Olgu Esliginde
Direncli Gram Pozitif Kok Enfeksiyonlarinin
Tedavisi

Prof. Dr. Dilek ARMAN

MedicalPark Bahcelievler Hastanesi
ISTANBUL
dilek.arman@mlpcare.com



Direncli Gram Pozitif Bakteriler

v" MRSA, VISA, h-VISA

v'VRE
v



Olgu 1
KK, 73y, E

v DM, HT, KBY, KOAH

v’ Kateter yerlestirilmesi sirasinda gelisen hematom
& 4 st sonra kardiyak arrest

v 40 dk KPR, Entuibasyon, 48 saat YBU yatis

v'YBU’den 5 giin sonra gelisen Acinetobacter
pnomonisi

v Denenen farkli kombinasyonlara yanitsiz

v/ Bir gtin farkli hastanede izlem sonrasi devir alindi



v'Hemodiyafiltrasyon + Mekanik ventilasyon

o Kolistin (23.4.2016)

0 25-27.4.2016 Tigesiklin —. Direnc gelisimi

o + teikoplanin 600 mg (28.4.2016) baslandi 1
v’ Kabuliinde alinan ETA kultird

o Saf ve bol miktarda MRSA linik Yanit cok iyi:
. . 3. GU da « -breath»
v’ Teikoplanin devam mi? ) i ehetiibe ol
. . . . 50 ml/st idrar basladi
v'Linezolide gecelim mi? N Tl ———

Kreatinin 1.44
Antibiyotik doz ayari
Kolistin 1x100

Teiko g 48 st




Bir gun sonra....
6/5/2016

v'Vicut isisi 37.8

v’ Oksijenasyon bozuldu; CO2 retansiyonu; renal
fonksiyonlar geriledi

v'Sekresyonlari cok arth
o 10° cfu/ml MRSA + az miktarda maya (C. albicans)



Neden??
v’ Yeni bir enfeksiyon?
o Candida??
v’ Renal fonksiyon degisikligi-doz ayari

o 48 saat ara

v’ Farmakokinetik ?
o 10 mg/kg Linezolid 2x600 mg

v hVISA



4 gun sonra....

e 6.5.16’da alinan kan kulturlerinde de MRSA
* Vanko MiK 2mcg/ml
* Teiko MiK 4 mcg/ml



Uygun Tedavinin Onemi

e MSSA ile enfekte hastalarin %21’i, MRSA ile
enfekte hastalarin ise %52’si uygunsuz ampirik
tedavi almaktadir.

* Uygun antibiyotik baslanmasi icin gecen sire
ortalama 10 gin uzamaktadir

Bakteremi Endokardit | i.v. kateter
(n=152) (n=90) (n=31)
Ik basamakta
anti-MRSA alamayan, % 45 49 58 49 44 49
[kinci basamakta
anti-MRSA almast igin 6 10 13 5 5 6
gegen sure (gin)

Ugiincii basamakta
anti-MRSA almas! igin 6 17 5 15 6 8

\ gegen sure (gun)




IDSA GUIDELINES

Clinical Practice Guidelines by the Infectious Diseases
Society of America for the Treatment of Methicillin-

Resistant Staphylococcus aureus Infections in Adults
and Children

Catherine Liu,' Arnold Bayer,?* Sara E Cosgrove.® Robert S. Daum,’” Scott K. Fridkin,® Rachel J. Gorwitz,?
Sheldon L. Kaplan,'® Adolf W. Karchmer,"" Donald P. Levine,? Barbara E. Murray,'® Michael J. Rybak,'2" David
A. Talan,*s and Henry F. Chambers'?

IV. What is the management of MRSA pneumonia? * CID 2011:52 (1 February)

Prneumonia

32. For hospitalized patents with severe community-
acquired pneumonia defined by any one of the following: (1)
a requirement for intensive care unit (ICU) admission, (2)
necrotizing or cavitary infiltrates, or (3) empyema, empirical
therapy for MRSA is recommended pending sputum and/or
blood culture results (A-II1).

