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Poccuinckaa megmuUMHCKas akagemms nocaeanunioMHOro
obpa3oBaHuA
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Kunnuur 6akrepui:
* Bpemsa-3aBUCUMbII = 4YacTb UHTepBana ao3uposBaHua (%) Koraa
KOHUeHTpauua ceoboaHoro npenapara B naasme npesbiwaet MIMK
uenesoro mukpoba (%fT>MIK) [B-nakTambli]

* KOHLLEHTPALMOHHO-3aBUCUMbI —> 3aBUCUT OT oTHoLeHus AUC,, (un
C...,) cBoboaHoro npenapata k MMK uenesoro mmkpooba
(fAUC/MTMK) [pTOPXMHONOHDbI, aMUHOTNUKO3UADI]
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Adapted from 1. Keel RA et al. Antimicrob Agents Chemother. 2011;55:4028-4032; 2. Flamm RK et al. Clin Microbiol Infect. 2012;18(suppl S3):419;
3. Farrell DJ et al. Clin Microbiol Infect. 2012;18(suppl S3):424.
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Adapted from 1. Keel RA et al. Antimicrob Agents Chemother. 2011;55:4028-4032; 2. Flamm RK et al. Clin Microbiol Infect. 2012;18(suppl S3):419.
3. Farrell DJ et al. Clin Microbiol Infect. 2012;18(suppl S3):424.
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Efficacy and safety of intravenous infusion of doripenem versus
imipenem in ventilator-associated pneumonia: A multicenter,
randomized study*

Jean Chastre, MD; Richard Wunderink, MD; Philippe Prokocimer, MD; Michael Lee, PhD;
Koné Kaniga, PhD; lan Friedland, MD Crit Care Med 2008 Vol. 36, No. 4
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Dosing Nomograms for Attaining Optimum Concentrations of Meropenem by
Continuous Infusion in Critically Il Patients with Severe Gram-Negative Infections:
a Pharmacokinetics/Pharmacodynamics-Based Approach
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Does prolonged B-lactam infusions improve
clinical outcomes compared to intermittent
infusions? A meta-analysis and systematic review
of randomized, controlled trials

Pranita D Tamma'", Nirupama Putcha?, Yong D Suh? Kyle J Van Arendonk® and Michael L Rinke®

Table 4 Summary of subgroup and sensitivity analysis of eligible studies included in a meta-analysis of prolonged
infusion versus intermittent infusion of B-lactams in hospitalized patientst

Sub-group analysis Studies Mortality 1> % Studies Clinical Cure 1*%
Included Risk Ratio (95% Included Risk Ratio (95%
@) ql)
B-lactam subclasses
Penicillins 2 0.62 (0.19-2.03) 0 3 0.77 (0.46-1.30) 0
Cephalosporins 4 0.95 (0.35-2.63) 50 8 1.04 (0.92-1.18) 35
Carbapenems 2 1.08 (0.64-1.82) 0 2 1.00 (0.69-144) 0
Continuous infusion 6 0.80 (042-1.50) 22 10 1.01 (0.92-1.10) 16
Not funded by pharmaceutical industry 5 0.80 (0.37-1.73) 26 5 1.15 (0.85-1.57) 57
Equivalent daily dose of B-lactam antibiotic 5 1.30 (0.59- 287) 0 6 1.06 (0.90-1.25) 48
Sensitivity-analysis
Intention-to-treat analysis 8 1.10 (0.75-1.60) 0 8 1.05 (0.93-1.19) 21

t Reference group is intermittent 3-lactam infusion.




Figure 4. Resolution: standard / high

Prolonged Intermittent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bodey 1979 48 74 52 92 5.7% 1.15 10.90, 1.47] to—
Buck 2005 8 12 8 12 1L.1% 1.00 [0.57, 1.76) e —
Ceorges 2005 22 26 16 24 3.2% 1.27 [0.92, 1.76) 4+
Hanes 2000 9 16 10 14 1.2% 0.79 [0.46, 1.36) S—erbegp—
Kojika 2005 5 5 5 5 2.9% 1.00 0,71, 1.41) —
Lagast 1983 14 20 20 25 2.8% 0.88 [0.62, 1.24) —_—
Lau 2006 96 128 104 130 19.6% 0.94 [0.82,1.07)
Lubasch 2003 37 41 36 40 16.4% 1.00 [0.87, 1.16] }
Merchant 2008 159 249 161 252 19.7% 1.00 [0.88, 1.14)
Nicolau 2001 7 17 ) 18 0.5% 1.24 |0.52, 2.94)
Rafati 2006 15 20 16 20 3.0% 0.94 [0.67, 1.31) ———
Roberts 2007 13 29 5 28 0.4% 2.5111.03,6.12]
Van Zanten 2006 37 40 40 43 23.6% 0.99 |0.88, 1.12] -
Total (95% Q1 677 703 100.0% 1.00 [0.94, 1.06) 6
Total events 470 479
Heterogeneity: Tau' = 0.00, O’ = 1037, df = 12 (P = 0.58). I = 0% 0?2 0?5 L 2 ;
Test for overall effect. Z = 0.06 (P = 0.95) F“‘“s hterfnmm Favors Prolonged

