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Global Antimicrobial

Global antimicrobial resistance and use Sreaes Sy

(GLASS) Report 2022

surveillance system ( GLASS) report: 2022

Antimikrobiyal direnc; en biiytiik 10 kiiresel saglik tehdidi
arasinda yer almaktadir

~ Her bolgeden
» Her yastan

~ Herkesi etkileyebilecek cok ciddi bir tehdit

» 2020 verileri incelenerek olusturulan bu raporda kan

dolasim1 enfeksiyonuna neden olan metisilin direngli
S.aureus (MRSA) orani %35
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Fig. 3.5a. Progress in reporting AST results to GLASS-AMR for selected antimicrobial groups
in bloodstream BCls, by bacterial pathogens under surveillance (2016-2020)
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Indicator Proportion of bloodstream infection due to methicillin-resistant Staphylococcus aureus (MRSA) (%)
Locaton 01 ‘2020 219 ‘2018 %2017 216
Sweden 20 152.3 A(18 A|19 Z; 12 2|18
Switzerland 43 A151 2139 A[58 A[4T A[49
Tarkye 0 zi
Tam T8 A0 A2 ATTTS A6 A 138 A
Timor-Leste 5 A N4
Tunisia 172 A2 AT4A N1 A (216 A|245 A
Uganda B A 3 A
Ukraine 21 A161A
United Arab Emirates BT A 5A(62A 37 A|U1A
United Kingdom of Great Britain and Northern Ireland (6.7 A139 A/104 A|73 A|69 A
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Fig. 8 Stophylococcus oureus. Percentage of invasive isolates resistant to meticillin (MRSA),.* by country, WHO
Eurcopean Region, 2021
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World Health
Organization

s European Region

Total number of invasive isolates tested (n) and percentage of isolates with resistance phenolype (%)*, by bacterial species and antimicrobial group/agent, Tﬂrkiye. 2017-2021 Antimicrobial resistance
Bacterla! specles Antimicrobial group/agent ----_ ig;y;
E. call | Amisiopenicillin {amexicillis ampiciliin) resistance 3652 4154 6.7 %0 788 3562 76.1 4365 748 ! 2 0 2
Third-generation cephalosporin (cefotaxime/ceftiaxone/ceftazidime) resistance 337 SZJ 4923 532 4847 S4.7 §342 334 4852 502 J 3
Carbapenem (imipenem/meropenem) resistance A L7 ATSS 16 4966 30 4347 a7 £551 a7 i
Fluoroquinolons {dproficxacin/levaflaxacin/oflaxacin) rasistance 4022 523 L4608 522 4853 31T 493 501 4707 9.9
Aminoglycoside (gentamicin/tobramycin resistance 4083 %6 4785 244 4617 %8 4 nr 4569 26
Combined reststance to third-generation cephalospring, fuoroguinolones and aminoglycesides 35 BE AW 07 | 486 183 4078 165 4395 53
K. prevmonipe Thilrd-generation cephalosporin {cefotasime/ceftrizxone/ceftazidime) resistance 3157 720 3766 720 39 780 £501 76.9 L738 754
Carbapenem (Imipesem/meropenem) resistance 3165 25 3681 344 4028 9.4 4517 482 4421 A
Fluoroquinoloos {dprafloxacin/ levotlaxacin/oflaxacin) resistance 3008 611 3357 6.6 3933 648 4276 69.0 4483 686
Amimoglycoside (gentamicin/tobramycin) resistance 2991 46 3632 459 3925 L8 4405 db6 | A4B2 432
Combined resistante to third-generation cephalesporins, fluoroguinelones and aminoglycosides 281 89 3442 399 3689 40.5 £156 8.3 6203 387
P. zeruginose Pipesacillin-tazobactam resistance 1491 72 1646 30 1533 3 1363 rA} 1764 15
Ceftazidime resistance 1481 30.0 1700 2638 1645 280 1468 IR 113 381
Carbapenem (imipenem/meropenem| resistance 1552 A 1682 35 m 384 1547 36.2 1718 390
Fluoroquinolons {dproflaxacin/levofinxacin) resistance 1525 3.6 1678 327 1637 352 1503 3.0 175 3
Aminoglycoside (gentamicin/tobramycin) resistance* 1519 267 1730 9.0 1681 NE 769 157 1069 7.8
Combined reslstaace to » 3 antimicrobial groups (amoag piperaciilin-tazobactam, ceftazidime, carbapenems, 127% nz 1451 778 1424 30.1 6n 275 95 81
fluoroquinolones and amineglycosides)’
Acinetobacter spp, Carbapenem (Imipenem/meropensm) rasistance 2580 3 2043 923 2390 904 3165 9l 37 93
fluoroguinolons {dproflaxacin/ levafloxacin) resistance 2505 926 575 944 239 907 3064 934 3233 w6
Aminoglycoside (gentamicin/tobramycin ressstance 2558 783 2704 751 J404 80.3 nr B6.1 3405 853
LOMmDINER TESISIZNLE 10 (AIGEPENEMS, NILAIOQUINOIONES and SMINGZICOSITES p L N ¥ D YT ST % R 5> BN T 17 | T % A 1 B T¥
S. aureus MRS 2 258 IN6 W6 | 0 M3 M BA | B8 N7
S. preumonioe Penicillin non-wad-type* FiE 46.0 43 3.6 M0 509 128 539 W7 53,7
Macrolide (azithromycin/ciarithromycin/erythramycin) resistance 205 395 w 3 m 0 19 35 126 )1
Combined penlcillin non-wild-type and resistance 1o macrolides* 186 29.0 m 280 2 325 " 74 13 26.0
E. foecalis High-level gentamicin resstance s 380 1337 36.9 194 315 2080 %46 1899 .7

£. foecium Vancomycin resistance 1551 132 1570 3.6 1797 133 201 15.4 202 | 53

§ Durrantamar sl lealsbas wilth racisbtuscn nhanstuna sra svarantad anbu i dets sra susllahla far con ealstar (Fanl tha sarcantana le aracantad ae nal sanlicahla (A



Canadian Antimicrobial Resistance Surveillance System (CARSS)
Antimicrobial resistance

» 2021 yilinda bildirilen S.aureus suslarinin %17°si MRSA

» 2017-2021 yillarin arasinda MRSA bakteriyemi tanisi olan her 5 hastadan biri
tan1 anindan sonraki ilk 30 gun icinde ex olmus

» S.aureus iliskili kan dolasimi enfeksiyonlarinin orani degismemesine ragmen
MRSA orani %15.8’den %19.9’a yukselmistir.



Figure 2. Incidence rates of overall, healthcare- and community-associated MRSA BSI, 2017-2021
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Figure 3. All-cause mortality for overall, healthcare- and community-associated MRSA BSI. 2017-2021
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» Ingiltere siirveyans verilerinde ise vaka 6liim oran1 2022-2023 raporuna gore %22.5

Figure 15. 30-day case fatality rate of MRSA bacteraemia by onset, FY 2007 to 2008
toFY2022t02023
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Figure 17. 30-day all-cause case fatality rate of MRSA bacteraemiabyage andsex,FY . Erkeklerde en yuksek olum

2007 to 2008 versus FY 2022 t0 2023 oran 285 yas (100.000 nufu
basina 7,6 olum) ve 75-84
2022723 araligindakilerde (100.000
—_— nufus basina 2,5 olum) v
R olum orani sirasiyla %51,
75.84 yrs.- %41,1 idi
» Kadinlarda en yuksek 0
Go-dEys orani; > 85 yas 100,000
— basina 2,3 olum ve 75-84
A arasi kisilerde 100.000 kisi
5.4 yis: basina 1,0 olum ve vaka ol
orani sirasiyla %46,5 ve %35,
1-14 yrs 1 idi.
<1 yr
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Case fatality rate (%)
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Tablo 24. Tiirkiye'de Saghk Hizmeti iliskili Enfeksiyonlarda Antimikrobiyal Diren¢ Oranlari, 2022.

