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“Devido a altas taxas de toxicidade, a uma
estratégia de dose ainda indefinidade, e a
guestionaveis limiares de suscetibilidade,
formulacOes parenterais de colistimetato e
polimixina B devem ser reservados uso
guando nenhuma outra droga menos toxica
ou potencialmente mais efetiva esta
disponivel”

(Kaye et al, 2015)
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Population Pharmacokinetics of Intravenous
Polymyxin B in Critically Ill Patients:
Implications for Selection of Dosage Regimens

Ana M. Sandri,"® Cornelia B. Landersdorfer,>*® Jovan Jacob,' Marcio M. Boniatti,” Micheline G. Dalarosa,®
Diego R. Falci,® Taina F. Behle,” Rosaura C. Bordinho,® Jiping Wang,* Alan Forrest,® Roger L. Nation,* Jian Li,*® and

Alexandre P. Zavascki’® o o
Clinical Infectious Diseases 2013.57(4):524-31

Table 2. Population Pharmacokinetic Parameter Estimates,
Between-Subject Variability, and Precision of Estimates®

Parameter Population Between-Subject  Standard Error
(Unit) Estimate Variability (% CV) (%SE)

CL (L/hkg)® 0.0276 324 7.49

V1 (L/kg) 0.0938 73.3 236

V2 (L/kg) 0.330 70.1 19.5

Clic (L/ikg) 0.146 50.4 22.2
SDinercept (Mg/L) 0.0392

SDgope 9.59%

Abbreviations: CL, total body clearance; CLic, intercompartmental clearance;
CV, coefficient of varation; SDintercepr. additive residual ermor; SDaiggpe,
proportional residual error; SE, standard error; V1, central volume of distribu-
tion; V2, peripheral volume of distribution.
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TABLE 7 Cox regression analysis of risk factors for 30-day mortality among patients with infection due to MDR A. baumannii®

Univariate analysis

Multivariate analysis”

Parameter HE (95% CI) Pvalue HR (95% CI) Pvalue
Age 1.01 (0.99-1.03) 0.16

Male sex 1.55 (0.75-3.23) 0.24

Charlson index 1.27 (1.08-1.48) 0.003 1.18 (0.99-1.39) 0.06
APACHEII score 1.06 (1.01-1.11) 0.01 1.05 (0.99-1.11) 0.97
VAP 0.92 (0.42-2.03) 0.84

BSI 1.56 (0.65-3.93) 0.31

Coinfection with a GPB 0.46 (0.17-1.21) 0.12

Colistin alone 1.34 (0.61-2.95) 0.46

Colistin plus a glycopeptide 0.90 (0.41-1.98) 0.79

Colistin plus other anti-GNB drugs 0.67 (0.23-1.92) 0.45

Colistin plus other anti-GNB drugs plus a glycopeptide 1.11 (0.47-2.60) 0.81

Combination including a glycopeptide for =48 h 0.98 (0.47-2.05) 0.97

Days of combination with a glycopeptide 0.94 (0.88-1.01) 0.09

Combination with a glycopeptide for =5 days 0.44 (0.19-0.99) 0.05 0.41 (0.17-0.98) 0.04
Nephrotoxicity 0.61 (0.18-2.02) 0.42

“ Abbreviations: VAP, ventilator-associated pneumonia; BSI, bloodstream infection; GPB, Gram-positive bacteria; GNB, Gram-negative bacteria. Data in bold are statistically significant.
¥ The multivariate analysis was adjusted for age, sex, Charlson index, APACHE II score, coinfection with GPB, and combination with a glycopeptide for =5 days.
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Efficacy and Safety of Polymyxins for the Treatment of
Acinectobacter baumannii Infection: A Systematic
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 What Is the Efficacy and Safety of Colistin for the

Treatment of Ventilator-Associated Pneumonia?
A Systematic Review and Meta-Regression

Diana F Florescu,' Fang Qiu,2 Megan A. McCartan,? Cezarina Mindru,' Paul D. Fey® and A. C. Kalil’
l|nfectious Diseases Division, “Biostatistics Department, Vepartment of Phamaceutical and Nutrition Care, and *P athology Microbio logy Department,

Mebraska Medical Center, Omaha

146 citations identified

'