Clinical cure comparing prolonged infusion and intermittent infusion of B-lactam antibiotics in
hospitalized patients.

Tamma et al. BMC Infectious Diseases 2011 11:181 doi:10.1186/1471-2334-11-181
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Figure 3. Resolution: standard / high

Prolonged Intermittent Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Angus 2000 3 10 9 11  14.6% 0.37 [0.14, 0.98]
Georges 2005 3 26 3 24 6.7% 0.92 [0.21, 4.14] R —
Kojika 2005 1 5 0 5 1.8% 3.00 [0.15, 59.89]
Lagast 1983 5 20 4 25 10.6% 1.56 [0.48, 5.06] N B
Lau 2006 1 128 3 130 3.1% 0.34 [0.04, 3.21]
Merchant 2008 32 249 31 252 47.4% 1.04 [0.66, 1.66] -
Rafati 2006 S 20 6 20 13.9% 0.83 [0.30, 2.29] ————
Roberts 2007 3 29 0 28 1.9% 6.77 [0.37, 125.32]
Total (95% CI) 487 495 100.0% 0.92 [0.61, 1.37]
Total events 53 56 T

A0 - NS . 2 L < o S 1 ] 1 |
Heterogeneity: Tau® = 0.03; Chi* = 7.66, df = 7 (P = 0.36); I = 9% bo1 on T o 100

Test for overall effect: Z = 0.43 (P = 0.67) Favors Prolonged Favors Intermittent

Mortality comparing prolonged infusion and intermittent infusion of B-lactam antibiotics in hospitalized patients.

Tamma et al. BMC Infectious Diseases 2011 11:181 doi:10.1186/1471-2334-11-181
Download authors' original image




Bbr1BOBI

* MimetoTca oyeHb npusaeKaTenbHble AaHHble DK/P
MOAENIMPOBAHMA ONTUMKU3ALNM BBEAEHUA B-NaKTaMOB,
YKa3blBalowWmMe Ha BO3MOXKHOCTb NoaaBaeHusa ¢aopbl, KOTOpas
No AaHHbIM MUKPOBMONOTrMYEeCcKoro nccaeaoBaHms
MHTEPNPETNPYETCA KaK « PE3UCTEHTHAA» K AaHHOMY
npenaparty

* K/IMHWYeCcKne gaHHble, 40 HAaCToALWEero BpemMeHu, He CMOIMun
NoATBEPAUTb NPenMyLLLEeCTBA meaNeHHOU MHDY3UN nepes,
0b6bIYHbIM AO3MPOBAHUEM




MHaraigaumoHHoe
[IPUMEHEHUE
AHTHUOUOTHUKOB




AKTyaJIbHOCTb

HeadppeKktnsHocTb cnctemHon ABT:

* HU3KaAa neHeTpauma Ab B KOHCcONMAMPOBAHHbIE
ﬂ H e BMO H ML‘l EC KM e OL‘l a I'I/l [Kiem S et al. Antimicrob Agents Chemother 2008; 52:24-36]

* Quar cenekuumn, poct pacnpoctpaHeHHoctn MIDR ™

20% s o
O [Sievert DM et al. Infect Control Hosp Epidemiol 2013; 34:1-14]

Aspo3o0/sibHaA AbT:

[MpuBneKatenbHa, TEOPETUYECKN, N3-3a NPAMOW
noctaBku Ab B ovar MHpeKuuu

YacTo npnmeHAeTCA, HO He CTaHAdPTN30BAdHA [Ehrmanns
et al. Intensive Care Med 2013; 39:1048-1056.]




