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“Ben, manevi miras olarak hichir ayet,
hi¢chir dogma, hicbir donmus ve kaliplasnus kural
burakmwyorum.

Benim manevi mirasum ilim ve akuldr.
Benden sonrakiler, bizim asmak zorunda oldugumuz
cetin ve koklii zorluklar karsisinda belki gayelere
tamamen erisemedigimizi, fakat asla taviz
vermedigimizi, akil ve ilmi rehber edindigimizi tasdik
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edeceklerdir.
Benim Tiirk milleti icin yapmak istediklerim ATATURK'U ANMA
ve basarmaya calistiklarum ortadadir. GENCLIK VE SPOR
Benden sonra beni benimsemek isteyenler, « BAYRAMI -

bu temel eksen iizerinde akil ve ilmin rehberligini kabul

ederlerse, manevi mirascgilarim olurlar.” W OW/

Mustafa Kemal Atatiirk




The challenges in the monitoring of infectious diseases after @ ®)

the earthquake in Tirrkiye in 2023
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After the devastating earthquake in Tiirkiye and Syria in February, 2023, the long-term failure to meet the need for Lancetinfect Dis 2023;
shelter, unfavourable living conditions in tent settlements, poor access to clean drinking water, water suitable for 23:e482-88

personal hygiene, and sanitary facilities, as well as interruptions in provision of primary health-care services, have
emerged as the most important risk factors contributing to the spread of infectious diseases. 3 months after the
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earthquake, most of these problems persist in Tiirkiye. Data on the control of infectious diseases are scarce according ;473 3090023)00362-6

to the reports prepared by medical specialist associations based on observations of health-care providers working in

Kog University ishank Center

the region and statements made by the local health authorities. According to these unsystematised data, and forinfectious Diseases
considering the conditions in the region, faecal-oral transmissible gastrointestinal infections, as well as respiratory (KUISCID), Istanbul, Turkiye

and vector-borne infections, are the main challenges. Vaccine-preventable diseases, such as measles, varicella,
meningitis, and polio can be spread in temporary shelters due to interrupted vaccine services and crowded living

(Prof O Ergéniil MD,
Prof § Keske MD, Prof F Can MD,
Prof S Sakarya MD); Department

conditions. In addition to controlling risk factors for infectious diseases, sharing data on the status and control of of infectious Diseases and
infectious diseases in the region with the community, health-care providers, and relevant expert groups should be a  Clinical Microbiology

priority to improve the understanding of the effects of interventions and prepare for possible infectious disease

outbreaks.

Situation in the region before the earthquakes

(Prof O Ergonil, Prof § Keske),
Department of Medical
Microbiology, Kog University

Comment

Gastrointestinal infections I

Cholera An 2022 outbreak that started in Syria and resulted in >100 000 suspected
cases, with 30% of infections in idlib near the Turkish border”
Hepatitis A Not reported in the earthquake-affected region of Turkiye, but 1354 cases

ed among refugees in temporary shelters from 2012-2016*

P

Respiratory infections

Measles The vaccination rate was 90-92%," and measles incidence between
March, 2022, and February, 2023, was 5-46 per million,* which is the third
highest rate in the WHO European region

Rubella The incidence between March, 2022, and February, 2023, was reported to be

the second highest in the WHO European region™

Incidence of tuberculosis was reported as 18 cases per 100 000 people in
Torkiye in 2021

| Vector-borne infections
cabies Reported”

Some provinces in the earthquake area are the old malaria region
(southeastern provinces of Tiirkiye), and there are reported cases**

Tuberculosis

Malaria

Leishmaniasis Cutaneous leishmaniasis was reported in the region™

Sandfly fever The vector (sandflies) is present and infections were reported™

West Nile fever West Nile fever seropositivity was detected in Mardin area in 52 (17%) of 307

tested individuals *

Multidrug-resistant Gram-negative bacteria such as Acinetobacter spp and
carbapenem-resistant Klebsiella spp are the leading challenges in the
hospitals in Tirkiye*

Hospital-associated
infections

The outbreak should be carefully monitored because
of the poor sanitation conditions in Syria and
Turkiye

Qutbreak expected among unvaccinated population

Outbreak expected because of measles’ high
incidence in Turkiye* and interrupted vaccination
services

Outbreak expected because of rubella’s high
incidence in Turkiye™ and interrupted vaccination
services

Because of overcrowding and disrupted health-care
services, monitoring and control of tuberculosis is a
challenge

Preventive treatment should be implemented

Emerging cases expected in the summer

Outbreak expected in warmer season
Outbreak expected in warmer season

Outbreak expected in warmer season

Stringent infection control measures should be
implemented

Table: Evaluation of the potential outbreaks in the Tirkiye earthquake region
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Figure 2: Potential infectious diseases after the Turkiye earthquake by time

Subat 2023'te Tirkiye ve Suriye'de meydana gelen yikici depremin

ardindan,

e Barinma ihtiyacinin uzun sire karsilanamamasi,

e Cadir yerlesimlerindeki olumsuz yasam kosullari,

* Temiz icme suyuna, kisisel hijyene uygun suya ve sihhi tesislere
erisimin yetersizligi ve

* Temel saghk hizmetlerinin sunumundaki kesintiler,

bulasici hastaliklarin yayilmasina katkida bulunan en 6nemli risk

faktorleri
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Table 1
Characteristics of patients and risk factors

Control

Acinetobacter baumanni

Multivariate analysis odds ratio (95%

Major Article

An outbreak analysis of wound infection due to Acinetobacter
baumannii in earthquake-trauma patients

Esma Eryilmaz-Eren *", Suleyman Yalcin PhD ", Firat Ozan “, Esma Saatci MD",
Serap Suzuk-Yildiz <, Zeynep Ture ', Aysin Kilinc-Toker °, llhami Celik °
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Retrospektif vaka-kontrol calismasi,

6 Subat Tirkiye depreminden etkilenen
travma hastalarinda,

Depreme bagli ezilme-travma yaralanmasi
nedeniyle en az bir ekstremite ameliyati
geciren hastalardan A. baumannii‘ye bagl
yara enfeksiyonu olan hastalar vaka grubunda
(n=44), enfeksiyonu olmayan hastalar ise
kontrol grubunda (n=62)

Salginin kaynaginin belirlenmesi igin ¢cevre
kiltarleri

PFGE ile molekuler tiplendirme

n=62 (%) n=44 (%) confidence interval) P value
Age 321 19.0 316 + 155 866
310 (4.0-83.0) 320 (4.0-770)
Male gender 30(48.4) 24(545) 560
Time under the debris (h), mean + 5D 220+ 219 357 £ 30.0 031 102 (1.00-1.04)
13.0 (1.0-103.0) 28.0 (2.0-130.0) 037
APACHE Il score.admission BOt45 200 £ 71 001 T12 (0.98-127)
236
SOFA score, admission 34:18 53+20 001 113 (0.80-1.60)
479
| 48 (774) 23(523) 007 021 (0.06-0:68)
010
Cheac for
pichean
39 (62.9) 35(79.5) 066
8 (12.9) 11 (25.0) 110
25 (40.3) 14 (318) a7
31 (50.0) 33(75.0) 010 89 (0.27-2.92)
84
16 (25.8) 33(75.0) 001 6.08 (1.64-22.66)
00
1(65) 13 (295) 001 398 (0.65-24.32)
135
4(65) 5(11.4) 3n
38 (61.3) 28 (63.6) 806
21(339) 19 (43.2) 330
5(8.1) 10 (22.7) 064
1(16) 3(68) 166
23(371) 19 (43.2) 333
16 (25.8) 19 (43.2) 051
15 (24.2) 6 (13.6) 136
12 (19.4) 2(45) 054
3 (48) 14 (318) 001
1(16) 9 (205)
58(93.5) 21(47.7)

Cok degiskenli analizde;

Enkaz altinda gecen siire (OR:1.02, 95%
Cl: 1.00- 1.04) ve hemodiyaliz (OR: 6.09,
%95 Cl: 1.64-22.66) bagimsiz risk
faktorleri

ilk miidahalenin tam donanimh G¢inci
basamak hastanede yapilmasi, sahra
hastanesinde yapilmasina gore
enfeksiyonu azaltici bir faktor (OR: 0.21,
%95 GA: 0.06-0.68) ve salginin kaynagi
olarak pansuman arabalari ve makaslar
belirlenmis.
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Multidrug resistance in pathogens of community-acquired urinary tract infections in
Turkey: a multicentre prospective observational study
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* Turkiye'de toplum kokenli idrar
yolu enfeksiyonlarindan (CAUTI)
izole edilen izolatlardaki coklu
ilac direnci (CID), direnc oranlari
ve faydali secenekler acisindan

tlke capinda bilgi sahibi olmak
amaci ile

 Mart 2019 ile Mart 2020
tarihleri arasinda 20
merkezden toplam 1588
toplum kokenli izolat
analiz edilmis
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Table 1. Distribution of symptoms and signs of the patients.

Present (n, %) Total (n,%)) Table 4. The NUTS regions distribution of samples and MDR bacteria.
S:mzlnms and siEns related to UTI
|_ Diysuria 1313 (83.3) 1576 (100) |

Drgency 366 (54.0) R n (%) MDR +, n (%)

Pollakiuria 1142 (72.4) 1578 (100) NUTS-1 91 {5.7) 39 (42.9)

Suprapubic tenderness 816 (51.7) 1577 (100) NUTS-2 123 {1?} 58 [Sﬂ_n}

Flank pain 428 (27.1) 1578 (100)

Chills 375 (23.8) 1578 (100) NUTS-3 63 (4.0) 17 (27.4)

Malaise 368 (23.4) 1588 (100) NUTS-4 9 (0.6) 3(33.3)

Perineal-pelvic pain 100 (7.5) 1342 (100) NUTS-5 103 {'ﬁ.:‘l‘} 15 [34_[}}

Fever (as a symptom) 289 (18.3) 1578 (100)

Fever (=38 °C by physical examination) 258 (16.3) 1580 (100) NUTS-6 175 { 110} &4 [49'4}

Tachycardia 157 (10.0) 1575 (100) MNUTS-7 15 (0.9) & (4000}

Costovertebral angle tenderness 285 (18.1) 1577 (100) NUTS-§ 05 { 12.9) &4 [42_[”

Hypotension 68 (4.3) 1575 (100)

Altered state of consciousness 30(1.9) 1575 (100) NUTS-9 251 { 15.8) 1 [34:'

Cyanosis of fingers 7 (0.4) 1574 (100) NUTS-TRA 7(0.4) 2(28.6)
Those having only lower UTI signs and symptoms 807 (51.1) 1580 (100} NUTS-TREE 330 {21_3] 123 {35.5]
Those having only upper UTI signs and symptoms 15(0.9) 1580 (100)
Those having both lower and upper UTI signs and symptoms 650 (40.9) 1580 (100) NUTS-TRC 207 (13.0) B9 (44.7)
Those having no signs or symptoms of UTI 102 (6.4) 1580 (100)

UTI risk factors NUTS: nomenclature of territorial units for statistics MDR: multidrug resistance.

Pregnancy 223 (17.2) 1295 (100) *percent for column, ** percent for ling, analysis on 1566 MDR positive samples excluding Psewdomonas spp.

