pradeep Bathina,® Pranathl Rao Sundaragirl,® Shashi Dhar Rajurl,® Jalkumar Khatri,®
Jason M. Pogue,® Paul R. Lephart,® Michael J. Rybak,®" Keith 5. Kaye®
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— Sem diferenca entre daptomicina, linezolida e
beta-lactamicos
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Qual a melhor opcao para bacteremia por VRE?

* 2014 masc

Joumnak.AShom

Systematic Review and Meta-Analysis of Linezolid versus Daptomycin
for Treatment of Vancomycin-Resistant Enterococcal Bacteremia

Eleni P. Balli,* Chris A. Venetis,” Spiros Miyakis**

Third Deparmment of Internal Medicine, Aristotle University of Thessaloniki, Papageorgiou Gemeral Hospital, Thessalonikd, Greece™ Unit for Human Reproduwction, First
Department of Chstetrics & Gynecology, Anstotle University of Thessalaniki, Papageorgiou General Hospital, Thessaloniki, Greece®; Schoal of Medicine, University of
‘Wollongong and Depanment of Infectious Diseases, The Waollongong Hospital, Wollangong, NSW, Australia®

a) Daptomycin  Linezolid 0Odds Ratio 0Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Dubrovskaya et al., 2008 15 40 6 40 9.9% 3.40[1.16, 10.00]

Kraft et al., 2011 10 43 7 29 16.9%  0.95([0.32, 2.88) .

McKinnell et al., 2011 32 86 28 104 41.9%  1.61[0.87, 2.98] e

Twilla et al., 2012 15 63 25 138 31.4%  1.41[0.68,2.91) —-t—

Total (95% CI) 232 311 100.0%  1.61 [1.08, 2.40] <

Total events 72 66

Heterogeneity: Chi* = 2.84, df = 3 (P = 0.42); I’ = 0% 605 032 L § 2&

Test for overall effect: Z = 2.36 (P = 0.02) Favours daptomycin Favours linezolid
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Nao ha evidéncias para a diferenca entre
daptomicina e linezolida no tratamento da
bacteremia por VRE.
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Quando iniciar empirico cobertura para BGN?

Femaoral Site Other Sites p
_* Sepse grave i R B
Age ]1'.| vears, mean * 8D 57.01 = 11.83 57.57 £ 1352 83

. 99 (61.11) 32 (61.54) 09
N éﬁt{ﬁ enicos 17.22 + 4.72 18.08 = 5.27 A3

DIELEI'H]SLE group, n ['!ih]l
13 (36.11) 17 (32.60) 82

Eiiﬁt. 'i ter femoral 5 (13.89) 8 (15.38) .99

5[1’

pigest Microorganisms responsible for intravascular catheter-related

s Focsprimatiopassivel ipar BQN: site

Intoxi

Da}sm( l_amﬁa_mqmnml!&lm Jiménez, PhD; Meliton Santana, MD; José Luis Iribarren, MD, PhD;

Duration JUan José Jiménez, MD; Maria M. Martin, MD; Marfa L. Mora, MD, PhD

mea

Use and ., v cr e ey ey oy e e ey R e
Non-antipseudomonal B- la::tam 18 (50) 27 (51.92) 29
Antipseudomonal B-lactam 12 (33) 19 (36.54) 82
Aminoglycoside 8 (22.22) 12 (23.08) g
Fluoroguinolone 5(13.89) 8 (15.38) 49
Glycopeptide 4(11.11) 6 i11.54) 99
Macrolide 2 (5.56) 3 (577 09
Antifungal 1 {2.78) 2 (3.85) 99

IVC-RBSI due to Gram-negative bacteria, n (%) 14 (38.88) 4 (7.69) =001

IVC-RBSI due to veasts, n (%) 6 (16.66) 1(1.92) A2

Death, n (%) 8 (22.22) 10 (19.23) g9

-
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Qual o tratamento?