HaunboJiee nsydyeHHble Ab:

e KoOJIUCTUH

* AMUHOIVIMUKO3H bl
* BJ1aKTaMBblI

* PocpoMHULIMH




OHTI/IMI/IBaL[I/IH d9PO030JIbHOI'O BBE€€HHA

* TpeboBaHUA K NpenapaTy:
Yuncrota, oTCcyTCTBME TMNEPOCMONAPHOCTHU, PH,

OTpuuaTenbHO 3apArKeHHbIM aHWoH (> 30

M3KB) - npeanoytutenbHo Cl - He Bbi3biBaeT
Kawns

BoaHbIM pacTBOp uedpTazngnma — tpebyer
cegaumm nponodosom

* OpobpeHbl MHFANALMOHHbIE POPMbI
a3TpeoHama, TobpamuumHa, KONUCTUHA

Eschenbacher WL et al.. Am Rev Respir Dis 1984; 129:211-215.




IPPEKTUBHOCTD JOCTABKH YU pa3Mep YaCTHIL

* loctaBka Ab B AbixaTenbHble NyTU, HO He B
NapeHXnMy Jierknux

* 3aBUCUT OT Bean4UHbI Yactuu, (MMAD -

aapO,EI,VIHaMW-IeCKMﬁ ANaMeTp meanaHbl MaCCbI)
5 MKM MMAD — gbixaTenbHble NyTH

3 MKM MMAD — nerkue (Taknx Hebynamsepos HET)

* [locTaBKe B NAPEHXMMY NPENATCTBYET B/IaXKHOCTb
B KOHTYpe annapaTta UBJ1, rmapockonmnyeckmnm
POCT N Pa3mblBatloOWnM 3P PeKT
3HA0TPaxeanbHOU TPYOKM

Miller DD et al. Am J Respir Crit Care Med 2003; 168:1205-1209.




Obulee 3aKkNtO4YEHME NO Pe3ybTaTaM KINHUYECKUX
nccnegoBaHUM U METAaHANIN30B

A3p030JIbHOE BBEZIEHUE
AHTUOMOTHKOB SIBJISIETCS
JIOTI0JIHEHHUEM K CUCTEMHOMY,
OCOOEHHO V MalUEHTOB C UHPEKIUSIMHU
BbI3BaHHbIX MDR niu mipu
He3pPEeKTUBHOCTU JiedyeHus1 HITua

Arnold HM et al. Respir Care 2012; 57:1226— 1233.

Lu Q et al. Am J Respir Crit Care Med 2011; 184:106—-115.

Lu Q et al. Anesthesiology 2012; 117:1335-1347.

Niederman MSK et al. Intensive Care Med 2012; 38:263— 271.
Montgomery AB et al. Am J Respir Crit Care Med 2013; 187:A3236




[IMKOBbIEe KOHLIEHTPALMK aMUKaLMHA B TpaxeasibHOM actiupate nocsie AB 50 mr/mi
(c pochomunimHoM 20 Mr/mu) c moMoinpkro PARI Investigational eFlow Inline Nebulizer
System B 1 ¢aze KU, Bospacranue 1o3b1y 7 nauyeHToB ¢ HITusu. BII g5
Enterobacteriaceae, Pseudomonas aeruginosa, Acinetobacter spp.= 16 MKr/MJL.
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Montgomery AB et al. A randomized doubleblind placebocontrolled doseescalation phase 1 study
of aerosolized amikacin and fosfomycin delivered via the PARI investigational eFlow Inline nebulizer
system in mechanically ventilated patients (abstract 42767 and poster 42767).

Am J Respir Crit Care Med 2013; 187:A3236.




[IvKoBbIe KOHLIeHTpalry pochoMuIIMHA B TpaxeaJbHOM acniupate rocsie AB 20
Mr/mu (¢ amukaupHoM 50 Mr/mit) ¢ nomoinpbto PARI Investigational eFlow Inline
Nebulizer System B 1 ¢paze KU, Bospacranue 1o3b1y 7 nanyenToB ¢ HITussa. MIIK g1
MRSA =32 MKr/miL
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Montgomery AB et al. A randomized doubleblind placebocontrolled doseescalation phase 1 study
of aerosolized amikacin and fosfomycin delivered via the PARI investigational eFlow Inline nebulizer
system in mechanically ventilated patients (abstract 42767 and poster 42767).

Am J Respir Crit Care Med 2013; 187:A3236.




