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PE3UCTEHTHOCTb S. AUREUS K METULUIJTUHY
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HEYYBCTBUTEJIbHOCTb (R+I)
Enterococcus faecalis B benapycu
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HEYYBCTBUTEJIbHOCTb (R+I)
Enterococcus faecium B benapycu
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BaHKOMULUUH

Antimic rob Agents Chemother. 2016 Apr 22,60(5):2601-9. doi: 10.1128/AAC.03147-14. Print 2016 May.

Optimizing the Clinical Use of Vancomycin. \

AlvarezR", Lopez Cortés LE", Molina J', Cisneros JM', Pachdn J2 Et;

Ofppexmustocms eankomuyuna. — ocm
H C,./MNK

v AUC/MIC >400 ] =

v TToabop A03bI UCXOAS U3 MACCHI Tena

MK
U KOHUEHTpauum B Nrasme Kposu o 7> MK

v KOoHUeHTpaums 8 nnasme Kposu:
15 - 20 mr/n ana MIC <1 mr/n

Bpema
v HepOTOKCUYUHOCTb — npu LenesbIx \
»

KOHLIeHTpaLuax B nnasme Kposu >15 mr/n

k]
v’ Staphylococcus aureus (MIC >1 mr/n) - '\3 e — NS

ANMbTEPHATUBHAS TEPATINA m— %




15.10.2016

MRSA

Minsk GCGE
bicMerieux Customer Microbiology Chart Report Printed Apr 19, 2010 09:18 COT
Patient Name _ Patient ID: 26084/12
Location: 4 GKE Physician
Lab ID: 28064/12 Isolate Number 1
Selected Organism * Staphylococcus aureus
SourcRROV D Collected: Ape 5, 2010
[ [ |
L | J
[Susceptibility Inforr Analysis Timo€8.25 hours Istatus: Final
timicrobial mic Interpretation Antimicrobial MiC

[Cefoxitin Screen - Teicoplanin <=05 S
Benzyipencilin >=0.5 R Vancomycin 1 s
Oxacilin >=d R Tetracycline >= 16 R
(Gentamicin >= 18 R Tigecycline 025 S
Tobramycin >= 16 3 Fosfomycin 32 s
Levofioxacin >=§ R [Nitrofurantoin <= 16 S
[Moxifloxacin 4 [ IFusidic Acd =05 S
Inducible Ciindamycin Resistance NEG - Mupirocin <=2 s
Erythromycin >=8 R Ritampicin >=32 R’
[Ciingamycin >=8 R Trimethoprim/Sulfamethoxazole | <= 10 s
Linezotd 2 s

+= Deduced drug *= AES modified **= User modified

S Findings 2
Confidence: _|Consistent
[BETA-LACTAMS [MODIFICATION OF PBP (mecA)
il [MACROLIDESILINCOSAMIDE S/STREPTOGRAMINS [mLsB+5A cCONSTITUTIVE

ORIGINAL ARTICLE BACTERIOLOGY

Vancomycin minimum inhibitory concentration, host comorbidities and
mortality in Staphylococcus aureus bacteraemia

N. E. Holmes'?, J. D. Turnidge®*, W. ). Munckhof**, J. O. Robinson’, T. M. Korman®?’, M. V. N. O'Sullivan'®'", T. L. Anderson'*"’,
S. A. Roberts'®, S. J. C. Warren'*'?, W. Gao"'%, P. D. R. Johnson"*'*' and B. P. Howden''*'%""

TABLE 2. Univariable and multivariable logistic regression
analysis for associations with 30-day mortality (n = 410)

Multivariable
Univariable

Variable® p value OR 95% CI p value

270 years <0.001 173 2I4=651 <0001
&ndvmh MIC*  <0.001 259 1.49=4.51 0.001
Pitt score >4 «<0.001 279 154=5.06 0.001
Sepsiz syndrome <0.001 328 153-7.03
ca 0.003
ICU admission 0010

Active injecting drug use 0012
Hospital onset 0.020

CClL, Charlson Comorbidity Index; NS, not (p 20.05).

*As discussed in Results section, mmmmm
analysis that were not d for mult ble aralysis were pr ofa Do
not resuscitace order (direct effect on due to tr didi ).
APACHE Nl score > 18 and SAPS Il score (colinearity with age). heart disease and
maligrancy (collinearity with CCl).

Elevated vancomycin MIC defined as Etest™ >1.5 mg/L

aaaag

Clinical Microbiology and Infection, Volume 19 Number 12, December 2013




Ijur Infect Dis, 2011 Apr 15;52(8):975-81. doi: 10.1093/cid/cir124.
Impact of vancomycin exposure on outcomes in patients with methicillin-resistant Staphylococcus aureus
bacteremia: support for consensus guidelines suggested targets.

Kullar R', Davis SL, Levine DP, Rybak MJ

Table 2. %

Vancomycin Trough Concentrations and Poor Outcomes

Characteristic N = 3082 Vancomyein failure n (%) P (vs reference category) Nephrotoxicity? n (%) P (vs reference category)
Trough <10 mg/L (n=70) 46 (65.7%) 0.001 10/65 (15.4%) 682
Trough 10-14.9 mg/L(n=90) 52 (57.8%) 0.016 13/76 (17.1%) 476
Trough 15-20 mg/L(n=86) 34 (39.5%) REF 10/77 (13.0%) REF
Trough >20 mg/L{n=62) 31 (50.0%) 0.206 17/62 (27.4%) 032

v/ 320 nauueHToB

Hesasucumebre npeauKTOpLI Heyaauu Tepanuu:

v IH@EKLMOHHbLIN 3HAOKAPAUT (AOCR, 4.55; 95% Cl, 2.26-9.15)
v ICMTT (AOR, 2.19; 95% CI, 1.21-3.97)

v’ KoHUeHTpauma BaHKOMULIMHA B Nnasme <15 mr/n (aor, 2.00;
95% CI, 1.25-3.22)

v MTTK sBaHKOMUUUHa (Etest) >1 mr/n (AOR, 1.52; 95% CI, 1.09-2.49)

PEKOMEHOALUM IDSA MO NPUMEHEHUIO BAHKOMULIMHA
B KNMUHUYECKOW NMPAKTUKE

» Mpwu octatouHoM K-4mn <10 Mr/n BbiCOKa BEPOATHOCTbL (DOPMMPOBaHUSA
LITaMMOB CO CHUXXEHHON YyBCTBUTEJNIbHOCTLIO K BAHKOMULIMHY

