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The selection and use
of essential in vitro
diagnostics

Report of the third meeting of the WHO Strateqic Advisory Group of
Experts on In Vitro Diagnostics, 2020

(including the third WHO model list of essential in vitro diagnaostics)
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Who to Test, When, and for What M) Chock for updates

Why Diagnostic Stewardship in Infectious Diseases Matters

Sejal Morjaria*® and Kimberle C. Chapin"

Table 2  Solutions to Optimize Test Ordering

Diagnostic stewardship committee
Knowledge of statistical performance parameters of test results

Application of clinical pretest probability

Vetted test algorithms with reflex testing (Clostridium difficile
toxin or hepatitis ()

Optimization of order sets



Optimizing rapid diaghostics and diaghostic stewardship
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In Gram-negative bacteremia cc.oozomarzeos

REVIEW OF THERAPEUTICS

Jamie L. Wagner? | Kylie C. Markovich? | Katie E. Barber! | Kayla R. Stover®?
Abstract

v’ Antimikrobiyal direnc global endise verici bir durum
v'Uzamis yatis, morbidite, mortalite ve maliyet® ile iliskili
v'Hizli tani testleri optimal tedavinin erken baslanmasi icin 6nemli

v'Tanisal yonetisim ve antimikrobiyal yonetisim programlari ile birlikte

S
t
4 uygulanmali!!!
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WAGNERET AL FIGURE 1 Diagnostic stewardship phases. RDTs, rapid diagnostic tests PHARMACOTHERAPY 9SSP e
Phases of Diagnostic
Stewardship
Pre-analytic Analytic Post-analytic
(Ordering) (Processing) (Reporting)

* Evaluation of RDTs * Collaboration with * Tracking, education,
* Assess implementation microbiology laboratory feedback

potential of RDTs and other departments * Reporting &
» Development of * Processing of specimen communication of

algorithms for results

appropriate use of RDTs




Antimikrobiyal Yonetisim: Mikrobiyoloji Laboratuvari’nin Rolu?

Etken tespiti ve
identifikasyonu

Antibiyotik duyarlilik testleri

\

/Y Tir spesifik antibiyotik /‘/

o Sus spesifik antibiyotik
tedavisi

tedavisi

/ ° ° ° °
Gerek.s[z ?ntlblyotlk. v Antibiyotik de-eskalasyonu
tedavisinin kesilmesi

\_ J \_ J

A\
Antimikrobiyal tedavi optimizasyonu
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Identification and Antibiotic-Susceptibility Profiling of Infectious
Bacterial Agents: A Review of Current and Future Trends

Gaetano Maugeri and lana Lychko

Abstract
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v'Etken patojenin hizli saptanmasi ve duyarlilik sonuclarinin bilinmesi

antimikrobiyal tedavi optimizasyonu icin oldukca 6nemli!!

v'Bu derlemede klinik mikrobiyolojide hizli tani yontemlerinde mevcut

teknolojiler ve gelecek vaat eden yontemler 6zetlenmis

revolutionize the field of clinical diagnostics.
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Point-Counterpoint: Large Multiplex PCR Panels Should Be First-Line
Tests for Detection of Respiratory and Intestinal Pathogens

Paul C. Schreckenberger,® Alexander J. McAdam®

Loyola University Medical Center, Maywood, lllinois, USA* Boston Children's Hospital, Boston, Massachusetts, USA

v'Mikroarray respiratuvar panel (RESPAN);

v'17 viral+ 3 bakteriyel etken, 1saat

v Toplam maliyet tekli PCR toplam maliyetinden®
v'Etken viralse antibiyotiklerin kesilmesi

v'Kendini sinirlayan etkenlerde ayaktan takip plani

v'Yatis maliyetinin dnlenmesi mumkun

terize a disease. Patients present with diarrhea or difficulty breath- ~ than the cost of a single send-out PCR test. The test result

Journal of Clinical Microbiology Vol 53:10




Point-Counterpoint: Large Multiplex PCR Panels Should Be First-Line
Tests for Detection of Respiratory and Intestinal Pathogens

Molekuler Multiplex PCR Maliyeti?
v’ Toplam maliyet ele alinmali
v'ABD’de akut SYE nedeniyle basvuru nedeniyle;
v’ Toplamda 150 milyon glin is glicti kaybi ve 10 milyar tibbi bakim
maliyeti
v FLUPCR maliyeti 215 (pozitiflik orani %28)
v'Sendromik panel maliyeti 94S (pozitiflik orani %39)

v'Influenza prevalansinin@® oldugu aylarda sendromik panel istenmeli




Point-Counterpoint: Large Multiplex PCR Panels Should Be First-Line
Tests for Detection of Respiratory and Intestinal Pathogens

Paul C. Schreckenberger,® Alexander J. McAdam®

Loyola University Medical Center, Maywood, lllinois, USA®: Boston Children’s Hospital, Boston, Massachusetts, USA®

v'Is glicti kaybinda @

v'Acil servis triyajini hizlandirma | Av‘oid
Improve ibioti i
v'Yatis stiresinde kisalma Ou't)come Antibiotic Resistance
QL , Antibiotic Associated
v’ Antibiyotik kullaniminda O Complications

v’ Antibiyotik iliskili kollateral hasarda® -
vllac yan etkisi, C.difficile enf
v'Total tibbi bakim maliyetinde)