33. For health care—associated MRSA (HA-MRSA) or CA-
MRSA pneumonia, IV vancomycin (A-II) or linezolid 600 mg
PO/1V twice daily (A-1II) or dindamycin 600 mg PO/IV 3 times
daily (B-I11), if the strain is susceptible, is recommended for 7—
21 days, depending on the extent of infection.

34. In patients with MRSA pneumonia complicated by
empyema, antimicrobial therapy against MRSA should be used
in conjunction with drainage procedures (A-III).



Table 3. Recommendations for the Treatment of Methicillin-Resistant Staphylococcus awrens IMRSA)

to axcend (00 Irg'dnse

Mandestation Treatment Anidt dose Pediatne dose Qass” Camment
Skin and softabsue
intection SST1)
Abscass, furundes, Incisicn and drarage A For simplo abscesses or hals,
carbundes Inctsicn and drainoge is kkaly
adequete. Plesss raler 10
Table 2 for condtions in
which artimicrobsd therapy
19 reoormmended sfter
incsien and drainage of an
abscess due 10 CAMRSA,
Purdent celulite Chndarmyce 300450 mg PO TID 1013 mgkgidose PO very Al Clostridom  dfficis-assooeted
{dafined as callditis G-8 h, not 10 exooed diso2se Mty DCos Mmoo
Raspaated with purder 40 maaday frequantly, compared with
rarEgs o sxudee in other Ordd agects,
the absence of 3 drainabie |
abscess)
TMP-S MY 1-2 DS 1ab PC 80 Tomethopom -6 mykgidose, A TMP-SMD 18 pragnancy
sulfamathoxarde categery GO and nat roc
20-320 mahg/dese ommended for womaen in
PO ey 12h the 1hird tirmester of
pregrancy anad for dhldren
<2 monthes of age
Doxycycine 100 mg PO BID =45y 2 myhgidose PO A Tetacydinas we not
overy 12 h >38kg: recemmendad for
achdt dose chaldren under 8 yoars of
808 ond are pregrancy
catagory D.
Meoocyoine 200 mg = 1, than A mgikg PO < 1, then AL
100 mg PC B0 2 mhgdoes PO every 12 h
Linozolid 600 mg #0 BID 10 mgikgidasa PO every An More nxpersive compaced
8 h, not 1o exceed GO0 with ather dsmativis
moidoss
Norpurdeot celums |Mactarn log. cephakoan 500 mg 20 QIR Foase refoer 10 Aed Book Al Ernpincad tharapy for
(dafined as colkding with und dckacting f-hemoltic  sireptococel 15
0 purukn! rsregs recommendad Al Evprcal
o exudate and no comrage for CAMBSA 15 rec
assoaated abeceas| arnmended in pabents who do
ot respend 10 [Hectan ther-
apy and may bo considered n
those with sysiemec wocry,
Chndanmecr) 300-450 mg PO TID 10-13 mg&gidose PO every A Provide covenage for both
6-8 h, not 10 expeed f-hemokltic streplococd and
! AQ mguhdey CAMRSA
[Hactarm leg smaiolinl Arngxialing S00 PO ing TID Plegun refer 10 Red So0k A Prosade coversge for buth
andor TMPSMX ara Son nhova for TMPSMX See above for TMP. [Fhamoktic strapioconc
totracycing and totracychne dosrg SMX ana 1etracycine doang and CAMRASA
Linazslid 800 mg PO BID 10 maihasdess PO every B b, not Al




Table 3. (Continund)