* Avaliar bem a epidemiologia local

— Resisténcia a Carbapenémicos?
* Carbapenémicos +/- polimixina

— Cefepima/piperacilina com tazobactam
* Precoce?

* Evidéncias in vitro para associar atbs

* Evidéncias fracas de associacao

— Nao é possivel afirmar nesse momento que a terapia
combinada seja superior
e Otimizar dose seja o melhor caminho
— Avaliar clearance aumentado

— Dosagem sérica
— Correcgao para albumina e edema
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Precoce? Are you sure?

Tempo Zero

NEGATIVO
NEGATIVO
MRSA MRSA
MRSA
NEGATIVO MRQA
MRSA A.BAUMANNII CARBAP R + MRSA
NEGATIVO ) A.BAUMANNII CARBAP R + MRSA
K.PNEUMONIAE CARBAP SENSIVEL
NEGATIVO A.BAUMANNII CARBAP R
NEGATIVO K.PNEUMONIAE KPC
P.AERUGINOSA CARBAP S A.BAUMANNII CARBAP R
P.AERUGINOSA CARBAP S
MRSA S.MALTOPHILIA
AR 3 IR AbMR + MRSA + P.mirabilis
AbMR . anx
NEGATIVO AbMR + MRSA + P.mirabilis
K.pneumoniae Multi S AbMR + MRSA
ADMR AbMR + MRSA
SERRATIA MARCESCENS MULTI-S T ,
SERRATIA MARCESCENS MULTI-S A.baumannii carbap sensivel
s.marcescens + k.pneumoniae multi s A.baumannii carbap sensivel
S.marcescens+A.bziumannii carblap sensivel SERRATIA MARCESCENS MULTI-S
A.baumannii carbap sensivel i
A.baumannii carbap sensivel P.AERUGINOSA CARBAP SENSIVEL
REGNIMO S.aureus oxacilina - S
A.baumannii carbap sensivel .
VIRSA S.aureus oxacilina - S
MRSA
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Nao ha evidéncias para justificar um carbapenémico
sobre um beta lactamico/IB baseando-se nos estudo
clinicos atuais

— ()}
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P Revisao sistematica

Lee and Burgess Annals of Clinical Microbiology and Antimicrobials 2012, 11:32
httpeffwww.ann-clinmicrob.com/content/11/1/32

AMMALS OF CLINICAL
MICROBIDLOGY AND
ANTIMICROBLIALS

REVIEW Open Access

Citations identified in

Citations identified in

' Treatment of Klebsiella Pneumoniae
Carbapenemase (KPC) infections: a review of
published case series and case reports

Grace C Lee™" and David 5 Burgess®

Included

38 articles included
139 cases

§ MEDLIME {n=54) Bibliography: (n=12)
ki Meeting abstracts: (n=61)
i
g 127 lotal citations
~§ sereanad
@
Exeludid: {r=85)

“Na clirical inforation (neg4)

-Duplicales (n=7)

“Hat relabed b KPC-infection {red)

B2 articles eligible for
inclusion

£
= Adticles excluded: [n=d4)
=] Mo Patient specific irealment andior
b oubcames (ns18)

Patiants exchided: (na3d)
“tio Patient specife rsalment andior
oulcomes (n=15)

“Grealer than 3 Active agents (ned)
Calonization [ne10)
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e Tigeciclina (26)

— Fa I h d Table 4 Treatment failure: Monotherapy vs. Combination
 Monoterapia = 29% (7) therapy

Monotherapy Combination P

* Combinada=37% (19) (%) (%)
. . . Overall treatrment failure 24/49(49) 14/56(25) 0.01
 Aminoglicosideos e
_ Fa | ha Blood 12724 (50) ar32(28) 002
) Pulmonary 10/15(67) S/17(29) 003
* Monoterapia = 0% (6) Uine  1/8(13) 030) 04
 Combinada =17% (24) Ppolymysin treatment failure 8/11(73) 10/34(29) | 002
Carbapenem treatment failure 12/20060) 5/19(26) 0.03
Tigecycline treatment failure 2/7(29) 7137 04
Aminoglycoside treatrment failure Q/6(0) 4/24(17) 06