Point-Counterpoint: Large Multiplex PCR Panels Should Be First-Line
Tests for Detection of Respiratory and Intestinal Pathogens

Paul C. Schreckenberger,? Alexander J. McAdam"®

v'Pahali testler
v'C. pneumoniae iliskili pndmoni rutin test 6nerilmeyecek kadar nadir
v Imminkompromize hastalarda nadir etkenler arastirilabilir

v'Multiplex PCR sensitivitesi bazi patojenler icin diisik
v Inf A'icin %85, adenovirus icin %57

v'Testin PPD /NPD etken prevalansindan etkilenecektir

J} J1Th Very Tew excepuions, INTectious diseases present asa Com- ¥ 1F o Qe 7 UacTeT iy ageT g aCUTT TCIPTTatoT Y IITCCToT,
V V stellation of symptoms that collectively indicate or charac- ~ With results av "ldblt In about 1 h at a total cost lh“ was less

terize a disease. Patients present with diarrhea or difficulty breath- ~ than the cost of a single send-out PCR test. The test result

Journal of Clinical Microbiology Vol 53:10




Point-Counterpoint: Large Multiplex PCR Panels Should Be First-Line
Tests for Detection of Respiratory and Intestinal Pathogens

Paul C. Schreckenberger,® Alexander J. McAdam®

Loyola University Medical Center, Maywood, lllinois, USA* Boston Children's Hospital, Boston, Massachusetts, USA®

The first FDA-approved multiplex PCR panel for a large number of respiratory pathogens was introduced in 2008. Since then,

v'Toplam maliyet ile ilgili calismalarda farkli sonuclar var
v'Testin kisa slirede sonuclanmasi toplam maliyeti azaltabilir ancak

daha fazla veriye ihtiyac var

v'Hasta bakiminda oldukca yararli olabilir ancak akilci kullanimi 6nemli

Journal of Clinical Microbiology Vol 53:10




v'35 yas kadin hasta

v'Allojenik kdk hicre transplantasyonundan 3 hafta sonra ates,

oksuruk sikayeti ile bagvuruyor

v Evet, multiplex PCR sendromik solunum paneli istenmeli

v'Hizli tani ile izolasyon gibi enfeksiyon kontrol dnlemlerinin

erken alinmasi / sonlandiriimasi
v'Erken donemde antiviral/ antibiyotik tedavisi baslanma/kesme

kararinin verilebilmesi




v'7yas, alt hastaliyi olmayan erkek hasta

v Ek hastaligi yok

v'Ciddi klinik tablo yok

v'Influenza sezonu

v'Oncelikle Influenza A/ B PCR

v Grup A B-hemolitik streptokok (S. pyogenes) PCR istenmeli
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Tonsillofarenjit Tani1 Yontemleri

Anamnez + FM bulgulari ile tonsillofarenjit distntlen olgularda;

v' Bogaz kiltliri
v Hizli antijen tarama testleri (HATT)

v' Polimeraz zincir reaksiyonu (PZR) bazli tani testleri




Modifiye Centor Kriterleri / Viral - bakteriyel tonsillofarenjit?

Centor Kriterleri

Yas

Agrili anterior servikal lenfadenopati

Tonsillerde eksuda

Ates yuksekligi (>38)

Oksuruk

3 -14ise 1 puan
15 - 45 ise O puan
>45 ise -1 puan

yoksa 0 puan
varsa 1 puan

yoksa 0 puan
varsa 1 puan

yoksa 0 puan
varsa 1 puan

varsa 0 puan
yoksa 1 puan




Centor skoru

4-5

Streptokok faranjiti ihtimali
%2.5 -5

%9 -10

%11-17

%28 -35

%51-53

Oneri

Ek tetkik ve antibiyotik gereksiz
Ek tetkik ve antibiyotik gereksiz
HAT ve/veya kultdr opsiyonel
HAT veya kultur yapilabilir

HAT veya kultur yapilabilir



Akut tonsillofarenjit Tanisal Yaklasim?

Klinik ve epidemiyolojik 6zellikler

/ Y

Grup A streptokok Grup A streptokok
dusundurmuyor dusundurayor

| ~ AN

Semptomatik ) Bogaz Kualtuara L Hizhh Antijen tani

tedavi testi
(+) / (+)

Antimikrobiyal tedavi

ey

*3-18 yas grubunda GAS icin hizli antijen testi sonucu (-) ise kultdr ile
dogrulamak gerekmektedir

O

Bisno A, et al. Clinical Infectious Diseases 2002; 35:113-25
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v'66 yas erkek Fizik muayene;
v'Iki glindir olan ates yuksekligi, 6kstrik, | | v Ates 38.5C°, SS 31/dk

balgam, nefes darligi sikayetleri ile v'Spo2; 89 (oda havasinda)

basvuruyor _
v'2lt/dk 02 ile Sp0O2: 93

v'Ozgecmisinde KOAH (+
gecmis (+) v'Sag orta zonda ral (+), ronkds (+)

v'Inhaler bronkodilatér disinda ek ilac
yok




Laboratuvar ve Goruntuleme

Lober koﬁsoiidasyon

BK:18400 /ul (4800- 10800), %84 PMNL
CRP: 147 mg/I (0-5), PCT: 3.2ng/mL
Ure, kreatinin, KCFT normal

PAAG; sag orta lobda konsolidasyon




Yatis endikasyonu?