Diabetes mellitus 221 (14.40) 1576 (100)

Urolithiasis 160 (10.2) 1572 (100)

|- Benign prostate hyperplasia 145(51.4) 282 {1080) I . . . . .

il L * Sonuglar direng veya CID gérilme oranlari ile NUTS boélgeleri

Genital cancer 204{1.3) 1519 (100)

Prostate cancer 17 (6) 282 (100) 1 HH H ~ 1

Past urinary tract surgery 66 (4.2) 1568 (100) a raSInda blr I I I§kl gOStermem I§

Those having no risk factor for UTI 550 (34.8) 1581 (100)

Those having only one risk factor for UTI 325 (20.8) 1581 (100) )

i i J Turkish Journal of Medical Sciences Turk | Med Sci
Those having two or more risk factors for UTI T06 (44.7) 1581 (100) @ Mtpe//journals.tubitak gov.r/meedical/ (‘ml:l":(?ll'.'\;.:, 79
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e 1588 kiultir dremesinin
1269'u (%79,9) Escherichia coli
152'si (%9,6) Klebsiella spp. .
* Toplamda, CID izolatlari CAUTI 6rneklerimizin

* Erkek cinsiyet (p<0.001), %36,1i

* ileri yas (p:0.014) ve |

« iki veya daha fazla risk * CID varhgi E. coliizolatlarinda %35,7
faktoriine sahip olma (p<0.001), Klebsiella spp. izolatlarinda %57,2

CID varligi ile istatistiksel olarak

anlamli bir iliski gostermistir &

TUBITAK
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Table 5. Percentlages and resistance rates of isolated bacteria for the routinely used antibiotics.

AMC

TMP-

AM: ampiciuin. AMC: amoxicillin-clavulanate, P: bl:nxy]penicl“in. CZ: cefazolin, FOX: cefoxitin, CXA: cefuroxime-axetil, CFM: cefixime, TMP-STX: trimethoprim
sulfamethoxazole, FF- fﬁsfﬁmycin. F: nitrofurantoin, GEN: gentamicin, CIP: r_'ipruflnxar_'in. VA: vankomycin, N/A: nonavailable. Data of E. coli and Klebsiella spp. are all in bald.

Bacteria {%*) AM(n,%) (0.%) Pin%) | CZ(n%) | CXA(n,%,) | CFM(n,%) ST&‘%} FF(n,%) | F(n,%) |GEN(n%)|CIP{n,%)| VA(n,%) | =2res(n,%)| MDR Table 6. FIJ\SfDI.'l'l‘l."Ciﬂ and nitrofurantoin resistance in MDR (+) E. coli strains.
=
, 285 635 229 248 153 . I
E. coli 622 (49.8) 159 (13.6) 231 (21.8) | 326 (27.4) 41 (3.4) [132(10.4) 686 (54.1) E. coli /n (%) \ Total (%)

=1269 (79.9 1248 (24.3) |N/A (31.5) 1166 1058 1190 (24.0) (209 | 1267 (20.4) Nfd 1269 (35.7) i i

n= (79.9) n: w1175 :694 m T L 953 H T 1218 b 1i:1269 Fosfomycin-resistant { 37 (8.5) \ 434 (100)
% Nitrofurantoin-resistant \ 166 (40.8) / 407 (100)
Stafilococcu 1{18.7) 3(42.9) 0inp . o) 6 (75.0) ]
n=10{0.6) izt N/A n:7 NiA Nik NiA e N/ NiA 7 n:8 N/A (20) (0) n:10 . . v
;]l"“} T MDER: multidrug resistance.
Streplococcusn=15 167 1l 00
el A7) NiA O Taa s NIA (10) N/A W ia NIA NAA o) {0)
(0.9) H:l5 rzdl M w15 wls
CNS =28 (1.8) IZ?(EI]] NiA 7 (63.6) NiA NiA NiA 4(16.0) N/A N/A | (4.5) m:22 16 (59.3) NIA 13 (46.4) [4(14.3) Table 7. Fosfomycin and nitrofurantoin resistance in lower UTI patients.
m:20 n:ll n:2s n:27 28 n:28
Serratia 3 (100) 2(66.7) NiA L {100y o0 o) 1(333) |2(100) (1(50) |O{0) o) MIA 2 (66.7) n:3| 1(33.3) Patients with anly lower UTI signs and symptoms /n (%) \ Total (%)
n=3(0.2) ri:3 H:3 n:l n:2 n:2 izl iz H:2 iz n:3 N EE itrof N n { \
: - E0)] 2100 |2(100 |1 (50) 5 3 Nitrofurantoin-resistant 4615.7) 805 (100)
Providencia 2{100) 2 (100} } ) ) 2 - 2 P 5
=2 (0.1) w3 a2 NiA NiA n:l 0{0) 2 1{50) n:2 2 e 2 1(50) 2| N/A (100) n:2 | (100) m:2 Fosfomycin-resistant \@/ 528 (100]
9(34.6) [3(12.0) 19 (100) | 4{154) 18(72.00 |30(13.0) [1B(72.0)) 1 (4} 114.0) 17 (65.4) |[11{42.3) UTI: urinary tract infection.
Prot =26 (L4 NiA 4 {16) n:25 MSA

i (1.6) n:26 n:25 119 n:26 (16)n 125 123 H:25 125 Hn:25 26 H:26

Citrobacter n=8 5(62.5 3 (429 5 (625 1i125 2(28.6) |1{143 10143 1{125

ﬂ' rosdeter 'E.‘, U Sl PSP ’_(3 Moy ns | 1200 s -Er ) (;, ) {? o0y n:s [? "aa iazs) es _fg )

; 5) : ;2 e n:7 1 : n: n.{ o Ts T ETR T :- Table 8. Comparison of ciprofloxacin resistance in MDR (-] and MDR (+) E coli and Klebsiella spp. strains.
irlerococcus n=4d. - N N 4 (13 N . ! 2

{2.7) n:d2 NiA N/A NiA N/A N/A N/A N/A n:30 N/A n:37 r:d 43 (4.7) n:43 - - -

Klebsiella n=152 | 134{93.1) | 58 (40) NiA 65(84.4) [15(11.1) |29 (23.6) |44(30.6) |61(58.1)|28(20.3)|20(13.2) |32(21.3) N/A 111(73.0) |87 (57.2) E. coli vs. ciprofloxacin MDR (-} n (%) MDR (+) n (%) P
[(9.6) n:144 n:145 n:77 n:l35 n:i23 m:144 m:105 n:i38 | m:152 n:150 mi52 n:l52 Susceptible 743 (91.1) 237 (51.4)

- 0001
Prestdrones and 24 (75.0) Resistant 33 (4.3) 215 (45.6) =
Acinetobacter NFA NIA NiA NiA NiA NiA N/A N/A NIA NiA ) NfA N/A NIiA - - -
=32 (2) n:30 Klebsiella spp. vs. ciprofloxacin

2 5 tibl 63 (969 55 (63.2
. B0 (54.0) ?35301 {13]3 3 :4:3?] 179 (13.4) | 265 (21.8) | 396 (28.0) {2::4] 95 (6.7) | 155(10.4) | 344 (22.8)| 3 (100) | 846 (54.4) 5366:1; e (369) (63.2) =0.001
n:1499 o : > n:1335 1215 n:1416 - w1417 |n:l486 wls07  |n3 n:1556 . Resistant 2031 32 (36.8)
w1357 |33 n:796 n:1092 n:1356
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Sonuc

* CAUTI'lerdeki CID oranlari Tirkiye'nin tim NUTS
bolgelerinde %25'in lUzerinde

* Polikliniklerde antibakteriyel direnc icin risk
faktorleri degerlendirilerek idrar kulttru
gerekliliginin 6nemi vurgulanmakta

* Antibiyotik ydnetim programlari, dncelikle egitim
yoluyla daha yaygin ve etkili bir sekilde
uygulanmall




Journal of
J Antimicrob Chemather 2023; 78: 1757-1768 A""ltl mchOblal
https://doi.org/10.1093/jac/dkad167 Advance Access publication 2 June 2023 C emOt EI’CIpy

Epidemiology and risk factors of 28-day mortality of hospital-acquired
bloodstream infection in Turkish intensive care units: a prospective
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* Toplam 547 hastanin %58,7'si erkek,
ortanca [IQR] yas 68 [55-78]

* En sik kaynaklar intravaskiler kateter
182, }%33,3” ve alt solunum yolu
175, (%32,0

Qizole edilen patojenlerin (n = 599)

* %67,1'i Gram-negatif,

* %21,5'i Gram-pozitif ve

* %11,2’si fungal

L Acinetobacter tirlerinin %90,4'linde,

* Klebsiella turlerinin %53,1'inde ve

* Pseudomonas turlerinin %48,8'inde
karbapenem direnci mevcut

Enterobacterales, spp., Acil spp. Gram-positive bacteria
(n=312 patients) (n=86 patients)

Carbapenem-resistance status Antimicrobial resistance status

mNon-CR mCR m Susceptible Resistant

004
8, Bz
g & % R o
| o ki 754
£ - g 75
g £
g 75 © %
H g 2 il
= 2 E 5 2
LR = E 501
£5 = ]
24 50 = " 22 5
L] 3 £
=3 < o g
2 & FE
2§25 £3 251
e g ]
e ®
- 8 m 3 ® &
i i k) :‘ Source control required, completed (n=165)
0 E 0 L Source control required, not ¢ ) Logrank p<.001
& Ne! 001
10 20
onset of HABSIs and d at day-28 (days)

=
)
5]
87.1%
92.7%
=
2
3

60.1%

7.9%

f patients re
microbial therapy
o
& a8
¢
36.8%
I

E ont ired, not completed (n=59] p<
g [Oh; 24h[ [24h; 48h[ [48h; 120h[  2120h  Never [Oh; 24h[ [24h; 48[ [48h; 120h[ 2120h ver
2 (=131) =45 (n=45) @=2)  (m=70) -4 @-15) [@=19) @=3)  @=5
Time between ial HA-BSI and ial therapy Time between ial HA-BSI and ial therapy "™ * !
(p==<.001)* (p=D0.049)*

dMonobakteriyel Gram-negatif HA-BSI'larda (n = 329),

e SOFA skoru (aHR 1,20, %95 GA 1,14-1,27),

 Karbapenem direnci (aHR 2,46, %95 GA 1,58-3. 84),

* Gegirilmis Ml (aHR 1.86, %95 GA 1.12-3.08),

e COVID-19 kabul tanisi (aHR 2.95, %95 GA 1.25-6.95) ve

e Kaynak kontrollinin saglanamamasi (aHR 2.02, %95 GA 1.15-3.54)
mortalite ile iliskili

e Klinik eczacilarin mevcudiyeti (aHR 0.23, %95 CI 0.06-0.90) ve kaynak
kontroli (aHR 0.46, %95 Cl 0.28-0.77) sagkalim ile iliskili

Monobakteriyel Gram-pozitif HA-BSI'larda (n = 93),
e SOFA skoru (aHR 1.29, %95 Cl 1.17-1.43) ve yas (aHR 1.05, %95 Cl 1.03-

1.08) mortalite ile iliskiliyken;
» Kaynak kontroll (aHR 0.41, %95 Cl 0.20-0.87) sagkalim ile iliskili



2> Infect Dis (Lond). 2023 Sep;55(9):607-613. doi: 10.1080/23744235.2023.2226709.
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Higher rates of cefiderocol resistance among NDM
producing Klebsiella bloodstream isolates applying

25

Cefiderocol disc zone diameter, mm

EUCAST over CLSI breakpoints ) =3 .
Burcu Isler ' 2, Cansel Vatansever 3, Berna Ozer 2, Giile Cinar 4, Abdullah Tarik Aslan °, 1
Caitlin Falconer 1, Michelle J Bauer ', Brian Forde ', Funda Simsek ©, Necla Tiilek 7,
Hamiyet Demirkaya &, Sirin Menekse 2, Halis Akalin 10, ilker inang Balkan 1, Mehtap Aydin 12, |
Elif Tiikenmez Tigen '3, Safiye Kogulu Demir '*, Mahir Kapmaz '°, Siran Keske 3 16,
Ozlem Dogan 3, Cigdem Arabaci 17, Serap Yagci 8, Giilsen Hazirolan °, Veli Oduzalp Bakir 20, “1
Carbapenem S OXA-48-like NDM KPC No carbapenemase

Mehmet Génen 27, Nese Saltoglu 1, Alpay Azap 4, Ozlem Azap &, Murat Akova °,

Onder Ergondil 3 22’ Fiisun Can 3 22 , David L Paterson 1 , Patrick N A Harris 1 Figure 1. Box plot graph of cefiderocol inhibition zone diameter according to carbapenem resistance mechanism. S: susceptible.