» Mpu MMK wtamma <1 mr/n gnsa goctmkeHunsa NPOK/MK>400 pekomeHgoBaHO
nopAaepKaHue oCTaTOYHOro YPOBHA BaHKOMUUUHA 15-20 mr/n

> [nsa 6onee 6LICTPOro AOCTUXEHMSA PAaBHOBECHOM K-LIUM PEeKOMeHA0BaHa
sBoAHAA Ao3a 25-30 mr/kr

» Mpu MMNK 22 mr/n HeBo3moxHOo aocTtmxkeHue NMPK/MIMK>400 6e3 pucka
pa3BUTUA TOKCUYeCcKknx adppeKkToB

> PekoMeHOoOBaH MHAMBUAYaNbHbIM NOAGOP A03bl HA OCHOBE MOHUTOPUHra
OCTaTOYHOM K-LUUK

> [Ons [OCTMXKeHUs peKOMEeHAYeMOro 3Ha4eHUs1 OCTaTOYHOMN CbIBOPOTOYHOM
KOHLeHTpauumu B cny4ae, ecnv MMK <1 mr/n, 60nbWMHCTBO NaLMEHTOB
C HopManbHOW (pyHKLMeN NoYeK AOMKHbI NoyYaTb BAaHKOMULMH B A03e
15-20 mr/kr B pacuyéTe Ha AeMCTBUTENbHYIO Maccy Tena Kaxable 12 y.
OnuTtenbHOCTbL MHY3UKM AOMKHA ObITb yBenuyeHa ¢ 1,5 Ao 2 4 B cnyyae,
ecnu paccuuTaHHasl pasoBasi 4032 BaHKOMULIMHA NpeBbIwaeT 1 r

Clin Infect Dis 2009; 49:325-7
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Acad Emerg Med. 2016 Jun,23(6).744-6. doi 10.1111/acem.12934. Epub 2016 May 14.
High Single-dose Vancomycin Loading Is Not Associated With Increased Nephrotoxicity in Emergency
Department Sepsis Patients.

Rosini JM", Davis JJ2, Muenzer J2, Levine BJ?, Papas MA?, Comer D*, Amold R%-4.

PeTpocneKkTuBHOe KOropTHOE UccnenoBaHue —
3 YHUBEPCUTETCKUX rocnuTans

2 131 B3pOCNbIM NALMUEHT C CeNCUCOM

BaHkomuuuH B fose >20 mr/kr vs. <20 mg/kg

HegppoTokcuUHOCTb — 5.8% VS. 11.1% @r-oso:sswci-0s toos2)

Antimic rob Agents Chemother. 2013 Feb;57(2):734-44. doi: 10.1128/AAC.01568-12. Epub 2012 Nov 19.

Systematic review and meta-analysis of vancomycin-induced nephrotoxicity associated with dosing schedules

that maintain troughs between 15 and 20 milligrams per liter. I
van Hal SJ7, Paterson DL, Lodise TP %
High troughs >=15mgl.  Low trough <15mgL 0Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bosso etal. (21) 42 142 13 146 9.8% 430(219,843) ——
Canoetal. (22) 22 89 7 99 7.2% 432(1.74,1069)
Chung etal. (23) 12 25 16 48 6.5% 1.85[0.69, 4.96)] T
Hermsen et al. (30) 5 16 4 39 36% 3.98(0.91,17.46) 1
Hidayatetal. (13) 1 63 0 32 1.1%  14.24[0.81,249.87] Tt
Jeffres etal. (15) 27 49 13 45 7.7% 3.02(1.28,7.11) _—
Kralovicova et al. (31) 21 60 29 138 98% 2.02(1.04,3.96) "
Kullar et al. (32) 8 116 1 84 20% 6.15(0.75,50.13) 1
Kullar et al. (8) 7 139 23 141 10.6% 1.24 (0.67, 2.28) =p—
Lodise et al. (36) 7 27 14 139 6.2% 3.13(1.12,8.69) [
McKamy et al. (38) 16 57 g 10 7.0% 4.98(1.98,12.52) S —
Minejima et al. (39) 17 72 25 155 9.6% 1.61[0.80,3.21) T
Prabaker et al. (43) 7 54 24 294 7.3% 1.68[0.68,4.11) B
Wunderink et al. (50) 26 118 2 2115 10.7% 225(1.22,413) L
Zimmermann et al. (51) 8 12 0 33 1.0% 126.56 (6.19, 2585.90] e
Total (95% CI) 1039 1718 100.0% 2.67[1.95, 3.65] *
Total events 256 20

: e iy o _ = " + + ]
Heterogeneity: Tau®= 0.14; Chi*= 23.89, df= 14 (P= 0.05), "= 41% b1 o 0 100

Test for overall effect Z=16.13 (P < 0.00001)

Low troughs <15mg/L  High troughs =15mgiL

15.10.2016
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Antimic rob Agents Chemother. 2013 Feb;57(2):734-44. doi: 10.1128/AAC.01568-12. Epub 2012 Nov 19.

Systematic review and meta-analysis of vancomycin-induced nephrotoxicity associated with dosing schedules