Manifastation Treatment Aduit dose Pasatne dosa Oaes' Commen
Pr:r:: coverage for both
Inalytic streptococe)
and CAMASA
Compboates SST) Vancomecn 15-20 mtvg'dese IV overy 15 mofgidose W ewery Bh Al
812 h
Limeokd 600 g POV 20 10 mg/kiyichone FOAY wvery Al For chitren =12 yars of age,
8 h, not to oxcaed 600 mg POAV BID. Pragnancy
600 maldese categary C
Daptomyan 4 moRadoss (V OD Ongoing study AISND Thes dosss undar study in
chikkan are 5 mgikg lages 12~
17 yawrs), 7 mgikg lages 7-11
years), g mykg Isges &-g
years) (Chnicaltrials gov
0O7NEIZ Prognancy cate
gy B.
Tolavanan 10 madg'dose IV GD NO AlND Pregrancy category C-
Clindarmwyun SO0 mg POIVTID 10-13 makgdose POAY ey AlvAr Pragrancy category B
66 h, not 10 exceed
40 mg/kaiday
Bacterermia and Infectim
erviocidiis .
Hactarernia Vancemrycn 1520 ma'kg'dese |V evory 15 mgfeg/dosa V every € h all The addtion of gentamicin A0
B-12h o rilamgsn AT 1o vinoomyen
ip el rotinely recommended
Omptomyon & mgkaidose IV OD 6-10 mgkgiicsa N QD AN For adult patents; som
wperts  recommend  highar
dosages of B-10 mokgikes
W QO (8%, Pragnancy cate
ooy B, '
Infectroe endocandts, Sare g3 for bacieremes
mtve vabo »
Infective endocarning, Vancofrrecn snd 15-20 trigy' bl duss |V wiry 15 mgkgidose V sy 6 h Bl
prosthedic valve gertanion and nfermpn B-12h
1 mgkgdose IV avarg 8 h 1 mgkgldase V enery B h
300 my PONY every B h B mgkgidoes POY uery 8 h
Persistent Laciarenia Flesss oot
Preumonia
Vancometn 15-20 m'ka'dose 1V svery 16 mghgidoss N every G h Al
B-12 h
Linazobd 00 mg POV 20 10 makaldae POV ovrry 8 1y Al For chidren »12 yours,
: NoL o excesd 500 maldo s 800 g POV BID. Pragnancy
category C.
Clindanwoin 800 mg POV TID 10-13 mgkadosa POV every Binas Pregrancy cotegory 8.

66 h. not 10 excesd 40 maky'
day




e 3 1 Cotmiaed)

Martestation Tragtment Al dosa Pedatric dose Clags” Cormmant
Borw and juint infections
Culeornywline Vancormyan 165-20 rgfeg/dons  every 15 makoidosa IV every 6 I BaAll Surgcal debndement snd
8-12 h drainage of sasocited soft-
nssua  abscesses B he
maingley  of therapy  (AY)
Sarme experts recommend g
adaiion of rdampin GO0 Mg
QD or 300450 1y BID 16 he
thosan  mitibotic (Bl For
chidren »12 yaars of age,
Inezchkd 600 mg PONY BD
should be used. A angle-
smength and D& wbket of
TMP-SAVX contans 80 mg s
160 mg of TMP, regpeactieedy,
For an 80kg adukt, 2 DS b
s achieves & dose of 4 my/
. - L
Daptomycn & mg/gitay vV OD 6-10 mghgiday v Q0 sy
Linezolic 600 rng FOAV BID 10 rkaidoss POV every B/l
B h, not 10 énceed
. B0 mgidase
- Chredsriiycin 600 g FOAY TIO 10-13 mghgidoss PO every BALAN
! B-8 h, not to exced
A0 mgikg/day
TMP-SAVIX arwd rifarrpin 3.5-4.0 maka'dose POV ND BIVND
ey B-12 h
600 mg #0 QD
Septic arthnte Varcomyon 1520 mgfkg/doss N ey 15 mkafioss [V every 6 h Al Dransgs o debeiderment of
8-12h ths joint spacs shoudd abyins
) ba perfoemad (A0,
Dapronryen 6 mgkgidey [V QD 6-10 mokgidoss IV 0D LAl
Linezclid 600 mg POV BID 10 makadese PO every aucul
E h, not 10 excoed
600 mg/dose
Chretaryin 600 g FOAY TID 10-13 mgkgidose POV every Bavan
68 h, not to exceed
THP.SMX 3.5-4.0 mohgdase POV ) auno
owery B<12 h
Prosthetc jor, spansl Plegse see text
nplard infectons
Cantral nervous systom