CURB-85 Clinical Feature

C Confusion 1
U Urea > 7 mmol/L 1
R 1
B SBP <90 mm Hg OR ’

DBP < 60 mm Hg

65 1

CURB-65 skoru = 2 yatis, >4 ciddi pnémoni, YBU ihtiyaci?




Hangi tetkikleri isteyelim?

Tablo 2. TGP tanisinda laboratuvar incelemelerin yeri

Birinci basamak Poliklinik/ Acil Servis Yatan Hasta
P

' v Yogun bakima yatis gerektiren

v’ Baslangi¢ tedavisine cevap vermeyen

v’ Konfuizyonu ve/veya solunum disi yakinmalari (gastrointestinal, kas agrisi
vb) olan hastalarda

v’ Idrarda Legionella ve Streptococcus pneumoniae icin antijen testleri ayirici

tanida yararlidir

Turk Toraks Dernegi Eriskinlerde Toplumda Gelisen Pnédmoniler: Tani ve Tedavi Uzlasi Raporu -2021




Olasi1 etkenler

Onerilen antibiyotikler

Direncli etken icin risk
faktorii® olmayan hastalar

Streptococcus pneumoniae
Legionella pneumophila
Haemophilus influenzae
Enterik Gram negatif basiller
Staphylococcus aureus
Mycoplasma pneumoniae
Viriisler

3. kusak anti-Pseudomonas olmayan sefalosporin
(3KSef)

+

Makrolid

Betalaktam+betalaktamaz inhibitorii (BL+BLI)

+
Makrolid

Solunum florokinolonu (servise yatan hastalar)
3KSef ya da BL+BLI + solunum florokinolonu
(YBU’ne yatan hastalar)t

Direncli etken icin risk
faktori®
olan hastalar#

Risk faktorii olmayan hastalardaki
etkenler

Pseudomonas aeruginosa
Genislemis spektrumlu beta
laktamaz (GSBL) iireten enterik
Gram negatif basiller

Anti-Pseudomonas beta-laktam*
+

Siprofloksasin

Anti-Pseudomonas beta-laktam*
+

Aminoglikozid

+

Makrolid®



Olgumuza donecek olursak?

v'iki set kan kultird alindi
v'Balgam mikroskopisi; 100x incelemede >25 PNL, <10 epitel

v'Gram (+) zincir kok

S. pneumoniae; Optokin duyarl alfa hemolitik streprokok




Olasi etkenler Onerilen antibiyotikler

Direngli etken i¢in risk Streptococcus pneumoniae 3. kusak anti-Pseudomonas olmayan sefalosporin
faktorii® olmayan hastalar Legionella pneumophila (3KSef)

Haemophilus influenzae +

Enterik Gram negatif basiller Makrolid

v' Ampirik baslanan Seftriakson + Klacid tedavisi
v’ Kultiir sonucu ile de-eskale edildi

v Tedavi 7. giinde hasta stabil, 3 giindiir atessiz PCT<0.25 ng/mL

Nl ¥ Pnémokok agisi 6nerilerek taburcu
faktori®
olan hastalar

seudomonas aeruginosa iprofloksasin

Geniglemis spektrumlu beta Anti-Pseudomonas beta-laktam*
laktamaz (GSBL) ireten enterik

Gram negatif basiller Aminoglikozid

+
Makrolid?



Diagnostic Microbiology and Infectious Disease 96 (2020) 114897

Diagnostic Microbiology and Infectious Disease

A positive pneumococcal urinary antigen test promotes narrow spectrum
antibiotic use in patients with non-invasive pneumococcal pneumonia

Riclbasd Danles - Bia e R SRS, T s ; PR G % o) RIRE X b i p t0) P e g - % o M 5 S 20Nk A 3 "“np a, b,

A~ Uriner Ag testi / kiiltir ile pndmokok pndmonisi tanisi alan hastalarda

Ba
m

neu-

antibiyotik kullanimi karsilastirilmis

N that
er v Pnomokok Ag testi ile tani alan 72 tanli zamani median 0.21 giin lens,
’C"j <~ Kultur ile tani alan 87 hasta @ tani zamani 3.21 giin Blz))/
S'E . 1lk 2 glinde antibiyotik de-eskalasyonu %36 vs %10 (p<0.01) d to
1C

Cc rntly

tharrrespmratory cartares:




30 -+

0 No antibiotics
-5 [0 Decrease in ASI
@ No change in ASI
v
% 20 W Increase in ASI
Q
s 18
= 15 -+
Re!
5
> 204

ASI: antibiyotik

spektrum indeksi

17

Pozitif pndmokok Ag testi kultur ile tani alanlara gére antibiyotik de-

eskalasyonu daha sik (p<0.01)

Pnomokoklardaki penisilin duyarhligi goz 6niinde bulunduruldugunda

klinisyenler daha fazla antibiyotik de-eskalasyonu yapmali!!

ICSPIIdlUuly CUItUIC.




