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Cholera outbreak in Yemen
The "worst cholera outbreak in the world" has claimed more than 2,000 lives
since April, a quarter of them children. ________-\

Cholera attack rate
per 1,000 population
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® 27 Nisan — 31 Aralik 2017

® 1 milyondan fazla supheli kolera vakasi
® Ulusal atak hizi 389/10.000 kisi

® >20000lUm

® Olgu fatalite orani % 0.22

® Salgin devam ediyor

2018 Yagmur sezonunda (Nisan ve Agustos) 3. salgin bekleniyor



® Madagaskar- Veba salgini

® endemik, cogu bubonik

formun devam edecegi disunulUyor)
® 26 Kasim 2017 tarihine kadar
® 2417 kesin, olasi, supheli vaka bildirildi
® 209 6lim (olgu fatalite hizi %9)
® 1854 (%77) pnomonik veba
® 355 (%15) bubonik veba
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1 septisemik, 207 siniflandirilmamis
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® 1Agustos 2017 veba salgini basladi (Nisan 2018'e kadar bubonik




The NEW ENMNGLANMID JTOUURENMNAL of MEDICI N E

ORIGINAL ARTICLE I‘

Time to Treatment and Mortality
during Mandated Emergency Care for Sepsis

Christopher W. Seyrmour, M.D., Foster Gesten, M.D., Hallie C. Prescott, M.D.,
Marcus E. Friedrich, M.D., Theodaore J. washyna, M.D., Ph.D.,

Gary S. Phillips, M.A.S., Stanley Lemeshow, Ph.D., Tiffany Osbaorn, M.D., M.P.H.,

Kathleen M. Terry, Ph.D., and Mitchell M. Lewvy, M. D

® Sepsis yonetimi

® 3 saatlik yonetim demeti

® Antibiyotik vermeden 6nce kan kiltiri

® Serum laktat dizeyi 6l¢

® Genis spektrumlu antibiyotik basla

® 6 saatlik yonetim demeti

® Hipotansiyon veya serum laktat > 4 mmol ise 30 ml/kg i.v. Bolus sivi

® Direngli hipotansiyon varsa vasopresor basla

® Laktat duzeyi takibi

N ENGL ) MED 376:23 NEJM.ORG JUNE 8, 2017



Materyal ve Metod

® Amac: tedaviye baslama zamaninin mortaliteye etkisi

® New York, 185 hastane: 1 Nisan 2014 — 30 Haziran 2016

® Sepsis-2 kriterlerine gore sepsis, agir sepsis ve septik sok
hastalari dahil edildi



Bulgular
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® 40,696 (% 82,5)
® 1,30saat (interquartile range, 0.65 to 2.35)
Antibiyotik uygulama zamani

® 0.95 saat (interquartile range, 0.35to 1.95)

® i.v. bolus mainin tamamlanma sUresi

® o0.95saat (interquartile range, 0.35to0 1.95)



Bulgular 2

® 3 saatlik demetin tamamlanma sUresi mortalite ile iliskili
® Her 1 saat Ods ratio: 1.04 (p<0.001; %95 Cl, 1,02- 1.05)

® 3-12 saat arasi tamamlayanlarda mortalite %14 fazla (Odds ratio
1,14; %95 Cl, 1,07 —1,21; p< 0.001)
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Bulgular 3

® Antibiyotik baslama zamani mortalite ile iligkili

® Her 1 saat Ods ratio: 1.04 (p<0.001; %95 Cl, 1,03- 1.06)

® 3-12 saat arasi tamamlayanlarda mortalite %14 fazla (Odds
ratio 1,14; %95 Cl, 1,06 —1,22; p< 0.001)

B Administration of Antibiotics
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Bulgular 4

® |.V. bolus mayinin bitme zamani mortalite ile iliskili degil
® Hersaaticin odds ratio: 1.01 (p=0.21)

® |lk 6 saatte tamamlananlarile 6-12 saat arasi tamamlananlar
benzer (p=0.65)
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Sonug

® Mortalite ile iliskili faktorler

® 3saatlik midahele demetinin zamaninda yapilmasi

® Antibiyotigin erken yapilmasi

® Acil serviste



1 Dlizea 2 nerica B medicine assocation

Clinical Infectious [iseases
TSIDSA, m

Infectious Diseases Society of America (IDSA) POSITION
STATEMENT: Why IDSA Did Not Endorse the Surviving
Sepsis Campaign Guidelines

® 1. IDSA'nin rehber hakkinda ki en onemli ¢ekincesi enfeksiyon
tanisinin net olmamasi

® Organ disfonksiyonunun enfeksiyona bagli olup olmadigi net degil

® YBU'ne sepsis tanisiyla yatan hastalarin %40'inda enfeksiyon yok

® Supheli sepsis ve supheli septik sokun ayirimini yapmiyor

® 15 yil boyunca yayinlanan rehberlerde surekli tanim degisiyor



2. Antibiyotik verme zamani

Surviving Sepsis

Guideline IDSA
® Bu kadar rijit saat verilmesi dogru degil
U konuldtu.kt.ar; ® Septik sok olan bir hastada hemen genis
ST spektrumlu antibiyotik baslamak tabiki
antibiyotik

baslanilmali dogru ancak

® coksiddetli hastaligi olmayan ve

® enfeksiyon siphesi disuk olan hastalarda
antibiyotikleri baslamadan 6nce ek tetkikler
icin yeterli zaman var