Table 3. Comparison of interpretive categories when using EUCAST and CLSI inhibition zone diameter breakpoints for

> . cefiderocol according to carbapenem resistance mechanism.
* Cogunlukla OXA-48 benzeri veya NDM o o
Carbapenem resistance Number of _— | (%)
mechanism isolates EUCAST CLsl cLsl EUCAST cLS!
treten CRK kan dolasimi izolatlarinda (n = OXh ke 1 279 . ‘e e e 5 e
KPC-2 4 1(25) 0 0 3 (75) 4 (100)
No-carbapenemase 13 2(15) 0 0 11 (85) 13 (100)
1 115 1 1 carbapenem susceptible 50 1(2) 0 0 49 (98) 50 (100)
254) disk diflizyon (Mast Diagnostics, T T 1

S: susceptible; I: intermediate; R: resistant; MBL: metallo-beta-lactamase; CRK: carbapenem resistant Kiebsiella spp.
*31 of 42 MBL producing isolates also produce an OXA-48-like carbapenemase.

ingiltere) ile sefiderokol direnci arastiriimis

Medyan sefiderokol inhibisyon zon capi;

Table 1. Comparison of EUCAST and CLSI interpretive criteria for * Tum izolatlar IGIN 24 mm “QR: 24-26 mm),

Enterobacterales.  NDM ireticileri icin 18 mm (IQR 15-21 mm)
Broth micro dilution, mg/L Disc diffusion, mm
S | R S | R ATU . .
¥ o) 0/9’
s = T s W o 1s2 * Tidm izolatlarin sirasiyla %26 ve %2’si,
cLs| <4 8 216 216 12715 <11 NA * NDM iireticilerinin %81 ve %12’si

S: susceptible; I: intermediate; R: resistant; ATU: area of technical uncertainty;

NA: not available EUCAST ve CLSI kriterleri kullanilarak sefiderokole direngli saptanmis
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* AMD Kiresel Bir Sorun Hizh Gelisen Konu ve
Ihtiyaclar

Direncli Gram-Negatif Bakteri Infeksiyonlarinin
Yonetiminde Sik Karsilasilan Sorunlar ve C6zum * Gram-negatif bakterilerdeki
Onerileri: Klinik Pratige Yénelik Uzman Goriisii _ . . .. J

g ‘ antimikrobiyal direng, dinya AMD konusunda hizl

Common Problems and Solutions in the Management of Resistant genelinde ve ulkem|zde C|dd| geIISmeIer ya§anmakta ve
Gram-Negative Bacterial Infections: Expert Opinion on Clinical Practice gu ncel ||te ratu r bl Ingl ne

bir halk sagligi sorunu

Sua SUMERYID), Gzlem KURT AZAPZ(ID), Gokhan AYGUN(ID), Halis AKALIN?(ID), dayall kIIaVUZIar (IDSA

Murat AKOWAS Iftihar KOKSALS

2023) ihtiyaci

 Diinya Saglik Orgiiti
karsilayamamakta

liderliginde, tip, hayvan sagligi
_ ve tarim alanlarini iceren genis
s e 8 A A B e i e kapsamli AMD surveyans
it s 4l ol il b p e sistemleri olusturulmustur

Turk Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji uzmanlari, AMD'li hastalari tedavi eden farkl branslardan
hekimlere rehberlik sunacak bir kaynak olusturmayi hedeflemekte olup, bu derleme ile AMD'nin 6nemini, ydnetim
cabalarini, hizh gelisen alanlari ve uzmanlarin ¢6ziim odakli yaklasim vurgulanmaktadir.



[ ECDC Avrupa Antimikrobiyal Direng Siirveyansi 2021

« 2019 ylllnda dl'jnya verilerinde (kan ve beyin omurilik sivisi izolatlarini iceren)
genelinde gerceklesen 4.95 Turkiye'de
milyon olimin 1.27 £ ol o e
. . * E. colive K. pneumoniae’e Uclincu kusak sefalosporin direnci
mllyonunun bakterlyel sirasiyla %50.2 ve %75.4,

AM D’ye baéh * * P. aeruginosa’da seftazidim direnci %28.1,

. |k . d | b l.u. G | * E. coli, K. pneumoniae, P. aeruginosa ve Acinetobacter
tisaal 3 DIFlIgI ve Gelisme spp.de karbapenem direncg oranlari ise sirasiyla %4.7, %49.1,

Teskilati (OECD)‘nin Saghk %39 ve %93.3 olarak
Politikalari Calisma

Raporu’na gore, 2015
vilinda en yliksek AMD orani .

O USHIESA 2021 raporunda

Karbapenem direng oranlari K. pneumoniae’de %63.6, A.

%35 ile Tu rkiye , Yunanistan baumannii’de %91 ve P. aeruginosa’da %64.3 olarak
ve Kore’de
e Kolistin direnci ise K. pneumoniae’de %32 ve S flora. .. e

A. baumannii’de %11 olarak saptanmistir

*Murray CJL, lkuta KS, Sharara F, Swetschinski L, Aguilar GR, Gray A, et al. Global burden of bacterial antimicrobial resistance in 2019: A systematic analysis. The Lancet 2022;399:629-55



SORU : AmpC beta-laktamaz ureten Enterobacterales’te tedavi nasil
olmalidir?

* Enterobacter cloacae complex, Klebsiella aerogenes ve Citrobacter freundii

 Seftriakson, sefotaksim, seftazidim ve piperasilin-tazobaktam kullanimi
tedavi sirasinda direnc¢ gelisme riski nedeniyle desteklenmemekte

» Sefepim iyi bir secenek, ayrica fluorokinolonlar ve TMP/SMX'te tedavi

alternatifleri arasinda oldugu belirtilmekte R




SORU : Karbapenem direngli Enterobacterales enfeksiyonlarinda
tedavi yaklasimi nasil olmahdir?

* Komplike olmayan sistit tedavisinde eger bakteri duyarli ise
nitrofurantoin, TMP-SMX, siprofloksasin veya levofloksasinin tercih
edilmesi desteklenmekte ancak direnc¢ oranlari nedeniyle
kinolonlardan dnce fosfomisin ve nitrofurantoin tercih edilebilecegi
belirtiimekte;

 Alternatif olarak ise tek doz aminoglikozid, oral fosfomisin, kolistin,
seftazidim-avibaktam, meropenem-vaborbaktam, imipenem- e
silastatin-relebaktam veya sefiderokol 6nerilmekte N

Yoneti
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SORU : Karbapenem direngli Enterobacterales enfeksiyonlarinda tedavi yaklasimi nasil olmahidir?

Pivelonefrit ve komplike USi tedavisinde ise eger bakteri duyarli ise TMP-SMX, siprofloksasin veya levofloksasin, alternatif olarak ise

seftazidim-avibaktam, meropenem-vaborbaktam, imipenem-silastatin-relebaktam, sefiderokol veya aminoglikozidler 6nerilmekte

Uriner sistem disi enfeksiyonlarda karbapenemaz testi yapilamiyorsa ya da negatif ise tercihen seftazidim-avibaktam, meropenem-

vaborbaktam veya imipenem-silastatin-relebaktam alternatif olarak sefiderokol 6nerilmekte

OXA-48 benzeri enzim tasiyan suslara yeni beta-laktamaz inhibitorli beta-laktamlardan sadece seftazidim-avibaktam etkili, MBL
pozitif suslara ise bunlarin higbirisi etkili degil; NDM ya da MBL varliginda ise seftazidim-avibaktam ile aztreonam kombine
edilebilmesi 6nerilmekte ancak aztreonam temin edilememesi durumunda alternatif olarak polimiksinler, aminoglikozidler ve
fosfomisin kullanilabilecegi belirtiimekte; ayrica sefiderokol, MBL varliginda kullanilabilecek bir diger antibiyotik olup heniiz

tlkemizde bulunmadigi belirtilmekte

)
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SORU : Karbapenem direncli Enterobacterales enfeksiyonlarinda tedavi
vaklasimi nasil olmahidir?

* Fosfomisin in-vitro calismalarda CRE’ye karsi oldukca etkili olup sinerji
calismalarinda imipenem, meropenem, doripenem, kolistin, netilmisin ve
tigesiklin ile degisen oranlarda sinerji saptanmis,

 Kolistin +fosfomisin kombinasyonu KPC (+) suslara sinerjik etkili, OXA-48 (+)
suslara ise antagonistik etkili,

e Fosfomisin+Meropenem kombinasyonu OXA-48 (+), NDM (+) veya her iki
enzimi iceren CRKp suslarina sinerjik etkili olarak saptanmis

e Tigesiklin genellikle calismalarda kombinasyon seklinde ve 6nerilen dozun iki
kati olarak kullanilmis (HKP, VIP de mutlaka ylksek dozda)




» Seftazidim-avibaktama duyarli suslarin neden oldugu enfeksiyonlarda monoterapi ile kombinasyon tedavisi arasinda fark

bulunmamis *

O Klinik basarisizhik icin risk faktorleri olarak
* Hastanede gelisen pndmoni ve renal replasman tedavisi

* Sepsis, septik sok gibi kritik durumlar

U Eger kombinasyon yapilacaksa bireysellestiriimeli;

* Pnomonilerde fosfomisin,

* Kan dolasimi enfeksiyonlari ve Uriner sistem veya intraabdominal enfeksiyonlara sekonder bakteriyemilerde amikasin veya

gentamisin,

* intraabdominal enfeksiyonlar ve cilt-yumusak doku enfeksiyonlarinda tigesiklin veya duyarhlik sinirina yakin MiK degeri olan

izolatlarin enfeksiyonunda polimiksinler ile kombine edilebilebilecegi bazi yazarlar tarafindan desteklenmekte

%ﬂora nnnnnnnnnn w
& FLORA 30242011734 o 05578 lr J02401

*doi: 10.1016/j.ijantimicag.2019.08.025
*doi: 10.3390/anti-biotics9070388



SORU : Karbapenem direngli A. baumannii (CRAB) enfeksiyonlarinda tedavi yaklasimi nasil olmalidir?