Olgu-4

* 45 yas erkek * Fizik muayene;
* Dizuri, kotu kokulu idrar, sag yan agrisi e Ates 38.5C°, CVAH(+)

e Bas agrisi ve miyalji sikayetleri ile e SS dogal, S1, S2 ritmik ek ses

basvuruyor uflirim yok
* Oksiirik, balgam, nefes darligi yok

» Ozgecmisinde dzellik yok




BK:12800 /ul (4800- 10800), %74 PMNL
CRP: 397 mg/I (0-5)

Ure, kreatinin, KCFT normal

TIT; hematiri, protein(ri

PAAG; sag Ust lobda minimal dansite artisi mevcut




Glikoz: 88mg/dl (70-110)
Ure: 21mg/dl (19-49)
Kreatinin: 1.1mg/dl (0,7-1,2)
GFR: 94

ALT: 65 u/l (5-41), AST: 45 u/I (5-40)

ALP: 99 u/l (5-128),GGT: 16u/l (3-60)




v Piyelonefrit 6n tanisi? kan ve idrar kiltiru aliniyor

v Seftriakson tedavisi altinda 1. gtinde klinik kotiilesme

v'Yeni gelisen nefes darligi, ciddi bas agrisi ve ates yiksekligi (+)
v'USG; piyelonefrit / hidronefroz saptanmiyor

v'Pulmoner emboli? 6n tanisi BT Anjiyografi » emboli saptanmadi

sag ust lobda konsolidasyon

v Toplum kaynakli pnédmoniye sekonder sepsis; klaritromisin ekleniyor
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CASE REPORT

Reminder of important clinical lesson

A rare presentation of Legionnaires’ disease

Mark Delicata,’ Amit Banerjee2

SUMMARY

We present an interesting case of Legionnaires’ disease
masquerading as acute pyelonephritis, with complete
absence of respiratory symptoms on admission. A 45-
year-old man was diagnosed with Legionnaires’ disease
2 days after presenting to hospital with dysuria and right
loin pain. He became critically unwell during the hospital
admission, with headache, uncontrolled fever,
breathlessness, decreasing oxygen saturations and
increasing oxygen requirements. A CT pulmonary
angiography demonstrated right upper lobar
consolidation and Legionella urinary antigen was
positive. He was treated with ciprofloxacin and rifampicin
and made a full recovery.

X-ray showed haziness of the right upper lobe. The
lung fields were not hyperexpanded. The ECG
showed sinus rhythm. The working diagnosis of
sepsis secondary to pyelonephritis was made on
account of the presenting features and right loin
tenderness.

Despite treatment with broad-spectrum antibio-
tics and intravenous fluids, the patient’s condition
deteriorated on day 1 of the hospital admission,
with new-onset breathlessness, severe headache and
uncontrolled fever. Ultrasound and CT of the
kidneys and pelvicalyceal system did not show any
evidence of pyelonephritis or hydronephrosis. The
diagnosis of pulmonary thromboembolism was

1 1 Pl ol
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enfeksiyonlarinda Gram ‘
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Toplum kaynakli pnémoni

Prokalsitonin / biyomarkerlar °

Idrar Antijen Testleri



Open access Protocol

BM) Open Combined use of a broad-panel respiratory
multiplex PCR and procalcitonin to reduce
duration of antibiotics exposure in patients

o with severe community-acquired

doi:10.1136/

e pneumonia (MULTI-CAP): a multicentre,
parallel-group, open-label, individual
randomised trial conducted in French
intensive care units



| po D1 D3 D28 D90 |

Max Max Max
48 hours 18 hours 12 hours
._.

@ < <2 PCT/day until Day 7 =20

Algorithm- Procalcitonin (values/kinetics) to
guided ide antibiotics discontinuation
INTERVENTION S gu L
early de-

Additional mPCR if suspicion of nosocomial pneumonia

escalation or
discontinuation

Severe

LLear

CONTROL

Procalcitonin (values / kinetics) to
guide antibiotics discontinuation

< PCT/day until Day 7 o

Microbiological
investigations

Antibiotics (from empirical to secondary therapy)

Hospital
admission

ICU Evaluation
admission I criteria
Randomization

End of
follow-

Calisma dizayni gE




é Figure 2 Algorithm of early antibiotics de-escalation ?

Intervention

A )
mPCR bacteria +
and / or
conventional microbiological investigation +
\. J
3 k.
mPCR bacteria -
and
conventional microbiological investigations —
\. /

PCT21

PCT<1

with narrowing the spectrum

> Antibiotics continuation strongly encouraged,

>

Antibiotics continuation encouraged,
repeat daily PCT measurement

mPCR virus -

r
Antibiotics discontinuation

encouraged

—

\,

‘

J

[ mPCR virus +

.
LS Antibiotics discontinuation

Y strongly encouraged

\

\

Control

Antibiotic therapy
at discretion of ICU physicians




Seri PCT ol¢cuimu antibiyotik yonetisimine katki saglar!!!

Antibiyotikler etkisiz ise PCT yuksek
kalir / yiikkselmeye devam eder

PCT 3-6 saatte
yukselmeye baslar

%o

L]

PCT konsantrasyonu (ng/mL)

....
....
L 4

—

0 1 3 6 12 24 e a
Enfeksiyon Zaman (saat)

Brunkhorst FM, et al. Intensive Care Med 1998;24:888-9., Schuetz P, et al. Arch Intern Med. 2011;1°



PCT seri takibi -hastane yatis suirecinde tanisal degere sahiptir!!

Basvuruda olanve  Basvurusonras

Seri prokalsitonin ol¢limii:

* Bakteriyel enfeksiyon
riskinin degerlendirilmesi

* Antibiyotik etkinliginin

tedaviye yanith gelisen tedaviye  Baeyyru sonrasi
bakteriyel enfeksiyon vanithi bakteriyel  galisen baslangic tdv
4 enfeksiyon yanitsiz, tdv degisimi
sonrasi yanitl
TEI 3 bakteriyel enfeksiyon
~
o0
c
- )
-
O
a.
-
N Y Bakteriyel enfeksivonyok
Basvuru | 1 | 2 | 3 | 4 I
Gun

Schuetz P, et al. Arch Intern Med. 2011;171(15):1322-31.