Antimikrobiyal Diren¢ Oranlar: PERSENTIL
. . . = Hastane Toplam Direncli Agirhkh % 50
ANTIMIKROBIYAL DIRENCLI PATOJEN Sayisi¥ Etken Sayis1 | Etken Sayisi Genel % 10 % 25 (Ortanca) % 75 % 90
- Ortalama
TURKIYE GENELI
Vankomisin direncli E.faecium I 228(57) 2340 542 23.16 I 0.00 8.20 20.00 29.79 5221 I

235(46

1799

4.39

MRSA
MRKNS

325(75)
308(41)

Tablo 3. Tiirkiye'de saghk hizmeti iliskili enfeksiyonlarin enfeksiyon tiiriine gore etken dagihmi, 2022,

Tiim 2 :
Mikroorganizmalar Fatidaivosiar Pniémoni vip Vio USE KIi-iYE KDE SKi-KDE CAE
Saw Yo Sa Yo Y% Sa Yo Sawi Y Saw % Sawi Yo Sayt Yo Saw Yo
S. aureus 1658 3.1 91 3.3 164 1.9 40 2.3 9 0.6 35 0.5 | 440 5.6 449 230 266 8.0
oag nega
stafilokoklar 1678 3.1 8 0.3 0.2 4 0.2 2 0.1 9 0.1 339 43 920 5.5 209 6.3
| Enterococcus spp | 3167 | 59 | 8 [ 03 [ 20 | 02 | 4 | 02 | 121 | 75 | 512 | 7.1 [ 739 | 94 | 1345 | 80 | 215 | 64

« UHESA raporlarina gore Turkiye genelinde son 5 yilda direncli
patojenler arasinda MRSA orani %40 ve uzerindedir




Tablo 22. Staphylococcus aureus’un etken oldugu saghk hizmeti iligkili kan dolagimi enfeksiyonu tamilanr icin antibiyogram sonu¢ dagihim, 2022,

Laboratuvar tarafindan dogrulanms

Santral kateter iliskili kan dolasim:

£ : Toplam
Antibiyotik kan dolasimi enfeksiyonu enfeksiyonu
Direncli Toplam Direncli Direngli Toplam Direncli Direncli Toplam Direncli
% % %o

{Daptomycin 11 248 4.4 27 315 8.6 38 563 6.7
|Eritromisin 177 479 37.0 256 617 41.5 433 1096 39.5
IKlindamisin 192 547 35.1 225 615 36.6 417 1162 35.9
{Levofloksasin 315 393 80.2 367 481 76.3 682 874 78.0
|Linezolid 9 438 2.1 10 466 2.1 19 904 2.1

uinupristin- 1 3 33.3 1 2 50.0 2 5 40.0

alfopristin

efoksitin 114 214 53.3 117 167 70.1 231 381 60.6

TOTIO RSN 3 —i 0 i R ——— 7970 i L L 748
|Vankomisin 0 532 0.0 | o 558 0.0 | © 0.0




MRSA enfeksiyonlar tedavisi zor, morbidite ve mortalitesi yuksek enfeksiyonlardir.

Avrupa Hastalik Onleme ve Kontrol Merkezi raporlarina gore 2016-2020 yillar arasinda

antimikrobiyal direncli mikroorganizmalarin neden oldugu saglik yuki arasinda ikinci sirayi
almaktadir

Bakteriyemi hastalarinda mortalite oran1 %30’a yakin

Journal of |



S.aureus ve direnc

» 1959 ‘da metisilin gelistirildi. 1961 ‘de ilk MRSA kokeni bildirildi.
» 1970'lerin basindaki MRSA'nin (ABD 100 ve ABD 200) hastane klonlar ,

» Bugun 300 klondan fazla klonla dunya capinda salgin
SCC tip 1-2-3 Hastane kaynakli direnc
SCC tip 4-5 Toplum kaynakli direnc




peptidoglycan cell wall structure

Methicillin-Sensitive Staphylococcus aureus (MSSA)

e

/

Methicillin-Resistant Staphylococcus aureus (MRSA)

» 4 tip PBP

» mecA geni

» PBP 2a beta laktam
kars1 dusuk afinite



CLSI vankomisin E test MIC
degerleri

EUCAST vankomisin E test
MIC degerleri

VSSA VISA VRSA : :
Duyarli Direncli
S. aureus MIC <2 MIC4to8 MIC =16
mcg/mL mcg/mL mcg/mL S. aureus MIC <2 mg/L  MIC >2 mg/L

« 1997, Japonya, S. aureus VA MiK=8 mcg/mL ilk VISA kokeni

» 2002, Michigan, VRSA
e vanA geni

4

« Vankomisin direnc geni tasimayan ve MIK degeri <2 mcg mL olan ancak
Vankomisin duyarliligi azalmis alt poplilasyonlar tasiyan MRSA kolonileri.

» Yuksek VA konsantrasyonuna maruziyet ile bu alt populasyonlar VISA’ya
donusur.




S. aureus’ta van geni olmadan VA
duyarlilik azalmas

1. Peptidoglikan duvarinda kalinlagsma

2. Artmis hucre duvarn yapim-yikimi (artmis turnover)

3. Azalmis otolitik aktivite

4. Hucre duvarinda pozitif yukun artmasi

5. Aksesuar Gen Regulator(Agr) islev kayb1

dell, Douglas, an

owy, F. D. (2019). M
adults:




» Peptidoglikan biyosentezinde degisikli

» vanA operonun konjugal transferi




» Son yillarda duyarlilik araliginda kalmak kosuluyla
vankomisin MIK degerlerinde yiikselme gorilmesi
"MIC creeping” olarak adlandirilmaktadir.

» Bazi calismalar Vankomisin MIK degeri > 2 pg/ml olan
MRSA'larla meydana gelen enfeksiyonlardaki klinik yant
(%62), MIK degeri < 2 pg/ml olanlarla elde edilenden (%85)
daha disuk bulmusken bazilar farklilik olmadigini
bulmustur.

Lowy, F. D. (2019). Me
(MRSA) in adult
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National Institute for
NICE caiionacare ecetence Clinical Practice Guidelines by the Infectious Diseases
st Society of America for the Treatment of Methicillin-
England Resistant Staphylococcus aureus Infections in Adults

and Children

Practice Guidelines for the Diagnosis
and Management of Skin and Soft Tissue
Infections: 2014 Update by the Infectious
Diseases Society of America

Impetigo: antimicrobial

ibi AC-
prescribing JAC-
JAC Antimicrob Resist Antl mic rOblal

doi:10.1093/jacamr/dlaal 14 ReSi StCI nce

Treatment of methicillin-resistant Staphylococcus aureus
(MRSA): updated guidelines from the UK

2023 ESC Guidelines for the management of endocarditis

ESC Clinical Practice Guidelines
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Deri yumusak doku enfeksiyonlar
Uriner sistem enfeksiyonlan
Kemik eklem enfeksiyonlan
Bakteriyemi

Endokardit

Nozokomiyal pnomoni

Santral sinir sistemi enfeksiyonlar




Ates, Yuzde yaygin FM: san

e bulloz renkli krutlu
halsizlik lezyonlar lezyonlar

Dudak
cevresinde Sik tekrarlama
sar renkli oykusu
kabuklu yara




IMPETIGO

MRSA SSTI \ancomycin 30 mg/kg/din 2 40 mg/kg/d in 4 divided doses IV
divided doses IV Antimicrobial’ Dosage and course length
Linezolid 600 mg evary 12 h 10 mg/kg every 12 h |V or po for children E R e o
plvo or 600 mg bid <12y Topical antiseptic
Clindarmycin 600 mg every 8h IV 26-40 mg/kg/d in 3 divided doses IV o £| Hydrogen peroxide 1%* Apply two or three times a day for 5 days®
q300—450mo 30-40 mg/kg/d in 3 divided doses po - IO - = —
qid po First-choice topical antibiotic! if hydrogen peroxide unsuitable (for example, if impetigo
Depormycin Yok every ash,INGA fl is around eyes) or ineffective
Cefaroline 600 mg bid IV N/A B Fusidic acid 2% Apply three times a day for 5 days®
Doxyeyciine, 100 mg bid po Not recommended for age <8 y? E
minocycine Alternative topical antibiotic* if fusidic acid resistance suspected or confirmed
Trimethopam- 1-2 double- 8-12 mg/kg/d (based on trimethoprim E
sulfamethoxazole st e o fbdn it iV Mupirocin 2% Apply three times a day for 5 days’

» Topikal fusidik asit ve mupirosin direnc!!!