76 relevant citations reviewed

> |

1 systematic review

> |

29 review article

2 pharmacokinetic studies

2 articles with enteric administration
of colistin

18 outcome data could not be
collected

N 4 sub-analysis of previously published

studies

20 articles included in the meta-
analysis

6 two-arm studies included in the
meta-analysis

14 single-arm studies included in the
meta-analysis

Clinical Infectious Diseases 201254(5:670— 80
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Table 2. Subgroup Analysis of Clinical Response With Colistin Versus Control Antibiotics for Treatment of Ventilator-Associated

Pneumonia in Controlled Studies

Efficacy of Caolistin

Studies, No. Compared With Control Heterogeneity of

Variables {Patients, Mo} OR (95% CI); P Studies Included
Adult patients only 5 (344) 1.06 (.68—1.65); P = 81 P =0% Q=082 FP= 96
By moute of administration

Intravenous 4 (244) 1.13 (86—1.93) P = 66 P =0% Q=064 P= 89

Aerosolzed 2 (115) 3.02 (185119} P= .44 P=769% 0=433;FP= 04
By study design

Prospective 3(163) 0.89 (48166} P = .71 P =0%

Retrospective 3 (196) 145 (79-268); P= 23 P =0%

Randomized 2 (128) 0.86 (43—1.74); P = 68 P =0%
By geographic region

Europe 2183 1.04 (.65—1.96); F= 91 P =0% Q=041 P= 81

Asia 2 {115) 3.02 (.118-51.19) P= .44 P =769% O0=433FP= 04

Abbraviations: Cl, confidence intarval: OR, odds ratio.
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Colistina: multiplos agentes e sitios

Estudo de Coorte
200 pacientes tratados com Colistina

— Em geral mais graves

295 tratados com outros antimicrobianos.
Mortalidade: 39% x 28% (OR=1,52 [1,08-2,31])
— OR ajustado 1,44 (0,91-2,66)

— Para bacterémicos: 1,99 (1,06-3,77).

Paul M et al. J Antimicrob Chemother. 2010 May;65(5):1019-27.



Polymyxin B versus other antimicrobials for the treatment
of Pseudomonas aeruginosa bacteraemia

Carlos H.Kvitko!, Maria H. Rigatto?, Ana L. Moro? and Alexandre P. Zavascki?3*

Estudo obsevacional: coorte retrospectiva.
45 tratados com Polimixina B

88 tratados com outros antimicrobianos.
Mortalidade: 66,7% x 28,4% (p<0,001)
“Hazard Ratio” ajustado: 1,91 (1,05-2,45).
Nefrotoxicidade: 24,4% x 4,5% (p=0,002).

J Antimicrob Chemother 2011; 66: 175-179



Colistina X Tigeciclina
Estudo retrospectivo

82 pacientes:
— 71 Colistina
— 16 Tigeciclina
— 19 Ambos

Resultados:

— Pacientes que receberam Colistina
tinham maior risco de morte
(p=0,002).

— No entanto, esses pacientes tinham
retardo significativo na introducao
de terapia apropriada (p<0,001).

Ku K et al. Am J Infect Control. 2012:40:983-7.



Polimixinas X AmpSulb
Estudo retrospectivo

Pacientes
— 82 Polimixinas
— 85 AmpSulb

Resultados:

— Pacientes do grupo das
polimixinas eram mais graves.

— Porem, apos ajuste da
gravidade, o uso da Polimixina
foi preditor independente de
Obito.

Oliveira MS et al. J Antimicrob Chemother 2008; 61: 1369-75.



MAS SERAO OS
COMPARADORES VALIDOS?



Colistin in Ventilator-Associated Pneumonia

M. E. Falagas'Z® and Petros |. Rafailidis'2

1Alfa Institute of Biomedical Sciences (AIBS), ZDepartment of Medicine, Henry Dunant Hospital, Athens, Greece; and *Department of Medicine, Tufts University School of
Medicine, Boston, Massachusetts

(See the Major Article by Florescu et al, on pages 670-80.)

[t 1s almost predictable that colistin is
administered in patients in whom there is
no other therapeutic choice. In contrast, in
the comparator group, there are always
more classes of antibiotics that could be
used. This difference may be an impor-
tant confounding factor when comparing
outcomes. Also, the attributable mortality
associated with MDR bacteria, including
Acinetobacter baumannii, cannot be ques-
tioned nowadays, because inappropriate
empirical antibiotic treatment is associated
with increased mortality [5]. Hence, phy-

Clinical Infectious Diseases 2012;54(5):681-3
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Rothman KJ et al. Modern epidemiology. LWW, 2012
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Uma alternativa falibilista
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