Case report PCT examples courtesy of M. Broyles, Pharm D. Five Rivers Medical Center, Pocahontas, AR.

degerlendirilmesi




FDA NEWS RELEASE

FDA clears test to help manage antibiotic
treatment for lower respiratory tract infections
and sepsis

23 Subat 2017

v'Alt solunum yolu infeksiyonlarinda antibiyotik baslama /kesme kararinda

v'Sepsis hastalarinda antibiyotik tedavisinin kesilmesi kararinda klinisyenlere
yardimci

FDA Vidas Brahms PCT testi kullanimini onayladi

https://www.fda.gov/NewsEvents/Newsroom/ PressAnnouncements/ucm543160.htm:



Surviving Sepsis Rehberi: 1 saat icinde uygulanmasi onerilen
sepsis bundle
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Time 0: Acil Step 1. Biyomarker Step 2. Olasi Step 3. Olasi patojenleri
servise basvuru testleri odaklardan kapsayacak antibiyotik
N tedavisi baslanmasi
e WBC kultur alinmasi

Step 4. Hipotansiyon

* Rutin biyokimya g : _
varliginda kristaloid sivi

* CRP replasmani
* Laktat
PCT Step 5. Vazopressor
ihtiyacinin

* Levy MM, et al. Crit Care Med Erken tani Icin

M VeSS vy degerlendirilmesi
2018:46:997-1000. yardlmC| olabilir g



Sensitivite

Sepsis’te PCT diger bivomarkerlara gore daha iyi tanisal
performansa sahiptir!!
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Muller B, et al. Crit Care Med 2000;28:977-83.



Olasi / konfirme ASYE / Sepsis hastalarinda
antibiyotik kararinda PCT kullanimi

Antibiyotik kesme oOnerisi

ASYE PCT <0.25 ng/mL
(komplike olmayan

. : veya
pnomoni, KOAH .
alevlenmesi) Ilk 6l¢iime gére PCT >80% O
Antibiyotik tedavisi PCT <0.50 ng/mL
sonrasi 24 saatte bir  Konfirme / olasi veya
kontrol PCT testi >EpsIS Ilk Slglime goére PCT >80% O
istenmeli

Schuetz P, et al. Arch Intern Med. 2011;171(15):1322-31.
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Procalcitonin-guided diagnosis and
antibiotic stewardship revisited

|v PCT antimikrobiyal yonetisimdeki yeri ile ilgili calismalarin ¢cogu sepsis ve

ASYE hastalarinda
| v IYE, post-op enfeksiyonlar, menenijit, kalp yetmezligi olan hastalarda da

(sekonder pnomoni?) PCT klinik kullanimi mevcut (sensitivite ve

spesifitesi), dikkatli yorumlanmali!)

v PCT kinetigi hastalik ciddiyeti ve hastaligin rezoliisyonu hakkinda da bilgi

vermekte
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JS




Neutropenia?

Fig. 1 Summary of evidence regarding procalcitonin (PCT) for diagnosis and antibiotic stewardship in organ-related infections. While for some
infections, intervention studies have investigated benefit and harm of using PCT for diagnosis and antibiotic stewardship (left side), for other infec-
tions only results from diagnostic (observation) studies are available (right side). +: moderate evidence in favor of PCT; ++: good evidence in favor
| of PCT; +++: strong evidence in favor of PCT; — no evidence in favor of PCT



Acil servise basvuran ASYE dlistinlilen hastada PCT algoritmasi

PCT

| Likelihood of
(ng/mi) bacterial infection
10.0 —py
9
7.5 : ‘z' Recommendation
S for antibiotic treatment
e &
25 .| ' S : : e
o ] Important considerations and overruling criteria
‘ —
1.0 —— E - Consider the course of PCT (dynamic monitoring)
0.75--f 3 | -If antibiotics are initiated:
05 ... .. ORI, ... - Repeat PCT on days 3, S, 7; stop antibiotics using the same cut offs
4 likely - if peak PCT levels are very high, then stop when 80-90% decrease of peak
PTO AT | - If PCT remains high, consider treatment failure
- 2
: unlikely No _ ‘
ik - If Antibiotics are withheld, control PCT after 6-24 hours
Sl T R - Initial antibiotics can be considered in case of:
0.075-{ & > | : = o . -
[ & o - Respiratory or hemodynamic instability, severest comorbidities, ICU admission
S - PCT < 0.1 ug/L: CAP with PSI V or CURB >3, COPD with GOLD IV
g > - PCT <0.25 ug/L: CAP with PSI IV & V or CURB >2, COPD with GOLD Il & IV
0.025.| 3




YBU’de yatan sepsisli hastada PCT algoritmasi

PCT Ongoing
(ug/l) infection?
1(71.(5) _E3 ____ Recommendation
~ L& for Stopping AB
S .
Important considerations

28 and overruling criteria

- Consider the course of PCT
1.0 — - If antibiotics are continued:
0.75-1 - Daily measurement of PCT; discontinue antibiotics when PCT decreases >80%
05 - of the peak level or an absolute PCT value <0.5ng/ml is reached.