that maintain troughs between 15 and 20 milligrams per liter. v,
van Hal 8J", Paterson DL, Lodise TP, 'r
40% 5
o 30% T : }
=3
>
=]
2
20% —
[-%
> \
|
=] |
@
©
10%
0% -
<10 10-15 15-20 >20
Vancomycin trough level (mg/L)
®Cano ®lLodise ®Kullar ®Wunderink
Antimic rob Agents Chemother. 2013 Feb;57(2):734-44. doi: 10.1128/AAC.01568-12. Epub 2012 Nov 19.
Systematic review and meta-analysis of vancomycin-induced nephrotoxicity associated with dosing schedules
that maintain troughs between 15 and 20 milligrams per liter. Np,
van Hal 8J7, Paterson DL, Lodise TP V%
bt
Co AYTCTBYHOWUU NPpUEM UHBIX HEPPOTOKCUYHBIX
npenapatos:
Receipt of NTs no NTs Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Rand 95% CI M-H, Rand: 95% CI
Bosso etal. (21) 26 55 90 233 14.0% 1.42[0.79, 2.57] ™
Canoetal. (22) 16 29 7 159 124% 26.73[9.32,76.63] St
Hidayatetal. (13) 10 " 17 84 8.4% 39.41[4.71,329.47] ——h
Kralovicova et al. (31) 3 134 19 64 137% 0.71[0.36,1.39] ——r=
Lodise et al. (36) 6 2 55 145 126% 0.65[0.24,1.79] —
McKamy et al. (38) 18 24 24 143 126% 14.88 [5.35, 41.36) —
Minejima et al. (39) 37 169 6 58 12.9% 2.43[0.97,6.10] e
Prabaker et al. (43) al kil 174 317 13.4% 1.73[0.79,3.79] =
Total (95% CI) 474 1203 100.0% 3.30[1.30, 8.39] e
Total events 165 392
Heterogeneity, Tau®= 1.54; Chi*= 60.99, df= 7 (P < 0.00001); F= 89% 0 o1 0?1 110 100:
Test for overall effect: Z= 250 (P = 0.01) : E noNTs Receipt of NTs

15.10.2016
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Am J Health Syst Pharm. 2012 Jun 1;69(11):944-50. doi: 10.2146/ajhp110324.
Performance of a vancomycin dosage regimen developed for obese patients.

Reynolds DC', Waite LH, Alexander DP, DeRyke CA
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Time After First Vancomycin Dose (hr)

v" TTauMeHTLI ¢ U3BBITKOM MACCHI Tena (sec > 100 kr v > 140% OT uaeanbHoro)

v 15 mr/Kr yepes 8-12 uacos vs. 10 Mr/kr yepe3 12 4acoB (unu 15 mr/kr uepes 24 uaca)
v' 74 1 68 NALUUEHTOB, COOTBETCTBEHHO

v' CpefHas noanfepxvBarowas Ao3a— 34 £ 7 mr/kr/cyt v 19 +2 mr/kr/cyT (p<0.001)
v [locTuxeHWe LieneBol KOHLeHTpauuu B nnasme — 36% vs. 59% (p = 0.006)

v HeqpoTtokcuuHocTb — NS

Clin Infect Dis. 2011 Jul 15;53(2):124-9. doi: 10.1093/cid/cir337.
Implementation of a dose calculator for vancomycin to achieve target trough levels of 15-20 microg/mL in
persons undergoing hemodialysis.
Vandecasteele SJ', De Bacquer D, De Vriese AS

Jlayuenmot Ha 2eMO0UG

v [1o cnepyoLlero ceaHca
1 geHb — 15 mr/kr
2 OHSA — 25 Mr/kr
3 aHsa — 35 mr/kr

v B kOHUe npoueaypbl

v' CkopocTb BBeeHust 15 Mr/MuH

v' B TeueHne nocnegHux 120 MuHyT gmanusa

15.10.2016
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Burns. 2011 May;37(3):406-14. doi: 10.1016/.burns.2010.06.005. Epub 2010 Nov 20.

Optimizing initial vancomycin dosing in burn patients.

Elligsen M1, Walker SA, Walker SE, Simor A “

PCTPOCI'IZKTMBHOZ mnccneposaHme

49 oxorosbIx NaumeHTos
PapMAKOKUHETUKG BAHKOMULIMHA MEHSETCS B 3aBUCUMOCTU OT BpeMeHu,
npolueALero Nocie OXoroBo TpaemslI (A0 U nocne 14 aHeli (p < 0.05)
HocTuxeHuwe LenesbIX KOHLIEHTPALMIA:
« CTaHaapTHas aosa 1r B/B yepes 12 yacos - <10%
* 20-25%:

v’ 48 yacos - 14 gHel - 1.5 u/3 8 yacoe, 1.75 ru/3 8 uacos, 1 r u/3 6 uacos,

1.25 r 4/3 6 yacos unu 750 4/3 4 yaca

v' >14 gHeM — 1-1.25 r u/3 8 uacoe unm 500 mr u/3 4 yaca

TEPANEBTUYECKWUN NNEKAPCTBEHHbIW
MOHUTOPWUHI !

J Antimic rob Chemother, 2012 Jan;87(1):17-24. doi: 10.1083/ac idkr442. Epub 2011 Oct 25

Continuous versus intermittent infusion of vancomycin for the treatment of Gram-positive infectio
systematic review and meta-analysis.

RR
(95% CI)

1 paHAOMU3UpOBAHHOE

24 0.91(0.51, 1.61) 529

KInHU4eckoe u 22 ﬂt 1062 359 238

5ommeatensibrx [ 1 DI
nuccnenosaHUn T

Fovc;rs Col Favors Inl

10001001001 INetanbHOCTb
INIMEDLINE:::: "
100100010 Study - % Weight

R R i (95% CI)
U.S. National Library of Medicine
24 0.76 (0.44, 1.31) 378
20 - 0.67 (0.13, 3.35) 6.4
22 0.86 (0.40, 1.88) 242
23 — 0.10 (0.01, 1.79) 10.1
25 —- 0.40 (0.14,1.17) 215
"' EMBASE @ Overall (95% CI) < 0.63 (0.43, 0.94)
11 10
ggf&ggm%i, Favors Col Favors Inl
HeppoTokcnuHocTh

% Weight

15.10.2016
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J Antimic rob Chemother. 2012 Mar;67(3):727-35. doi: 10.1093/ac/dkrS22. Epub 2011 Dec 15.
A comparative evaluation of adverse platelet outcomes among Veterans' Affairs patients receiving linezolid or
vancomycin.

V' Banxomuyun vs. JAune3oAud

v aHBapb 2005 — pespanb 2008
v' 502 nauueHra (1:1)

v YacToTa pernuctpaumm yposHs TpomboLUTY

<50 1 ¢20x10%/n He oTnMuanach
v 250% CHUXeHue ypoBHsS TpOMOOLIUTOB —
BaHKOMUUUH — 78 (31.1%) naumeHTo

NuHesonua — 43 (17.1%) naumeHToB
(OP 0.55; 95% OV 0.40-0.77)

Ann Pharmacother. 2011 May;45(5):629-38. dot 10.1345/aph.1P583. Epub 2011 Apr 26
Vancomycin-induced neutropenia: is it dose- or duration-related?