- ()



Terapia combinada

Até o momento, talvez a terapia combinada seja
efetiva para tratamento de bacteremia por EPC
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‘ Tipos de infecgao de marcapasso
== T :"‘:"-7

1. Sem sinais locais
2. ETT negativo
3. Hemocultura + e SIRS




Culture negative

7%
Fungal
20/0 l'
Polymicrobial 4
7% ;':'-. \
. s Coagulase negative
Gram negative bacilli :
eg?/o staphylococci
42%
Other Gram positive cocci
4%
Oxacillin resistant S.
aureus
4%

Oxacillin sensitive S.
aureus
25%



Infeccao de marcapasso

Circulation “==9

JOURMAL OF THE AMERICAM HEART ASSOCIATION

Update on Cardiovascular Implantable Electronic Device Infections and Their
Management: A Scientific Statement From the American Heart Association
M. Baddour. Andrew E. Epstein. Chnistopher C. Enckson. Bradley P. Knight.
Matthew E. Levison, Peter B. Lockhart, Frederick A Masoudi, Enic J. O Walter
R Wilson Lee B. Beerman Ann F. Bolger, N A Mark Fstes, ITI, Michael Gewitz,
Jane W. Newburger, Eleanor B. Schron Kathryn A Taubert, on behalf of the
Amernican Heart Association Eheumatic Fever, Endocarditis, and Eawasaki Disease
Committee of the Council on Cardiovascular Disease in the Young, Council on
Cardiovascular Surgery and Anesthesia, Council on Cardiovascular Nursing, Council
on Clinical Cardiology and the Interdisciplinary Council on Quality of Care and
Outcomes Research
Circulation 2010;121:458-477; ongmally published online Jan 4. 2010;
DOI: 10.1161/CIRCULATIONAHA 109.192665
Circulation 15 published by the American Hea;tzgsﬁ.lsiocuhnn 7272 Greepville Avenue, Dallas, T
Copyright © 2010 Amencan Heart Association. All nghts reserved. Prant ISSH: 0009-7322. Online
IS5H: 1524-453%
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1. Sem sinais locais
2. ETT negativo
3. Hemocultura + e SIRS




Artigo  Discussio Ler Editar Editar codigo-fonte Vert

WIKIPEDIA Hardware

A enciclopédia livre

Crigem: Wikipedia, a enciclopedia livre.

Fagina principal
Conteddo destacado
Eventos atuais Este artigo ou se(c)cdo cita fontes fiaveis e independentes. mas que ndao cobrem todo ¢©

Esplanada de 2012). Por favor, adicione mais referéncias e insira-as corretamente no texto ou no rodapé.
Pagina aleatoria podera ser removido.
FPaortais

—Encontre fontes: Google (noticias, livros e académico)
Informar um erro

Colaboragio O hardware' [rarduér]? pode ser definido como um termo geral da lingua inglesa que se refere a equipamentos como cl

B0 Ruxadores floc correntes material de canalizacao, ferramentas, utensilios, talheres e pecas de maquinas. No ambito el

Ajuda utilizado, principalmente na area de computaco, e se aplica a unidade central de processamento, 8 memoria e aos disf
Pagina de testes "hardware" & usado para fazer referéncia a detalhes especificos de uma dada maquina, incluindo-se seu projeto ldgico |
Portal comunitario embalagem da rnélquina_4

relapse rales aue o reanea n
Erosion of any part of the CIED s
of the entire system, including t
leads. and complete device remov




A Suspected CIED infection®

I

Blood cultures

v
l Megative Blood cultures

Positive blood cultures or prior antibiotic treatment Tirar MIP
' !