- If PCT remains high, consider treatment failure.

0.25..{
0.1 —
0.075-{ - Always consider clinical course of patients in addition to PCT levels.
0.05--{ - If Antibiotics are discontinued, close clinical evaluation is recommended.




Benzer semptomlarla basvuran iki hastada akilci antibiyotik
kullanimi i¢in PCT testinin rolu?

0'8“'4 OIgU'S
* Nefes darlig PAAG benzer
 Hafif hipoksi gorunumde » Nefes darlig)
* PAAG’de bilateral yamall infiltrat ” « Hafif hipoksi

* WBC VU!<5€k|i§i llimli sola kaymaBu hastalarin * PAAG’de bilateral yamali infiltrat
e Sari-yesil balgam

‘ biri * Balgam boyamasinda gram-pozitif
* Ates tanimlamiyor herhangi birinde
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KO“]EStlf kalp VEtmEZI|g| Courtesy of E. Gluck MD, Swedish Cov?nant(H)ospitaI, Chicago, IL.



Olgu -7 Dokuz ay ara ile IYE uyumlu klinik ile basvuran
hastanin PCT temelli algoritma kullanilarak yonetimi

56v.kadin | ilk basvuru | 2. basvuru 25 - 23.4 Levofloksasin etkisiz

Semptomlar Ates, diziiri, Ates, diziiri, Vieropenem baslandi

bulanti, kusma bulanti, kusma 20 - o
Ates 39.6°C 39.3°C 2 *18.1 Meropenem etkili
35 19 : 15 83.3% O
TA 142/84 156/86 f— 121
Nabiz 95 91 O 10 -
WBC 28.400 26.400 , Levofloksasin ‘(5”;" ant taburc
Laktat 1.9 mmol/L 1.8 mmol/L 5 1~ Seftriakson etkili - \;/3 .
Kreatinin 1.6 mg/dl 1.8 mg/dI 4.3 >0 1.5 0.7 0 ;
Tam idrar ° Nitrit pozitif * Nitrit pozitif 0 . . . . . 3
tetkiki * Lokosit esteraz+ ¢ Lékosit esteraz+ Kabul 1.gtin 2.gun  3.gun 4fu“

* 4+ bakteriiiri * 4+ bakterilri 1.giin 12.

saat kontrol Oral ant taburcu

* Courtesy of M. Broyles, Pharm D. Five Rivers Medical Center, Pocahontas, AR.



Tanisal yonetisim programlari

Solunum sistemi

multipleks PCR /
. influenza testi

° GAS/Hizli Antijen testi

Toplum kaynakh pndmoni
Idrar Antijen Testleri

Sitma Tanisi /
Hizli Tani testi
SSS multipleks PCR G —~ "ﬂ
: w2l

-y

Kan dolasimi
enfeksiyonlarinda Gram
boyama / MALDITOF,

hizli testler
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Prokalsitonin / biyomarkerlar



Review > Clin Infect Dis. 2017 Jan 1;64(1):15-23. doi: 10.1093/cid/ciw649. Epub 2016 Sep 26.

The Effect of Molecular Rapid Diagnostic Testing on
Clinical Outcomes in Bloodstream Infections: A
Systematic Review and Meta-analysis

Background. Previous reports on molecular rapid diagnostic testing (mRDT) do not consistently demonstrate improved clinical out-

CcO

nes in bloodstream infections (BSIs). This meta-analvsis seeks ta evalnate the imnact of mRDT in imnrovine clinical outcomes

in BSIs.

clinical

ou

CO

of
ClI
in
no

ho

ab

= Etkin tedaviye kadar gecen stirede 5.03 saat O
= Yatis suresinde 2.48 gin kisalma
=  Molekuler hizli tani testleri KDE icin standart bakimin bir parcasi olarak

distintilmeli!!!
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mRDT Conventional Testing
Study or Subgroup  Events Total Events Total Weight, % OR (95%Cl) OR (95%Cl)
1.1.1 mRDT with ASP |
Bau 15 82 19 74 5.6 0.65 (.30-1.39) .
Bias et al [19] (2015) 3 37 i b 1.8 0.61 (.15-2.51) "
Box et al [20] (2015) 6 64 10 103 3.0 0.96 (.33-2.79) |
Forrest et al [24] (2006) 2 119 2 84 0.9 0.70 (.10-5.08)
Forrest et al [23] (2006) 19 72 20 76 6.0 1.00 (.48-2.09) —
Forrest et al [25] (2008) 17 95 37 129 74 0.54 (.28-1.04) —
Heil et al [27] (2012) 5 21 19 61 2.7 0.69 (.22-2.16) .
Huang et al [29] (2013) 31 245 52 256 11.8 0.57 (.35-.92) —
Lockwood et al [30] (2016) 11 241 14 149 49 0.46 (.20-.1.04) —
Macvane et al [32] (2015) 5 63 5 50 2.1 0.78 (.21-.2.84) "
Macvane et al [33] (2016) 6 23 16 45 2.8 0.64 (.21-.1.95) '
Nagel et al [36] (2014) 1 15 S 19 129 53 0.60 (.27-.1.32) A
Pardo et al [39] (2016) 5 84 37 252 3.6 0.37 (.14-.97) .
Perez et al [15] (2013) 6 107 12 112 3.3 0.50 (.18-1.37) o
Revolinksi et al [40] (2015) 8 95 13 133 4.0 0.85 (.34-2.14) S ——
Sango et al [42] (2013) 11 28 7 46 2.8 3.61 (1.19-10.89) .
Sothoron et al [43] (2015) 5 67 4 59 1.9 1.11 (.28-4.34) .
Suzuki et al [44] (2015) 3 88 19 147 2.3 0.24 (.07- .83) .
Walker et al [45] (2016) 8 97 19 98 43 0 82.90) -
Subtotal 1745 2058 76.5
Total events 177 331
Heterogeneity: 12=0.01 2= 19.0Q(df= 18; P=.39); 12 =5% e : s

Test for overall effect: z=4.