Bbr1BOBI

* C nomolLpbto HebynarsepoB MOXKHO obecneumBaTb
NPaBUIbHOE, XOPOLLO NepPeHOCMMOE a3P030/iIbHOE BBEEHME
aHTUOWNOTMKOB, dopMa NpPenapaToB AN BHYTPMUBEHHOTO
BBEAEHMUA HE NOAXOAUT AN a3P030/IbHOM Tepanuu

* Mo cpaBHeHUIO ¢ B/B, Nnpu a3p030/ibHOM BBEeAEHWUM
Aocturaetca 6o0nee BbICOKAA NOKa/IbHAA KOHUEHTpaUMA 1
BbiCTpbIM KAMpeHc AB, KOTOpbie NO3BOAAIOT MOBbLICUTb
3PPEKTUBHOCTb IEYEHNA N CHU3UTb PUCK MUKPODOHOM
PE3NCTEHTHOCTU

* JlononHUTENbHAA a3p030/1bHaA Tepanma BEPOATHO
Heobxogmnma anAa obecnevyeHUsa akKTUBHOCTM NPOTUB
PA3/INYHbIX pe3nNCTEHTHbIX [P+ u p- BO3byauTenen




Clin J Am Soc Nephrol. 2008 Jul; 3(4): 1048-1056. PMCID: PMC2440277
doi: 10.2215/CJN.04931107

Comparison of Early versus Late Use of Antibiotic Locks in the Treatment of
Catheter-Related Bacteremia

Ali Mirza Onder,” Jayanthi Chandar,T A. A. Billings,¥ Nancy Simon,$ Rosa Diaz,T Denise Francoeur,! Carolyn Abitbol,T and
Gaston Zilleruelo®

Infect Drug Resist. 2014; 7: 343-363.
Published online 2014 Dec 12. doi: 10.2147/IDR.S51388

Antibiotic lock therapy: review of technique and logistical challenges

Julie Ann Justo and P_Brandon Bookstaver

Medwave. 2015 Jan 22;15(1):e6069. doi: 10.5867/medwave.2015.01.6069.

Does antibiotic lock therapy prevent catheter-associated bacteremia in
hemodialysis?

[Article in English, Spanish]

Jiménez M1, Madrid T2,




Ann Pharmacother. 2015 Feb 17. pii: 1060028015570466. [Epub ahead of print] AL E

Adjunctive Intraventricular Antibiotic Therapy for Bacterial Central
Nervous System Infections in Critically Ill Patients With Traumatic Brain
Injury.

McClellan Nl, Swanson JMZ, Maagnotti LJ3, Griffith TW4, Wood GCl, Croce MA3, Boucher BAl, Mueller
EW?®, Fabian TC3.

Ann Pharmacother. 2014 Oct;48(10):1376-9. doi: 10.1177/1060028014542634. Epub 2014 Jul SRR EEI Il

Successful treatment of ventriculostomy-associated meningitis caused
by multidrug resistant coagulase-negative Staphylococcus epidermidis
using low-«olume intrathecal daptomycin and loading strategy.

Denetclaw THl, Suehiro I2, Wang PKZ, Tolliver GL3.




Intemational Joumnal of Nanomedicine

Int J Nanomedicine. 2015; 10: 885-891.
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AneKkTpoHHaA ¢oTorpadma HaAaHOBONOKOH, MMMPETrHUPOBAHHbIX BAHKOMULMHOM




® Nanoscale Research Letters
a SpringerOpen Journal

ELSEVIER

J Control Release. 2014 Jul 10;185:12-21. doi: 10.1016/j.jconrel.2014.04.018. Epub 2014 Apr 22.

Electrospinning of polymeric nanofibers for drug delivery applications.
Hu X!, Liu S?, Zhou G2, Huang Y#, Xie Z°, Jing X*.




Curr Pharm Des. 2015 Mar 2. [Epub ahead of print]

Nanofibers Based Antibacterial Drug Design, Delivery and Applications.
Ulubayram K*, Calamak S, Shahbazi R, Eroglu .

* BbbiCcTpas AOCTaBKa IEKAPCTB:
* [logaBneHue pe3ncTteHTHOCTU BaKTepumn
* CHu)XeHune ao3bl U N0B6OYHbIX 3PPeEKTOB
* 3apAaa:
e KoHTponmnpyemas goctaBKa npenapata (aHTMOMOTHMKA)
e Co34aHune BbICOKOWM JIOKa/IbHOW KOHUEHTPaLUK

* BO3MOXHOCTM AOCTaBKMU

* AHTUCENTUKU

* AHTMONOTUKM

* TpuKnosaH

e HaHouacTtmubl meTtannos (cepebpo, ANOKCUA, TUTAHA,
OKUCb LMHKA

* AHTMDBaKTepmanbHble NnoAMMepbl (XMTO3aH,
NOIN3TUNEHAMMH)