* Tek bir antibiyotik ajanin etkinligini destekleyen sinirli klinik veriler géz 6niline alindiginda, CRAB enfeksiyonlarinin tedavisi icin en azindan

uygun bir klinik yanit gézlemlenene kadar en az iki ajanla kombinasyon tedavisi 6nerilmekte,

* Sulbaktam, bu kombinasyonun asil komponetlerinden biridir ve mutlaka yiksek dozda (6-9 g/giin) kullanilmali, Sulbaktam ile polimiksin-B,

kolistin, minosiklin, tigesiklin veya sefiderokol kombine edilebilecegi 6nerilmekte,

* Polimiksin-B, CRAB infeksiyonlarinin tedavisi icin en az bir baska ajanla kombinasyon halinde kullanilmasi énerilmekte; Uriner sistemde

kolistin metansulfonat aktif form olan kolistine dénistiigii icin CRAB’In neden oldugu USi’lerde tercih edilmesi nerilmekte,

* Yiksek doz minosiklin veya yliksek doz tigesiklinin en az bir baska ajanla kombinasyon halinde kullanilmasi 6nerilmekte; meropenem +

kolistin kombinasyonu 6nerilmemekte,

Blflora o o
* Yeni bir molekiil olan durlobaktamin, sulbaktam ile kombine edilerek kullanilmasi tedavide yeni bir alternatif olarak umut vadetmekte




SORU : Karbapenem direngli P. aeruginosa enfeksiyonlarinda tedavi yaklasimi nasil olmalidir?

* Cokilaca direngli P. aeruginosa’nin neden oldugu enfeksiyonlarda;

v’ izole edilen bakteri duyarh ise tedavide karbapenem olmayan eski beta-laktamlar (piperasilin-tazobaktam, seftazidim, sefepim,

aztreonam), bakteri karbapenem duyarli bile olsa 6ncelikli olarak tercih edilebilir

* Karbapenem olmayan eski beta-laktam antibiyotiklerin yiiksek doz ve uzamis infiizyon seklinde verilmesi desteklenmekte

* Yine izole edilen bakteri duyarli ise siprofloksasin veya levofloksasin gibi fluorokinolonlar da tercih edilebilir

* Kritik hastalarda ve kaynak kontroliiniin iyi olmadigi hastalarda P. aeruginosa eski beta-laktamlara duyarl bile olsa, yeni beta-

laktamlarin (seftolozan-tazobaktam, seftazidim-avibaktam veya imipenem-silastatin-relebaktam) tercih edilmesi desteklenmekte

%ﬂora zzzzzzzzzzzz w
b FLORA 30242011734 o 05578 lr J02401




SORU : Karbapenem direncli P. aeruginosa
enfeksiyonlarinda tedavi yaklasimi nasil olmalidir?

Komplike olmayan sistit icin seftolozan-tazobaktam, seftazidim-avibaktam, imipenem-silastatin-relebaktam ve sefiderokol
onerilmekte; kolistin alternatif tedavide olmak lizere tek doz tobramisin veya amikasin komplike olmayan sistit icin diger

alternatiler

Piyelonefrit ve komplike USi icin seftolozan-tazobaktam, seftazidim-avibaktam, imipenem-silastatin-relebaktam ve sefiderokol

tercih edilen secenekler; glinde tek doz amikasin ve tobramisin diger alternatifler

Genel olarak Uriner sistem disi enfeksiyonlarda tercihen yeni beta-laktamlar ve alternatif olarak sefiderokol 6nerilmekte ancak

ulkemizde bulunmamakta; mevcut veriler seftolozan-tazobaktami yeni antibiyotikler icinde ilk siraya koymakta

Seftolozan-tazobaktam, seftazidime-avibaktam, imipenem-silastatin-relebaktam veya sefiderokol duyarhligi dogrulandiysa — )

kombinasyon antibiyotik tedavisi onerilmemekte
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3- Brusellozdan kuskulanilan hastalarda enzim isaretli
immiin deney (ELISA) temelli testlerin tanidaki yeri nedir?

Oneri: Brusellozdan kuskulanilan ve RB testi pozitif olan hastalarda dog-
rulama amaciyla STA testi yerine ELISA temelli testler de kullanilabilir.
Tanida ELISA temelli testler kullanilacaksa IgM ve IgG testlerinin birlikte
kullanilmas: 6nerilir (Cok diisiik kanit diizeyi, giilii oneri).

4- Brusellozdan kuskulanilan hastalarda polimeraz zincir
reaksiyonu (PCR) temelli testlerin tanidaki yeri nedir?

Oneri: Bruselloz tanisinda PCR temelli testlerin duyarlilik ve ézgiilliigii
yiiksektir, ancak pahali olmalari, deneyimli personel ve teknik donanim
gerektirmeleri nedeniyle ilk asamada tani testi olarak kullanimi 6nerilmez.
Wright STA testinin negatif ¢ikmasina karsilik klinik kuskunun devam
ettigi ve kiiltiir sonucunun beklenmesinin tan: ve tedaviyi geciktirerek
hastada olumsuz sonuglara yol aabilecegi diistiniildiigii durumlarda bru-
selloz tanis1 koymak i¢in PCR temelli testlerin kullanimi diisiiniilebilir
(Diisiik kanit diizeyi, giiclii 6neri).

7-Bruselloz tedavisinde doksisiklin + streptomisin kom-
binasyonu, doksisiklin + rifampisin kombinasyonundan

ustin madar?

Oneri: Akut bruselloz tanisi konulan hastalarda tedavi rejimlerinin karg-
lastirildig1 calismalarin meta-analizinde doksisiklin-streptomisin (DOX-
STREP) rejimi, doksisiklin-rifampisin (DOX-RIF) rejimine gore daha
diisiik tedavi basarisizlig1 ve relapsla iliskili bulunmustur. Her iki tedavi

rejimi arasinda yan etki gelisimi agisindan fark saptanmamustir. Kullanim
zorlugu ve uyum sorunu yasamayacak akut bruselloz tanisi konulan has-

talarda oncelikle DOX-STREP kombinasyonunun kullanilmasi 6nerilir
(Diisiik kanit diizeyi, zayif oneri).

8-Bruselloz tedavisinde doksisiklin + streptomisin kom-
binasyonu, doksisiklin + gentamisin kombinasyonundan
Ustin madar?

Oneri: Akut bruselloz tedavisinde DOX-STREP kombinasyonunun, dok-
sisiklin+gentamisin (DOX-GEN) kombinasyonuna, tedavi bagarisizlig,
relaps ve yan etki gelisimi agisindan iistiinliigii yoktur. Tedavide DOX
ile kombinasyonda STREP veya GENden birinin tercih edilmesi 6nerilir
(Orta kamt diizeyi, giiclii oneri).

9-Bruselloz tedavisinde kinolon grubu antimikrobik ice-
ren kombinasyonlar, kinolon icermeyen kombinasyon-
lardan tstin madar?

Oneri: Akut bruselloz tedavi rejimlerini karsilastiran galismalarin me-
ta-analizinde kinolon grubu antimikrobikleri igceren kombinasyonlarin,
icermeyen kombinasyonlara gore, tedavi basarisizigy, relaps ve yan etki
gelisimi agisindan iistiin olmadig: goriilmistiir. Ek olarak son yillarda
kinolon grubu antimikrobiklerle ilgili artan giivenlik endigeleri nede-
niyle, akut bruselloz tedavisinde kinolon grubu antimikrobik igeren
kombinasyonlarin éncelikli olarak tercih edilmemesi 6nerilir. Bruselloz
tedavisinde kinolonlarin, sadece ilk secenek ilaclarin [DOX, RIF, GEN,
STREP] yan etki, ilag etkilesimi gibi herhangi bir nedenle kullanilamadi-
$1 durumlarda kombinasyonun bir bileseni olarak diisiiniilmesi onerilir
(Cok diisiik kanit diizeyi, giiglii oneri).




Oneri: Brucella spp. endokarditi olgularinin IPD meta-analizinde, 2’li
antimikrobik tedavi alanlarda 6liim orany, istatistiksel olarak anlaml
olmasa da 3’lii tedavi alanlardan daha yiiksek bulunmustur. Oliim dis:
istenmeyen etkiler birlesik sonlanimi (rekiirans veya istenmeyen ilag
etkileri veya yeniden hastane yatis1 veya hastane yatiginda postoperatif
komplikasyonlar veya bir yil icinde yeniden ameliyat edilmede) 2’li an-
timikrobik tedavi alanlarda 3’lii tedavi alanlardan anlamli olarak daha
yiiksek bulunmugtur. Bir diger komplike bruselloz olan spondilodiskit
¢aligmalarinin meta-analizinde de 3’lii tedaviler daha {istiin bulunmug-
tur. Brucella spp. endokarditi olgularinin tedavisinde 3’lii antimikrobik
tedavi rejimleri onerilir (Diisiik kant diizeyi, giiglii 6neri).

Oneri: Brucella spp. spondilodiskiti olan hastalarda tedavi rejimlerini kar-
silagtiran ¢aligmalarin meta-analizinde, 3'lii antimikrobiyal kombinasyon-
larin, 2’li kombinasyonlardan daha bagarili oldugu goriilmistiir. Brucella
spp. spondilodiskiti tedavisinde 3’lii antimikrobiyal iceren kombinasyon
tedavisi 6nerilir (Cok diigiik kanit diizeyi, zayif oneri).

Oneri: Brucella spp. endokarditi olgularinin IPD meta-analizinde, ami-
noglikozid igeren rejimlerle tedavi edilenlerde 6liim orani belirgin olarak
daha diisiik, ancak basta istenmeyen ilac etkileri olmak tizere 6liim dist

istenmeyen sonlamimlarin gelisme riski belirgin olarak daha yiiksek bu-
lunmugtur. Brucella spp. endokarditlerinde aminoglikozid igeren rejimlerle
tedavi onerilir, ancak aminoglikozid verilen hastalarda, nefrotoksisite
yoniinden yakin izlem yapilmali, ek nefrotoksik ajanlarin kullanimindan
kaginilmalidir (Diisitk kamt diizeyi, giiglii oneri).

Tedavi Kombinasyonlari

Komplike Olmayan Bruselloz
Birinci Segenek Tedavi Onerileri
DOX tablet 200 mg/gtin, 2 dozda, oral
EEN (5 mg/kg/giin), tek dozda, IM/IV
DOX tablet 200 mg/gin, 2 dozda, oral
+

STREP 1 gr/giin, tek dozda IM

Stire Agiklama

Shaf 4 Tedavi basarisizig, relaps ve yan etki gelisimi agisindan DOX + STREP

kombinasyonu ile benzer etkiye sahiptir.

5-7 glin
6 hafta . . - S :
DOX+RIF kombinasyonu ile karsilastirldiginda daha duisiik oranda tedavi
1421 gin basarisizligi ve relaps ile iligkili bulunmustur.

Alternatif Tedavi Onerileri (Birinci Secenek Tedavi Ajanlari Kullanilamadigi Durumlarda)

DOX tablet 200 mg/glin, 2 dozda, oral

5
RIF kapstil 600-900 mg/gtin, tek dozda, oral

RIF kapsil 600-900 mg/guin, tek dozda, oral, veya

DOX tablet 200 mg/gin, 2 dozda, oral
+

CIP 1000 mg/gtin, 2 dozda, oral
veya
OFX 400 mg/giin, 2 dozda, oral

Brucella spp.'ye Bagl Spondilodiskit

Birinci Segenek Tedavi Onerileri

DOX tablet 200 mg/giin, 2 dozda, oral
+

RIF kapsl 600-900 mg/gin, tek doz, oral
.

STREP 1 gr/gin, tek dozda, IM

veya

GEN 5 mg/kg, tek dozda, iM/IV

Alternatif Tedavi Onerileri

DOX tablet 200 mg/giin, 2 dozda, oral

+

RIF kapsul 600-900 mg/gun, tek doz, oral
+

CIP 1000 mg/gtn, 2 dozda, oral

veya
TMP-SMX, 10 mgrkg (TMP), 2 dozda, oral

AigiE Meta-analizine dahil edilen farkl galismalarda, RIF 600/900/1200 mg gibi

s sabit dozlar ya da 15 mg/kg/giin dozunda kullaniimistir.