» Lokalize, non bulloz, immunkompetan birey ve sistemik semptom yok; topikal antiseptik
(hidrojen peroksit %1 krem)

Fusidik asit/mupirosin krem

Yaygin ve sistemik semptomlar varliginda komplike impetigo; sistemik antibiyotik tedavisi

Practice Guidelines for the Diagr



Topikal retapamulin

Pleuromutilin sinifinin bir ajan
impetigo tedavisi icin onayli
Gram pozitif/anaerob etkili

5 gun 2x1

vV v . v Vv Y

Oral tedaviye kiyasla etkinlik dusuk

CLINICAL AND MICROBIOLOGIC® SUCCESS AT FOLLOW-UP BY STUDY POPULATION

Retapamulin Group Linezolid Group Difference in Success Rate®
Study Population  Success, n/N Success Rate, % Success, n/N Success Rate, % % 95% Confidence Interval®
ITTc 161/268 60.1 112/136 824 -22.3 31910 126
PEC 152/235 64.7 102/112 a1.1 —26.4 —~364 10 —164
ITTB 10001177 56.5 6578 833 ~26.8 ~39610 -14.1
PPB 93/152 61.2 58/65 89.2 -28.0 ~414 10 147
W 41172 56.9 32/38 842 -273 —45810 —87
SH6T AR 2932 9005 267 L2 AR | It v

Abbreviations ITTE, intent-to-treat bacteriology; TTTC, intent-to-treat clinicall ITTTMRSA intent-to- treat MESA; MRSA, methicillin. resistant Ssqpnvonos aureuss PP8, per-protocol
basteriology: PPC, pey-protocal dlinical, PPMRSA, pes-protocol methicillin-resistant S ervus.

“Microblolegic suecess at follony-up was identical 10 dinical suocess at follosy-up in the TTTH PPE, ITIMESA and PPMESA populations.

"For difference in success rate, linezolid success rate was subtracted from retapamulin success rate.

Confidence intervals were not adjusted for maltiplicity



Ates Yuzde yaygin Fm: san
halsiifik billoz renkli krutlu
lezyonlar lezyonlar

Topikal ya da
sistemik
antibiyotik

Komplike
impetigo

Dudak : Ikinci secenek
cevresinde Sik tekrarlama Ilk secenek %1 fusidik asit/
sar renkli oykusu H202 mupirosin

kabuklu yara krem




IAGEMENT OF

Purulan
enfeksiyon

Inflamasyon |

follikalit furonkdl karbonkdl

mycin and televancin are not approved for use in children,
is recommended; clindamycin may be used if clindamycin
wamwarne s <10-15% at the institution.

Figure 1. Purulent skin and soft tissue infections {SSTis}. Mild infection: for purulent SSTI, incision and drainage is indicated. Moderate infection: pa-
tients with purulent infection with systemic signs of infection. Severe infection: patients who hawe failed incision and drainage plus oral antibiotics or those
with systemic signs of infection such as temperature >38°C, tachycardia (heart rate >90 beats per minute], tachypnea (respiratory rate >24 breaths per
minute} or abnomal white blood cell count {<12 000 or <400 cellsful), or immunocompromised patients. Nonpurulent SSTis. Mild infection: typical cel-
lulitis/erysipelas with no focus of purulence. Moderate infection: typical cellulitis/erysipelas with systemic signs of infection. Severe infection: patients who
have failed oral antibiotic treatment or those with systemic signs of infection {as defined above under purulent infection), or those who are immunocom-
promised, or those with clinical signs of deeper infection such as bullae, skin sloughing, hypotension, or evidence of organ dysfunction. Two newer agents,
tedimlid and dalbavancin, are also effective agents in SSTls, including those caused by methicillin-resistant Staphyococcus aureus, and may be approved
for this indication by June 2014. Abbreviations: C & S, culture and sensitivity; | & D, incision and drainage; MRSA, methicillinresistant Staphylococcus
aureus; MSSA, methicillin-susceptible Staphy/ococcus aureus: Bx, treatment; TMP/SMX, trimethoprim-sulfamethoxazole.

Practice Guidelines for the

Hafif: lezyo

Orta: si

Ciddi: Dre
antibiyotig
ya d ates (>
tasikardi(>



Randomized Controlled Trial of Cephalexin Versus
Clindamycin for Uncomplicated Pediatric Skin Infections

TABLE 4 Primary and Secondary OQutcomes According lo Erythema, Induration, Fever, Type of
Procedure, Location of Infection, Gender, and Age

Primary Outcome: P Secondary Outcome: P
Improved at 43 Resolvedat7d
- = 181), % (n/N*

P=0.12
g Anlamli fark yok

Below waist
Bender
Male
Female
Age
6-12mo 76%

> 88% (14/16)
=1 year 7% (172/177)

96% (168/175)

EP. expressed pus.
=Tha total N for bath the primary and secondary outcome variable is <200 aowing to subjects lost 10 follow-up.
= Statistically significant

Pediatrik hastalar
200 hastanin %69’u MRSA

MRSA'larin cogu USA300 veya
tipleriydi, Panton Valentine o
pozitifti ve klindamisine duyarli

Sefaleksin ve klindamisin 7 gunlu
tedavi

48-72 saat ve 7.gunde iyilesme
durumu



Table 1. Treatment failures by treatment group and culture results

J-day therapy, 10-day therapy,

no. fallures/ no. fallures/ Difference, %

no. cultures (%) no. cultures (%) Pvalue (85% CI) OR* (P value)
Al patients with culture obtained 250 NAY 2% 40(-151095) 26(13)

210812, nm A 52(04)

(Patients with MRSA 8/69 (12) 168 (1) 0 101 :2.1-1&2' 104 (03)
Patients with MSSA 139 (3 1040 3) s 0.1 (-69107.0)
| Patients with non-Staphylococcus aureus 014 (0) 147y ns ~1.1(-2061t0 64
Table IV. Recurrent infections within | month of surgical drainage

Sday therapy,  10-day therapy,

10, recurrence/ 10, recurence/ Difference, %

no. cutures (%) no.culures ()  Pvalue (96% CI) OR" (P value)
Al patients with culture obtained 2011518 Q118(8) 0 107 (21192 29(02)
[ﬁmmmwm 15/98 (15) 8105 (9) 19 67(-22t015.7) 21(1)
1 Patts with MASA 60 13 2067 (3 M6 103008109 59 (04
Patients with MSSA 1138 18) 113 18) 13 00
Patients with non-Staphylococeus auracs §/14 (%) 0/13(0) 04 3.7 (10.6608)

Pediatrik hastalar

249 hastanin %87’sinda
uremis. %55’ MRSA (13
TMP-SXT 3 ve 10 gunluk
karsilastirilmis

13 hastada tedavi basarisiz

Toplum kokenli MSSA cilt ap

tedavi basarisizlig1 ve rekurr
farkliik yokken MRSA’da daha



>5 ¢m ve unkomplike apse tanis1 olan hastalarda drenaj sonrasi klindamisin/ TMP-SXT ve plasebo
karsilastirmalarinda klinik kur oranlan antibiyotik tedavi kolunda istatistiksel acidan anlamli

Ozellikle %96.1’i USA300 susu olan MRSA enfeksiyonlarinin dahil edildigi calismada TMP-SXT
tedavisi daha etkin

WB49
USA400

. M 003
USAZ00

wBs1
WB69
s B USA300

L USAS00
B )-ladder

M 002
T T R B UsAz00

Tt ¢ S0 rladder B>

pvi

123pb —



» Apse= insizyon ve drenaj

Apse drene ise, 5 cm'den
kiiglikse ve sistemik bulgu yoksa
(ates ve/veya seliilit) ve/veya
notropeni ve hiicresel immin
yetmezlik yoksa

Antibiyotik

onerilmez

USA300 tipi MRSA
diguniliyorsa

Insizyon ve
drenaj+antibi
yotik




NONPURULENT
Neocrotizing Infection /Cebulitis /Erysipelas

—d

PURULENT

Furuncie / Carbuncle / Abscess

=

»EMERGENT SURGICAL INTRAVENOUS Rx ORAL Rx I&D
INSPECTION / DEBRIDEMENT * Panicillin or C&S
» Rule oul necrotizing process « Ceftriaxone or

» EMPIRIC Rx « Cefazolin or
« Vancomycin PLUS « Clindamycin

Piperacillin/Tazobactam

cete—)

@m Rx (Necrotizing mﬁ
Monomicroblal Streptococcus

« Penicillin PLUS Clindamycin
Clostridial sp.

