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New England Journal of Medicine -
Dikkat ¢eken 13 yayin iginde 3 tane

NOTABLE
ARTICLES
OF 2016

A collection of important studies

from the past year as selected by NEJM editors



Original article-NEJM-2016

1 *Efficacy of the Herpes Zoster Subunit Vaccine in Adults
70 Years of Age or Older

* Preventing Shingles and Its Complications in Older Persons

2*Guillain-Barré Syndrome Associated with Zika Virus
Infection in Colombia

3*Zika Getting on Your Nerves? The Association with the
Guillain-Barré Syndrome

* Zika Virus in the Americas — Yet Another Arbovirus
Threat
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' 109 for treat
o Fandbiised contralled tria
i keofiteintectoncod mccoceptelyn el
ry to : iminary report o -
* Infectious disease emergencies: taking the long-term view

. L] L]
New WHQ recommendd 0! QI DI cOPE] () C (1€ - o Irgica

sife infection prevention: an .mmmmm perspective

' ICI i
1S: @ multi-arm, mul

NgWWH r' ommendda o‘ on intraoberative and npostoberative
n'n gical site infection prevention: an evidence-bpasea
alobal bersbective



http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30274-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30318-8/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30483-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30483-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30483-2/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30398-X/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30398-X/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30398-X/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30398-X/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30402-9/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30402-9/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30402-9/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30402-9/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30402-9/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30402-9/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30402-9/fulltext
http://www.thelancet.com/journals/laninf/article/PIIS1473-3099(16)30402-9/fulltext

ECCMID 2016

The Year in Infectious Diseases (Part I1)

® Skin abscess (1)

* CAP (2)

® |ntraabdominal infection (1)

® |ntravascular catheter-related infection (1)
e Antibiotic therapy for MRSA (2)

® Tuberculous meningitis (1)

Review period: April 2015 — March 2016 MNEIM 4; LANCET 2; BNMI 1, CID 1



Journal of Hospital Infection o (2016) 1—5

Available online at www sciencedirect.com

Journal of Hospital Infection

journal homepage: www.elsevierhealth.com/journals/jhin

Short report

Healthcare-associated Gram-negative bloodstream
infections: antibiotic resistance and predictors of
mortality

O. Ergoniil >, M. Aydin®, A. Azap“, S. Basaran“, S. Tekin®, S. Kaya ®, S. Giilsiin ¢,
G. Yoriik ', E. Kursun®, A. Yesilkaya", F. Simsek ', E. Yilmaz’, H. Bilgin*,

C. Hatipoglu', H. Cabadak™, Y. Tezer™, T. Togan ", |. Karaoglan °, A. Inan”,

A. Engin 9, H.E. Ahskan®, S.§. Yavuz °, S. Erding', L. Mulazimoglu®, O. Azap ",
F. Can?, H. Akalin’, F. Timurkaynak ”, Turkish Society of Clinical Microbiology
and Infectious Diseases, Healthcare-Related Infections Study Group



Giris

» Saghk bakimi ile iligkili infeksiyonlar(SBII) énemli bir mortalite
ve morbidite nedenidir.

» SBIT grasinda kan dolagimi infeksiyonlari(KDI) yiiksek mortalite
orani ile birliktedir,

» Gram negatif bakterilere (6NB) bagli KDI mortalite oranlari daha
ylksek,

« GNB-KDI'nda tedavi secenekleri sinirl,
» Karbapenem dahil birgok antibiyotik grubuna direngli
* Global olarak artan oneme sahip,




Giris

* Karbapenem direng oranlari Acinetobacter 7%87%,
Pseudomonas 734 *

Klinik ve mikrobiyolojik verilerin toplandigi bir ¢alismanin
tlkemizde saglik bakimi ile iliskili gram negatif kan dolasimi
infeksiyonlarinda biyik resmi goérmek igin gerekli oldugu

®  *National nosocomial infections surveillance network of Turkey 2013 report; Halk Saghg 2015



Metod

* Retrospektif, gok merkezli
* 7 farkli cografik bolgeden 17 merkez
* 1-31 Ocak 2013 arasindaki hastalar

« CDC kriterlerine gore ¢alismaya dahil edildi.