® Gereksiz genis spektrumlu antibiyotik
baslanilmasi riskini artirir

® Digerrehberler 3 saat icinde baslaniimasini
oneriyor



3. Kan kulturu ve kateterler

Surviving Sepsis

Guideline IDSA
® Onerivurgulanmamig ve
® Kan kiltirg derecelendirilmemis
antibiyotik .

ki veya daha fazla kateter, multiple [Gmenli

baslanilmadan once y B y
2 kateter varliginda kultirin nereden alinacagi

iki kan kUltoro

net degil
alinmali (2 perifer, 1 J
kateter)
® Kateter “olas ® Uzun zamandir takili olan ve bir¢ok kez
enfeksiyon kaynagi kullanilmis kateter «olasi kaynak» degil mi?

ise” gikariimals ® Tunel enfeksiyonu, kateter cikis yeri

enfeksiyonu hakkinda agiklayici bilgi yok



4. Antimikrobiyal tedavi tanimlari

Surviving Sepsis
Guideline

IDSA

® Terminoloji ve siniflandirma kafa

. _ . .
ablo 6 antimikrobiyal kansikligr olusturuyor

tedavi tanimlari
* Empirik /hedeflenmis, ® Multidrug ve kombinasyon ayirimi
sadece rehberi yUzeysel okuyanlara
degil dikkatli okuyanlarada agiklk
 Multidrug, getirmiyor

Kombinasyon ® Kendileride metinde bir¢ok yerde
«multidrug» yerine kombinasyon
terimi kullanmis

® Genis spektrumlu



4. Kombinasyon ve multidrug tedavi

Surviving Sepsis

Guideline IDSA
® Antibiyogram sonucglarina gore spektrumu
® Septik sok daraltmak dogru yaklagim olur
hastalarinda 2 etkili
antibiyotikle tedaviye
baslanilip bu tedaviye
klinik iyilesme ® Kilavuzda yer alan bircok ifade, sepsis veya
gorilinceye kadar septik soku olan hastalarin cogunun

antimikrobiyal direncli patojenlerle enfekte
oldugunu iddia ediyor.

devam edilmeli

® Mevcut kanitlarla bunu sdylemek dogru degil



Surviving Sepsis
Guideline

® «septik hasta
tanisinda
prokalsitonin
kullanilabilir»

® «sepsis kaniti sinirli
olan hastalarda»
tedavi prokalsitonin
rehberliginde
kesilebilir

5. Prokalsitonin

IDSA

® Kullanilabilir ifadesi klinisyenlerin karari
icin net degil

® Soru: kullanilmal mi seklinde soruluyor

® Sepsis hastalarinda da prokalsitonin
rehberliginde tedavinin kesilebilecegi ile
ilgili kanit var



6. Tedavi sUresi

Surviving Sepsis IDSA
Guideline
® Bu ¢ok basit bir yaklagim.

® Sepsis ve septik sokta ® Yetersiz veya uzun sire tedavi alma riski var

/-10gun ® intraabdominal ve kontrol altina alinan apse
antibiyoterapi 6nerilir enfeksiyonlarinda 4 gin

® Toplum kokenli pnédmonilerde 5 giin

® Hastane kokenli pndmoni ve pyelonefritte <7
gun tedavinin yeterli oldugu rapor edildi

® Biz genel 6neri yerine 6zel durumlar
ozetlenerek hastaliga gore tedavi suresi
verilmesini tercih ederiz



Timing of surgical antimicrobial prophylaxis: a phase 3
randomised controlled trial

Walter PWeber®, Edin Mujogic*, Marcel Zwahlen, Marcel Bundi, Henry Hoffmann, Savas D Soysal, Markoe Kraljevic, Tarik Defko,

Meree won Strowss, Lukas lselin, Richard X Sousa Da S, fasmin Zeindler, Bochel Rosenthal, Heldé Mistell, Christeph Kindler, Petar Maler,
Ramon Saccilotta, Andrea Kapp Legl, Mok Kaufmann, Lorenz Glirke, Lies von Holzen, Dandel Qerth, Evelin Bucheli-Laffer, Julia Landin,
Andreas FWidmer, Christoph A Fux, Walter B Marti

Lancet Infect Dis 2017;
17:605-14



Giris ve amag

® WHO 2016 rehberi

® Sefalosporin ve penisilin gibi yari 6mr{ kisa olan antibiyotikler 60
dak. icinde yapilmali

® Sirenin daha da kisaltilabilecegini 6neren ¢alismalar var

® Vankomisin ve florokinolonlar hari¢ 30 dak.'da verilebilir

® Hipotez: sefuroksim aksetil cerrahi insizyona gore daha
erken verilirse, geg verilmesine gore cerrahi enfeksiyon
daha az gorulur




Materyal ve metod

® Randomize kontrollU faz 3 UstinlUk ¢alismasi

® Dahil edilme kriterleri

® >18yas gastrointestinal, herni, endokrin ve meme cerrahi
ortopedik travma ve damar cerrahi hastalari



Materyal ve Metod 2

® GrupA:

® Profilaksi anestezi odasinda verildi (ameliyathanenin hemen
oninde)