- Diger kombinasyonlar herhangi bir nedenle kullanilamadiginda alternatif
6 hafta segenek olarak distindlmelidir.
- Meta-analizine dahil edilen galismalarda OFX (400 veya 800 mg/gin), CIP
(15 mg/kg/giin veya 1 g/giin), LEV (500 mg/gtin) gibi farkl kinolonlar ve
6 hafta dozlar kullanilmigtir.
- Meta-analizine dahil edilen calismalarin biri disinda hepsinde kinolonlarla
RIF kombinasyonu kullanilmis, birinde ise RIF-DOX, RIF-kinolon ve DOX-
6 hafta kinolon rejimleri karsilagtiriimig ve i rejim arasinda tedavi basarisi
agisindan fark olmadig| bildirilmistir (228).

z3 ay
=3 ay
* TMP-SMX, STREP veya GEN kesildikten sonra ugtincu ajan olarak belirtilen
3 hafta toplam tedavi stirelerinin sonuna kadar eklenebilir.
2-3 hafta
=3 ay
23ay Onerilen tedavinin Brucella spp. spondilodiskiti tedavisindeki yeri
konusunda yeterli kanit olmamakla birlikte komplike olmayan brusellozdaki
z3ay calismalar ve yazarlarin uzman géristine dayanilarak dnerilmistir.
>3 ay

SORU : Komplike olmayan Bruselloz
tedavisinde aminoglikozid iceren 3’li
antimikrobiyal kombinasyon rejimleri,

2’li kombinasyon rejimlerinden Ustln
mudur ?

Oneri: Brucella spp. spondilodiskiti olan hastalarda kinolon iceren anti-
mikrobiyal kombinasyonlarla, igermeyen kombinasyonlari kargilagtiran
¢ahigmalarin kanit diizeylerinin ve kalitesinin yetersiz oldugu goriilmiistir.
Brucella spp. spondilodiskiti tedavisinde kinolon igeren kombinasyonlarin
kullanimi konusunda kanita dayal éneri yapilabilmesi miimkiin degildir.
Bu konuda bilgi boslugu vardir. Rehberi hazirlayan uzmanlar tarafin-
dan, Brucella spp. spondilodiskiti olgularinin kombinasyon tedavisinde
kinolonlarin, artan giivenlik endigeleri nedeniyle ilk segenek olarak yer
almamas, ilk segenek ilaglarin (DOX, RIE, GEN, STREP) yan etki, ilag
etkilesimi gibi herhangi bir nedenle kullanilamadig1 durumlarda diisii-
niilmesi 6nerilmektedir (Bilgi bozluﬁ' ).

Oneri: Brucella spp. spondilodiskiti olan hastalarda 3 aydan uzun siiren
antimikrobiyal tedavi rejimlerini, 3 aydan kisa siiren tedavilerle kargilag-
tiran ¢aligmalarin kanit diizeylerinin ve kalitesinin yetersiz oldugu goriil-
miigtiir. Brucella spp. spondilodiskiti tedavisinin siiresinin ne kadar olmasi
gerektigi konusunda kanita dayal1 6neri yapilabilmesi miimkiin degildir,
bu konuda bilgi boslugu vardir. Rehberi hazirlayan uzmanlar tarafindan,
Brucella spp. spondilodiskiti tedavisinin en az 3 ay uygulanmasi, tedavi
sonunda klinik ve radyolojik olarak hasta bazinda degerlendirme yapila-
rak gerekmesi halinde siirenin uzatilmas: 6nerilmektedir (Bilgf boilu g‘u).

Oneri: Brucella spp. spondilodiskiti olan hastalarda DOX+STREP re-
jimini DOX+RIFle kargilagtiran ¢aligmalarin kanit diizeylerinin ve
kalitesinin yetersiz oldugu gorilmistiir. Brucella spp. spondilodiskiti
tedavisinde antimikrobiyal tedavi rejimi konusunda kanita dayal1 6neri
yapilabilmesi miimkiin degildir, bu konuda bilgi boslugu vardir. Akut
bruselloz tedavi rejimlerini kargilagtiran galigmalarin meta-analizin-
de STREP igeren rejimin daha etkili bulunmug olmas: nedeniyle, ek
olarak rehber grubunda yer alan uzmanlarin da uzlasisiyla, Brucella spp.
spondilodiskiti tedavisinde de DOX+STREP rejimine éncelik verilmesi
onerilmistir (Bilgi boslugu).

s o 203, 20 525

The Turkish Clinical Microbislogy and Infectious Diseases Sociaty (KLIMIK)
Evidence-Based Guideline for the Diagnasis and Treatment of Brucellosis, 2023
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Review

Selim Badur (® - Esin Senol @ - Alpay Azap ® - Cihan Yesiloglu @ -

Alev Ozakay (» * Serdar Ozturk (9 -+ Adriana Guzman-Holst @

Table 1 VZV and HZ incidence stratified by age and year in Istanbul, Turkey

Year Incidence of VZV Incidence of HZ

(per 100,000 patients) (per 100,000 patients)

<5 6-17 >17 <5 6-17 > 17 18-44 45-64 265
2011 290 853 52 9 19 182 208 141 181
2012 363 726 8 33 141 198 225 152 169
2013° 358 971 22 0 57 203 192 330 120
2014 193 392 5 6 33 196 227 138 213
2015 179 585 13 0 36 226 234 205 242
2016 130 543 6 18 41 229 244 227 193
2017 67 343 13 16 28 226 231 201 250
2018 22 216 8 27 43 241 249 261 199
2019 24* 170" 4 37 58 285" 303" 314 203
Table 3 Studies reporting HZ, pneumomccal, and influenza vaccination preva.[ence in Turkey
Reference Individuals vaccinated, » (%) N Mean age, years

HZ occus Infl

Siitlii and Til [104] 4(0.8) 13 (27) 160 (32.8) 488 NR*
Kizmaz et al. [100] 6(1.8) 14 (4.3) 71 (21.8) 326 7159
flhan and Bakkaloglu [99] 0 (0) 2 (07) 22 (8.2) 268 767

HZ herpes zoster

“Mean age was not reported; however, the surveyed individuals were aged > 65 years.

Herpes Zoster Burden of Disease and
Clinical Management in Turkey:

A Comprehensive Literature Review
Selim Badur; Esin Senol; Alpay Azap; Cihan Yesiloglu; Alev Ozakay;

Serdar Ozturk; Adriana Guzman-Holst
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Long-term nerve pain
was the most common
complication, reported in

up to 6 in 10 patients

CONCLUSIONS

There are
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6% of patients reported
complications affecting
the eye or facial area
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Awareness of
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[ SHINGLES VACCINE 3]

High number of
reports describing
complications suggests
a high healthcare burden

in Turkey

A

Poor knowledge of

I shingles may result

QEE in misdiagnoses and
under-reporting

Demographics
Total population®: 86,958,415
265 years®: 8,245,124
Median age®: 33.1 years

Fig. 1 Demographics of Turkey and the provinces with
reports on HZ epidemiology, including studies of HZ in
the general population and among patients with comor-
bidities; provinces with only case reports or series identified
were not included. The locations of 8 centers in the
VARICOMP study were not reported [35]; therefore, may
not be represented in this figure. HZ incidence was only
reported in Istanbul [21]. *Reported by Worldometer in
2023 [11]. bRCpOI‘th by the Turkish Statistical Institute in
2021 [106]. HZ herpes zoster

Table 2 Studies reporting the prevalence of HZ complications in Turkey

References Year N Mean age, years  Patients with complications (%)
Any PHN  Ophthalmic  Ramsay Hunt
involvement  syndrome

Acar et al. [53] 2019-2020 19 685 NR 316 63.2 NR
Celeek and Unld® [32]  2009-2019 100 64.1 NR 8 NR NR
Acer et al. [54] 2015-2016 166  51.48 NR 27.7 6.02 NR
Aty et al. [26] 2015-2016 53 7292 132 57 5.7 NR
Dogan et al. [29] 2016 35 4245 143* NR  NR NR
Ozkol er al. [27] 2007-2010 115 4221 13 NR°  NR NR
Kiigiikgakar et al. [28] 1999-2010 312 49.6 214 2147 NR 0.64
Yiiriik et al. [55] NR 90 5838 NR 58.9 NR NR
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4.9. SAGLIK CALISANLARINDA ASILAMA
4.9.1. Girig

Eriskin asilamas! kapsaminda, asilama nerileri olan risk gruplarindan birisi de sag-
lik calisanlandir. Saglik calisanlari; saglik egitimi almis olsun ya da olmasin, hasta ile
temas! olan tim personel olarak da tanimlanabilir. Birgok uluslararasi kurulus saghk
calisanlarinin asilanmasi icin ayr kilavuzlar yayinlamakta, saglik hizmet kurumlari ka-
lite ve hasta givenligi akreditasyon standartlari geregi saglik calisanlarinin asilanma
oranlarini izlemekte ve agilama politikalar gelistirmektedir. Tibbin temel prensibi has-
taya zarar vermemektir. Bu bakis agisi ile bir saglik calisaninin asilanmamasi sebebiyle
bir hastadan bulasan, bulasici bir hastaligi diger hastalara bulastiriyor olmasi tibbin
en temel ilkesinin ihlali anlamina gelmektedir. Saglik calisanlarinin agilanmasi gerekli-
ligi 6ncelikle bu anlayisla ele alinmalidir. Saglik calisanlarinin hastalarin davranislarini
degistirmek adina da énemli etkileri vardir ve rol model olmaktadirlar. Saglk cali-
sanlarinda ortaya cikan agiyla dnlenebilen enfeksiyonlar, tibbi sonuglarinin yani sira
dogrudan ve dolayli maliyetlere de neden olabilirler.

4.9.2. Tum Saghk Cahsanlari icin Onerilen Asilar

4.9.2.1. influenza agisi: Rehberin ilgili bélimiinde bahsedilen kontrendikasyon-
lar olmayan ttm saglk calisanlan yillik olarak asilanmaldir.

4.9.2.2. Hepatit B agisi: Bagisik olmayan tim saglik calisanlari icin endikedir.
Asilama &ncesinde HBsAg, anti-HBc-total ve anti-HBs bakilmalidir.

Primer u¢ doz asilama sonrasi yeterli koruyucu duzeyde (=10 mlU/mL) antikor
olusmayan kisilere ikinci asi serisi (i¢ doz) uygulanmalidir. Ikinci agi serisi sonunda
anti-HBs tekrar negatif bulunursa bu kisiler hepatit B enfeksiyonuna duyarli kabul
edilmeli, bu konuda bilgilendirilmeli ve riskli temas durumunda hepatit B immunglo-
bulini ile profilaksi Gnerilmelidir.

Saglik calisanlarinda hepatit B koruyuculugu icin antikor kontrolune ise baslarken
bakilmasi énerilmektedir. Normal bagisikligi olanlarda rapel dozu énerilmemektedir
ancak daha énce asilanmis olup yeterli antikoru olmayan saglik personeline bir hatir-
latma dozu asi dnerilmektedir. Bu hatirlatma, anti-HBs antikor seviyesinde ylkselme
saglayarak koruyuculugu arttirmaktadir. Hatirlatma dozuna yeterli antikor yaniti olan-
larda temas olsa bile ek 6neri yoktur. Hatirlatma dozuna yaniti olmayanlarin bir seri
daha asi (ikinci ve Uglinct doz) olmasi ve sonrasinda tekrar kontrol anti-HBs olctilmesi
onerilmektedir.