* En yaygin kullanilan ampirik antibiyotikler; Piperasilin-
tazobaktam ve karbapenem %68



Metod

» CDC kriterlerine gore tanimlanmis, klinik olarak anlamli kabul
edilen kan kiltirleri ¢alismaya dahil edildi,

- Identifikasyen > otomatize sistemler (VITEKZ, Phoenix)
-+ Antibiyotik duyarlilik testleri mmmm) disk diffiizyon, MIK

» Karbapenem(ertapenem, meropenem, imipenem),

* 3. ve 4. kusak sefalosporinler(seftriakson,seftazidim, sefepim)

» Kinolonlar

* Aminoglikozid(amikasin, gentmisin)

* Kolistin




Table |
Univariate analysis of risk factors for mortality in patients with healthcare-associated Gram-negative bloodstream infections

Variable Patients who died Patients who survived P-value
N=3T71 N=460

Mean age (5D) 60 (19) 54 (18) = 0.001

Female 185 (50) 192 (42) 0.019

Primary diagnosis

Solid organ tumours 72 (20) 79 (17)

Haematological malignancies 48 (13) 99 (22)

Meurological diseases 53 (14) 61 (14)

Trauma 32 (9) 36 (8)

Cardiovascular diseases 41 (11) 37 (8)

Pulmonary diseases 56 (15) 41 (9)

Renal diseases 71(2) 22 (5)

On intensive care unit 287 (77) 213 (46) = 0.001

Operation within one month 132 (32) 172 (39) 0.567

Antibiotic use within last three months 228 (68) 277 (65) 0.5

Primary bacteraemia 216 (59) 266 (58) 0.902

Ventilator-associated pneumonia 155 (43) 100 (22) = 0.001

Central venous catheter 307 (84) 262 (58) =0.001

Mean time to first positive blood culture after admission (days) 20 23 0.091

Mean C-reactive protein level 132 126 0.409

Mean leukocyte count 13117 11317 0.04

Mean procalcitonin level 11 10 0.796

Mean time for starting appropriate antibiotic (days) 2 2 0.94

Antibiotic resistance

Carbapenem resistance 236 (62) 143 (37) =0.001

Fluoroquinolone resistance 187 (78) 172 (62) = 0.001

Third-generation cephalosporin resistance 238 (89) 211 (71) =0.001

Aminoglycoside resistance 115 (49) 88 (33) =0.001

SD, standard deviation.



Istatistik

« Student’s t test ;

* Chisquared test

* Multivariate analiz,
« STATA vll

« P<0.05



Sonuglar

* 831 vaka ¢alismaya alindi, 371(7%44)'i fatal

* Ortalama yas ve lokosit sayisi fatal olgularda yiksek,



Table |
Univariate analysis of risk factors for mortality in patients with healthcare-associated Gram-negative bloodstream infections
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Sonuclar

 Acinetobacter baumannii 256(%31)

* Klebsiella pneumoniae 221(7%27)

« E.coli 202(0/024)

* Pseudomonas aeruginosa 74(7%9)

« Enterobacter cloacea 32(7%4)

» Stenotrophomonas maltophilia 15(7%1.5)

« Serratia marcencens 12( %1.59)

* Proteus sp, Burkholderia cepacia,

* Diger

* En yiiksek antibiyotik direnci Acinetobakter'de



Table |
Antibiotic resistance rates in healthcare-associated Gram-negative bloodstream infections

Bactena Carbapenem  Fluoroquinolones  Thirgegeneration cephalosporins  Aminoglycosides  Colist
N (8 N (3 N {H N (b N (o)
Acinetobacter baumamnii 139 (%) 14) 94 4T (97 16773 156)
Klebsiella pneumonice B8 (4) 130 (6l 15972 3 (25 14 6]
Escherichia col 1364 128 (63 143 (71 4713 [
Pseudomonas ceruginsa 32 (43 36 (49 37 (3t 19(26 T
Enterchacter cloacge 3 (16) b (19 16 (33 3 (16 [




Table I
Multi-variate analysis of risk factors for mortality in patients with
healthcare-associated Gram-negative bloodstream infections

Varable Odds ratio 95% CI P-value
Age =70 years 2z 1.22—3.51 0.006
Central venous catheter 2.1 1.09—4.07 0.025
Ventilator-associated pneumonia 1.9 1.1—3.16 0.02

Carbapenem resistance 1.8 1.11—-2.95 0.016
APACHE Il score 1.1 1.07—1.13 <0.001

Cl, confidence interval.