® Insizyondan 30 - 75 dk. 6nce
® Grup B
® Profilaksi ameliyat odasinda

® Insizyondan o -30 dk. 6nce



BE70 patients assessed for eligibility

2200 excluded

— 1759 met at least one exclusion criterion
1531 declined to participate

¥
5580 randomly assigned
2798 randomly assigned to receive SAP in the 2782 randomby assigned to receive SAP in the
anaasthesia room (earky administrati aperating room Ela.t-e al:lminisl:ratiﬂn!
169 irvalid or missing consent 173 invalid cr missing consent
26 did not undergo surgery 15 did not undergo surgery
14 =18 years of age 8 <18 years of age
2580 could be assessed 2586 could be assessed
2231 received assigned intervention 21940 received assigned intervention
336 received SAP in the operating room 163 received SAP inthe anaesthesia room
22 did not receive SAP 33 did not receive SAP
2589 had complete inpatient follow-up 2586 had complete inpatient follow-up
293 lost to follow-up after hospital 286 lost to follow-up after hospital
discharge discharge
22 EE had complete 30-dav follow-up 2300 had complete 20.
information and were incleded in information and were included in
the complete case analysis Lhe complete case analysis




Profilaksi uygulama zamani (dk
once)

Cinsiyet (erkek)
Yas

ASA skoru
1
2

3

Yara sinifi
1
2

D.M (var)

Immunsupresif ilag kullanimi
(evet)

VKI, kg/m?
Operasyon suresi

Operasyonda ek doz (evet)

Bulgular (bazal degerler)

Erken profilaksi grubu | Geg profilaksi grubu
N= 2589 N=2586

42 (32-55)

1412 (%55)
584 (43-5-71-9)

455 (19%)
1395 (54%)
712 (28%)

2045 (79%)
401 (16%)

252 (%10)
31 (%01)

25-7(23-0-29-6)
90 (60-135)
172 (7%)

16 (10-25)

1390 (%054)
59-0 (42-4—71-5)

477 (18%)
1339 (52%)
736 (29%)

2034 (79%)
395 (15%)

228 (%9)
29 (%1)

25-8 (22:8—29:6)

89 (60-135)
172 (7%)



Bulgular 2

SAP in anaesthesia SAPinoperating Odds ratio p
room, early room, late (95% CI) valuet
administration administration
(n=2296)" (n=2300)"
Primary outcome
Surgical site infection 113 (5%) 121 (5%) 0-93 (0-72-1-21)
Superficial incisional infection 48 (2%) 55 (2%) 0-87 (0-59-1-29)
Deep incisional infection 23 (1%) 20 (1%) 1-15 (0-63-2-11)
Organ space infection 42 (2%) 46 (2%) 0-91 (0-60-1-39)
Secondary outcomes
All-cause 30-day mortality 2G (1%) 24 (1%,) 1.21(0-70-2-09)
Median length of hospital stay, days 5-1(3-9) 5-0(3-10) NA




Bulgular 3
(Alt grup analizler)

Murrber af sventsftotal momber Deleks ratia {55% Cl) Frieriersciion

Anacsthesia roarm Operating room
[early administration)  (kate administraticon)

ge——
Surgical division 016
Genaral GE/1132 B7/1840 * 077 (0-56-1-07)
| fauma 23/862 16/ 870 * 1-46 [0F7-279)
Wascular 221302 18/ 250 * 119 (0-02-2-20)
Wound dass | 0-36
1 FUiLFEY T g —_— 101 {07 2-1-41)
2 0371 37360 * : O-GE {0-40-1-14)
3 14103 1112 ' * 160 [-6E-3-79)
4 3133 513 4 — -4 (0-1E-3-93)
Immunoseppressive drogs i 076
Yes 226 32k - : o6 (0-11-4-53)
M 111/2770 118/2372 * - 094 {072-1.27)
Body-mass index =30 kg/m* ' 0-43
3 1317368 17/222 " i 070 (333 1-48)
M3 100/ 2050 104207 R _.._ 097 [373-1-28)
[Flabetes : 0-39
s 181728 177205 * 057 [.40-1.93)
Mo 95/ 3068 1042031 —-—-— 092 (0-69-1-21)
Agge =65 years E 095
Yez 58/88g 63916 S S 0-95 (0.65-137)
Mo L1407 REf1384 +* . 093 (0-64 1-36)
| : |
02 10 50
L >
Early administration bensficial Late adrninistration beneficlal




Sonug

® Sefuroksim erken verilmesi cerrahi alan enfeksiyon
oranini azaltmiyor

® «Profilaksi insizyondan once ki 60 dak. icinde verilmeli»
kuralini degistirmek icin gereken veri elde edilemedi.

® Bu bulgular sadece sefuroksim profilaksisi icin gecerli,
diger antibiyotikleri kapsamaz
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Original article

Women with symptoms of a urinary tract infection but a negative

urine culture: PCR-based guantification of Escherichia coli suggests
infection in most cases

S. Heytens ", A. De Sutter ', L. Coorevits “, P. Cools %, |. Boelens “, L. Van Simaey *,

® Uriner sistem sikayeti olanlarin %25-30’unda kiltur
negatif

® Uretral sendrom

® Hipotez

® Semptomu olan ama idrar kiltirinde Greme olmayan kadinlarda
enfeksiyon olabilir mi?