= Penicillin PLUS Clindamycin
Vibrio winificus

* Doxycycline PLUS Ceftazidime
Aeromonas hydrophila

* Doxycycline PLUS Ciprofioxacin
Polymicrobial
= Vancomycin PLUS
PiperacillinTazobactam /
Figure 1. Purulent skin ¢ .
tients with purulent infectic Selalit

with systemic signs of infe
minute} or abnomal white
lulitis/erysipelas with no fo
have failed oral antibiotic 1
promised, or those with clit
tedimlid and dalbavancin, ¢
for this indication by June
aureus. MSSA, methicillin

& D

1Since daptomycin and televancin are not approved for use in children,
vancomycin is recommended; clindamycin may be used if clindamycin

resistance s <10-15% at the institution.

Erizipel

Moderate infection: pa-
oral antibiotics or those
1y rate >24 breaths per
d infection: typical cel-
infection: patients who
: who are immunocom-
jon. Two newer agents,
s, and may be approved
sistant Staphylococcus

Practice Guidelines for
Tissue Infections: 20

Ciddi
enfeks
tedavi

» llk tercih
glikopeptidl

» Linezolid ve
daptomisin alt
tedavi

» Linezolid vankom
kadar etkili



Clinical Surgery-American

Efficacy and safety of linezolid versus vancomycin for the
treatment of complicated skin and soft-tissue infections proven
to be caused by methicillin-resistant Staphylococcus aureus

Table 2 Clinical outcome at the end of treatment and at the end of the study in the per-protocol population: sponsor versus

investigator assessment

Linezolid Vancomycin P 95% (I
Sponsor assessment: EOT
Patients in analysis, n (%) 239 (100) 220 (100)
Success 219 (92) 193 (88) .168 —1.7 to 9.5
Cure 161 142
Improvement 58 51
Failure 20 (8) 27 (12)
Unknown (excluded) 1 2
Sponsor assessment: EOS
Patients in analysis, n (%) 227 (100) 209 (100)
Success 191 (84) 167 (80) 249 -3 to 11.5
Cure 191 167
Failure 36 (16) 42 (20)
Unknown (excluded) 2 1
Investigator assessment: EOT
Patients in analysis, n (%) 219 (100)
Success 198 (90) .001 2.7-11.4
Cure 144
Improvement 54
Failure 21 (10)
Unknown (excluded) 3
Investigator assessment: EOS
Patients in analysis, n (%) 226 (100) 204 (100)
Success 205 (91) 170 (83) 022 1.0-13.7
Cure 205 170
Failure 21 (9) 34 (17)
Unknown (excluded) 6

EOS = end of study; EOT = end of treatment.

>
>

1052 hastayla yapilan

Linezolid; MRSA’nin
oldugu komplike cil
yumusak doku

enfeksiyonunda vank
alternatif



Clinical Infectious Diseases

IWIDSA

Infectious Diseases Society of America v medicine association

MAJOR ARTICLE

A Randomized Trial of Clindamycin Versus
Trimethoprim-sulfamethoxazole for Uncomplicated
Wound Infection

David A. Talan,'? Frank Lovecchio,’ Fredrick M. Abrahamian,' David J. Karras,' Mark T. Steele,’ Richard E. Rothman,® Anusha Krishnadasan,'
William R. Mower,” Rebecca Hoagland, and Gregory J. Moran'?

Methods. We conducted a randomized, double-blind, superiority trial at 5 US emergency departments. Patients >12 years of age
with an uncomplicated wound infection received oral clindamycin 300 mg 4 times daily or TMP-SMX 320 mg/1600 mg twice daily,
each for 7 days. We compared the primary outcome, wound infection cure at 7- 14 days, and secondary outcomes through 6-8 weeks
after treatment, in the per-protocol population.

Results. Subjects had a median age of 40 years (range, 14-76 years); 40.1% of wound specimens grew MRSA, 25.7% methicillin-
susceptible S. aureus, and 5.0% streptococci. The wound infection was cured at 7-14 days in 187 of 203 (92.1%) clindamycin-treated
and 182 of 198 (91.9%) TMP-SMX-treated subjects (difference, 0.2%; 95% confidence interval [CI], =5.8% to 6.2%; P = not signifi-
cant). The clindamycin group had a significantly lower rate of recurrence at 7-14 days (1.5% vs 6.6%; difference, —5.1%; 95% ClI,
~9.4% to —.8%) and through 6-8 weeks following treatment (2.0% vs 7.1%; difference, =5.1%; 95% CI, =9.7% to —.6%). Other sec-
ondary outcomes were statistically similar between groups but tended to favor clindamycin. Adverse event rates were similar.

Conclusions. In settings where MRSA is prevalent, clindamycin and TMP-SMX produce similar cure and adverse event rates
among patients with an uncomplicated wound infection. Further study evaluating differential effects of antibiotics on recurrent in-
fection may be warranted.

Kompli
yara e
inda be
yan etkKi

Klindamis
kisiden (%9

TMP-SXT 18
kisiden (%91,

6-8 haftalik ta
rekurrens

klindamisinde da
dusuk



Yeni antistafilokokal sefalosporinler:
Seftarolin ve Seftobiprol;

Vancomycin
Ceftaroline 1gq12h +
600mg q12h  Aztreonam lg

SSTI o on i 912 Tedavi Seftarolin Corey et dl.
KANVAS 1ve Yetiskin kir 155/179  MRSA Klinik kir Sonrast monoterapi 201024
. 124/151 (82.1%) 8-15 giin
> (86.6%) /151 (82.1%) 8-15 g e,
' alternatifi
Ceftobiprole  Vancomycin 1g Genel Etkenler
500mgqlzh  ql2h Tedavi degerlendi  gram Noel et al
SSTT Yetiskin MRSA klinik MRSA klinik  sonrasi rme pozitif 200825 .
kiir 56/61 l(«ir' 54/60  10-14 giin benzer %50’ye
91.8% 90%)
(918%) basar yakin
oranlar MSSA
(93.3/93.5
Ceftobiprole Vancomycin 1g )
3x500mg + qizh+ Tedavi Hem gram negatif
o placebo ceftazidime e Noel et al
SSTI Yetiskin sonrasi hem gram pOZ]t]f 200826 '

MRSA Klinik kiir - 14 oii
78/87 (89.7%) MRSA klinik 7-14 giin etkenlere karsi
kir 31/36 >

(86.1%) monoterapi etkin




Yeni glikopeptit Oritavancin

miTT Population
Primary efficacy cutcome at ECE

Investigator-assessed clinical cure at
PTE

Lesion size reduction 220% at ECE

CE Population
Primary efficacy outcome at £CE

Investigator-assessed clinical cure at
PTE

Lesion size reduction 220% at ECE

Oritavancin
403/503 (80.1)

A16/503 (82.7)

432/503 (85.9)

Oritavancin
357/427 (83.6)

398/427(93.2)

7/ 885)

Diff [95% C1]
2.7 1-7.5,20]

Vancomycin
416/502 {82.9)

404/502 {80.5)
428/502 (85.3)

22[-26,7.0]

06[-3.2,50]

Diff [95% CI]
-4.1(-8.9,6]

Vancomycin
358/408 (87.7)

387/408(%4,9) -1.6(-4.9,16]

364/408(89.2) -0.7(-5.0,3.6]

+i
——

MRSA Patients in MicrolTT Population Oritavancin ~ Vancomycin  Diff [95% CI

Primary efficacy outcome at ECE 82/100(82.0) 82/101(81.2) 0.8(9.9,115]

Investigator-assessed cllmcalcur: :Et 84/100(84.0)  86/101{85.1) -1.1[-11.1,8.8]

size reduction 220% at ECE 96/100(96.0) 91/101(%0.1) 59 L

MSSA Patients in MicrolTT POpUlation e Oritavancin ~ Vancomycin  Diff [95%Ci]

Primary efficacy outcome at ECE 126/150(84.0) 137/157(87.3) -3.3[-11.1,4.6]
Investigator-assessed clinical cure at .