Sonuclar

* Vaka- fatalite orani; 744

» Kaye ve ark. ¢alismasi ile benzer(7%49)

* >70 yas j> mortalite i¢in anlamli

« Komorbid durumlar

« VIP ve SVK kullanimi yiiksek,

 Vaka-fatalite orani Acinetobacter baumanni icin %62




Sonuclar

 Acinetobakter'de Karbapenem direnci ;
* Bizim ¢calismamizda %94,

» Finlandiya-Norveg %0,

* Yunanistan %90



Sonuclar

 Karbapenem direnci mortalite i¢in bagimsiz risk faktord

* Ventilator ve SVK; infeksiyon kontroliinde dikkat edilmeli,
* Antibiyotik kullanim stratejileri iyi belirlenmeli,

» Ulkemizdeki durumu gérmek igin anlamli

« GNB yayilimi iyi enfeksiyon kontrol énlemleri, etkin
antibiyotik politikalar: ile onlenmelidir.



The NEW ENGLAND JOURNAL of MEDICIMNE

ORIGINAL ARTICLE

Intensified Antituberculosis Therapy
in Adults with Tuberculous Meningitis

A, Dorothee Heemskerk, M.D., Nguyen D. Bang, Ph.D., Nguyen T.H. Mai, Ph.D.,

Tran T.H. Chau, Ph.D., Nguyen H. Phu, Ph.D., Pham P. Loc, M.D.,
Neguyen V.V. Chau, Ph.D., Tran T. Hien, Ph.D., Nguyen H. Dung, Ph.D.,
Nguyen T.N. Lan, Ph.D., Nguyen H. Lan, M.D., Nguyen M. Lan, M.D.,

Le T. Phong, M.D., Nguyen M. Vien, M.D., Nguyen Q. Hien, M.D.,
Nguyen T.B. Yen, M.D., Dang T.M. Ha, Ph.D., Jeremy M. Day, F.R.C.P.,
Maxine Caws, Ph.D., Laura Merson, B.S., Tran T.V. Thinh, M.D,
Marcel Wolbers, Ph.D., Guy E. Thwaites, F.R.C.P., and Jeremy ]. Farrar, F.R.C.P.




Giris

» Tuberkiloz tedavisinde kullanilan standart tedavi ve
kortikosteroid tedavisi olim oranini azaltmaktadir

* Hastalik hem 6liime neden olmasi hem de hastalarin
neredeyse yarisinda sakatlik birakmasi agisindan 6nemini

korumaktadir.

* Tbc tedavisinde standart tedavi 4 i tedavidir.

* Anti tbc ilaglarin beyine farkli penetrasyon yetenekleri
mevcuttur.



Giris
* Rifampisin tbc tedavisinde kritik ilagtir.

* BOS konsantrasyonu plazma konsantrasyonundan %30 daha
az,

* Oral rifampisin dozu 10 mg/kg > 13 mg/kg

!

* Kabul edilebilir yan etki , plazma kons da %65 artis*

* Kinolonlar; tbc tedavisinde kullanilir
* KBB ne iyi penetrasyonu iyi , plazma kons nun %70 i

« * Ruslami R et al. Pharmacokinetics and tolerability of a higher rifampin dose versus the standard dose in pulmonary tuberculosis
patients. Antimicrob Agents Chemother 2007; 51: 2546-51.



Amac

* Yogun antitbc tedavi alan hastalarda standart tedavi alan
hastalara gore tbc menenjitten 6lim oranlarinda azalma
olup olmadiginin belirlenmesi

Randomize , ¢ift kor, plasebo kontrolld, Vietham'da iki merkez
Nisan 2011- Haziran 2014



Calisma grubu 817 hasta (349 u HIV ile infekte)
» >18 yas,

* Klinik olarak Tbc menenjit tanisi konan (55 g'Lin menen it
semptomlari olan, ense sertligi, anormal BOS bulgulari

» Konsensus vaka tanimlamasina gore ; definitive, probable,
possible, unlikely tbc menenjit

* Max skor 20, <6 ise unlikely
e Tlac direnci: sadece INH R ise: INH: R, R :H
* MDR igin: INH-R, diger ilaglar



Calisma digi birakilan grup

» >7 glinden fazla anti tbc tedavi alan,
» Gebelik , hipersitivite, kinolon, rifampinlere reak ,

- Onceden MDR tbc gegirme aykiisi olan, kreatinin ve bilirubin
yliksekligi olan hastalar



Tedavi Gruplar:

3 ay INH+R+E+P, 6 ay INH+R 2 ay INH+R+E+P, 7 ay INH+R

maksimum 300mg
» Rifampin 10mg/kg /qiin,

* Pyrazinamide 25mg/kg/giin-
maksimum 2 g

» Ethambutol 20 mg/kg/glin-
maksimum-1.2 g

« Dexamethasone 6 - 8 hafta

* Rifampin 15 mg/kg /giin,
* Pyrazinamide 25mg/kg/glin-

maksimum 2 g

maksimum-1.2

 Ethambutol 20 mg/kg/giin-
g
« Streptomycin 20 mg/kg-

maximum, 1 g

» Levofloksasin 20mg/kg/gln

« Dexamethasone 6 - 8 hafta



The HEW EMNGLAMD JTiIOODUDENAL af MEDICINE
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Metod

« BOS ; boyama- Kkiltir ,
* CSF - Xpert MTB/RIF test

* INH, R, ETM, STREP - mycobacterial growth indicator tube

- HCV, HIV, CD4



Table 1. Characteristics of the Patients at Enrollment >

Characteristic
Male sex — no. {35)
Bedian age (IQR) — yr
MRC grade — no. {35}
1
Fa
i
HIV-infected — no, (%)
Median CD4 count (IQR) — cellsfmm?
Diagnostic category — no. [36)4
Definite tuberculows meningitis
Probable tuberoulows meningitis
Possible tuberculows meningitis
Linlikely to be tuberculous meningitis
Confirmed ather condition
Resistance category

Drug-susceptibility test results available — no.

Mo isoniazid or rifampin resistance — no.

(26)4

Isoniazid monoresistance — no. [34)
Rifampin monoresistance — na. {36}

Multidrueg resistance — no. (%)

Standard Regimen

(N = 409)
278 (68.0)
35 (30—47)

160 (39.1)
178 (43.5)

71 (17.4)
174 (42.5)
38 (15-82)

201 (49.1)
109 (26.7)
al (22.2)
3 (0.7
5 (1.2)

156
107 (68.6)

41 (26.3)
1 {0.8)
7 (4.5)

Intensified Regimen

(N = 408)
782 (60.1)
15 (20-45)

158 (38.7)
179 (43.9)

71 (17.4)
175 (42.9)
318 (14-113)

206 (50.5)
105 (25.7)
B3 (20.3)
5 (1.2)
a (2.7)

166
113 (6&.1)

45 (27.1)
o
g (4.8)

All Patients
(N=817)

560 (68.5)
35 (20-46)

31& [38.0)
357 (43.7)
142 [17.4)
340 (42.7)
38 (14-101)

407 [49.8)

214 [26.2)

174 (21.3)
g (1.0)
14 {1.7)

322
220 [68.3)

86 [26.7)
1 {0.3)
15 [4.7)

[} m - o om | BT s m I - - -1 1 1 =B

g e g




Table 7. Survival during the 9-Month Study Period.

Standard Regimen Intensified Regimen Hazard Ratio P Value for
Subgroup (M = 405 (M = 408]) (953 ) P Walese Helerogenciby™
ria. of deaths ftotal mo. of patremnts
Intention-to-treat population 1145409 113408 0.94 (0.73—1.27) 066
Per-protacol population 04 350 93346 0.91 (0.685-1.21) .52
MRC grade . B
| 25160 217155 057 (0. 46—1.45) I B
" SOF17E 527179 1.7 (0.72=1.57] i 74
3 39,71 A0/ 71 0.7 [(D.56—1.36) 055
HIV infection stabus .74
Uninfected ABf235 A5 233 1.00 (0.66—1.51) 1.00
Infected 68174 EBf17S 0.91 (D.65—1L.27) 057
Previous tuberculosis 082
Mo BOS347 FBf324 0.91 (0.67-1.23) .53
Yes 25 /62 15 f84 0.99 (0.59-1.67) 007
Receiving antituberculosis treatrment 002
at enrollment |
P o JEf150 49149 1 .38 (0892 1Z) i 15
Yos 78259 64259 D.74 (0D.53—1.03) QDT
Cragnostic categoryy .93
Definite tuberculous meningitis SEf201 55206 0.90 (0.62-1.31) 057
Probable tuberculows meningitis JnS1o9 33105 1.10 (0.66-1.83) e |
Possible tuberculous meningitis 2891 2583 0.94 (0.54-1.63) 082
Recistamce category 04
Mo or other resistance 227107 307113 1.54 (D.282—2 71) .13
Iscmiazid resistance 16541 11745 0.4% (0.20—1.0Z) 006
Rifampin or multidrug resistance 6/8 5f8 0.63 (0.15-2.69) 0.53

* Heterogeneity was tested with a likelihood ratio test for an interaction term between the subgroup variable and the randomly assigned treal
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Tartisma

* Yogun antitbc tedavi ile standart tedavi arasinda anlaml
fark bulunamamis,

 Sonuglar onceki ¢alismalarla geligiyor,

15 mg/kg/giin oral Rifampin dozu yeterli intraserebral ilag
konsantrasyonununa ulasamadigindan bakterinin élmesi igin
yeterli degil.