rilsthnna



FaeE 3, (Lo

Manifestation Treatment Adut dose Padiatrc dose Clasg? Comment
Meningits Vancormye n 1520 mgkgidose IV every 15 mafg/dese IV every G h Bi Soma esperts racommend the
8-12 h addtion of rifampin 600 mg
0D o 300450 my BID w0
vaneomyan foc adult patients
(B0, For children =12 years
of ege, Inezold 60O myg BID.
Linezold 600 mg POV 80 10 makgldose POV every Bil
h, not 1o exceed
200 modose
TMP-SMX & makgidose POV every ND CHIND
812 h
Bran ahscess, sundural Vancemmyen 15-20 makgldose NV every '3 makaidose IV ewry 6 h BI Seme epets recommend the
ernpyenma, spinal 8-12 1 addition ¢! rifampin 800 mg
eprurgl absiess 00 ¢r 300450 mg BID 10
vancomycin for adult petients
[BIl). For children 12 yaars
of ege, inezold G0G myg BID.
Lingzald 600 g PQYIV BID 10 mgikg/dose PO/IV every Bli
8h, not 1o exceed
800 mgidose
THP-SMX 5 mg/kaldzee POIY ND CliND
avery 812 h
Septic thiormboss of Vaneemyen 15-20 makaidoss IV every 15 makaldase |V every B h B Sama ppels recemmend the
cavernous or dural 8-12h addition of nfampin 600 mg
VENOUE Sinus Q0 or 300450 mg BID to
vancomyein for adult petients
|BHO. For childien =172 years
of 2ge, inp2old 600 mg BID
Linezold 600 my POfIY BID 10 mglkg/doze POV every =
& h, not 1o axceed
00 mafdose
TMP-EMX ND CHlND

5 mokgidose FONY avery
812 h

NOTE. BID, twice daily, CA-NRSA, community-essociatad MASA, 08, double stiengh; IV, intavenous; ND, no data: PO, crel, G0, every day, TID, 3 trmes par day;, TMP-EMY, Simethocim-sallamatlorazde.
* Class fegtion of the stangt of recammendanan and quality of evicences sppl e Lo edull end pedatng palients unless onaiwes specties. A Lackslagh (] folowed by 1ie récommendaton stength ana evdance
arade wil denota any differansas i pedarri classifcation



YBU Hastasinda
Teikoplanin Dozu Ne Olmali?

v’ S.aureus sepsis-Retrospektif-80 hasta
o Yanit alinanlarda doz 6ncesi serum kons ve verilen doz yiiksek

o Yashda idame diizey >10mg/| ise tedavi basarisi >90
Harding, et al. JAC 2000

v" 6 mg/kg/giin dozunda idame dizey 7-10 mg/L
Whitehouse, et al. JAC 2005

v’ L6semi hastalarinda 120. saatte 5/11 hastada >10 mg/L
Pea, et al. Clin Pharmacokinet 2004



e e ey BRIEF REPORT

et Bl Steady-state trough sernm and epithelial lining
Michéle Adoun fluid concentrations of teicoplanin 12 mg/'kg
Dominique Rreill per day in p&€ ents with ventilator-associated
IE.T;L'E.;T[&LHE:E pnelnimnol 7

William Couet

Pnodmoni dozu en az 12mg/

Patient mo.