® E. coliigin kantitatif PCR



Hastalar ve metod

® Calisma grubu
® Semptomu olan ve komplike edici faktori olmayan 256 kadin
® Kontrol grubu

® Herhangi bir semptomu olmayan 86 kadin

® Orta akim idrart McConkey agar ve CLED (Sistin-Laktoz-
Elektrolit bulunmayan) agara ekildi

® Ureyen tUm koloni tiplerinin identifikasyonu ve sayimi MALDI/TOF
ile yapildi




Hastalar ve metod 2

® Kantitatif PCR i¢in es zamanli 6rnek alindi

® E. colive S. saprohyticus arastinldi (kontrol grubunda sadece E.
coli)

® Calisma grubunda ki hastalarda

® gPCRile C. trachomatis, N. gonorrhoeae, M. genitalium ve T.
vaginalis arastinldi

® Semptomatik hastalarda

® Kulturde E. coli = 100, diger Uropatojenler = 10.000 cfu/ml tespit
edilirse kultir pozitif olarak kabul edildi




Bulgular

® 220 hasta ile calisma tamamlandi
® ldrar kultir pozitifligi: 178 (%80.9)
® E. colien sik tespit edilen patojen (149 (% 83.7))
® gPCRile E. coli pozitif: 211 (% 95.9) olguda

® Idrar kulturinde E. coli tespit edilen 149 olgunun 148’inde
gPCR pozitif



Culture (n = 220) qPCR E. coli qPCR
Staphylococcus

Culture result Mumber Positive Negative

o eyt e o saprophyticus
(95.9%)
Culture positive (80.9%) 178 173 5 19
Escherichia coli 149 148 1
(67.7% of 220 samples)
Staphylococcus saprophyticus® 15 14 1 12
Klebsiella pneumoniae® 5 5 — —
Enterococcus faecalis® 3 3 — 1
Other Gram-positive 3 1 2 —
bacteria®
Other Gram-negative 3 2 1 -
bacteria®
Culture negative” 42 38 4 —

Other Gram-positive bacteria: Streptococcus agalactiae: two; Staphylococcus aureus
(10°): one.
Other Gram-negative bacteria: Pseudomonas spp.: one; Enterobacter spp.: two.



Overall number of positive samples in 220 women with symptoms of urinary tract
infection according to the used method of detection

Method of detection

Positive urine samples

n 4
Culture of Escherichia coli 149 67.7
Culture of any uropathogen 178 80.9
Quantitative PCR for E. coli 211 95.9
Culture and quantitative PCR 216 08.2




Kontrol grubu

Culture (n = 86) qPCR Escherichia coli qPCR Staphylococcus
saprophyticus

Culture results Number  Positive Negative
n=10 n=76

Escherichia coli

10? 2 1 1 —

>10° 7 5 2 -
Klebsiella pneumoniae

=10% CFU/ml ] — — —
Culture negative® 76 4 73 4




Comparison of culture and quantitative PCR (qPCR) results for Escherichia coli be-
tween women with symptoms of a urinary tract infection (UTI) and control group of

women
Positives urine samples
) PCR Culture®
Women with symptoms of UTI (n = 220) 211 (95.9% 178 (80.9% )

Control group (n = 86) 10 (11.6%) 9 (10.5%)

®* gPCR

® Semptomu olanlarda patojen gosterme olasihigi artarken,
semptomsuz hastalarda kontaminasyon riskini artirmiyor

® Klinik ¢citkarim

® IYE semptomlari olan gebe olmayan kadinlarda komplike
olmayan IYE tanisi konulur ve cinsel temasla bulasan hastaliklar
dislanirsa ileri tetkik yapmadan rehberlerin 6nerdigi ampirik

tedavi baglanabilr




W @ Effect of appropriate combination therapy on mortality of
patients with bloodstream infections due to
carbapenemase-producing Enterobacteriaceae
(INCREMENT): a retrospective cohort study

Belén Gutierrez-Gutierrez”, Elena Salamanca™, Marina de Cueto, Po-Ren Hsueh, PlerluigiViale, José Raman Pae-Farde, Mario Venditti,

Mario Tumbarello, Gearge Daikos, Rafael Cantdn, Yohei Doi, Felipe Francisco Tuon, llias Karaiskos, Elena Pérez-Nadales, Mitchell | Schwaber,
Ozlem Kurt Azap, Maria Souli, Emmanuel Roilides, Spyros Fournaras, Murat Akova, Federico Pérez, Joaguin Bermejo, Antonio Oliver,

Manel Almela, Warren Lowrman, Benita Almiranite, Robert A Bonoma, Yehuda Carmefi, David L Paterson, Alvare Pascual, Jesis Rodriguez-Bafio,
and the REIPESGRIS{INCREMENT Investigatorst

Summary
Loncet lnfect0is 2017, Background The best available treatment against carbapenemase-producing Enterobacteriaceae (CPE) is unknown.
7838 The abjective of this study was to investigate the effect of appropriate therapy and of appropriate combination therapy

Karbapenemaz Ureten Enterobacteriaceae kan dolasim
enfeksiyonlarinda (INCREMENT) uygun kombinasyon
tedavisinin mortaliteye etkisi:retrospektif kohort calismasi

\ Lancet Infect Dis 2017; 17:726-34




Giris ve amac

® Hipotez
® Karbapenemaz direncli enterobacteriacea tedavisinde

® Tanimlanmis uygun kombinasyon tedavisi, kabapenem, kolistin
veya tigesiklin monoterapisinden daha effektif



Materyal metod

® 10 Ulke, 26 merkez

® Kan kiltirinde karbapenemaz Ureten enterobacteriacea tespit
edilen olgular

® 30gUn mortalite



ProsedUr ve tanimlar

® Kan kilturinin alindigi gun index gun (0. gun)

® 30. gun tum sebeplere bagli mortalite takibi




Agir sepsis veya septik sok

Pitt bakteriyemi skoru (en az 6 puan)

Charlson komorbidite index skoru (en az 2 puan)
Uriner veya safra yollari disi primer odak