* Son ¢alismalarda ¢ok daha yiiksek dozlar (35 mg/kg/giin)
glivenli olarak bildirilmis



THE LANCET Infectious Diseases

Volume 17, No. 1, p39-49, January 2017

High-dose rifampicin, moxifloxacin, and SQ109 for treating
tuberculosis: a multi-arm, multi-stage randomised controlled
trial

Martin J Boeree, F'hDT, Morbert Heinrich, MD', Rob Aarnoutse, PhD, Andreas H Diacon, PhD, Rodney Dawsaon, PhD,
Sunita Rehal, MSc, Prof Gibson S Kibiki, PhD, Prof Gavin Churchyard, FRCP, lan Sanne, FRCP, Nyanda E Ntinginya, MD,
Lilian T Minja, MD, Robert D Hunt, BSc, Salome Charalambous, PhD, Madeleine Hanekom, PhD, Hadija H Semwvua, PhD,
Stellah G Mpagama, PhD, Christina Manyama, MD, Bariki Mtafya, MSc, Klaus Reither, MD, Prof Robert S Wallis, MD,
Amour Venter, NatDipMicr, Kim Narunsky, MD, Anka Mekota, PhD, Sonja Henne, MSc, Angela Colbers, PhD, Georgette
Flemper van Balen, PhD, Prof Stephen H Gillespie, D5c, Patrick P J Phillips, PhD, Prof Michael Hoelscher, FRCP on
behalf of the PanACEA consortium?

" These authors contributed equally



* Randomize, kontrollii
 Gliney Africa ve Tanzanya, 7 ayri inite,

* Yeni tani, rifampisin hassas, daha énce pulmoner tbc tedavisi
almamis,

» 35 mg/kg rifampicin/giin, 15-20 mg/kg ethambutol,
» 20 mg/kg rifampicin/gtin, 400 mg moxifloxacin,

» 20 mg/kg rifampicin/giin, 300 mg SQ109,

* 10 mg/kg rifampicin/giin 300 mg SQ109, veya

« Standard tedavi (10 mg/kg rifampicin, 5 mg/kg isoniazid, 25
mg/ﬂg S;razienaan\wl:cge, and lbg-gb%wgp/ll% e’rhar?\bu%c;l.o e



Sonug
* Rifampisin 35 mg/kg/glin glvenli

* reduced the time to culture conversion in liquid media, and
could be a promising component of future, shorter regimens.
Our adaptive trial design was successfully implemented in a
multi-centre, high tuberculosis burden setting, and could
speed regimen development at reduced cost.



Emerging Infectious Diseases * www.cdc.gov/eid ¢ Vol.
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RESEARCH

Rapid Detection of Polymyxin
Resistance in Enterobacteriaceae

Patrice Nordmann, Aurélie Jayol, Laurent Poirel



Giris

 Karbapenemaz ureten Enterobacteriaceae klinik olarak en cgnemili
¢ogul direngli bakteriler arasinda yer alir . Artan kolistin kullanimi
kullanimi kazanilmis kolistin direncini artirmaktadir.

* Polimiksin direncini saptamada standart referans teknik broth
microdilisyon
« Sonuclanma siiresi 24 saat, calisilmasi zahmetli

* Diger teknikler disk diffuzyon ve E test, sonuglanma siiresi 18-24
saat,

* Polimiksin molekdiliiniin zayif diffiizyonundan dolay: testlerde
yalanci pozitiflik orani yiiksek(7%32).



Rapid polymyxin NP -Nordmann/Poirel test

* Polimiksinin belli
konsantrasyonlarinda bakteriyel
tremenin olup olmadigini
saptiyor,

* Bakterinin karbonhidrat
metabolizmasi lizerinden
indikatorle olusan renk degisikligi
temeline dayaniyor.