Black E', Lau TT, Ensom MH

Clostridium difficile:

1935 r. - Hall and O'Toole snepsbie onucanu “Bacillus
difficilis” (nar: difficilis - cnoxHbIN)

1970-e rr. - “Clostridium difficile” (C. difficile)

“Kloster” (rpeu.) - BepeteHo

15.10.2016
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TEUNKOTTNAHWH HUTA30KCAHM

INOAKCOMULINH OPUTABAHLINH

* PUEAKCMMWH
e .|

European Society of Clinical Microbiology and Infectious Diseases: update
of the treatment guidance document for Clostridium difficile infection

PUEANA3NN

Clinical Practice Guidelines for Clostridium difficile
Infection in Adults: 2010 Update by the Society for Healthcare|
Epidemiology of America (SHEA) and the Infectious Diseases

Society of America (IDSA)

S. B. Debast’, M. P. Baver’, E. . Kuijper’, on behalf of the Committee®

Radbaud Unversty Medcal Certes, Nimegen, Deponments of 2) bfectous Daeases and 3) Medcal Mcobokgy,  Stuart H. Cohen, MD; Dale N. Gerding, MD; Stuart Johnson, MD); Ciaran P. Kelly, MD; Vivian G. Loo, MIY;
Conte for fectioes Dione, Leiden Universy M Cene, Lidin, the Nethrionds L. Clifford McDonald, MD: Jacques Pepin, MD; Mark H. Wilcox, MD

Lancet. 1983 Nov 5;2(8358):1043-6.

Prospective randomised trial of metronidazole versus vancomycin for Clostridium-difficile-associated diarrhoea
and colitis.

Teasley DG, Gerding DN, Olson MM, Peterson LR, Gebhard RL, Schwartz MJ, Lee JT Jr.

94 nauwveHTa ¢ Anapeen U KOIMTOM, BbI3BAHHLIMU C.
difficile

KnuHuyeckas appeKkTUBHOCTL: MeTpoHuaason -  95%,
BaHKOMUUMH - 100%
(p=0,20)

Clin Infect Dis. 1996 May;22(5):813-8.

Comparison of vancomycin, teicoplanin, metronidazole, and fusidic acid for the treatment of Clostridium difficile-
associated diarrhea.

Wenisch C“, Parschalk B, Hasenhiindl I, Hirschl AW, Graninger W.

119 naumeHTOB C Anapeew, BerzsaHHou C. difficile
KnuHuueckas a¢peKkTUBHOCTL: MeTpoHuaason -  94%,
BGHKOMUUUH - 94%

15.10.2016
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Clin Infect Dis. 2007 Aug 1;45(3):302-7. Epub 2007 Jun 19.

A comparison of vancomycin and metronidazole for the treatment of Clostridium difficile-associated diarrhea,
stratified by disease severity.

Zar FA', Bakkanagari SR, Moorthi KM, Davis MB

Konn4yecTBo BbifieYEHHbIX NaUneHToB /

W‘ KonuyectBo nponeyeHHbIX nauneHToB

3a60neBava‘ MeTpoHugason ‘ ‘ BaHkoMuMUWH ‘ ‘ Bcero ‘ pe
He tspkenas | 37/41 (90) 39/40 (98) 76/81 (94) .36
Tspkenast 29/38 (76) 30/31 (97) 59/69 (86) J2

66/79 (84)  69/71(97)  135/150 (90)

NOTE. Mtz, metronidazole; Vm, vancomycin.
P values were calculated using Fisher's exact test.

Antimic rob Agents Chemother. 2016 Apr 22;60(5):2601-9. doi: 10.1128/AAC.03147-14. Print 2016 May.
Optimizing the Clinical Use of Vancomycin. \
AlvarezR', Lopez Cortés LE', Molina J', Cisneros JM', Pachén J2 ?'"\
3 ﬁ ﬁ e K’mueuocmb 6au&0Muuuua: Ocwoeuue noxazaren -‘Dzdﬂl
5 Cou T> MK
H €,/ MK
8 MoK/ MNK
v AUC/MIC >400
v TToabop A03bI UCXOAS U3 MACCHI Tena
MK e R e
U KOHUEHTpauum B Nrasme Kposu - 7> MK

v KOoHUeHTpaums 8 nnasme Kposu:
15 - 20 mr/n ana MIC <1 mr/n

v HepOTOKCUYUHOCTb — npu LenesbIx

KOHLIeHTpaumax B nnasme Kposu >15 mr/n
v’ Staphylococcus aureus (MIC >1 mr/n) -
ANNbTEPHATUBHAS TEPATIHNS

15.10.2016
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Antimicrob Agents Chemother. 2009 Oct;53(10):4069-79. doi: 10.1128/AAC.00341-09. Epub 2009 Jul 13
Comparative efficacy and safety of vancomycin versus teicoplanin: systematic review and meta-analysis.
Svetitsky S, Leibovici L, Paul M

Sackler Faculty of Medicine, TekAviv University, TekAviv, Israel

TECOplaNn  Vancomwcm Risk Rafio Rask Ratio
§_Study ot Subgroup _ Events Total Events Total Weight WH, Fixed, 95% C1 M, Fixed, 95 CI
~3 1261 Adequate concediment —
A Akan 2008 7 84 6 81 66% 1.01 0.5, 267) T
¢ DAntonio 2004 [ 83 0 81 Not estimable
¢ Oilbert 11991 1 7 2 8 19% 057 |0.05, 5.00) ——
g Olibert 21991 2 20 2 19 21% 0.95 |0.15, 6.08) —_—
p Kureisni 1991 2 25 7 % T2% 0.29 (0,07, 1.24) —_—t
Merichets 1994 23 218 27 W 0% 0.78 [0.45, 1.33) -
K Nadal 1959 0 25 0 u Not estimible
L Nucel 1998 10 % 1" M 1% 0.86 [0.42, 1.76] —
N Pham Dang 2001 1 15 2 15 21% 0.50 J0.05, & 94)
N Raston 1999 3 s 6 12 81% 052013, 202 —r
N Seith 1909 1 k1] 2 3 21% 0.47 [0.04, 493
N Van der Auwera 1931 23 7 24 37 MT% 096 |0.89, 1.35) -
P Vazquez 1009 5 38 2 33 21%  250(052,1210
R Subtota {95 Cly 7% T4 955N 0.82 (063, 1.06) L
§ Total events 78 91
y Heterogeneity: Ch”= 582, df= 10 P = 0.83; P= 0%
2 Testforoveral effect Z=1.49P =019
3 1.26.2 Unclear: unknown concesment
b Figuera 1996 ° 68 2 8 27% 3184 086,17.0§
q Fortun 2001 0 10 0 10 Not estimable
Van Laethem 1983 3 12 1 9 1.2% 225(028,18.23 g
Subtota {95 Cly 20 7 3A4% 3.29 (098, 11.05) -~
3 Total events 12 3
C Heterogeneity: Ch#= 017, df = 1 (P = 0.88); 1”= 0%
g Test for overal effect Z=193 P =009
V1263 nadquae concedment
V Lu19% 2 20 ] 20 05%  500(026,8800
S Gid 2000 2 14 (1] 12 06% 433(023.82.3) e PEec—
1 Subtotal (95% Cly 34 32 L 4.66 [0.57, 37.70) | —eomie——
b Total events ] ]
T Heterogeneity: Cn* = 0.00, dof = 1 (P= 0.95); 1"= 0%
Test foroveral effect Zu 1 A4 P =019
Total (95% €Iy om 858 100.0% 0.95 [074, 1.21) *
Total events 94 94 T