Uygunsuz ampirik tedavi*

*: bu madde degerlendirme disi birakildi cinki amag tedavinin mortaliteye

etkisinin arastirilmasi

ProsedUr ve tanim 2

5 puan
4 puan
3 puan
3 puan

2 puan



480 patients with BSIs due to CPE
enrolled in INCREMENT cohort

43 excluded
20 missing key data
4 died sooner than 24 h after index

P date
19 given an active drug for at least
2 days before index date
4

437 included in this analysis

94 received inappropriate 343 received appropriate
therapy therapy
208 received monotherapy 135 received combination
therapy




Appropriate Inappropriate| pwvalue

therapy therapy

(n=242) =94}
Age (years) 66 (55-5-76-00 66 (50-77) 0.7
Male sex 197 (57%) L8 (B2 0-46
Enterchbacteriaceas - - 027

Klebsiclla pricomsenioe 291 [(85%) B4 (Eg9%)

Other 5T (152s) 10 [11%) -
Enterobacter cloacee 24 (F2a) ERE ] =
Escherichie cali 1 [A435]) 3 (3%5)

Entercbacter aerogenes 10 (3} EXEEY] -

Citrobacrer spp T (1] [n] -

Serralic Marcescens 1 (=1} [ -
Type of carbapenamasa - -5

LT B 57 (17%) 132 [13%])

KPC 2R3 (F4) FE [E1m)

Metallo- B-lactamases 3% (109D B (&%)

WM 3095 G [G2E)

Other I (17a) (&)
Mosooomial acquisition Fa8 (A7) 87 (2330 013
Souvrce other tham urninary IFTF(FO) Fh (Bl1s) O-7d
or biliary tract

Wascular catheter B (20w 13 (147}

Prisumania Ja (10w] G [0

Imtra- abdarminal 27 (11%) FAFE)

Skin and skin stroctures 11 (3%} S5

Other 10 (35) 3 (37 -

Uriknoawn 93 (27%) 29 [A41%)

1L admissiocn 123 (367} 3G (3B7) O-6G
Charlson comarbidiny Z(1-4) 3 (2—4) O-Fd
imdex scons

Pitt bacteraemia score 2(1-5] 3 [O-5) 0-540
Severe sepsis Or septic A7 Z (S0 CF (B1%:) Q-7
shock

Mental status: not alert 106G (45%) 43 (4565} 0-9&G
| sukasmia or metastatic e i | 13 (14D -5
CanCer

Chironic lver disease 41 (12} LE (A7) 0-20
Chronic kidney disease Bo(23w=) 18 (19=) 0-349
High-moetality-risk centre 105 (3124) A1 (4474 0-0F
Siwchy period Z004-11 237 (69%) BF (F1%] 0.
{referemce 20012-13)

30 day mortality 13Z (382 5F (E1%) ( D-00o1




30 gunlUk mortalite etkileyen faktorler

Crude analysis Adjusted analysis*
HR (95% Cl) pvalue HR (95% Cl) p value

Age (per year) 1-00 (1-00-1-01) 032
Male sex 0-93 (0-70-1-24) 0-62
Klebsiglla preumonioe 129 (0-83-202) 0-25
OXA-type carbapenemase 1:43 (104} 2-05) 005
Nosacomial acquisition 183 (1.06- 314) 0-03

_Source other than urinary or biliary tractst F17(1-37- 3-29) -0 1-72 (1.09-277) D03
ICU admission 1.55 (1:16-2-08) 0003

__tharlson comorbidity index score (per unit) 110 (1-05-1-16) (-0 1:13 (1:07-1.20) =000
Miechanical wentilation 176 (132-2.34) =(0001
Mental status: not alert 245 (182-3.29) =0-0001
Chronic kidney disease 133 [0-97-1.84) 008
Chronic liver disease 158 (1-08-2-31) 0-02
Levkasnia or metastatic cancer 161 (1:12-2-31) o008
Pitt bacteraemia score (per unit) 117 (113-1:22) =001 1-0G (1115} (0003
Souarn sopsis or senbic chack E.R:r i 8
Early appropnate therapy (started in =2 days after infection) 0-B4 (0-59-1-21) 035
Appropriate therapy (started in <5 days after infection} 0-44 (0-33-0:61) <[0-0001 0-45 (0-33-0-62) <[-0001
High-maortality-risk centre 235 {1-60-2-99) <0001 237 (174-3-23) <0001
Stwdy period 2004-11 (reference 2012-13) 152 {1-08-2.13) 001 1-43 (1-02-2.01) 004

HR=hazard ratio, 0¥ A=tneacillinase. |CU=intensive care unit, * All variance inflation factor values of the variables included in the final midtivariate model were less than 1.4, We
included variables with a unnariate pvalua of 0-2 or less far mortality in the initial model. tBiliary tract infections included cholecystitis and cholangtis.