Colistin- Colistin-

susceptible  resistant

bacterial bacterial

suspension  suspension Bacterial
NaQl (negative  (positive suspension
alone  control) control) o test

Colistin-free
solution

Colistin-containing
solution




Materyal-Metod
« 200 ornek, 135 Enterobacteriaceae polimiksine direngli,

* 5'i intrinsik polimiksin direngli tirler (Morganella morganii,
Proteus mirabilis, Proteus vulgaris, Providencia stuartii, and
Serratia marcescens)

130 izolat (Klebsiella spp., E. coli, Enterobacter spp.,
Hafnia alvei) kazanilmis polimiksin direnci olan

* 1 heterorezistan ,kolistin MIC 'i yiksek Klebsiella
pneumoniae



Sonug

 Rapid Polymyxin NP testi ile saptanan kolistin direng
sonuglari uyumlu bulunmus.

 Sensitivite 99.3%
» Specifite 95.4%



Tartisma

* Ra idlEolymyxin NP test kolay uygulanir, hizli (6 saat), duyarhlig
ylksek,

* Enfeksiyon kontrol énlemlerine katki saglar,

» karbapenemaz iireten bakterilerin endemik olarak gorilduigt
bélgelerde polimiksin duyarliligi ya da direnci ile ilgili bilgi verir.

cee \ Jeo

thiklar:. Heterorezistan izolatlarin

e Calismada bildirilen kisit
polimiksin duyarliligi ile ilgi
* Po

| yeterli veri yok,

imiksin direncli Pseudomonas aeruginosa ve Acinetobacter
baumannii ile ilgili ¢alisma yok,

* Olugan renk degisikligini deneyimli personel degerlendirmeli.



Clin Infect Dis. 3016 Jan 1563251 T3-80. doi: 10,1083 /adicivEld. Epub 2015 Sep B.

Combination of Vancomycin and -Lactam Therapy for Methicillin-Resistant Staphylococcus aureus
Bacteremia: A Pilot Multicenter Randomized Controlled Trial.

Oawvis J5', Sud &%, O"Sullvan M=, Robinson JO*, Ferguson PE®, Foo H*, wan Hal 5J°. Ralph AP9 Howden BP¥, Binks PM', Kirby A", Tong 5Y*=; Combination
Antibiotics for MEthicllin Resistant Staphyloecoccus aureus (CAMERA) study group; Australasian Society for Infectious Diseases Chnical Research Network.

+ Collaborators (32)

+ Author information

Abstract
BACKGROUND: In vitro laboratory and animal studies demonstrate a synergistic role for the combination of vancomycin and

antistaphvlococcal B-lactams for methicillin-resistant Staphylococcus aureus (MRESA) bacteremia. Prospective clinical data are lacking.

METHODS: In this open-label, multicenter, clinical trial. adults with MRSA bacteremia received vancomycin 1.5 g infravenously twice daily
and were randomly assigned (1:1) to receive intravenous flucloxacillin 2 g every 6 hours for ¥ days (combination group) or no additional
therapy (standard therapy group). Participanis were siratified by hospital and randomized in permuted blocks of variable size. Randomization

codes were kept in sealed, sequentially numbered. opaque envelopes. The primary cutcome was the duration of MRSA bacteremia in days.

RESULTS: We randomily assigned &0 patients to receive vancomycin (n = 29), or vancomycin plus flucloxacillin {n = 31). The mean duration
of bacteremia was 3.00 days in the standard therapy group and 1.94 days in the combination group. According to a negative binomial model,
the mean time to resolution of bacteremia in the combination group was 65% (95% confidence interval, 41%-102%; P = .06) that in the
standard therapy group. There was no difference in the secondary end points of 28- and 20-day moriality, metastatic infection, nephrofoxicity,
or hepatotoxicity.

COMNCLUSION 5: Combining an antistaphylococcal g-lactam with vancomycin may shorten the duration of MRSA bacteremia. Further trials
with a larger szample size and objective clinically relevant end points are wamanted. Australian New Zealand Clinical Trials Registry:
ACTRN12610000240077 (wwaw_anzcir.org.au).



* Amac: MRSA bakteremisinde, vankomisinin beta laktam
am‘iBgiyo’rikle kombinasyonunun tek basina vankomisin
kullanimindan daha etkin oldugu hipotezini desteklemek,

* Metod: ok merkezli ,pilot, klinik ¢alisma
Ocak 2011- Mayis 2014, 7 hastane, 60 hasta

7 gun sureyle
Vankomisin 1.5 g iv/2x1/7 glin - 29 hasta veya
Vankomisin 1.5 g iv/2x1 ve floksasilin 2g iv /4x1 -31 hasta



* Sonug: 28 ve 90 glinlik mortalite , metastatik infeksiyon,
nefrotoksisite veya hepatotoksisite agisindan anlamli fark
bulunamamis.



* Tesekkir ederim