W=D

I Favors mRDTI Favors conventional




_Study or Subgroup

mRDT
Events Total Events

Conventional Testing

Total Weight, %

1.1.2 mRDT without ASP

Beuving et al [18] (2015)
Felsenstein et al [22] (2016)

Frye et al [26] (2012)
Ly et al [31] (2008)

Maslonka et al [34] (2014)
Neuberger et al [37] (2008)
Wang et al [46] (2013)

Subtotal
Total events

Heterogeneity: 12 = 0.08 ¥2

14 114 8 109 4.1
5 189 1 194 30
14 110 17 134 57
8 101 17 101 42
6 55 10 55 29
1 42 - 42 07
8 48 8 38 29
659 673 235

56 75

=7.74ddl= 6; P=.26); 2 =23%
Test for overall effect: z=1.4 @

Total (95% Cl)
Total events

2404
233 406

2731 100.0

Heterogeneity: 12=0.02 y2=27.22 (df=25; P=.34); 12 =8%
Test for overall effect: z=4.27 (P<.001)
Test for subgoup differences: x%=0.25 (df=1; P=.62); 12 =0%

OR (95%Cl) OR (95%Cl)

1.77 (.71-4.40) -

0.45 (.15-1.33) .

1.00 (.47-2.14) .

0.43 (17-1.04) r—

0.5 (.19-1.64)

0.23 (.02-2.17)

0.75 (25-2.23) .

0.72 (.46-1.12) S 4
O

002 0.1 1 10 50

I Favors mRDTl Favors conventional




Olgu- 8

v'56 yas, erkek hasta

v'Ates yuksekligi ve genel durum bozuklugu ile acile basvuruyor

v'KBY, 3/7 hemodiyaliz dykusu (+), SVK (+)

v'Ates: 38.4C° ,;TA: 90/50 mmHg

v'Sepsis bulgulari mevcut, SVK iliskili kan dolasimi enfeksiyonu 6n tanisi?
v'Kan ve kateter kiltirt aliniyor

v Ampirik Piperasilin tazobaktam + vankomisin tedavisi baslaniyor




0-giin_JE 0-1.gin S 0-1.giin S 13.gin_

testi

p
{Kan kiiltirii J LGram (+) kok} Koagiilaz (+) J LAnt'b'VOt'k d“Var""kJ
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Streptokok benzeri kok Stafilokok benzeri kok Gram negatif basil




Staphylococcus aureus

Grup A streptokok

Aspergillus




Otomatize identifikasyon sistemleri / MALDI-TOF

Time-of flight
fnass spec.




Molekuler testler

/~ MOLECULAR TECHNIQUES

' M | v'Viral /bakteriyel Multipleks PCR panelleri
WA @i
i ‘('//‘ﬂ Y v'S.aureus [ metisilin direnci
“'/'-1--'»7' i 0 i ...y
Posarass Club S tomin. v'Grup A/ B streptokok
v C.difficile
- = TTeeear—
’ v'M.tuberculosis (genotipik duyarllik)
‘,‘ i v'Neisseria gonorrhoea
= v'Chlamydia trachomatis




Hizli Ag testleri

TR T v'Kriptokok Ag
| i) 0 HlE v'Legionella / pndmokok Uriner Ag testi
t | .‘ ‘ v ¢
9 | ‘ . v'Grup A streptokok testi

v'C. difficile toksin A/B

v'"Malarya Ag testi




Olgumuza donecek
olursak!!
Sepsis / KIKDE
— Kan kiiltiirlinde Gram (+) \
sinyal

\



0-gin_JEE 0-1.gin_g 018N

{Kan kiilturu J LGram (+) kok} {MEC A PCR

Molecular Characterization of mecA and SCCmec

Piperasilin-tazobaktam +Vankomisin -m

Molekiiler yontemlerle erken de-eskalasyon !!!



Olgu-9

v'74 yas, erkek hasta

v'Nefes darhgi ve genel durum bozuklugu ile acile basvuruyor
v'Yogun bakima yatiriliyor

v’ 1 hafta dncesinde SARS-CoV-2 PCR (+)

v' 15 giin 6ncesinde dismerkez yatis 6ykisi (+)

v'HT, DM, KAH, KBY, pace maker (+), demans oykusu (+)