Bulgular

® 30 gunluk mortalite

L 11651208 (4040.9) Mutlak risk farki %6.1; p=0.26

® Kombinasyon 47/135 (% 34.8)
® INCREMENT-CPE mortalite skoruna gore mortalite

® DusUk mortalite skoru (0-7 puan)

® Monoterapi 21/105 (% 20) OR: 1.21 (%95 Cl, 0.56 - 2. 56;

p=0.62

® Kombinasyon 17/72 (% 24)
® Yuksek mortalite skoru (8-15 puan)

® Monoterapi 64/103 (% 62) [ HR: 0.56 (%95 Cl, 0.34 —0.91; }
P=0.02

® Kombinasyon 30/63 (% 48)



Bulgular

® Etkili 2 ila¢ monoterapi,
® etkilizilag iceren kombinasyon,

® etkili birden fazla ilag iceren kombinasyon

® Sadece yuUksek riskli hastalarda birden fazla etkili ilag iceren
kombinasyon daha basarili (HR:0.54; %95 Cl, 0.32 — 0.89; p=0.01)

® Kombinasyonlar kolistin monoterapisi ile
karsilastinldiginda

® Tigesiklin, kolistin ve aminoglikozit kombinasyonda yer alirsa
mortalite dUsuk (p<o.05),

® karbapenem igeriyorsa fark yok



Sonug

® Dogru antibiyoterapi baslananlarda mortalite azalir
® Tedavi > 5 gun gecikirse mortalite artar

® Kombinasyon tedavisi sadece yUksek riskli hastalarda
monoterapiden Ustun



Metaanaliz

Effect of laminar airflow ventilation on surgical site infections: @ ®
a systematic review and meta-analysis

Peter Bischoff, N Zeynep Kubilay, Benedetta Allegranzi, Matthias Eqqer, Petra Gastmeier

Summary
Background The role of the operating room's ventilation system in the prevention of surgical site infections (SSIS) 1S  Lancet Infect is 2017;

widely discussed, and existing guidelines do not reflect current evidence. In this context, laminar airflow ventilation ~17:55%-61

Laminer hava akiminin cerrahi alan
enfeksiyonlarina etkisi: sistematik derleme ve

metaanaliz

Lancet Infect Dis 2017;17:553-61



Giris

® Amag

® Operasyon odasinda ki havalandirma sistemlerinin
cerrahi alan enf (CAI) gelisimine etkisini arastirmak

® Laminer akim ile konvansiyonel akim karsilastirildi



Materyal ve metod

® MEDLINE, Embase, Cochrane, WHO regional medical
database,

® 01 0cak 1990 — 25 mayis 2016

® Ingilizce, Fransizca, Almanca, Ispanyolca makaleler



Bulgular

1900 records identified through database 47 acklitional records identified through
searching other sources
B34 MEDLIME
361 Emhbase
467 Cochrane Central Register of
Controlled Triaks
438WHO regional medical databases

— 304 duplicates removed

h 4
1343 records screenad |

P 1234 reoords excluded on the basis of title and abstract

b J
208 full- et artices assessed for aligibilty |

o7 full text articles excluded
89 ned redevant fo PR question
4 intervention combined with additional measures
—* 1 stucly period ool of dale
1 neicas
1 primrary data nok available
1 fudl besct ruat availabde

12 studies included in systamatic revies
and rneta anahzic




Procedures (intervention/control) Country Study period Point estimate {95% Cl) for

laminar airflow

Total hip arthroplasty

Kakwani et al (2007 435 (212/223) UK 2000-04 RR 0-06 (0.00-0.95)*

Brandt et al (2008)" 28623 (17 657/10966) Germany 200004 OR1.63(1-06-2.52)

Dale et al (2009} 53958 (45620/48338) Norway 1587-2008 RR1-3(11-15)

Pedersen et al (2010)" 80756 (7223/8333) Denmark 1995-2008 HR 0-9 {0-7-1-14)

Breier et al (2011)7 41212 (29530/11682) Germany 2004-09 Arthrosis OR 110 (0-56-2-17);
fracture OR 1.28 (0-67-2.43)1

Hooper et al {2011)* 01485 (16990/34 495) MNew Zealand 1099-2008 RR 2-42 (1.35-4-32)"

Mamba et al (2012)" 30491 (3478/22013) USA 2001-09 HR 108 (0.77-1.53)

Songetal (2012 3186 (2037/11459) South Korea 2006-09 RR1-2 (0-6-2-16)"

Total knee arthroplasty

Miner et al (2007)° 8288 (31513/4775) UsA 2000 RR 1-57 (0-75-3-31)

Brandt et al (2008)" 9396 (5993/3403) Germany 200:0-04 OR 176 (0-B0-3-85)

Breier et al (2011)7 20554 (14 456/ 605E8) Germany 2004-09 OR 0-95 (0-37-2-41)

Hooper et al (2011)® 36826 (13994/22832) New fealand 1999-2008 RR1-92 (1.10-3-34)°

Song et al (2012 3088 (2151/937) South Korea 2006-09 RR 0:51(0-29-0-80)t

Namba et al (2013 06216 (16693/39523) UsA 2001-09 HR 0-91 {(0-71-1-16)

10 ¢alisma
Total kalca protezi: 330 146 islem
Diz protezi: 134 368 islem

N



Procedures Country Study period  Adjusted odds
(intervention/control) ratio (95% Cl) for
laminar airflow

Brandt et al (2008)*

Appendectomy 10969 (7193/3776) Germany 2000-04 2-09 (1-08-4-02)
Colon surgery 8696 (6201/2495) Germany 2000-04 117 (0-65-2-11)
Cholecystectomy 20676 (12419/8257) Germany 2000-04 1.53 (0-9-2-45)
Herniorrhaphy 20870 (12667/8203) Germany 2000-04 1-67 (0-9-2-91)
Bosanquet et al (2013)*

Open vascular surgery 170 (56/114) Wales Not reported  0-38 (0-12-1-19)*
Jeong et al (2013)*

Gastric surgery 2091 (1919/172) SouthKorea  2010-11 0-13 (0-08-0-22)*

*MNot adjusted (calculated with crude data, the authors provide only adjusted odds ratios for the absence, rather than
presence, of laminar airflow: 2-45 [95% Cl 1-13-5-31] after gastric surgery and 4-02 [1-18-13-69] after open vascular

surgery).