]
2
=

1 — kg olmali |

=2 10,1 A,

3 5.8 3.7

4 13.8 2 LE . - =

5 1510 4.6 1 11.8 256

& 13.5 3.0 22 2.0 G5

7 159 4.5 28 10.8 240

= 152 5.4 A 25 4=

9 21.0 4.6 2 5.4 117
10 18.1 4.3 24 5.5 130
11 23 2.0 = 4.9 245
12 Z2a.0 e 9 A8 145
13 14.2 2.4 17 3.5 145
Median 159 3.7 22 4.9 145
Eaﬂge BEZ29.9 20054 82 20118 45332

Mimoz O, et al. Intensive Care Med (2006) 32:775-779



Vankomisin

v'15-20 mg/kg/doz  8-12 st ara ile
v' Ciddi hastalarda yukleme dozu (25-30 mg/kg)

o Sepsis

o Menenjit

o Pnomoni

o Infektif Endokardit

v’ Dlzey takibi
o 4-5.doz arasinda idame duzey
* Ciddi hasta
* Morbid obez

* Renal fonk boz ve hemodiyaliz
* VD flukyuasyonlari



MIK kaymasi

o Diger calismalar??
o Lokal Klonal yayilim??
o Yontem farkhhklar: ??

% B MIC=1 pg/mL
g EIMIC=1.5 pg/mL
S O MIC=2 pg/mL

1991-1995 1996-2000 2001-2005

Soriano, CID 2008;46:193-200



Percent with hVISA

MIK / hVISA

100 —

pa
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60 —

S50

40 -

30—

20

10

15 2.0
Vancomycin MIC (ug per ml)

Musta AC, JCM 2009;47:1640



Yuksek MIK - tedavi basarisizlig

TABLE 1. Comparison of outcomes between high (=1.5 mg/liter)

and low (<1.5

mg/liter) vancomycin MICs

Outcome I—(I;gl_]_. ]\géf IE’?W:NZ%? P value
Overall failure“ 24 (36.4) 4 (15.4) 0.049
30-day mortality” 12 (18.2) 3(11:5) 0.5
Microbiologic 6 (9.1) 0 (0) 0.18

failure”
Recurrence within 11(16.7) 1 (3.8) 0.17

60 days”

Hospital length of stay
after blood
culture collection,
median (IOR)

Switched to alternative
antibiotic”

21 (9.0-43.0)

13 (19.7)

10.5 (9.0-16.5) 0.02

271D 0.21

Lodise TP, AAC 2008;52:3315-20



ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, Jan. 2011, p. 205-210 Vol. 535, No. |
OOB6-480471 151200 dei 101128 AAC T 133-10
Copyright © 2011, American Society tor Micrebiology, All Rights Reserved,

Systematic Review and Meta-Analysis of the Significance of Heterogeneous
Vancomycin-Intermediate Staphylococcus aureus Tsolates”

Schastinan J. van Hal'* and David L. Paterson®

Depariment of M mbw!ng\ ard Difeciious Diseases, iverpool Hospital, Liverpool BC, NSW T087, Sydnev,
Ausiralia," and University of Queensiand Centre for Clinical Research, Ru\'af Brishane and
Women's Hospital Campus, Hersion. QI.T) 4029, Ausiralia”

hVISA VSSA Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ariza (2) 12 14 1 5 08% 24.00 [1.69, 340.99] —
Bae et al (4) 13 19 17 46 122% 3.70[1.18, 11.53] S
Charles et al (8) 5 5 1 48 0.1% 348.33[12.59, 9636.20] —
Fong et al (16)* 9 9 21 26 23% 4.86 [0.24, 97.05]) i
Home et al (24) 10 26 1 42  20.2% 1.76 [0.62, 5.02) Iy B
Musta et al (41) 20 43 101 242 63.5% 1.21 [0.63, 2.33] -
Neoh et al (42) 2 2 5 18 1.0% 12.27 [0.50, 299.32) »
Total (95% CI) 118 427 100.0% 2.37 [1.53, 3.67] &
Total events 71 157

Heterogeneity: Chi® = 17.79, df = 6 (P = 0.007); I* = 66% ¢ t t i
, 0.01 0.1 1 10 100
Test for overall effect: Z = 3.88 (P = 0.0001) VSSA VAN failure hVISA VAN failure



MRSA MIK dagilimi

MRSA

MRSA
N:180 (%)
MIK £ 1 mg/L 108 (%60)
7 MiK= 1,5 mg/L 57 (%32)
5 s MiK = 2 mg/L 15 (%8)

Tigen-Tiikenmez E, 9. FEN Simpozyumu, P34



hVISA - Turkiye

* 1998-2002 Hacettepe -
% 17.9 hVISA

(MIC 0.5-4 mg/L) —

Sancak B, JAC 2005; 56:519-23

e Guncel hVISA ?