PTE 130/150(86.7) 136/157{866) 076,77

Leslon size reduction 220% at £C 31/150 (87.3) 135/157{86.0) 1.3[-6.3,89]

-15-10 -5 0 5 10 15

Favors vancomycin €—  —  Favors oritavancin

Figure 2 Results of the pnmary and secondary efficacy endpoints by analysis popuation and subgroup. Abtreviations: CE, clinically evatuable; CI, con
fidence intervat ECE, early clinical evaluation; miTT, modified intant-to-traat; MicrolTT, microbiological intent-to-treat; MASA, mathicillin-resistant Staph-
yiococcus awews, MSSA, methicillin-susceptible Stapfyiococous auwsws, PTE, postthesapy evaluation

C

Subgroup

Madified intention to-treat population
Primary efficacy outcome at ECE
Investigator-assessed dlinical cure at PTE
Lesion size reduction =20% at ECE

CE population
Primary efficacy outcome at ECE
Investigator-assessed clinical cure at
Lesi 220% at ECE

Primary efficacy outcome at ECE

Primary efficacy outcome at ECE

Investigator-assessed clinical cure at PTE
Lesion size reduction 220% at ECE

ients infected with MRSA in intention-to-treat
population with microbiclogic evaluation

Investigator-assessed clinical cure at PTE 86/104 (82.7)
M 94/104 (90.4)
Patients infected with MSSA in intention-totre

Oritavancin ~ Vancomycin
na. of events flotal no. (%)

301/475 (823) 378479 (78.9)
378475 (79.6) 383/479 (80.0)
413475 (86.9) 397/479 (82.9)

344/394 (87.3) 342397 (86.1)

Percentage-Point Difference (95% Cl)

34 (-16t08.4)
04 (-5.5t04.7)
41(-05t08.6)

12(-3.6059)
19 (-23t06.2)

362/394 (91.9) 370397 (93.2)

84/104 (80.8)  20/100 (80.0)
83/100 (83.0)

247100 (84.0)

W

08 (-10.1to 11.7)

$tt7TT5 15.5)

population with microbiologic evaluation

96/116 (82.8)
89/116 (76.7)
98/116 (84.5)

52/110 (83.6)
28/110 (20.0)
94/110 (85.5)

-09 (-10.6t0 8.9)
33 (-14.0t0 7.4)
-10{-103t083)

f T T T T T
-20 <15 -10 -5 0 S5 10 15

1
20

Vancomycin Better  Oritavancin Better

=

Figure 2. Primary and Secondary Efficacy End Points According to Analysis Population and MRSA Subgroup.
CE denotes clinical evaluation, ECE early clinical evaluation, MRSA methicillin-resistant Staphylococcus aureus, MSSA methicillin-suscep-
tible 5. aureus, and PTE post-therapy evaluation.

» Tek doz 1200 mg oritavancin sonra 12 satt

plasebo

» Vankomisin 2x1 gr 7-10 gun

» Oritavancin vankomisine karsi no

The SO




| Telavancin Vankomisin

Telavancin Klinik basari 658/745 (%88.3) 648/744 (%87.1)

MRSA etken oldugu 252/278 (%90.6) 260/301 (%86.4
enfeksiyonlar

1867 yetiskin
Komplike cilt yumusak doku enf
10 mg/kg/gun telavancin / 2x1 gr vankomisin

Vankomisinle esit etkinlik

vV vV v v Y

Ozellikle MRSA nin neden oldugu cilt yumusak doku enfeksiyonlarinda
alternatif



Yeni bir oksazolidinon; Tedizolid

» ESTABLISH 1-2 calismasi, faz 3, cift kor, non inferior
» Gram pozitif etkenlerin neden oldugu cilt yumusak doku enf
» Tedizolid 200 mg 1x1 g gun/ linezolid 600 mg 2x1 10 gun
» Tedavinin 48-72.saatinde lezyonda ilerleme olmamasi ve ates yuksekligi olmamasi
» Yan etki benzer
» Linezolide
PPN celsic  emesi
Tedizolid Linezolid Tedizolid Linezolid
Klinik basarn ~ 259/332 255/335 283/332 276/334
(%78) (%76.1) (%85) (%83)
MRSA etken 75/88 (%85.2) 77/90 (%85.6) 44/53 (%83) 44/56 (%79)

oldugu
enfeksiyonlar



. L . —  Xenleta
Pleuromutilin antibiyotik: Lefamulin e

e

Toplum kokenli pnomoni tedavisinde FDA onayli

Faz 2 calismasi

Lefamulin 100 mg/150 mg 2x1 ve vankomisin 2x1 gr 3 tedavi kolu
Klinik ve mikrobiyolojik yanit vankomisinle benzer

Yan etki benzer oranlarda

vV vV v v v Vv

MRSA etken cilt yumusak doku enfeksiyonlarinda etkin

TABLE 6 Clinical success rate at TOC visit by major baseline target
pathogens (8. aureus) (MITT population)

nIN' (%)"
BC-3781
Baseline pathogen 100 mg 150 mg Vancomycin | g
PVL and PFGE type” {(n = 50) (= 51) (n=351)
Staphyiococms aureus 36/44 (R1.8) 41/47 (87.2) 40/47 (85.1)
MRSA 29/34 (85.3) 28/32 (87.5) 32/39 (82.1)
PVL positive 27/32 (84.4) 27/31 (87.1) 3v37 (81.1)
PFGE USA300 21/25 (84.0) 18/19 (94.7) 21/27 (77.8)
MSSA 8/11(72.7) 13/15 (86.7) 8/8 (100.0)

PVL positive 4/6 (66.7) 7/8 (87.5) 4/4 (100.0)




Delafloksasin; MRSA dahil gram (+) ve gram (-)

mikroorganizmalara etkili flurokinolon

Journal of Pharmacy Technology
2019, Vel 35(3) 110-118

Delafloxacin for the Treatment of Acute @ The Auor(y 019
Bacterial Skin and Skin Structure Infections s compurra o

DO 10.1177/8755122519834615
journals sagepub.comhome/pmt
®SAGE

Journal of
Antimicrobial
Chemotherapy

J Antimicrob Chemother 2017, 72: 3471-3480
doi:10.1093/jac/dkx329 Advance Access publication 5 October 2017

Efficacy and safety of delafloxacin compared with vancomycin plus
aztreonam for acute bacterial skin and skin structure infections:
a Phase 3, double-blind, randomized study

Journal of
J Antimicrob Chemother 2016; 71: 821-829 AntlmlcrOblal
doi:10.1093/jac/dkv411 Advance Access publication 17 December 2015 Chemotherapy

A randomized, double-blind, Phase 2 study to evaluate subjective and
objective outcomes in patients with acute bacterial skin and skin
structure infections treated with delafloxacin, linezolid or vancomycin

Hem klinik ku
MRSA tedavisin
yuksek tedavi

basarisina sahip



Iclaprim

CH, o’C"‘

Iclaprim

Dihidrofolat reduktaz inhibitoru
REVIVE-1 ve REVIVE-2 RCT calisma
iclaprim 80 mg 2x1/vankomisin 15 mg/kg 2x1 5-14 gin

vV v v Vv

48-72 saatte klinik kiir degerlendirme ve tedavi bitiminden sonra 7-14 giinde
degerlendirme

» Gram pozitif cilt yumusak doku enfeksiyonlarinda vankomisinle benzer etkinlik

v

Renal yetmezlik ve obezlerde doz ayarn gerekmez



Rehberlerin ortak onerileri;

Vankomisin/ Linezolid/daptomisin Etken duyarli ise
teikoplanin ilk tercih alternatif tedavi tigesiklin

Seftarolin,
Devam tedavisinde; delafloksasin,
klindamisin, TMP-SXT, oritavansin veya
doksisiklin telavansin gibi ajanlar
alternatif secenekler

JAC-antimi
Clinical i
Clinica
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Deri yumusak doku enfeksiyonlar
Uriner sistem enfeksiyonlan
Kemik eklem enfeksiyonlan
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Endokardit

Nozokomiyal pnomoni

Santral sinir sistemi enfeksiyonlar




Olgu 1

79 yas kadin hasta

Ates, UsUme titreme, sik idrara cikma ve kasik agrisi
Ates:38.1°C

Diger vitaller stabil

Tit: piyurik

idrar kiiltirti: MRSA

vV v v v Vv Vv




Tedaviye baslamadan once MRSA bakteriyemisinin varligin1 dislayin

Alt USE’yi duyarliliga gore, doksisiklin, siprofloksasin veya TMP-SXT gibi oral
bir ajan