Heterogeneity: Ch* = 12.47, df= 14 (P= 0.57), "= 0%
Test for overal effect Z =044 P =066
Test for subaroun diferences Not acolicable

T -

001 01 1 10 100 o
Favours teicoplanin  F avours vancomycin

J Infect Chemother. 2014 Jan;20(1):43-7. doi 10.1016/.jiac.2013.08.006. Epub 2013 Dec 12.
High-dose regimen to achieve novel target trough concentration in teicoplanin.
Ueda T', Takesue Y2, Nakajima K2, |chki K2, Wada Y2, Komatsu M?, Tsuchida T2, Takahashi Y2, Ishihara M3, Kimura T3, Uchino M*, lkeuchi H*.

Llenesas koHUeHTpauma B nnasme — 15-30 mr/n / é ,
138 nauueHTOoB 6€3 HapyLlueHUs PYHKLUU NOYeK: '

* Pexum A - 6 mr/kr yepes 12 yacos nepeele 2 AHs

*  Pexum B - 10-12 mr/kr u/3 12 yacoe nepsbie 3 AHA, 3aTem 6 mr/Kr u/3 24 vaca

CpenHaa C(min) B nnasme Ha 4-U AeHb:
A-13.7 £ 5.3 mr/n B-20.0+ 6.6 mg/L (P<0001)

KnuHuueckas aqppeKTUBHOCTb - 66.7% vs. 85.0%

HexenaTtenbHble NNeKapCTBeHHbIEe peakuunu:
v He@POTOKCUYHOCTb — 1.3% vs 3.3% (- o413
v' renaToTOKCUYHOCTb — 5.1% Vs 3.3% (= 0608)
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Int J Clin Pharm. 2016 Aug; 38(4):908-14. doi: 10.1007/s11096-016-0308-3. Epub 2016 Apr 28,

Change of teicoplanin loading dose requirement for incremental increases of systemic inflammatory response
syndrome score in the setting of sepsis.

Nakano T2, Nakamura Y3, Takata T4, Irie K5, Sano K®, Imakyure 0%, Mishima K3, Futagami K® / 6 ,

PCTPOCI"IZKTMBHOZ KOTrOpTHOe uccnepoeaHue

Fukuoka University Hospital

anpenb 2012 — mapt 2015

133 naumeHTa (83 naumeHTa ¢ CCBO)
KoHueHTpaumsa B nnasme npy 0AUHAKOBOU A03e:

Cencuc vs. He-cencuc — 15.7 = 7.1 vs. 20.1 + 8.6 Mr/A ¢<om

Hna gocruxeHuns Lesnesou KoHUeHTpaluun (15-30 mr/n) 8

nepsvre 48 yacos:

He-cenicuc — 12-24 Mr/Kr/cyr.

cencuc — 18-30 mr/kr/cyr.

Clin Infect Dis. 2013 Jun;56(11):1562-9. doi: 10.1093/cid/cit112. Epub 2013 Feb 28.

Early use of daptomycin versus vancomycin for methicillin-resistant Staphylococcus aureus bacteremia with
vancomycin minimum inhibitory concentration >1 mg/L: a matched cohort study. %
Murray KP', Zhao JJ, Davis SL, Kullar R, Kave KS, Lephart P, Rybak MJ.

"\

—_——

170 nauueHTos (1:1)

HantomuumH vs. BaHkomuumH

KnuHuueckas Hea@eKTUBHOCTDL B TedeHue 30 aHel —
20.0% vs 48.2% ¢ <o.00n

30-aHeBHasa netanbHOCcTb — 3.5% vs. 12.9% ¢ - 047

nepcucTupyrowas b6aktepuemms — 18.8% vs. 42.4% ¢- ooy

LR (BGHKOMULMH U KIIMHUYECKAS HE3PPEKTUBHOCTD) —
aOR=4.5; 95% CI, 2.1-9.8
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Clin Mic robiol Infect. 2016 Jul 27. pii: S1198-T43X(16)30242-7. doi: 10.1016/1.cmi.2016.07.018. [Epub ahead of print]
Daptomycin versus linezolid for the treatment of vancomycin-resistant enterococcal bacteraemia: implications
of daptomycin dose.

Chuang YC', Lin HY?, Chen PY?, Lin CY*, Wang JT®, Chang SC®.

BanKomuyun-pesucmenmusie 3umepoxoxku (VRE)

.EIC(I'ITOMVI UUH VS. ninHe3onug
MynbTULIEHTpOBOE NPOCNEKTUBHOE KOrOPTHOE UCCNefoBaHNe
212 naumeHTos (141 vs. 71)

14-pHeBHaa netanbHOCTb - 36.9% vs. 21.1% @oos
®aKTOPLI CHUXAFOLWUE NeTANbHOCTb:

> Tepanua NUHeE30STMAOM (a0R, 0.36; 95% Cl, 0.17-0.79; p 0.01)

> Tepanua AaNTOMULUMNHOM B AO3e >9 Mmr/Kkr (aOR, 0.26; 95% Cl, 0.09-0.74; p 0.01)

JleTtanbHOCTbL:
nVIH€3OJ'|V|ﬂ. VS. AaNTOMULUUH 2 9 Mr/Kr - NS (or 140 95% c1, 045437 p o57).