The Prevalence of Vancomycin-Intermediate Staphylococcus aureus and
Heterogeneous VISA Among Methicillin-Resistant Strains Isolated from
Pediatric Population in a Turkish University Hospital

v 94 pediatrik MRSA
o PAP-AUC and Etest makrometod.

v TumU vankomisin ve daptomisine duyarli

v’ 28 izolat (%29.8) vankomisin MIK 2 pug/ml (BMD).
o %53 hVISA

v 20 (%21.3) hVISA (PAP-AUC).
o %75 MIK 2 pg/ml.

v MIK kaymasi saptanmamis

Mirza Hasan Cenk, Sancak Banu, and Giir Deniz. Microbial Drug Resistance. October 2015, 21(5): 537-544.



RESEARCH ARTICLE OPEN ACCESS

Vancomycin and daptomycin minimum inhibitory concentration
distribution and occurrence of heteroresistance among methicillin-
resistant Staphylococcus aureus blood isolates in Turkey

Volkan Korten

BMC Infectious Diseases BMC series ; open, inclusive and trusted 2013 13:583 DOI: 10.1186/1471-2334-13-583

v' 175 MRSA kan izolati, 2009-2010

o 7 Universite hastanesi

v Vankomisin MIK >1 pg/ml
o BMD ile %40.6
o Etestile %17.1

v hVISA  %13.7




JOURNAL OF CLINICAL MICROBIOLOGY, May 2003, p. 2494-2496 Vol. 43, No. 5
0005-1137/05/508.004+0  doi:10.1128/JCM.43.5.2494-2496, 2005
Copyright © 2005, American Society for Microbiology. All Rights Reserved.

MY Stabil heteroresistans YOK

%74 «unstable» heteroresistan

Diy
Artan vankomisin dozlari ile

We tested 109 unique, vancomycin-susceptible, methicillin-resistant Staphylococcus aureus (MRSA) strains
for vancomycin heteroresistance by a selection method, i.e., step-wise exposure of large inoculums to increasing
concentrations of vancomycin. Although no strains demonstrated stable heteroresistance, 81 strains (74%)
demonstrated unstable heteroresistance. Unstable heteroresistance is common among clinical isolates of
MRSA and may represent a cause of therapeutic failure.



X. What is the management of persistent MRSA bacteremia and
vancomycin treatment failures in adult patients?

v’ Daptomisin yiksek doz 10 mg/kg/gun
o Duyarli ise kombine olarak;
* Gentamisin, 8 saatte 1mg/kg
e Rifampin, 600 mg/glin veya 2x300-450 mg
* Linezolid 2x600 mg
* TMP-SMZ 2x5mg/kg
* Beta laktam

73.  Ifreduced susceptibility to vancomycin and daptomydn

are present, options may include the following: quinupristin-

v Vankomisin ve daptomisine azalmis duyarlilik varsa
o Duyarli ise kombine olarak;
* TMP-SMZ 2x5mg/kg
* Linezolid 2x600 mg
* Televansin 1x10mg/kg




Failure of Daplomycin Monotherapy
O I g u 2 for Endocarditis Caused by an
Lnterococcus foeciumn Strain wilh
Vancomyan-Resistant and
60 y K Vancomyein-Susceptible
’ Subpopulations and Evidence of In
Viva Loss of the vanA Gene Cluster