Komplike IYE icin, birinci basamak tedavi olarak intravenoz glikopeptidler
(vankomisin veya teikoplanin)

Alternatif daptomisin

Linezolid, bobrek tarafindan zayif atilimi nedeniyle MRSA IYE tedavisi icin
onerilmez




Olgu-devamt

Hastaya teikoplanin basliyoruz
Alinan kan kulturlerinde MRSA +

TTE: vejetasyon yok

vV v v Vv

Ates devam ediyor ve TEE: aort kapakta 4 mm ve 3 mm uzunlugunda 2 adet
vejetasyon izlendi

v

Tedavide teikoplanin kesiliyor ve vankomisin baslaniyor

» Hastanin mevcut tedavisi halen devam ediyor
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vV v v v v v Vv

Olgu 2

70 yas erkek hasta

Bilinen diyabet, hipertansiyon, koroner arter hastaligi
D1s merkez basvurusunda diz agrisi, hareket kisitlilig
Beyaz kure: 6900 /pL (%85 PMNL)

CRP: 80 mg/L

Sedimentasyon: 57 mm/h

Karaciger fonksiyon ve bobrek fonksiyon testleri normal aralikta




Olgu 2

02/01 — Septik artrit tanisi ile opere ediliyor

Hastanin preop alinan kan kulturtunde metisilin direncli Staphylococcus aureus
uremesi

ilk tedavi secenegi???



Kemik ve eklem enfeksiyonlar

Multidisipliner yaklasim; cerrahi ve drenaj
Ilk tercih vankomisin/teikoplanin
Uzun tedavi; en az 2 hafta 1v, septik artritte 4 hafta osteomyelitte 6 hafta

Terapotik ilac duzeyi takibi guclu oneri; Vankomisin icin 15-20 mg/L veya
teikoplanin icin 20-40 mg/L

> GlikoFeptld kontrendike ise, alternatif ajanlar olarak daptomisin (6 mg/kg doz)
veya linezolid (zayif oneri).

» Duyarli ise tedaviyi tamamlamak icin oral secenek olarak klindamisin, TMP-SXT,
doksisiklin veya linezolid (giiclii 6neri).

» Rifampisin, fusidik asit veya kinolonu kombinasyon tedavisi(guclu oneri).

MRSA updated guideli



Table 2| Study outcomes, Values are numbers (percentages) unless stated otherwise

Al 8a s
- W Effectestimate Tlhalhopdn- _ N Effect estimate
Treatment failure, day 7-ITTt 51/ 1 35 (38) 32] ll? (2 7] 1. 38 (0 06t01.99) 23/41 (56) 20/50 (40) 1.40 (0.91 10 2.16)
Treatment failure, day 7—PPt 371110 (34) 26/96(27) 126 (08210 189)  17/33(52) 15/42 (36) 1.44 (0.85 to 2.44)
All cause mortality, 30 days—ITTt  19/135 (14) 13117 (1) 1.27 (0.65t0 2.45)  14/41(34) 9/50 (18) 1.90(0.92 0 3.93)
All cause mortality, 30 days—PPt 12110(1) 10/96 (10) 105 (04710232) 933027 6/42 (14) 1.91(0.76 t0 4.82)
Treatment fanlure ormodificationt  59/135 (42) 45/117(38) 104 (0.8410153) 2441 (59) 21/50 (42) 1.39(0.92102.11)
ao~s2b AIRELUIY LI VAT EREL uiaLin 18/e0030) 08004801 T
Bacteriological failure, day 7 10/135 (7) &7 3) 217 (0.7 t06.73) 6/41(15) 4/50 (8) 1.83 (0.5 to 6.05)
nspital admission duration 14 (1a10164), 1H0a5t0hs); ~1-436t02 1571 10 22.9); 18 (8.6 10 27.4); -3 (=11.6210 5.6
(n=117) (n=102} (n=29) (n=39)
Fever duration§ 1{0.51015) (=132 1(1tat);n=114) 0(-049t00.4Y) 2(15t025:(n=40) 2(1t03);(n=48) 0(-07t007)
Resistance developmenty 51135 (4) 6117 (5) 072(023t0231) - - -

*Risk ratios (95% CI) presented for categonical viriables and median fferences (95% CI) for continuous autcames.
HTT=intention to Leat, PP=pér protocal analysis, all other outcomes reported by Inténtion to trest

sFailure at day 7 or deviatian from assigned regimen in Arst seven days of treatment.

§Reported as median (95% Cl) days. Hospital admission duration reparted only fot patients dischasged alive,

10ne patient in each group develaped TMP-SMZ tesistant MRSA isolate; three TMP-SMZ and five vancamycin patients developed carbapenem resistant enterobacteriaceae colanization,

00 vancomycln intermediate of ragiS1ant S dureus Of vancomyon redistant enterocorcal isolates were found.

[ TMP-SXT

7/32 (%22)

Kemik-eklem
enfeksiyonlarinda
tedavi basarisizlig

11/39 (%28)

>

Bakteriyemi,endokardit
eklem enfeksiyonlari gib
etken oldugu ciddi enfek

252 hasta

TMP-SXT 320/1600 mg 2x1 /
vankomisin 2x1 gr min 7 gun

Kemik eklem enf ozelinde tek
basina TMP-SXT etkin degil



arntibiorics

Review
A Narrative Review on the Role of Dalbavancin in the
Treatment of Bone and Joint Infections

Dimitra Dimopoulou !, Elpis Mantadakis 2/, Christos Koutserimpas ¥ and George Samonis 5=

» Uzun yan omru, haftalik kullanim ve kisa hastanede kalis avantaj
Osteomiyelit ve septik artrit tedavisinde etkinligi yuksek

» Diyabetik ayak, spondilodiskit ve protez eklem enfeksiyonlarinda veriler az ve heterojen.
standart tedavi ile benzer etkinlik

» Ozellikle biyofilm etkili



Kan kulturunde MRSA Uremesi (+) ve metastatik odak
olarak septik artrit

Vankomisin baslandi

Tedavi suresi???
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S.aureus bakteriyemisinin (SAB) yonetiminde
tedavi suresini belirlemek icin;

Geleneksel siniflandirma

Komplike Olmayan SAB
Endokarditin dislanmasi
implant protez yoklugu
2-4 giinde kan kiiltur negatifligi

vV ¥V VYV V V

Antibiyoterapinin 72. Saat icinde
atesin dusmesi

» Metastatik enfeksiyona iliskin kanit
olmamasi

» Komplike SAB

» Komplike olmayan SAB kriterlerini
karsilamiyorsa

Risk faktorlerine gore
degerlendirme ve tedavi

» Predispozan Konak

Faktorleri

implant protezler v

IV madde kullanim v
Endokardit Oykusu odaginin

bulunama

Bakteriyeminin Ozellikleri
Sure

Toplum kaynakli

Pozitiflik zaman

AN NN . 2 N NN

Tedavide gecikme



» Simiflandirmanin yani sira bakteriyeminin yonetimi icin once minimum degerlendirme
hastada yapilmali
= Kapsamli oyku ve muayene
Staphy!ococcug aureus
= Tekrarlanan kan kulturleri bacteremia
= =
= TTE ' 1. Thorough history and exam
5 . . 1 Minktom Evakiations g.%egeat blood cultures

» Ek degerlendirmeler; risk durumuna '

0 o Hight o ®Additional evaluation
gore Lowrisk SAB! [&———— _indetermmnant” risk (as clinically directed)

‘ S  TEE
TEE ' | epETICT
m’m [ Additional Evaluanon” : * Thoracoabdominal CT with contrast
metasic o\ - 4| « MRI spine
o PET/CT { postie | * Symptom-based invasive
, [ Workup unrevestng fadings diagnostics
0 Kontrastli torakoabdominal BT s
SAB\MM SAB with

O Spinal MR ,_""T'““"”“f‘_ _"‘”“?‘”“J
0 Semptoma dayali invaziv tetkikler

Clinical 1



Dusuk Riskli SAB:

Predispozan konak faktoru yok, IE icin risk faktorleri ve/veya siiphe,
Negatif TTE, Metastatik enfeksiyonun klinik

Kan kiiltiirleri 48 saatten kisa siirede Pelirtileri,

temizlenmis, Implante protezler,

Bakteriyemi hastane kaynakli, IV madde kullanimi ve/veya IE oykiis,
Direncli ates yok, Tedavinin 48.saatinden sonra kan

Antibiyotige zamaninda baslanmis, kUlt.UfU P?Zitifliéi | |
Metastatik enfeksiyonun klinik Antibiyotiklere baslamanin gecikmesi,

belirtileri yok Inatci ates

 Belirsiz Riskli SAB: Dusuk veya yuksek riskli SAB kriterlerini karsilamiyorsa

Clinical In



» Calismalar bakteriyemisi olan hastalarda EE tanisinda TTE’ye kiyasla TEE
duyarliiginin daha yiiksek oldugunu gostermistir.