3 ¢calisma abdominal veya damar cerrahisi = 65.000 islem




Bulgular

® 8 gozlemsel calisma laminer akim ile konvansiyoneli direk
karsilastirmis

® 3 biyUk cok merkezli calismada laminer akim CAI riskini artirir
® 4 cahsma fark yok

® 1 kicuk tek merkezli calisma laminer akim CAl'yi azaltir



Total kalca cerrahisi

Laminar airflow Conventional ventilation Weight Odds ratio (95% Cl)

Events  Total Events Total
Kakwani et al (2007)* 0 212 9 223 0-9% 0-05 (0-00-0-92)
Brandtetal (2008)° 242 17 657 99 10966 161% 1.53(1-21-1.93)
Dale et al (2009)* 324 45620 260 48338 171% 1.32(1.12-1.56)
Pedersen et al (2010)* L1/ 72423 80 8333 16-0% 074 (0-59-0-94)
Breier et al (2011)7 356 29530 77 11682 159% 1-84 (1-44-2-36)
Hooper et al (2011)® 25 16990 21 34495 101% 2-42 (135-4-32)
Namba et al (2012)" 46 8478 109 22013 14-2%  1-10 (0-78-1-55)
Song et al (2012)* 34 2037 16 1149 9-8% 1.20 (0-66-2-19)
Total 1544 192947 671 137199 100-0% 1.29(0-98-1-71)

Laminer akim CAl sikligini azaltmiyor (p= 0.07)




Total diz cerrahisi

Laminar airflow Conventional ventilation Weight Odds ratio (95% Cl)

Events  Total Events Total
Miner et al (2007)* 15 3513 13 4775 11-4%  1.57(0-75-3-31)
Brandt et al (2008)* 55 5993 22 3403 16:5%  1-42(0-87-2-34)
Breier et al (2011)¥ 93 14 456 36 6098 19-1%  1.09 (0-74-1-60)
Hooper et al (2011)* 27 13994 23 22832 151%  1.92(110-3-34)
Song et al (2012)* 27 2151 23 937 15-0%  0-51(0-29-0-89)
Nambaetal (2013)* 105§ 16693 299 39523 22-9%  0-83 (0-66-1-04)
Total 322 56800 416 77568 100-0%  1.08 (0-77-1.52)

Laminer akim CAl sikligini azaltmiyor (p= 0.65)




Abdominal ve damar cerrahi

Laminar airflow Conventional ventilation Weight  Odds ratio (95% Cl)
Events Total Events Total
Brandt et al (2008)*
Appendectomy 194 7193 70 3776 18.0% 147 (111-1-93)
Cholecystectomy 191 12419 109 8257 183% 117 (0-92-148)
Colon surgery 316 6201 176 2495 18.5%  0.71(0-58-0-86)
Herniorrhaphy 198 12 667 69 8203 18-1% 1-87 (1-42-2-47)
Bosanquet et al (2013)*
Open vascular 4 56 19 114 10-8%  038(0-12-1-19)
surgery
Jeong et al (2013)*
Gastric surgery 45 1919 26 172 16-4%  0-13 (0-08-0-22)
Total 948 40455 469 23017 100-0%  0-75(0-43-1-33)

Laminer akim CAl sikh@ini azaltmiyor (p= 0.33)




Sonug

® Laminer akim total diz ve kalga operasyonlarina CAl riskini
azaltmiyor

® Total kalca operasyonu sonrasi derin CAl riski laminer akim ile
yuUksek (istatistiki anlamli fark yok)

® Laminer akim abdominal ve agik damar cerrahisinde CAI riskini
azaltmiyor (daha fazla veriye ihtiyag var)

® Laminer akim cerrahi bdélgede partikidlsiz ortam olusturmuyor

® Odaicerisinde ki medikal cihaz ve personel [
® Cihaz ve personelin ¢evreye yaydigi termal isi

® Laminer akim ile surekli taze hava hastada hipotermiye neden olur




Sonug 2

® Laminer akim maliyeti artiryor
Y Y
® Ingaat maliyetini %24
® Yillik operasyon maliyetini %36

® Her yil 1000 olmak Uzere 15 yil cerrahi operasyon konvansiyonel
degil de laminer akimli odada yapilirsa 3.24 Euro/cerrahi ek
maliyet

® Antibiyotik profilaksisi + antibiyotikli sement +
konvansiyonel havalandirmali cerrahi



Clinical Infectious Diseases
@alDSA

Infec 1 ey ol America hiv medicing 0ss0Cioion

Risk of Acute Kidney Injury in Patients on Concomitant
Vancomycin and Piperacillin-Tazobactam Compared to
Those on Vancomycin and Cefepime

Bhanyashri Navalkele,'” Jason M. Pogue.™ Shinehiko Karino,'* Bakht Nishan,” Madiha Salim.” Shantanu Solanki,” Amina Pervaiz.”