/ D IVI Cossr A Arivee, * Horegs A Toenss, S Kaninalin U Singh !
v 10 ay once sag aorta femoral by-pass, Dl Fasessa Jrson Mo’ ey W

o sag kasikta MRSA + GBBHS enfeksiyonu
o Sefepim 6 hafta + vankomisin 12 hafta

v’ 2 glindur devam eden nefes darligi, gogus agrisi ve ates

v FM’de 2/6 sistolik Gfirim

o TTE’da ciddi mitral reglrjitasyonla + mitral kapakta mobil
vejetasyon

v Daptomisin (6 mg/kg /gin).
o Kan kulturleri VR E- faecium

v Ardarda 3 negatif kan kuiltlirti sonrasi tedavi 6 haftaya
tamamlanmak lGzere taburcu



Daptomisin baslandiktan 5 hafta sonra...

v' EKO’da persistan vejetasyon ve mitral kapak perforasyonu
o Kan kultara: Streptococcus spp + VS E. faecium
 Daptomisin MiK 6 mcg/ml

o Hasta kapak replasmanini reddeder

v Daptomisin kesilerek vankomisin (2 x 15 mg/kg + gentamisin ( 2 x
1 mg/kg ) baslandi.

o Kan kultird 5. glin negatiflesir

v" 5 hafta sonra rekiirren endokardit

o VR E. faecium; daptomisin MiK Etest ile 3 mg/L
* gentamisin 2 x 1 mg/kg +
* ampisilin 16 g/gin +
* daptomisin 8 mg/kg /glin baslandi

o 6 haftanin sonunda sifa

v 6 ay sonra dorunsuz



Strain

TX0133a
TX0133b
TX0133a.01

TX0133a.04

TX0133c

Date of
Isolation

28 March 2006
9 May 2006
NA

NA

26 May 2006

Sample site

Blood
Blood

Within the inhibition zone around the
vancomycin Etest strip

Qutside the inhibition zone around
the vancomycin Etest strip

Blood

MIC, mglL

Dapto’

4
2
2

b
Van

512
2
1024

512

Amp®
32

16
ND

ND

64

b
Gen

Daptomycin
MIC by
Etest, mg/L

6




AHA Scientific Statement

Infective Endocarditis in Adults: Diagnosis, Antimicrobial
Therapy, and Management of Complications

A Scientific Statement for Healthcare Professionals From the American
Heart Association

Endorsed by the Infectious Diseases Societv of America

Table 14. Vancomycin-Containing Regimens for Vancomycin- and Aminoglycoside-Susceptible Penicillin-Resistant Enterococcus
Species for Native or Prosthetic Valve (or Other Prosthetic Material) IE in Patients Unable to Tolerate f-Lactam

Strangth ol
Regimen Dose” and Route Duration, wk  Recommandaticn Comments
Unable to tolerate fi-factams
Vancomycet 30 moky per 24 h IV in 2 squally dividad & Class fla; Lavs! of
goses Evidence B
Pls
Gantamicing 3 mglkg pet 24 W IN of IM in 3 equally 6
dvided dases
Panicifn resisiance; inlrinsic
ar f-laclamase producsr
Vancomycin plus A0 makg per 24 h Vin 2 equally divided 6 Class ity Level of  For fi-lactamase-producing stram, if able to folerate
aminoglycoside fases Fvidence 0 a fi-factam antdiotic, ampicillin-sulbactam§ phus

aminaghycaside therapy may be used,



AHA Scientific Statement

Infective Endocarditis in Adults: Diagnosis, Antimicrobial
Therapy, and Management of Complications

A Scientific Statement for Healthcare Professionals From the American
Heart Association

Endorsed by the Infectious Diseases Societv of America

Recommendations

1. Patients with IE attributable to Enterococcus spe-
cies resistant to penicillin, aminoglycosides, and
vancomycin should be managed by specialists in
infectious diseases, cardiology, cardiovascular sur-

Regimen gery, clinical pharmacy, and, if necessary, pediatrics ents

(Class I; Level of Evidence C).