Halen glvenlik ve etkinlik calismalari devam eden yeni bir imminostimilatér ad-
juvan (HepB-CpG) iceren rekombinant hepatit B asisi mevcuttur. Klinik kullanima gir-
mesi halinde, standart asi dozlarina cevap vermeyen veya ikinci bir tek veya cift doz
yeniden asilama girisiminde basarisiz olan saglik calisanlari icin gindeme gelebilir.

4.9.2.3. Kizamik-kizamikgik-kabakulak (KKK) asisi: Bagisik olmayan tiim sag-
lik calisanlar icin endikedir. Kizamik, kabakulak ve kizamikgida karsi serolojik olarak
bagisiklik kaniti olmayan biittin saglik personeli en az 28 gin ara ile iki doz KKK asisi
olmalidir.
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Asagidakilerden en az birisinin bulunmasi KKK'ye karsi bagisik olundugunu gos-
terir:

* Dokimanlanmis, 28 giin arayla iki doz canl kizamik asisi veya iki doz KKK
asisi olmus olmak,

* laboratuvar olarak kizamik, kizamikcik ve kabakulaga karsi bagisikhk kazanil-
diginin gosterilmis olmasi.

4.9.2.4. Tetanoz-difteri asisi (Td/Tdap): Rehberin ilgili bélimiinde bahsedilen
glncel erigkin asilama dnerileri gecerlidir. On yilda bir Td rapeli yapilmasi ve bunlardan
birinin Tdap olmasi &nerilir.

4.9.2.5. Sucicegi agisi: Sucicedine karsi serolojik olarak bagisikhidr olmayan tim
saglik personeli 4-8 hafta arayla iki kez asilanmalidir.

Saglk personeli icin sucicegine karsi bagisiklik kanitini gésteren durumlar:
e Dokumanlanmis olarak iki doz sugicedi asisi olmak,
*  Bagisikligin laboratuvar olarak kanitlanmis clmasi,

*  Sucicedi enfeksiyonu tanisi veya éykisunin bir saglk personeli tarafindan
dogrulanmis olmasi.

4.9.2.6. Hepatit A asisi: Rehberin ilgili bélimnde bahsedilen glincel eriskin asi-
lama onerileri gegerlidir.

Polio, meningokok, tifo, kuduz asilari sadece mikroorganizma ile temas riski olan
mikrabiyolog gibi laboratuvar calisanlarina énerilmektedir.
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Fig. 1. Evaluation results.
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Men-ACWY-DT asisindan 6nce, sadece 3 (%3) katilimcinin serum orneklerinde
anti-meningokok 1gG pozitifligi tespit edilmis

Asilamadan sonraki 30. giinde katilimcilarin %48'inde antikorlar pozitif

Hicbir katilimcida nazofarengeal tasiyicilik tespit edilmedigi icin, asilamadan alti
ay sonra taslyicilar arasinda dekolonizasyonu degerlendirilememis

Ozellikle, tek doz Men-ACWY-DT asisi yapildiktan sonraki 30. giinde katilimcilarin
yaklasik yarisinda antikorlarin tespit edilmesi dikkat cekici
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* Toplam 978 /1012 (%96.6 katilim)
hemsire

* Kizamik IgG sonuglari negatif olan,
kizamik asisi olmamis ya da tek doz asi
olmus katihmcilar iki doz asi olmak
uzere; iki doz kizamik asisi yaptirmis ve
kizamik 1gG sonuclari negatif olan
katihimcilar bir doz kizamik asisi
yaptirmak tzere poliklinige davet
edilmis

Table 2
Vaccination and immunisation status of Measles IgG (-) participants after the
intervention, Tiirkiye, 2023.

(n) (%)

Participants who received two doses of measles vaccine before the intervention
(n = 37, %22,6)
One dose of measles vaccine in the intervention 22 59,5

Measles IgG status after vaccination — Positive 16 [72,7]1
Negative 6 [27,3]
No vaccination in the intervention 15 40,5

Participants who received one dose of measles vaccine before the intervention
(n = 32, %19,5)
Two doses of measles vaccine in the intervention 15 46,9

Measles IgG status after vaccination  Positive 11 [73,3]
Negative 4 [26,7]
One dose of measles vaccine in the intervention 14 438
Measles IgG status after vaccination  Positive 13 [929]
Negative 1 [71]
No vaccination in the intervention 3 93

Participants who had never received measles vaccination before the
intervention (n = 95, %57,9)
Two doses of measles vaccine in the intervention 41 43,2

Measles IgG status after vaccination Positive 35 [85,4]
Negative 6 [14,6]
One dose of measles vaccine in the intervention 38 40,0
Measles IgG status after vaccination Positive 34 [89,5]
Negative 4 [10,5]
No vaccination in the intervention 16 16,8

100

96.2

95 93.9 94,0

91.8
90

86.4

85
80
75
70 68.4
65
60
55
50

21-30 31-40 41-50 51 years and over

m2021 @ 2023
Graph 1. Comparison of participants’ Measles IgG (+) status before and after the intervention by age groups, Turkey, 2021-2023.

21-30 yas grubunda Kizamik I1gG (+) %68,4

Kadinlarda daha yuksek (%85,3 vs. %61,0)

En dislik IgG pozitiflik orani yogun bakim departmaninda (%75,8)

Toplam seropozitivite orani midahale 6ncesi %83,1’den %94,3’e yukselmis
21-30 yas grubunda %91,8’e, erkeklerde %90,2’ye ¢cikmis

16 kisi hic asilanmamis
Onceden iki doz asi olmus olan 37 katilimcidan 22’sine ek doz yapilmis ve

bunlarin %72,7’si midahale sonrasi pozitif

Miudahale sirasinda sadece 1 kisi asi reddi yapmis
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Table 1

The frequencies of the comorbidities and the associated rate of mortality

Comorbidities % of patients with the comorbidity % Mortality in patients: P
With the comorbidity Without the comorbidity
Diabetes mellitus 77.9 (738/948) 36.9 (217/588) 44,6 (83/186) 0.060
Post—COVID-19 5.7 (51/889) 29 (9/31) 39.1 (270/691) 0.261
Poorly controlled/uncontrolled 84.2 (341/405) 34.7 (104/300) 51.7 (30/58) 0.003
DKA 9.5 (61/643) 75.5 (40/53) 37.8 (186/492) <0.001
Hypertension 26.4 (231/876) 44.6 (87/195) 36.3 (194/535) 0.040
Malignancy 4.1 (36/878) 74.3 (26/35) 36.8 (257/698) <0.001
Hypothyroidism 3.0 (26/875) 37.5(9/24) 38.5(272/706) 0.919
Pulmonary disease 5.0 (44/877) 56.1(23/41) 37.4 (258/690) 0.017
Renal disease 11.2 (97/870) 61.4 (54/88) 342 (216/632) <0.001
Cardiovascular disease 10.7 (94/876) 44.4 (36/81) 37.9 (246/650) 0.250
Neutropenia 1.5 (13/869) 53.9 (7/13) 38.4 (269/701) 0.256
Transplant history 4.6 (40/871) 54.3 (19/35) 38.4 (265/690) 0.060
SoT 4.0 (35/871) 50.0 (15/30) 38.7 (269/695) 0.215
HSCT 06 (5/871) 80.0 (4/5) 38.9 (280/720) 0.061
Obesity (BMI > 30.0) 3.7 (32/877) 65.6 (21/32) 37.3 (263/706) 0.001

L. P e ok

Table 3
The predictors of fatality in mucormycosis

RN

RS

Univariate analysis

Multivariate analysis

Variable 0Odds ratio 95% Confidence interval p 0dds ratio 95% Confidence interval p

Age >65y 2.032 1.445-2.859 <0.001 0.909 0.373-2.213 0.833
Severe COVID-19 2.066 1.612—-2.647 <0.001 1208 0.709-2.057 0.487
Malignancy 4.957 2.287-10.743 <0.001 2.067 0.507-8.415 0311
Renal disease 3.059 1.932—4.843 <0.001 1.265 0.506—3.161 0.615

| Diabetic ketoacidosis 5.062 2.638—9.713 <0.001 6.690 2.326—19.247 <0.001__|

Hypertension 1.416 1.015-1.975 0.041 2225 0.963-5.143 0.061
Chronic pulmonary diseases 2.140 1.133-4.040 0.019 0.532 0.158-0.792 0308
Obesity 3.216 1.526—6.775 0.002 1.838 0.497-6.798 0.362
ICU for COVID-19 5723 3.665—8.938 0.001 2369 2369-1.333 0125
MV for COVID-19 8.801 5.261—14.720 <0.001 5722 1.847-17.719 0.002
Pulmonary mucormycosis 4.599 2.836—9.457 <0.001 4.784 1.737-13171 0.002
Gastrointestinal mucormycosis 5.337 1.723—16.526 0.004 3.578 0.328—-39.033 0.296

Independent risk factors for increased mortality in patients with COVID-19-associated mucormycosis based on the multivariate logistic regression analysis.
ICU, intensive care unit; MV, mechanical ventilation.

Table 2
The clinical features of the patients with COVID-19-associated mucormycosis
Clinical features of CAM % of patients with the condition % Mortality in patients: p
‘With the condition Without the condition
Severe/critical COVID-19 61.9 (305/493) 57.7 (158/274) 24,6 (41/167) <0.001
ICU admission for COVID-19 49.0 (209/427) 68.5 (126/184) 275 (52/189) <0.001
Mechanical ventilation for COVID-19 29.4 (126/429) 78.5 (91/116) 293 (79/270 <0.001
|  Corticosteroids use for COVID-19 78.5 (619/789) 40 6 (218/537) 35.9 (51/142 0.311
Dexamethasone 46.6 (240/515) 8 (98/219) 39.6 (95/240 0.263
Prednisone 2.5(13/515) 58 3 (712) 41.6 (186/447) 0.247
Prednisolone 6.0 (31/515) 16.1 (5/31) 439 (188/428) 0.002
Methylprednisolone 19.0 (98/516) 49.4 (44/89) 403 (149/370) 0.116
Hydrocortisone 1.9 (10/515) 90.0 (9/10) 40.1 (180/449) 0.002
Non-steroid immunomodulator use for COVID-19 14.6 (78/535) 50.7 (36/71) 37.0 (150/406) 0.028
Tocilizumab 9.1 (48/530) 55.6 (25/45) 37.4 (161/430) 0.018
Hydroxychloroquine 1.5 (8/522) 37.5(3/8) 39.2 (180/459) 0.921
Hospital-onset mucormycosis 30.5 (158/518) 61.7 (92/149) 325 (95/292) <0.001
Coinfection with Aspergillus sp. 8.5 (63/743) 51.7 (31/60) 379 (226/597) 0.037
Infection of the orbits 58.1(529/911) 37 4 (165/441) 40.8 (124/304) 0.353
Infection of the cerebrum 34.0 (302/889) 8 (112/250) 36.1 (171/474) 0.022
Surgical treatment 78.0 (659/845) 26 5 (151/570) 75.3 (125/166) <0.001
Antifungal treatment 96.3 (847/880) 37.0(269(727) 79.3 (23/29) <0.001
Amphotericin B 89.2 (749/840) 36.3 (235/648) 57.8 (41/71) <0.001
Liposomal AmB 73.5 (536/729) 36.3 (169(465) 51.2 (84/164) 0.001
AmB deoxycholate 14.0 (102/729) 43.6 (41/94) 39.6 (212/535) 0.467
Others 1.1(8/729) 429 (3/7) 40.2 (250/622) 0.886
Posaconazole 22.9(192/839) 16.8 (31/185) 458 (244/533) <0.001
In-hospital 14.2 (115/808) 25.0(28/112) 42,5 (246/579) 0.001
Simultaneous with AmB 7.8 (59/753) 31.0(18/58) 43 6 (252/578) 0.065
Subsequent to AmB 6.6 (50/756) 9.1 (4/44) 8 (265/591) <0.001
Isavuconazole 7.2 (62/864) 44,6 (25/56) 37 9 (260/687) 0314
Voriconazole 4.3 (37/865) 55.9(19/34) 376 (267/710) 0.032
Fluconazole 2.2 (19/865) 333(1/3) 385 (285/741) 0.855
Echinocandins 3.7 (32/865) 59.4 (19]32 375 (267[7]2) 0.013
L Ozbek et al. / Clinical Microbiology and Infection 29 (2023) 722-731 727
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Fig. 4. Mortality rates and distribution of isolated pathogens for each site of mucormycosis. Other sites not shown in the figure are the glottis, mediastinum, breast, lymph

node, spleen, vesicle, penis, and musculoskeletal.
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Hematolojik malignite popilasyonunda invazif
pulmoner aspergilloz (iPA) 6n tanisiyla takip edilen
hastalarda (n=327) posakonazol profilaksisi ve
ampirik antifungal tedavinin bronkoalveolar lavaj
(BAL), brons lavaji (BL) ve serumdaki galaktomannan
(GM) dlglimlerinin tanisal dogrulugu lzerine
etkisinin degerlendirilmesi amaclanan retrospektif

tek merkezli bir calisma

Table 2 Dnagnostic value of galactomannan measurements differentiating proven and probable IPA patients against possible and non-IPA
patients in different populations