JanToMuumH

Koraa HyxHa 6aKkTepuumaHas aKTUBHOC™
Nl SHpokapanT 1 cencuc

? MeHUHrUT

LaPlante, e o,d"“ .acother2004;5:2321-2331
2gjilverman & AN “,,-f'ﬂ' 4ents Chemother2003;47:2538-2544
N\
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Case Rep Infect Dis. 2013;2013:653582. doi: 10.1155/2013/653582. Epub 2013 Nov 25
Daptomycin Failure for Treatment of Pulmonary Septic Emboli in Native Tricuspid and Mitral Valve Methicillin-

Resistant Staphylococcus aureus Endocarditis.

Zainah H, Zervos W, W, Chamas Alhelo 8, Alkhoury G, Weinmann A

TYSTr RS sSESIEn ey

Single-Dose Oritavancin in the Treatment
of Acute Bacterial Skin Infections

SOLO 1 In

ABSTRACT

BACKCROUND
Orit is a lipogl ide with b icidal activity against gram-|
bacteria. Its concentration-dependent activity and prolonged half-life allow for single-
dose treatment.

METHODS
We conducted a randomized, double-blind trial in which adults with acute bacte-
rial skin and skin-structure infections received either a single intravenous dose of
1200 mg of oritavancin or a regimen of intravenous vancomyein twice daily for 7 to
10 days. Three efficacy end points were tested for noninferiority. The primary com-
posite end point was defined as cessation of spreading or reduction in lesion size,
absence of fever, and no need for administration of a rescue antibiotic 48 to 72
bours after administration of oritavancin. Secondary end points were clinical cure
7 to 14 days after the end of treatment, as determined by a study investigator, and
a reduction in lesion size of 20% or more 48 to 72 hours after administration of
oritavanci

nesucrs
The modified intention-to-treat population comprised 475 patients who received

and 479 patients who received All three efficacy end points
met the d ity margin of 10 points for
versus vancomycin: primary end point, 82.3% versus 78.9% (95% confidence inter-
val [CI) for the difference, 1.6 to 8.4 points); i d

clinical cure, 79.6% versus 80.0% (95% CI for the difference, -5.5 to 4.7 percentage
points); and proportion of patients with a reduction in lesion area of 20% or more,
86.9% versus 82.9% (95% CI for the difference, =0.5 to 8.6 percentage points).
Efficacy outcomes measured according to type of pathogen, including methicillin-
resistant Staphylococeus aureus, were similar in the two treatment groups. The overall
frequency of adverse events was also similar, although nausea was more common
among those treated with oritavancin.

concLusions
A single dose of ori was inferior to twice-daily in adminis-
tered for 7 to 10 days for the treatment of acute bacterial skin and skin-structure
infections caused by gram-positive pathogens. (Funded by the Medicines Company;
SOLO I ClinicalTrials.gov number, NCT01252719)

NENGL) MED3IOUIY NEMORG JUNE S, 3014
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Clin Infect Dis. 2015 Jan 15;60(2):254-62. doi: 10.1093/cid/ciu778. Epub 2014 Oct 6.

Single-dose oritavancin versus 7-10 days of vancomycin in the treatment of gram-positive acute bacterial skin
and skin structure infections: the SOLO Il noninferiority study.

Corey GR', Good §2, Jiang H?, Moeck G2, Wikler M?, Green S%, Manos P*, Keech R, Sinah R®, Heller B7, Bubnova N®, ORiordan W?: SOLOII
Investigators. g

o
PaHAOMU3MPOBAHHOE ABOMHOE Crenoe UCCeAoBaHue ~

OpuTtaesaHUUH Vs. BaHkomuuuH

OcTpble 6axTepuaribHbIe UHPEeKLUU KOXU U MATKUX TKaHel
1005 nauwmeHTos (503 vs. 502)

KnuHuyeckas agppekTtnuBHOCTb — 82.7% vs. 80.5% eswct, 2610

YMeHblueHWe 30HbI nopaxeHus > 20% — 85.9% vs 85.3%

(95% C1, -3.7-5.0)

[ 9]

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 3813 JUNES, 2014 VOL 370 NO. 33
Once-Weekly Dalbavancin versus Daily Conventional Therapy M A ) 4
for Skin Infection ™ DA 2014
v Dalbavancin
kol CASH 171500-79-1

sacxcrounn
Dalbavancin, a lipoglycopeptide antibiotic agent that is active against Gram-POSILIVe  From the Division of Infectous Diseuses.
pathogens, has  long plasma halflife, allowing for ekly dosing DISCOVER 1 hordrappe
and DISCOVER 2 were identically designed poninferiority trials of dalbavancio f0r Luuscine sacon paay fu Dopsr.
the treatment of acute bacterial skin and skisvstructure infection. mans of Microblopy. Levés Teaching

METHODS

(MW Talbot Adusors, Aan Mark, FL
: Durats Therapontics, Barlond,

We randorly assigned patients o receive dalbavancin intravenously on days 1 and 8 (G
or vancomyvin intravenously for at least 3 days with the option to switch to ozl
linezolid to complete 10 to 14 days of therapy. The primary end point, early clinical 5 g
tesponse, required the cessation of spread of infection-telated erythema and the
absence of fever at 48 10 72 hours, Secondary end points at the end of therapy in-
cluded linical status and investigators assessment of outcome.

Analysis of the primary end point showed noninferiority of dalbavancin in boch
DISCOVER 1 and DISCOVER 2. In the pooled analysis, 525 of 65 patients (79.7%)
in the dalbavancin group 2nd 521 6653 (70.8% in the vancomyein-linezolid group
had an early elinical response indicating trearment success (weighted difference,
=0.1 percentage point; 95% confidence interval, —4.5 o 4.2). The outcomes were
similar in the analyses by study and the pooled analyses of clinical status at the end
of therapy and the investigator's assessment of outcome. For patients infiected with

e was seen FDA Approves Dalbavancin om
in 90.6% of the patients treated with dafhavancin and 93.8% of those treated with for the Treatment of Acute
olid. Ad ind study day th an ads 1 N
bttt e ka g sl Skin Infections
most common trearment-related adverse events in either group were nausea, diar-
thes, and peuritus.

concLusions
Once-weekly inteavenous dalbavancin was ot inferior to twice-daily intravenous
vascomyein followed by oral linezolid for the treatment of acute bacterial skin
and skin-strcrure infection. (Funded by Duraa Therapeutics: DISCOVER 1 2nd
DISCOVER 2 ClinicalTrials.gov numbers, NCT01339091 and NCT01431339)

W INGL) MEO$I03Y NEUOIE JunES, 3004 2169
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HoBble npenapartoil. ..