L \ Pocket Generator/

| Iinfection lead erosion

l /r
Lead vegetation l
Valve vegetation : L 4
' l ”W" e TEE Treat with 10- Treat with 7-
14 days of 10 days of
& antibiotics' antibiotics
Follow AHA X r i
guidelines for Complicated, Uncomplicated i

treatment of
infective
endocarditis’

i.e., with seplic
VENous
thrombosis,
osteomyelitis,
etc

'

Treat with 4-6
waeks of
antibiotics”

aupus
v

Treat with 2
weeks of
antibiotics”

S, eimus

Treat with 2-
4 weels of
antibiotics;
repeat TEE
if treated for

2 weeks'




Implantaticn of a new CIED

'

Blood cultures (+)
TEE (+)

l

Repeat blood cultures after
CIED removal

: b

Valve Lead
veqgetation vegeiations
anly
l |
Implant new l
C:EE; after Implant new
Ay CIED if
Eﬂm :;’: repeat blood
i?:nd Cultures
remain
Culture negative for

'

Blood culture [+)
TEE {-)

v

l

Generator pocket Infection/
Generator or lead erosion

Reapeat blood cultures after
CIED removal

l

l

Negative blood cultures for 72
hours

Impdant if repeat blood cultures
are negative for at least 72
hours

l

Implant new CIED following
adequate dabridement of the
generator pocket

Passa MP transitorio

Quando eu PassO um novo marcapasso?




Qual o antibidtico usar?

=

..

__Acineto || Amp/sulb? J| Carba? J|  Poli
___BGN __ Cefta/Carba lf _ Poli

| Entero || Kkpc? | ESBL?
/o

o | (L)
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e N3o mate a
vancomicina

— Apesar de
cinqguentona (56
anos) ela ainda
tem o seu espaco




Surge a preocupacao

Fur I Clin Microbiol Infect Dis (2011) 30:603-610
DOT 10.1007/510096-010-1128-3

REVIEW

Emergence of daptomycin resistance following
vancomycin-unresponsive Staphylococcus aureus
bacteraemia in a daptomycin-naive patient—a review
of the literature

S. J. van Hal - D. L. Paterson « 1. B. Goshell

Mean = 23nm ' Mean = 36nm

N e )




P Doses maiores foram toleradas

* Dose de 8-10mg/kg Safety of High-Dose Intravenous Daptomycin
, o, Treatment: Three-Year Cumulative Experience
— Melhor resposta microbiologica i, 5 Clinical Program

- M e n O r i n d u ga 0 d e res i Sté n C i a D. A. Figueroa,' E. Mangini,* M. Amodio-Groton,” B. Vardianos,' A. Melchert,’ C. Fana,® W. Wehbeh,® C. M. Urban,*
and S. Segal-Maurer
— M e n O r fa I h a ? I‘_[;q:;r:;]mﬂlﬁn::;mmd “Division of Infectious Diseasas, Mew York Hospital Oueens, Flushing, New York; and *Cubist Pharmaceutical,

— Menor mortalidade?

Figueroa. CID 2009




& I

* VRSA!

ORIGIMAL ARTICLE

Transferable Vancomycin Resistance in a Community-
Associated MRSA Lineage

Flavia Rossi, M.D., Ph.D., Lorena Diaz, Ph.D., Ave Wollam, B.Sc., Diana Panesso, Ph.D., Yanjiao Zhou, Ph.D., Sandra
Rincon, M.Sc., Apurva Narechania, M.A., Galen Xing, Thais S.R. Di Gioia, M.D., André Doi, M.D., Truc T. Tran, Pharm.D.,
Jinnethe Reves, M.5c., Jose M. Munita, M.D., Lina P. Carvajal, B.Sc., Alejandra Hernandez-Roldan, M.5c., Denize
Branddo, M.D., Inneke Marie van der Heijden, Ph.D., Barbara E. Murray, M.D., Paul J. Planet, M.D., Ph.D., George M.
Weinstock, Ph.D., and Cesar A. Arias, M., Ph.D.

M Engl J Med 2014, 370:1524-1531 |A|:-ril 17, 2014| DOl 10.1056/NEJMoa1303355
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