Measurements Cut-off Sensitivity Specificity PPV NPV LR
(GM-0I)
Study population
BAL 06l 62.6 [54.5-70.4] 93.2 [88.5-96.4] BET[81.7-93.2] TAT[T0.5-78.4] 9.24 [5.2-16.1]
BL 0.85 T9.3 [T0.8-86.3] 93.6 [87.4-97.4] G20 [E64-96.4] 213 [75.2-86.1] 125 [6.1-25.9]
Serum 0.59 273 [20.1-35.5] 9.1 [94.7-99.6] G2 [R00-97 6] 610 [58.5-63 5] 14.6 [4.6-46.4]
Within patients receiving posaconazole prophylaxis
BAL 06l 56.7 [39.5-72.9] 94.9 [87.5-98.6] 4.0 [66.0-93.4] 824 [66.0-93.4] 112 [4.014-30.3]
BL 069 758 [56.5-89.7] BT.775.2-95.4] TE6 [61.E-HEY] 26,0 [76.2-592.2] 6.2 [2.8-13.4]
Serum 0.78 27.7[14.2-45.2] 100 [95.3-100.0] 1000 74.5 [T0.5-T8.2] -
Within patients not receiving posaconazole prophylaxis
BAL 080 ik 1 [50.5-69.3] 979 [92.8-99.8] G710 [B9.5-9493) 6E.1 [62.9-72.8] 294 [74-117.1]
BL 0.88 82.7 [73.2-90.0] 951 [86.5-99.0]  96.0 [R8.8-08.6] 79.7 [71.2-86.2] 17.1 [5.6-51.8]
Serum 0.59 26.2 [18.0-35.8] OK8 [93.6-1000] 964 [78.9-99.5) 52.5 [49.6-55.4] 222 [3.0-160.6]

Within patients receiving antifungal treatment at the time of FOB procedure <3 duys

BAL 0.54 50,0 [47.7-60.7] 916 [84.8-96.1] 845 [740-91.3] T4.4 [69.1-79.1] 7.0 [3.7-13.5]

BL 0.75 T6.9 [64.5-86.5) 89T [79.9-95.8] BT [77.65-93.6] 8003 [72.1-86.5] T4 [3.6-152]

Serum 0.55 192 [11.2-29.7] 989 [94.4-1000] 938 [66.9-99.1] b4 [57.7-63.0] 186 11.2-29.7]
Within patients receiving antifungal treatment at the time of FOB procedure = 3 duys

BAL 06l T01 [57.7-80.7] 927 [83.9-97.6] 904 [79.9-95.7) T6.2 [68.8-82.3] 9.6 [4.1-22.8]

BL 0.04 84.3[71.4-93.0] 10000 [91.8-100.0] 1000 843 [T4.0-91.0] -

Serum 0.55 37.7 [25.6-51.0] 953 [86.9-99.0] 8.5 [70.8-96.0] 61.6 [56.7-66.3] 8.0 [2.5-254]
Within patients receiving antifungal treatment at the time of FOB procedure =6 duys

BAL 0.77 0.4 [54.8-83.2 975 [87.1-99.9] 969 [§1.6-99.5] 75.5 [66.0-83.0] 288 [4.13-202.1)

BL 0.94 878 [71.8-96.6] 100.0 [85.5-100.0) 1000 257 [70.5-01 8] -

Serum 0.78 307 [17.0-47.6] 10000 [90.5-100.0] 1000 57.8 [52.6-62.8] -

Data were expressed as % and 95% CI
G- galactomannan optical index, PPV positive predictive value, NPV negative predictive value, LR likelihood ratio, BAL bronchoalveolar
lavage, BL bronchial lavage



BAL, BL ve serum GM igin AUC sirasiyla 0.731 [0.666-0.790], 0.869
[0.816-0.912] ve 0.610 [0.540-0.676] bulunmus ve en iyi teghis

degerine BL drneklerinde saptanmis

Posakonazol profilaksisi alan (n=114) ve almayan hastalar arasinda
ozgiilliik benzer iken, profilaksi uygulanan hastalarda GM odlglimlerinin

duyarlihgi daha diisiik saptanmis

FOB islemi sirasinda antifungal tedavi alan hastalarda (n=166) tedavi
siiresine bagh olarak serum GM ve BAL GM 6l¢iimlerinde tanisal
dogrulugun azaldigini gostermis. Bununla birlikte, BAL, BL ve serum
GM olgiimleri, daha uzun siireli antifungal tedavide daha yiiksek esik

degerlerinde (0.5 yerine 1.0) benzer duyarlilik ve 6zgiilliik sergilemis

Calismada, posakonazol profilaksisi ve aktif kisa siireli (3 giin)
antifungal tedavinin, bronkoalveoler lavaj ve brong lavaj 6rneklerinde
GM ol¢iimlerinin genel tanisal performansini anlamli derecede
etkilemedigi, ancak aktif tedavi alan hastalarda farkli esik degerlerinin

kullanilmasinin duyarhlig arttirabilecegi dnerisi getirilmis
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Sipahi et al. BMC Infectious Diseases  (2023) 23:639 BMC Infectious Diseases Table 3 Clinical outcomes, mortality, and sequalae of the three cohorts
https:/doi.org/10.1186/512879-023-08596-2
OQutcome cefepime+ ceftazidime+ meropenem+ p
vancomycin vancomycin vancomycin
(Total=20) (Total=31) (Total=119)

RESEARCH  OpenAcess e e e

Y . . . m) Clinical response on day 3-5 9/20 (45%) 17/31(548%)  61/119(51.2%) 0472

Em pirica | cefe pime+vancomycin S Microbiclogical response on day 3-5 7A12(58%)  17/25(68%)  32/54(59%) 0736
N H H Needed change in antibiotic therapy after microbiological documentation 0/5 (0%) 4/20 (20%) 18/76 (23.7%) 0.344
nd of treatment clinical success s . .

Versus ceftaZIdIme+VancomyCIn End of linical 16/20 (80%)  17/31(54.8%)  69/119(57.9%) 0.143
Ve rsus meropenem_l_vancomycin End of treatment clinical success in CSF culture negative cases 11/13(85%)  8/11 (73%) 26/34 (76%) 0.762
. . End of treatment clinical success in CSF culture in carbapenem-sensitive Gram-negative 0/1 (0%) 5/6(83.3%) 22/31(709%)  NA
in the treatment of healthcare-associated bactera

. e . End of treatment clinical success in CSF culture in lumbar or ventricular rainage cases 8/9 (88.9%) 10/17 (58.8%)  28/58 (48.3%) 0.069
meningitis: results of the multicenter Ephesus (jncluding those with shunts a the time of iagnosi)

t d End of treatment clinical success in carbapenem-resistant Gram-negative bacteria 0/0 (0%) 0/4 (0%) 0/18 (0%) NA
S u y End of treatment clinical success in methicillin-resistant staphylococci 4/4 (100%) 1/5 (20%) 14/19 (73.7%) NA
Oguz Resat S\'pahi"’, Deniz Akyol"a“, Rahar Ormen, Gonul Cicek-Senturk’, Sinan Mermer'#, Ugur Onal'?, End of treatment clinical success in ampicillin-resistant enterococci 0/0 (0%) 1/1 (100%) 0/4 (0%) NA
Fatra Amer®, Maysaa Abdallah Saed®, Kevser Ozdemir®, Elif Tukenmez-Tigen'%, Nefise Oztoprak™, Mortality due to any reason at EOT 2/20(10%)  7/31(22.5%) 23/119(193%) 0489
Ummugulsum Altin'?, Behice Kurtaran'?, Corneliu Petru Popescu'®, Mustafa Sakci'®, Bedia Mutay Suntur'®, Infection related mortality at EOT 2/20(10%)  5/31(16.1%) 16/119(134%) 0821
Vikas Gautam'”, Megha Sharma'®, Safak Kaya'®, Eren Fatma Akcil”®, Selcuk Kaya™, Tuba Turunc®, Day 30 (after empirical treatment start) all cause mortality 3/20(15%)  7/31(226%)  31/119(26%) 0551

23 +24 : 25 H 26 : . 27 27
Pinar Ergen”, Ozlem Kandemir™, Salih Cesur”, Selin Bardak-Ozcemn™, Erkin Ozgiray™, Taskin Yurtseven®, Day 30 (after empirical treatment start) all cause mortality In microbiologically confirmed ~ 2/7 (286%)  6/20 (30%) 26/85 (306%)  0.993
Huseyin Aytac Erdem’, Hilal Sipahi®®, Bilgin Arda', Hisn( Pullukcu', Meltem Tasbakan', Tansu Yamazhan', cases
Sohret Aydemir® and Sercan Ulusoy’' Day 30 (after empirical treatment start) all cause mortality in microbiclogically uncon- 1/13 (7.7%) 1/11(9,1%) 5/34 (14.7%) 0.759
firmed cases
All cause mortality among cases with EOT success, 30 days follow up after EOT 1/16 (5.55%)  0/17 (0%) 12/69 (17.39%) 0.101
Overall clinical success 13/20 (65%)  16/31(51.6%)  54/119(453%) 0.252

. ﬁefepim + vankomisin-(CV) grubunda 20 * 3-5. Giinde mikrobiyolojik basari (%58 - %68 - %59),
asta, » Tedavi sonu klinik basari (%80 - %54,8 - %57,9)

* Seftazidim + vankomisin-(CFV) grubunda 31 * Niks veya re-enfeksiyon olmadan bir aylik sagkalim (%65 - %51,6 -
hasta %45,3),
* Meropenem + vankomisin-(MV) grubunda e 30. gln tum nedenlere bagh 6lim orani (%15 - %22,6 - %26)

119 hasta

* MV alt grubunda ortalama GKS anlamli Uc kohort arasinda anlamli farklilik yok (p > 0,05)
derecede daha yuksek, dnceki ay yogun bakim

Unitesine yatis orani daha yuksek ve menenijit . L . . : . e v
atagindan 6nceki ay antibiyotik tedavisi alma Hicbir rejim karbapeneme direncli bakterilere karsi etkili degil

orani daha yiiksek (p < 0,05) Vankomisin, metisiline direngli stafilokoklar veya ampisiline direngli
enterokoklar alt grubunda (n = 34) %60,6'lik bir EOT klinik basari orani



Table 1. Descriptive statistics for the clinical biomarkers of sepsis.