 TenaBaHUMH:

* JlunonenTtua; NHIMOMPYET CUHTES
GakTepmanbHON CTEHKM.

* Hosabpb 2012 roga (FDA) -
HO30KOMUarnbHas NMHEBMOHMS,
Bbl3BaHHaa MRSA npu oTcyTCTBUU
ApYyrux npenapaTos.

* 2 nccneposaHus (1532 naumeHTta) —
TenasaHUMH NPeBOCXoanT
BaHKOMMLMH MO 3dEKTUBHOCTH Npun
HO30KOMMUarnbHON NHEBMOHUN,
Bbl3BaHHOW S.aureus.

JlnHezonupa

15.10.2016
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(», ZEPHYR
6. t;\ 4 EE

50+

40

KnuHnueckas 304
adcpekTUBHOC
Tb Npm
NHEeBMOHMUSX,
BbI3BaHHbIX
MRSA,%

20+

10

INuHesonug B/B BaHKOMMLUUH
600 mr /3 B/B 15mr/kr u/3
12 yacos 12 yacos

ZEPHyR presented at the 48" Annual Meeting of the Infectious
Diseases Society of America. October 21, 2010. Vancouver , Canada

Cexpet 3nuTenus
AbIXATENbHBIX
nyTe

450%

AnbBEONOUMTEL
15%

Tort
55%
CopnepxKmmoe rHomHMKa

100%

1. Cottagnoundetal. J Antimicrob Chemother. 2000;46:981-985; 2. ZYVOX® (linezolid injection, tablets,
and oral suspension) [packageinsert]. Kalamazoo, Mich: Pharmacia & Upjohn, a Pfizer Company; revised
2003; 3. Lovering AM et al. J Antimicrob Chemother. 2002, 50:73-77; 4. Conte JE et al. Antimicrob Agents
Chemother.2002;46:1475-1480; 5. Gee T. Antimicrob Agents Chemother. 2001;45:1843-1846.
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- . . . -+
Tedizolid for 6 days versus linezolid for 10 days for acute @ R ([ oy Sy
af - 3 Linesokd 600 mg twice daiy (n=334)
bacterial skin and skin-structure infections (ESTABLISH-2): P o] stomanemsy  COOROSIel)
1 o
. . . e . * =
arandomised, double-blind, phase 3, non-inferiority trial e
n
Gregory| Moran, Edward Fang, G Ralph Corey, Anita F Das, Carisa De Anda, Philippe Prokocimer
(2]
Summary %
Background New antibiotics are needed to treat infections caused by drug-resistant Lwl:na Tedizolid is a novel (ancetinfect o
oxazolidinone antibacterial drug designed 1o provide enhanced activity against Gram-post hogens. We aimed to »
assess the efficacy and safety of intravenous to oral tedizolid for treatment of patients with acute bacterial skin and  jwoe6, 2014
skin-structure infections. Il oo 1
$1473-3095(14
Methods ESTABLISH-2 was a randomised, double-blind, phase 3, non-inferiority trial done between Sept 28, 2011, and - """ | & ™
Jan 10, 2013, at 58 centres in nine countries. Patients (aged 12 years) with acule bacterial skin and skinstructure .7y somca m
s (cellulitis or pelas, major abscess, or wound infection) that had a minimum lesion area  pepatment of
of 75 cm?and were suspected or d 410 be J with 2 & nathnoen wars randamby secioned .
(1:1), via an interactive voice-response system with block ra = —
(200 mg for 6 days) or twicedaily linezolid (600 mg for 10, rocc B -
stratified by geographic region and type of acute bacterial skir | ZZrer FeTrrrry Len
carly clinical respanse (=20% reduction in lesion area at 48-72 | o coreor e gt ppenai ” bl
of -10%. Analysis was by intention to treal. This study is regis | woundinfection 90/98 (92%) B0/98 (82%) A 10:2% (07 10 201)
ederna
Findings 666 patients were randomly assigned 1o receive tedi | ABSSSion kg and oot 1097132 (B3%) e " i
the tedizolid group and 276 (83%} m the Ime:.ohd group ac lefined
~3.010 8-2), meeting the iority margir g wow & =i (o)
tedizolid than linezolid, taking place in 52 (16%) of 331 paties ::"":‘::"""“" g;z;;‘?;';) E::';E:’: — e . ’?::g‘:;t - ”
Treatment-emergent adverse events leading to di o i 5 2 7
the tedizolid group and four (19%) patients in the linezolid gr mada = b b o
MsA s ES s o) *
oral daily tedizolid 200 | usca 970105 {92%) S4n11 (B5%) *
600 mg for 10 days for ueanmenl of patients with acute bac! | o bascie pathogen dentifed So59 (85%) 159 8o%) —f— Som(3110193)
become a useful option for the treatment of acute bacteria | Nobaelne pathogenidentified 109135 (81%) nonnEN  —————i 268 (11910 67)
outpatient settings.
Recereed intravenous sy dug HISOEON) 1395987 e 1 (620086)
Cindina Cubict Dharmacaticals onday T only then switched to ocal
usA 1281156 (82%) 131158 (83%) i OB% (<34 107:6)
Eurcpe 1047122 (93%) 991111 (B9%) +
Othes geographics SUB4 (BO%) 46065 71%) e Bon(6110237)
S o o 0 0 0
d—
Linezoid better Tedizalid better
» 2 y population
Data are yN{(¥)

e

: 5
Staphyfococcus aurus. NDenot determinable.

LedTaponuH:

Cilin Ther. 2012 Apr;34{4):743-6
Ceftaroline fosamil: a cephalosporin with activity against methicillin-resistant Staphylococcus aureus.
Poon H', Chang MH, Fung HE.