® Nefrotoksisite

® monoterapi veya kombinasyon ¢eliskili bulgular var



Materyal ve metod

® Vanko+ TZP kombinasyonundaki hasta 6zelliklerine gore
Vanko + sefepim hastalari eslestirildi

® Tedavi baslangicinda sepsis siddeti
® Tedavi basindaYBU durumu

Kombinasyon tedavi siresi (< 3 gun, 3-7 gin, >7 gun)
Vankomisin gunluk dozu (< 2 gr/gin, 2-4 gr/gun, >4 gr/gun)

Es zamanli verilen diger nefrotoksik ilag sayisi




Akut bobrek hasari (AKI) tanimi

® RIFLE (Risk, Injury, Failure, Loss, End Stage Renal Disease)
kriteri

® Risk: kreatinin bazalden 1.5 kat yUkselmesi veya GFR %25 azalmasi
® Injury: kreatinin 2 kat yUkselme veya GFR %50 disme
® Yetmezlik: kreatinin >3 kat yukselme veya GFR %75 disme
® Acute Kidney Injury Network (AKIN) kriteri
® Evre 1: kreatini 1.5 kat veya 0.3 mg/dL yukselmesi
® Evre 2: kreatinin 2 kat yukselmesi

® Evre 3: kreatinin 3 kat veya = 4 mg/dL yUkselmesi veya renal
replasman tedavisi baslanmasi

® Vankomisin konsensuUs rehberi

® AKI=serum kreatinin dizeyinin 250% or >0.5 mg/dL kalici
yukselmesi (iki ardisik 6lgim)



Bulgular

® Toplam 558 hasta (279 V-TZP, 279 VC)

® yas;55.9 +16.6 yil

® Tedavi baslangi¢ ozellikleri benzer
® V-TZP

® Beyazirk, septik sok, cilt ve yumusak doku enf fazla
* VC

® Kadin, konnektif doku hastaligi, HT fazla

® Vankomisin yukleme doz verilen hasta sayisi,
vankomisin median dozu her iki grupta benzer




RIFLE kriterine gore ABH
HR: 4, p<o0.0001

Van. konsessus rehberi ABH
HR: 4.4, p<0.0001




RIFLE kriterlerine gore ABH gelisenler
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® ABH gorulme zamani (ortanca)

® V-TZP: 3 gun, VC: 5 gun (p<0.0001)
® Hastanede kalma suresi

® V-TZP: 8 gun, Vc: 6 gun (p<o0.01)
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Median trough Toxicity rates Pyalugews 15-20 | 2wvalue vs =20 mgfL
value __[l_'l.g.f’L
Vancomycin/cefepime
<15 mg_:,-"i. 1/76 (1) 0.37 00301
15 - 20 mg/L 4/83 (5) NA, 0.0003
=20 mg/L 16/77 (21) 0.0003 NA
Vancomycin/ piperacillin-tazobactam
<15 mg/L 23779 (29) 0.57 05
15 - 20 mg/L 16/66 (24) P 0.2
=20 mg/L 28780 (35} 0.2 A,

® TZP kolunda vankomisin yukunun etkisi yok

® C kolunda vankomisin yuku arttikca ABH artiyor
® %1 (<15 mg/L), %5 (15-20 mg/L), %21 (>20 mg/L)



Sonug

® V-TZP kombinasyonu ile

® ABH 3 kat daha fazla

® ABH daha erken goruliyor (3 vs 5 gun)

® ilk haftanin her ginu igin risk yuksek seyrediyor
® ABHTZP kolunda vankomisin yuka ile iliskisizken, VC kolunda
iligkili

® V-TZP o kadar nefrotoksik ki, vankomisinin nefrotoksik etkisini
karaltiliyor



'HEPATOLOGY EAASLD|

HEPATOLOGY, VOL. 66, NO. 1, 2017

Evaluation of Hepatitis B Reactivation
Among 62,920 Veterans Treated With
Oral Hepatitis C Antivirals

Pamela 5. Belperio, Troy A. Shahoumian, Larry A. Mole, and Lisa 1. Backus

® Direk antivirallerle KHC tedavisi verilenlerde hepatit B
reaktivasyonu gorulebilmektedir

® Hepatit C tedavisi ile ilgili calismalarda HBV/HCV koenfekte
hastalar dislandigindan reaktivasyon sikligi bilinmiyor

® FDA uyarisi mevcut



Hastalar ve metod

® ocak 2014 — eylUl 2016 tarihleri arasi tedavi alanlar
® HBsAg pozitif olanlar yuksek riskli grup
® Izole antiHBc pozitif olanlar dusuk riskli grup

® antiHBs pozitif olanlar cok disuk risk oldugu icin alinmadi

® Reaktivasyon arastirilmasi (tedavi sirasinda ve tedavi
bittikten 7 gin sonraya kadar)

® HBsAg pozitiflerde HBV DNA (>1000 IU/mL artis reaktivasyon)
® Izole antiHBc pozitiflerde HBV DNA ve HBsAg
® ALT (yUksek duzey kadinlarda >19, erkeklerde >30 U/L)




Bulgular

® 62 920 hastaya DAA verildi
® HBsAg testi 53,784 (% 85.5) hastada bakildi, 377 (%0.7) pozitif

® antiHBc 40,383 (% 64.2) hastada bakildi, 18,462 (% 45.7) pozitif
® izole antiHBc pozitifligi 7295 (% 39.5)



Sonug

® DAA tedavisiile g hastada HBV reaktivasyonu goruldi
® 8/377 (% 2,12) tanesi HBsAg pozitif hastada
® 1/173 (% 0.58) tanesi izole antiHBc pozitif hastada

® HBV reaktivasyonu gorulen hastalarin cogunda ALT
yuksekligi < 2 kat (sessiz reaktivasyon)

® Bu buyUk kohort calismada reaktivasyon ¢ok nadir
goruldu ve ¢coqu sessiz reaktivasyon




Tesekkir ederim

N