&l diagnostics ﬁ’“\p\w

Group
Variable Reference Values No Sepsis Reference Values Sepsis p-Value ES
Article for No Sepsis (n =1012) for Sepsis (n = 560)
Assessment of Sepsis Risk at Admission to the Emergency Age (years) 68 (25) 765 (18) <0001 0.0669 (Small)
. 1. . l 1 o g l Systolic blood pressure (mmhg) 120-180 136 (31) <90 or >140 130 (36) <0.001 0.0115 (Small)
Department. Clinica Interpretab e Prediction Mode Respiratory rate (breaths /min) 12-20 22 (6.915) 20 or <12 25.35 (8) <0.001 0.0677 (Small)
Oxygen saturation (%) 95-100 96 (3) <92 94 (6) <0.001 0.0709 (Small)
Umran Aygun 1, Fatma Hilal Yagin 2+, Burak Yagin 24D, Seyma Yasar 2, Cemil Colak 207, Ahmet Selim Ozkan 3 Heart rate (beats/min) 60-100 95 (24.625) >100 or <60 100 (26) <0.001 0.00991 (Small)
and Luca Paolo Ardigd * Body temperature (°C) 36.5-37.5 37.8 (14) <36 or >38 38 (1.5) 001 0.00418 (Small)
Haemoglobin (g/L) 13.5-17.5 (Male) 132 (24.812) <135 128 (24) 0.001 0.00701 (Small)
reukocyte particle concentration 410 113 (6.3) <4or>12 13.1 (7.65) <0001  0.0307 (Small)
1 Department of Anesthesiology and Reanimation, Malatya Yesilyurt Hasan Calik State Hospital, (x10” cells/L)
Malatya 44929, Turkey; umranaygun92@gmail.com C-reactive protein(mg/L) <5 91.5 (120.25) >10 126 (148.25) <0.001 0.0194 (Small)
2 Department of Biostatistics and Medical Informatics, Faculty of Medicine, Inonu University, Procalcitonin (ng/mL) <05 0.13 (0.498) >2.0 0.51 (3.88) <0.001 0.0891 (Small)
Malatya 44280, Turkey; seyma.yasar@i edu.tr (S.Y.); cemil.colak@ edu.tr (C.C)) Neutrophil-lymphocyte count ratio <3.5 8 (9.45) >10 13.013 (14.3) <0.001 0.0755 (Small)
3 Department of Anesthesiology and Reanimation, Malatya Turgut Ozal University School of Medicine, Lactate (mmol /L) <20 1.6 (0.883) >2.0 1.9(1.253) <0.001 0.039 (Small)
Malatya 44210, Turkey; ahmet.ozkan@ozal.edu.tr . | . . . ) s
4 Department of Teacher Education, NLA Urniversity College, 0166 Oslo, Norway; luca.ardigo@nla.no The values are reported by median (IQR); IQR: interquartile range; ES: effect size.
*  Correspondence: hilal in@i edu.tr (FH.Y); burak.yagin@inonu.edu.tr (B.Y.) High
In Table 2, the optimum values of the parameters optimized by Grid Search for the
age W—

three ML models are given.

*Sepsisi tahmin etmek ve 6nemli oo~ -

biyobelirtegleri saptamak igin yapay ! ] Model Optimal Hyper Parameters
oy . ‘ LightGBM  n_estimators = 1000, learning_rate = 0.1, colsample_bytree = 0.8, subsample = 0.8

zekaya dayali yorumlanabilir bir eeeay @000 Ll AdaBoost n_estimators = 100, learning_rate = 0.1

. . .. XGBoost n_estimators = 1000, learning_rate = 0.1, max_depth = 2, subsample = 0.8

tahmin modeli gelistirmek

amaglanmis

* Acil servise sepsis stiphesiyle ——

Table 2. The optimal hyper-parameters of models determined by Grid Search.
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t

Fealure value

Table 3. Results of ML models on original and SOMOTE-NC applied data in sepsis (Values in
parentheses are 95% confidence interval (CI)).

Al

b a V u ra n 1 5 7 2 et i k i n h a Sta ( 5 6 O leukocyte particie concentration (x10%cells/) ._*._ . Model/Metric Accuracy F1-Score Sensitivity Specificity PPV NPV AUC Brier Score
§ y $ Oriiinal 0.732 0.813 0.92 0.407 0.729 0.746 0.782 0.121
. .. . . body temperature (°C ) . -*— AdaBoost ) (0.6%2g2é783) (© 7%9;%858) (0»831!;&954) (0»3104};&506) (0.65(’)7;50‘;784) (0-6[11 %7%55) (076%'*9—?»7902) (0»0%13»71 89)
S e p S | S p O Z |t |f’ 1 O 1 2 S e p S | S n e ga t | f) SMOTENC  (0g350903)  (0.837-0905)  (0827-0925)  (0797-0903)  (0.802-0905) (0823-0923)  (0869-0.966)  (0.022-0.038)
haemoglobin (/) . ‘*—-- .- Orijinal 0.746 0.824 0.936 0417 0.735 0.789 0.799 0.104
- LightGBM ) (0.696-0.795)  (0.78-0.867)  (0.891-0.966)  (0.323-0515)  (0.674-0.79)  (0.661-0.886)  (0.676-0.923)  (0.097-0.134)
Ku I Ia ni Ia n Algo ritma Ia rve . SMOTENGC 0888 0.89 0595 0.8 0.885 0.89 0931 0.025
heart rate {beats/min) - - (0.856-0.92) (0.858-0.922)  (0.842-0.935)  (0.825-0.924)  (0.832-0.927)  (0.835-0.932)  (0.887-0.974) (0.02-0.036)
Orjinal 0.766 0.834 0.925 0.491 0.759 0.791 0.815 0.080
. sysiomic Inflammatory response syndeome + XGBoost (0.718-0.819)  (0.791-0.876)  (0.878-0.958)  (0.393-0.589)  (0.698-0.813)  (0.674-0.881)  (0.708-0.923)  (0.062-0.098)
e r o rm a n S . SMOTENC 0.898 0.901 0.905 0.891 0.896 0.901 0.94 0.018
| . (0.868-0.929)  (0.87-0.931)  (0.854-0.943)  (0.837-0932)  (0.844-0935)  (0.848-0.94)  (0.898-0.98)  (0.014-0.021)

* XGBoost (Dogruluk: 0.898, AUC: ) dtiooas:adapive boosting LishGIN ght radient bosting XGloost xtemc gradient oosting SMOTE
0.940), LightGBM, AdaBoost | Sehe ey

Onemli Biyomarkerlar: Yas, solunum SHAP Yontemi ile Model Agiklanabilirligi: Yaslilik, yiksek solunum hizi, PCT, NLR, CRP, I6kosit
sayisi ile diistk oksijen saturasyonu, SKB, Hb seviyeleri sepsis riskini artirdirdigi saptanmis

NPV: negative predictive value; AUC: area under of the ROC curve; CI: confidence interval.

hizi, oksijen saturasyonu,

prokalsitonin, pozitif kan kultiri Sonug ve Klinik Rehberlik: XAl tabanli model, sepsisin erken teshisi ve tedavisinde klinisyenlere
rehberlik edebilir
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Modeling the future of HIV in Turkey: Cost-
effectiveness analysis of improving testing and
diagnosis

Emine Yaylali ', Zikriye Melisa Erdogan 1, Fethi Calisir ' 2, Deniz Gokengin 2, Volkan Korten 4,
Fehmi Tabak 5, Yesim Tasova €, Serhat Unal 7, Berna Ozelgun €, Tahsin Gokcem Ozcagli &,
Toros Sahin 8

e Ulkemizde 15-64 yas arasi HIV bulasma ve yayilmasina iliskin
dinamik bir model gelistirilerek test ve taninin iyilestirilmesinin
etkisinin degerlendirildigi bir calisma

* Model 2020 yilinda 13.462 HIV vakasi gorildigini ve %63'lGnin
teshis edilmedigini tahmin etmis

* Enfeksiyon sayisinin 2040 yilina kadar %27 oraninda artacag,
2040 yilinda HIV insidansinin 376.889'a ve HIV prevalansinin
2.414.965 vakaya ulasacagi tahmin edilmis

* Test ve tani oranlarinin %50, %70 ve %90'a yukseltilmesi, 20 yil
icinde sirasiyla 782.789, 2.059.399 ve 2.336.564 enfeksiyonu
Onleyecegi saptanmis (%32, %85 ve %97 azalma)

* lyilestirilmis test ve tani, harcamalari 1,8 ila 8,8 milyar dolar

arasinda azaltacagi saptanmis
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Fig 1. Estimated number of HIV incidence, diagnosis, and HIV-related deaths, 2020-2040.
https://doi.org/10.1371/journal.pone.0286254.g001
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Fig 3. Cumulative return on investment (ROI). Although all scenarios showed positive RO, the high scenario had
the best performance.

https:/doi.org/10.1371/journal.pone.0286254.9003
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The Prevalence of Sexually Transmitted Infections and Related

Factors Among People Living with HIV in Turkey

O %25,5’inde en az bir CYBE +

soguklugu %1 ve C.trachomatis %1

Turkiye'de HIV ile Yasayan Bireylerde Cinsel Yolla Bulasan Enfeksiyonlarin Sikhdr ve Risk

Fakidrleri

» Sifiliz %19,5, M.genitalium %3,5, T.vaginalis %2, bel

[ Sifiliz prevalansi ESE’lerde daha yiksek saptandi (p<0,05).

@ Ebru TASPINAR SENY, @ Aliye BASTUG?, @ Adalet AYPAKZ, @ Hirrrem BODUR?

lAnkara City Hospital, Clinic of Infectious Diseases and Clinical Microbiology, Ankara, Turkey

Ankara, Turkey

* Prospektif tanimlayici ¢alisma,

e 2018-2020 yillari arasinda enfeksiyon
hastaliklari klinigine bagvuran 18 yas ve
tizerindeki HiYB’ler

* ELISAile Treponema pallidum, hepatit B-C
ve multipleks PCR ile Neisseria
gonorrhoeae, Chlamydia trachomatis,
Trichomonas vaginalis, Mycoplasma
genitalium

* 106 (%53) ESE, 69 (%34,5) heteroseksiel
erkek, toplam 200 HiYB

 Sifiliz ile iliskili faktorler; kondomun uygun kullanilmamasi,

sahip olmak (p<0,05)

rabiology, bekar olmak, ESE, CYBE oykuisu ve birden fazla partnere

LUmiversity of Health Sciences Turkey, Gilhane Foculty of Medicine, Ankara City Hospital, Clinic of Infectious Diseases and Clinical Micro

[ Diger dort CYBE (CT, NG, MG ve TV) ile iliskili faktorler;

disuk egitim dizeyi ve ESE

 HIV ile yasayan bireylerde CYBE orani ESE’lerde daha yiksek
O Daha énce CYBE dykiisii olan HiYB’nin yeni CYBE edinme

riski daha yuksek

Table 2. Distribution of sexually transmitted infection panel results

n=200 ﬁ.ﬁ: \
Any positivity with multiplex PCR for sexually transmitted infections 37 \1 z's.h/
Tt 2 1
a 2 1
i 7 3.5
! 15
lyticum 24 12
B 2
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