S. doi: 10.1016/.clinthera.2012.02.02S. Epub 2012 Mar 22.

Expert Rev Anti Infect Ther, 2014 Jul12(7):727-9. dot: 10.15868/1478
A novel treatment option for MRSA pneumonia: ceftaroline fosamil-yielding new hope in the fight against a
persistent infection.

Arshad S

2014.908118. Epub 2014 Jun §

$'. Hartman P, Zervos MJ.

Diagn Mic robiol Infect Dis, 2014 Apr;78(4):422-8. doi: 10.1016/.diagmic robio.2013.08.027. Epub 2014 Jan 18.

Ceftaroline activity against bacterial organisms isolated from acute bacterial skin and skin structure infections in
United States medical centers (2009-2011).
Pfaller MA', Flamm RK"', Sader HS?, Jones RN'.

» OcnoxHeHHbIe UHPEKLUU KOXU U
MArKUX TKAHeM (CANVAS | n CANVAS )

Streptococcus spp.
Staphylococcus spp.
(MRSA, VISA, VRSA, DRSA)
H. influenzae
M. catarrhalis

* BHebonbHUYHAA NMHEBMOHUA
(FOCUS | n FOCUS ||)

0-3. g 1

Neisseria spp.
Enterobacteriaceae spp.
Aeromonas spp.

jevin P, Boutoiite O, Vit

phy aure
retrospective case series of 10 patients.
Pasquale TR, Tan ). Triensk T, File Thi Jr

[ inimic rob Agents. 2013 Now,42(5)450-5. dot 10. 10164 jentimic a5 20!
Ceftaroline for meticillin-resistant Staphylococcus aureus bacteraemia: case series and review of the literature.

Bote

patients treated with ceftaroline:

Pasteurella spp.
Peptostreptococcus spp.
P.aeruginosa (?)

7005 Epub 2013 Aug 11,

ik HM', Pleiman CM
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LedTaponuH:

o Antimic rob Chemother, 2015 Dec 24. pik dkv415. [Epub ahead of print]

Ceftaroline fosamil versus ceftriaxone for the treatment of community-acquired pneumonia: individual patient
data meta-analysis of randomized controlled trials.

Taboada M, Melnick D? laconis JP®, Sun F* Zhong NS, File TM®, Liorens L7, Friediand HD, Wilson D®

 LlepTaponuH vs. ue@TpuakcoH 5-7 aHelA

* 3 KnNuHUYeckux uccnegosarHus 11 gasb

* 1916 rocnUTAanM3npoOBAHHLIX NALIMEHTOB
c BTT

LlepraponuH > uegpTpuakcoH

(1.65; 95% AW 1.26, 2.16; P<0.001)

AbBT B npeawecrsyrowme 96 4acos
CHUXaeT passinyms mexay riperaparamm

LlechtoGunpon:

Int J Antimic rob Agents. 2012 Mer;38(3):240-6. dot: 10,1018/ fantimic ag.2011.11,005. Epub 2012 Jan 9,
A randomised, double-blind trial comparing ceftobiprole medocaril with ceftriaxone with or without linezolid for
the treatment of patients with community-acquired pneumonia requiring hospitalisation.

Chin Infect Dis. 2014 Jul 1;59(1):51-61. doi 10.1083/eid/eiu219. Epub 2014 Apr S

A phase 3 randomized double-blind comparison of iprole medocaril versus idime plus linezolid for
the treatment of hospital-acquired pneumonia.
Awad SS', Rodriguez AH?, Chuana YC?, Marianek Z*, Pareigis A%, Reis G°, Scheeren TW, Sanchez AS®, Zhou X®, Saulay M'®, Engelhardtm’'".

Antimic rob Agents Chemother, 2014 May;58(5):2512-9. doi: 10.1128/AAC.02611-13. Epub 2014 Feb 10,

Exposure to ceftobiprole is associated with microbiological eradication and clinical cure in patients with
nosocomial pneumonia.

Mulier AE', Punt N, Mouton JW

Streptococcus spp.

* BHebonbHUUYHAA NMHEeBMOHUS
Staphylococcus spp.

* HosokomuanbHaa nHeBMOHUA (MRSA, VISA, VRSA, DRSA)
(KpOMe BATT) H. influenzae
M. catarrhalis
* OcCnoxHeHHbIE UH(PEKLUUU KOXU U Neisseria spp.

MArKUX TKaHewn Enterobacteriaceae spp.
Aeromonas spp.

Pasteurella spp.
Peptostreptococcus spp.

P.aeruginosa (?) J
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HoBble npenapartoil...
» Tenkcob6akTuH (Teixobactin):
ARTICLE

A new antibiotic kills pathogens without
detectable resistance

ja Schneid

40i:10.3038/naturs 14098

Losee L. Ling'* er’*+, Aaron J. Peoples', Amy L. Spoering’, Ina Engels’”, Brian P. Conlon®, Anna Mucller™”,
THIF. Schaberle', Dallas E. Hughes', Slava Epstein®, Michael Jones”, Linos Lazarides ria A. Steadman’, Douglas R. Cohen',
Cintia R. Felix', K. Ashley Fetterman', William P. Millett', Anthony G. Nitti', Ashley M. Zullo’, Chao Chen & Kim Lewis*

Table 1 | Activity of teixobactin against pathogenic microorganisms 3 4.,

Organism and genotype Teixobactin MIC (ugmi ™)

S. aureus (MSSA) 025

S aureus + 10% serum 025 ]
S aureus (MRSA) 025 >
Enterococcus faecalis (VRE) 05 g
Enterococcus faecium (VRE) 05 @
Streptococcus pneumoniae (penicillin®) =003 ®
Streptococcus pyogenes 006 g
Streptococcus agalactiae 012 T
Viridans group streptococci 0.12 o
B. anthracis =006 ,.‘
Clostridium difficile 0,005 =
Propionibacterium acnes 0.08

M. tuberculosis H37Rv 0.125

Haemophilus influenzae 4

Moraxella catarrhals 2

Eschenichia colf 25

Eschenchia coli (asmBI) 25

Pseudomonas aerugnosa >32

Kiebsiella pneumoniae >32

The MIC was ‘mined by broth micradilution. MSSA, methiclll in-sensitive S. aureus; VRE,

va nComy Cin-resistant enteroooos

Cnacunbo 3a BHumaHue!
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