» Gunumiuzde ise SAB'de endokardit riskinin daha dogru sekilde
siniflandinlmasina odaklanmistir.

» POSITIVE, PREDICT ve VIRSTA gibi tahmin kriterleri bu alanda prospektif
kohort ile degerlendirilen calismalardir




Table 1. Overview of POSITIVE, PREDICT. and VIRSTA Scores

POSITIVE PREDICT VIRSTA

Cutofi:- >4 Cutloff: =2 {for Day S Score) Cutoff: =3

Item Points Assigned hem Poinis Assigned liem Foints Assigned

TP <O9h s ICD 2 Cersbral or peripheaeral emboli 5

TIPSt h 3 Permanent pacemaker 3 Meningitis 5

TIP3 h 2 Comumunity acqussition 2 Fermanent intracardiac devios or previous |E 4

IV drug use 3 Haalthcare scguasition 1 Preexisting native walve diseaseae”™ 3

Vascular phenomens™ (5] Fosmtive cultura after 72 © 2 IV drug uss a

Predisposang heart disease” S Posstive culture shher 28 h 3
Community or healthcare-associsted bactsremia 2
Sewere sepsis or septic shock 1
C-resactive protein > 190 mgL 1

Sbbhreviatron=s: ICO, rmplantable cartoverier defibrifiosor; IV, mtravenowus; TR time 1o positwty
*Ary condition classihed as medism or high risk by Dajans ot al [25]
“Dafined as artenal smbolus, septic pulmonary ermbolus, myootic ansuwrysmm, atracranmai blcedmg,. comjunctival hemorrhage, or dsnoway le=sons

Prowvous endocardites, prosthotc hoart valive, or any comimon cles=Fied a= meaedam or high sk [25]

Table 3. Diagnostic Accuracies of POSITVE, PREDICT, and VIRSTA Scores . COk merkez[i 477 hastan]
e degerlendirildiéi kohort

ative Predictive Value itive Ktive Valu A
Score Sensivity (% + 85% Cl}  Specificity (% + 85% C) : (% +95% Cll (% + 5% Cl) AL ggé%rp agy&d]ac’] nbgH rlirll(ggke

POSITIVE" 776 65.8-669) 631 613-686) 2.5 (879-958] 2.3(25.1401) T8 T9-87) 5

PREDICT day 1 229(146-335) 974 95.3-98. 8.0 (81.4-88.) 66.7 (472-62.7) 714 (65.2-775) dlgya rh(':-l] K t\)/ el NPV VIRSTA
PREDICT day § 851 (758-0181 569 (518:619) 04,5 190.7-070) 305 247-368) 707 (139-86.4) skorunda bulunmustur.
VIRSTA 98.9 (95.7-100) 3.7 (308406} 9.3 (94.9-100) 26.5(207-303) 839 (85.3-025)

Abtireviations: AUC, area undar the receiver operating charactenstic curve; CL, confidence interval * Her ne kadar EOZITIF Ve
'F\JSITI:JE5c‘u'|:\\-'aacnk:.1|uted‘or1thTPcoZn.c‘1.f362pate-w;. o | PR.EDIC.-I.- (5' gun) Sukorlar]

edilebilir duyarliliga ve
sahip olsa da, her ikis
NPV’si yazarlarin be
%98’ lik degerin alt
(siraswyla %92,5 v




Takipte kan kulturlerinin alinmas1 2011 IDSA klavuzunda tedavinin baslangicinda
glin sonra ve sonrasinda ihtiyac duyuldukca seklinde oneri niteligindedir.

Optimal zamanlama ve siklik icin net bir veri yoktur

Spinal tutulum suphesi olan SAB vakalarinda kontrastli manyetik rezonans goruntul
(MRG) altin standart

Hangi hastalara MRG yapilmas1 gerektigi cevaplanmaya acik bir soru olmaya deva
etmektedir
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Seekil 1. Acel kispisk protes bularin T diginen bichistada F- 18 FDG PET/RT g titleri: Aorkagsk gevresinde Tokalarteny FIG wiulam
ccag), EE dusindiren gdririm izlenmekecin Tom viicus MIP gérintist (), tranzaksivel fiizyon (B, transaksivel BT (C), transaksivel AL/ $ekil 2, £E sUpheli bir hastada F 18 FDG PET/BT gérdntileri: EE distnctiren girinim izlenmemekledic Tom vitut MIR
2ET(0), transaksiyel NADSPET (). transaisivel fzyor (B, transaksiyel BT {C), transaksivel AD/PET (D), transoksiyel NAD/PET (E],
FE; Enfektf enchakardit, FRG Fleeaceoksialuane, FET/RT, Pezltron emizyon somegrafisihigizavar tamagraf, WF Maasinea Inteasie prajesiyea, 4/ =k enfectf endokardlt, FOG: Hlorsdeoksigly oz, PEI/BIL Fortron amisyon tomoprafislalzlzavar tomoarsfi, MIN Maks mum ater
PLT: Atter bsyon Jowemesi yupilrig PET goriatisc, NAD/PET: Stendawyor dizeltmesi yag mamg PET gorintisi k1 Attennasyor dozeltrnes yapiiris PET 2drurtisy, MNADSE 1 Attentasyen direltres yapimamiz Fe | ghrinttz

PET/BT, SAB ve EE i¢in tanisal degerlendirmeye dahil edilen yeni bir gortintilleme yontemidir.

SAB hastalar1 tizerinde yapilan yeni bir ¢alismada, PET/BT kullanimlarin %70,8'inde metastatik enfeksiyo
odagini ortaya ¢ikarmis ve daha diisiik mortalite 1le 1ligkili oldugu gortlmiis.



MRSA bakteriyemisinde ilk tercih vankomisin
ikinci secenek linezolid / daptomisin

Vankomisin nefrotoksisite etkisi ve terapotik doz araliginin takip edilmesi
onemi nedeniyle bakterisidal daptomisin on plana ¢ikmaktadir.

Bakteriyemide 6 mg/kg FDA onayli ile 8-12 mg/kg kadar dozu artirilabilir
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Seftarolin B

HO

Cilt yumusak doku enfeksiyonlar1 ve toplum kokenli pnomoni tedavisinde FDA onayli yeni nesil
bir sefalosporin

Ciddi MRSA enfeksiyonlari olan 379 hastanin degerlendirildigi derleme sonuclarina gore
ortalama kur %74

Cok merkezli retrospektif gozlemsel calismada daptomisine kiyasla basar1 oranlar benzer
532’si seftarolin monoterapisi alan 24479 hastanin vankomisin ve daptomisin monoterapisi ile
karsilastirmali gercek yasam verilerinde klinik yanit ve relaps oranlarn benzer bulunmustur.

Notropeni yan etkisi ile iliskilendirilmistir

7 gunden fazla seftarolin alan hastalarda hematolojik parametrelerin izlenmesi
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» Faz 3, cift kor, 387 hasta e

» Tedavi basarisi, mortalite, |
mikrobiyolojik eradikasyon ve |
yan etkilerde benzer oranlar \'\‘

» Ancak MRSA alt grup \;(\ \
analizinde daptomisin kadar gy o ‘ :
basarili degil @

New England Journ



Olgu 2-devamt

» 22/01 ——Takibinde bel agnsi tarifleyen hastaya cekilen kontrastli lomber MR
raporunda; her iki psoas kasinda bilateral yaklasik 2 cm capinda apse tespit
ediliyor.