Table 15. Therapy for
Enterococcus Species (

J From

Linezolid ; - ciated with potentially
2. If daptomycin therapy is selected, then doses of 10 _ o neuropathy
Or R oo ettt
. 1o 12 mg-kg—"-24 h— may be considered (Class IIb; fions. Patients with IE
Daptomycin Level of Evidence C). jould be treated by a care

3. Combination therapy with daptomycin and ampi-  ininfectious diseases,

cillin or ceftaroline may be considered, especially in /. clinical pharmacy, and,
patients with persistent bacteremia or enterococcal diac valve replacement

strains with high MICs (e, 3 ng/ml.) to daptomy-

IE indicates infective endor cin within the susceptible range (Class I1b; Level of
*Doses recommended are Evidence C).




Daptomisin kombine kullanim

* Farkli etki ile kombinasyon mimkun
* Herhangi bir antagonistik etkiye rastlanmamis

* Daptomisin bazi antibiyotiklerle kombine kullanimda
sinerjistik bulunmus:

— Beta-laktamlar
— MRSA ve VRE’ye karsi gentamisin
— VRE ve Enterococcus faecium’a karsi rifampisin

1, Rand K. & Housk K. J. Antimicod. Chemother, 2004 53.530-532 2, Seydman DR, &t al. J. Chemother. 2005,17614-621 3. Paskey G., ot AL Antimicx00, Agents Chameothe, 2006,49.5166-5168,



Tedavi Basarisizligi icin Risk Faktorleri
EU-CORE 2005-2007

%80 ikincil tedavi; %93 basari

v" Ciddi renal yetmezlik

v' DM

v Es zamanli antibiyotik kullanim
v' Bakteriyemi

v Endokardit

v" Onceki vankomisin kullanimi

Clinical Therapeutics/Volume 31, Number 9, 2009

Clinical Outcomes of Patients Receiving Daptomycin for the
Treatment of Staphylococcus aureus Infections and
Assessment of Clinical Factors for Daptomycin Failure:

A Retrospective Cohort Study Utilizing the Cubicin®
Outcomes Registry and Experience

George Sakoulas, MD'.2; Jack Brown, PharmD?**; Kenneth C. Lamp, PharmD?;
| awrence V Friedrich PharmD3: and Kimberdv C 1indfield PhD3
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Emergence of daptomycin resistance following
vancomycin-unresponsive Staphylococcus aureus
bacteraemia in a daptomycin-naive patient—a review

of the literature
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Endokardiyal Vejetasyon
Simulasyonu ile FK/FD Modelleme

v' 2 VRE. faecium; 1i Linezolid R
o Dapto MiK= 4 ve 2mcg/ml

v 1 VRE. faecalis
o Dapto MIK= 0.5 mcg/ml
v 6, 8, 10, 12mg/kg doz modeli

o Tum dozlarda bakterisidal
* 6 ve 8 mg/kg ile etki devamhlik gbztermiyor
* 10 ve 12 mg /kg ile 96 saate kadar devam

o E. faeciumda azalmis duyarhlik yok

o E. faecalisde sadece 12mg/kg’da azalmis duyarlilik
gosteren mutant yok
Wi(;:

Evaluation of Standard- and High-Dose Daptomycin versus Linezolid
against Vancomycin-Resistant Enterococcus Isolates in an In Vitro
Pharmacokinetic/Pharmacodynamic Model with Simulated
Endocardial Vegetations

fabley D. Hall* Molly E Steed* Covar A Anw,™ " Barbars £ Murray, " and Michad 1. Bybai**
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Pharmacokinetics and Tolerability of Daptomycin at Doses
up to 12 Milligrams per Kilogram of Body Weight
Once Daily in Healthy Volunteers

Mark Benvenuto,” David P. Benziger, Sara Yankelev, and Gloria Vigliani
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daptomycin concentration. Daptomycin did not produce electrocardiographic abnormalities or electrophysio-

urther studies to eve nluate the safety and efficacy of daptomwm in dlﬂitlll(-lo-(l‘ed( infections.




Ozetle:

v’ Direncli gram pozitif bakteri enfeksiyonlarinin
tedavisi icin secenekler eklenen yeni ajanlara
ragmen azalmakta

v'Dogru doz ile kullanim secilen antibiyotik
kadar 6nemli
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