» 26/01 ——Transtorasik eko:mitral kapak atriyal ylizde biri 2 mm digeri 1 mm
fibriler yapida boyut olarak vejetasyon ile uyumlu

» Bakteriyemi+septik artrit+psoas absesi+endokardit



Staphylococcus aureus Bakteriyemisinin Yonetimi ve Mortaliteye Etki Eden Faktorlerin Degerlendirilmesi

Nesibe Korkmaz, Gilnur Kul, Tutiba Arikan, Sule Mertel, Rabia Bagbozkurt, Goniil Gicek Sentiirk
Ankara Etlik Sehir Hastanesi, Ankara

» Bulgular; Calismamizda, 57’si erkek ve yas ortalamasi 68 (23-99) yil olan 92 SAB hastasinin 94
atagi degerlendlrllmlstlr 32 ( %34? atakta MRSA saptanmistir. Hastalarin 19 (%20.2)’u katater
iliskili kan dolasim enfeksiyonu, 10 (%10.6)’u enfektif endokardit (EE), besi psoas absesi ve
bir hasta osteomyeht tanisiyla takip edlldl KIKDE tamsiyla takip edilen 19 ‘hastanin ortalama
antibiyotik kullanim suresi 14 gun olup, 5’1 relaps ile basvurmustur. Hastalarin 57’sinde
kontrol kan kulturt alinmis ve 49 (%85)’u komplike SAB olarak degerlendlrllmlstlr Hastalarin

35 (%38)’inde diyabetes mellitus vardir. 94 SAB ataélnln 68
(%72)’ine transtorasik ekokardiyografi (TTE)
yapilmis ve besinde veJetasyon gorulmustiir.
TTE yapilmayan 26 atagin 25’i enfeksiyon
hastaliklar servisi disindaki servislerde takip
edilen GPIZOtlardlr. TTE ile endokardit tanis1 konulmayan 63 hastanin 15

(%23)’ine transozefagial ekokardlyograﬁ (TEE) yapilmis ve bes hastada endokardit ile uyumlu
bulgular gorulmustur. 92 hastanin 31’i (%33.6) exitus olmustur Mortaliteye etki eden
faktorler tablo 1 ve tablo 2’de ozetlenmistir.
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Enfektif endokard

» Endokardit tedavisinde ilk tercih van

» Alternatif tedavi daptomisin/kloksasil
seftarolin/ fosfomisin

» Prostetik kapak ise rifampisin ve gentam
eklenmeli

» Sire; dogal kapak 4-6 hafta, protez kapakta
gentamisin 2 hafta diger tedaviler en az 6

2023 ESC Guidelines



Olgu 2-devam

» Ates yuksekligi devam eden hastanin enfektif endokardit tanisi ile mevcut
tedavi kesildi. Daptomisin baslands

» Ancak ates yaniti halen yok

» 07/02 — Tedavi altinda ates yiksekligi ve kan kilturlerinde tiremesi devam
etmesi nedeniyle daptomisin kesildi linezolid baslandi



Kan Kiltiirii 1. Set Acrob
Materyal : Kan
Mikroorganizma - Staphylococcus surcus

Olgu 2-devam —— Y

Erythromycin Direngli >4

Levofloxacin Yitksek Daz Duyarls <=1
Penicillin G Direngli >0.5
Teicoplanin Duyar <=|
Tetracycline Direnli >2
Trimethoprim-Sulfamethoxazole Duyarki <=2/38
Vancomycin Duyari <=]

ANTIBIYOTIK DUYARLILIK TESTI EUCAST 2023 STANDARTLARI KULLANILARAK CALISILMIS VE SONUCLAR KISITLI RAPOR EDILMISTIR.
S: Standart doz duyarl 1: Yoksck doz duyarh R: Direncli

Tarih Kan kiiltiirdi Aldig1 tedavi/
sonucu gilin

25/01/24 MRSA Vankomisin/24
04/02/24 MRSA Daptomisin/10
06/02/24 MRSA Daptomisin/12
10/02/24 Ureme yok Linezolid
12/02/24 Ureme yok Linezolid
14/02/24 Ureme yok Linezolid

16/02/24 Ureme yok Linezolid



Olgu 2-devami

Atesi neden kontrol altina alamadik??

Kaynak kontrolu?

Uygunsuz tedavi?

vV v . v Vv

Vankomisin direnci?




Kan Kaltiri 1. Sct Acrob
ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, Mar. 2006, p. 1079-1082 Vol. 50, No. 3 Mawh, GAe
066-480406.508.00+0  doi10.1128AAC.50.3.1079-1082008 MATAISETY 2 Shihyloronie diioes
Copyright © 2006, American Society for Microbiology. All Rights Reserved.

Antibiyogram Somse Mic
Clindamycin o =025
Correlation between Reduced Daptomycin Susceptibility and Vancomycin e R
Resistance in Vancomycin-Intermediate Staphylococcus aureus — o Gl ™
Longhu Cui* Eij Tominaga* Huimin Neoh,' and Keich iramats o == =
: A - Tetracycline i 2
O e s s Tt e — E o

ANTIBIYOTIK DUYARLILIK TESTI EUCAST 2023 STANDARTLARI KULLANILARAK CALISILMIS VE SONUCLAR KISITLI RAPOR EDILMISTIR.
S: Standart doz duyarl 1: Yaksck doz duyarh R: Direngli

Tarih Kan kiiltiirdi Aldig1 tedavi/
sonucu gilin

» VISA suslarinda kalinlagmig hucre du

25/01/24 MRSA Vankomisin/24 vankomisin hem daptomisinigin fizikse
04/02/24 MRSA Daptomisin/10 bariyer olusturur
06/02/24 MRSA Daptomisin/12 . y

N S - * Ayrica vankomisinden biytk bir m
10/02/24 Ureme yok Linezolid daptomisinin hiicre membran
12/02/24 Ureme yok Linezolid etmesini engeller
14/02/24 Ureme yok Linezolid

16/02/24 Ureme yok Linezolid



Olgu 2-devam

» Olasi1 hucre duvan kalinlasmasi sonucu daptomisin tedavisine de yanit
alinamayan hastamizda linezolid tedavisi ile atesi dusmus ve gun asir1 alinan
kan kulturlerinde ureme olmamistir

» Hastanin intravenoz tedavisi 6 haftaya tamamlandi.
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Nozokomiyal pnomoni

» Prospektif, cift kor, cok merkezli hastanede yatan hastalarda MRSA etken
oldugu pnomonilerde linezolid tedavisi vankomisine kiyasla klinik yanit ve
mikrobiyolojik yanitta belirgin yuksek saptanmistir

® Linazolid = Vancomycin
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i (161/201)
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Telavancin versus Vancomycin for Hospital-
Acquired Pneumonia due to Gram-positive
Pathogens

» Ozellikle MRSA alt grup analizlerinde ve tiim
hastalarda vankomisinle benzer basan
oranlarina sahip

» Sayisal olarak yan etki telavancinde fazla

| L.
A Phase 3 Randomized Double-Blind

Comparison of Ceftobiprole Medocaril Versus
Ceftazidime Plus Linezolid for the Treatment of
Hospital-Acquired Pneumonia

 Hem klinik kur hem
mikrobiyolojik eradikasyond
koir(nbinasyon tedavisi ile be
etki

 Ayrica tedavinin 4.gununde
yapilan erken degerlendirmed
seftobiprol alanlarda %95
seftazidim+linezolid alanlarda
%953 oraninda iyilesme
gozleniyor



Rehber onerileri

Nozokomiyal pnomonide vankomisin ve linezolid ilk
secenek

Daptomisin surfaktan inhibisyonu nedeniyle
\ onerilmiyor

‘ Seftobiprol icin hastane kaynakli pnomonide oneri yok
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Intrakranial ve spinal enfeksiyonlarda kaynak
kontrolu onemli !!!

Subdural ampiyem, spinal epidural abse ve
beyin apsesinde insizyon ve drenaj tedavinin

ana basamagi

Antibiyotik tercihi ilk secenek vankomisin ve
linezolid




Menenjit tedavisinde vankomisin birinci
secenek oluE siddetli enfeksiyonlarda
rifampisin eklenmesi dusunulebilir
Vankomisinin ilag duzeyi takibini kull
(guclu oneri).

Linezolid alternatif tedavi

Siddetli vakalarda veya vankomisine yanit
yoksa hastalar intraventirikuler vankomisi
icin degerlendirilmeli (glclu oneri).

Tedavide klindamisin, kloramfenik
bakterisidal olmadigi icin oneril
oneri).



S.aureus bakteriyemisinde;
Metastatik enfeksiyonlarin tespiti
Erken donemde kaynak kontrolu

Uzun tedavi suresi