Acil BT; Sagda belirgin
her iki akcigerde
periferal yerlesimli
buzlu cam

opasiteleri izlendi
Bulgular viral pandemi

acisindan tipik




v'Atesi 38 C', Sao2: 80, 10 It rezervuarli maske 02 ile Sao2: 90
v'WBC:16450/mm3 neu:%81, CRP:272 mg/dl, PCT:2,23 ng/ml
v'AST:17 ALT:13 Ure:71 kreatin:1,10

v'TIT; leu: 3+ nitrit (+), idrar ve kan kiltiiri alindi




v Ampirik piperasilin tazobaktam tedavisi baslaniyor

v'Kan kulttrinde Greme yok, idrar kulttirinde ESBL (+) E.coli (+)
v Gunluk PCT takibi yapilarak 7 guin tedavi verilerek kesiliyor
v'Yogun bakim takibinde sag femoral santral kateter aciliyor

v'Takipte oksijen ihtiyaci azalan ve yogun bakim endikasyonu kalmayan

hasta COVID servise nakil alintyor




v Periferik damar yolu acilamayan hastanin santral kateteri kullanilmaya

devam ediliyor

v'Servis yatisinin 1. haftasinda oral alimi azalan, bilinci ve genel durumu

bozulan hastanin atesi 38 C, TA: 85/50mmHg
v'WBC:14400/mm3 neu:%80 CRP:159 mg/dl pct:3.1 ng/ml
v’ AST:23 ALT:19 ure:70 kreatin:1,9

v'TIT, idrar kalttru, kan ve es zamanh katater kultirt alind

v'IV hidrasyon, ACT takibi




v Ampirik meropenem ve teikoplanin tedavisi baslandi

v'Santral kateterden alinan kiltiirde 6. saatte (ireme sinyali (+)

v'Gram boyamada Gram negatif basil (+)

v'De-eskalasyon @ teikoplanin tedavisi kesildi

v'10. saatte periferik kan kiltirinden Gram negatif basil (+)

v'SVK iliskili KDE, MALDI-TOF sonucu®etken ESBL (+) Klebsiella pneumonia

v'Piperasilin tazobaktam direncli, karbapenem duyarli




WBC (x1000/mm?)

Kateter degistirildi, meropenem 10 gline tamamlanan hasta taburcu edildi

30~ -10
25 24.5
23 8
20 8.0
- 6
15 14.4"WBC 4.6
- 4
10 - 3&1 PCT
> . 2
5 1‘2
e o
0 I ™ I e I .s J = 0
Bazal 1.gun 2.gin 3.glin 4. gin

(Tw/3u) 14



Tanisal yonetisim algoritmalari

Sitma Tanisi /
Hizl Tani testi Solunum sistemi
a multipleks PCR /
¥ influenza testi
SSS multipleks PCR G
: Q GAS/Hizli Antijen testi
Kan dolagimi .

enfeksiyonlarinda
Gram boyama /

MALDITOF, hizli testler
Toplum kaynakli pnéomoni

Idrar Antijen Testleri
Prokalsitonin / biyomarkerlar .



SOCIETY FOR

: amemcan | Clinical Microbiology
—— MICROBIOLOGY Rewews@
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Menenjit- Ensefalit

v"Morbidite ve mortalite ©
v Ampirik tedavi baslansa da etkin tedavinin hizla baslanmasi cok 6nemli
v'Klinik bulgular nonspesifik

v'BOS bulgulari ayirici tanida yardimei




Menenjit / Ensefalit BOS Bulgulari

Tuberculous/fungal
Cerebrospinal fluid parameter Normal Viral infection Bacterial infection infection
Opening blood pressure (mm H,0) 100-180 Normal to elevated 200-500 150-340
Total white blood count (cells/pl 05 -1,000 100->1,000 51,000
Protein level (mo/dl) <3 30-300 60-500 60
(Glucose level (% of blood glucose) 260 260 <45 %45
(SF appearance Clear Clear Turbid Clear or fibrin web

v Makroskobik gérinim, BOS basinci
v Hucre sayimi, BOS biyokimyasal incelemesi

v'Gram boyama ve kultur

v ' HSV-1 /2 ve enterovirus PCR




FDA Onayli Film-Array Menenjit / Ensefalit Paneli

Parameter FilmArray Meningitis/Encephalitis panel
Pathogen detected
Viruses Cytomegalovirus, enterovirus, herpes simplex virus 1,

herpes simplex virus 2, human herpesvirus 6,

human parechovirus, varicella-zoster virus
Bacteria Escherichia coli K1, Haemophilus influenzae, Listeria

monocytogenes, Neisseria meningitidis,
Streptococcus agalactiae, Streptococcus pneumoniae

Fungi Cryptococcus neoformans-C. gattii
Analysis platform FilmArray system or FilmArray Torch
Acceptable specimen type CSF

Time to results (h) D




Menenjit / Ensefalit Paneli

v'Sensitivite ve spesifite >%90

v'"CMV icin sensitivite %57, spesifite %100

v'S.agalactia’da sensitivite } (%66.7)

v Enterovirus icin sensitivite %95.7

v Immunstipresiflerde C. neoformans icin sensitivite ve spesifite %100

v’ Kriptokok Ag testi de kolay, ucuz ve sensitif




Avantajlari

v'Hizli, kolay uygulanabilir
v’ Antibiyotik kullanan hastalarda etken saptanabilmesi / de-eskalasyon
v'EV saptandiginda antibiyoterapinin erken kesilmesi

v'HSV icin erken antiviral baslanmasi

v'Tekli PCR ile de mumkin




Dezavantajlari

v’ Antibiyotik duyarlilik testleri eksik
v'Yanlis pozitiflik, etken/ kontaminasyon?

v'Panelde yer almayan etkenler saptanamaz

v’ Post-operatif SSS enfeksiyon etkenleri

v’ Stapylococcus spp., Gram (-) basiller

v'Konvansiyonel yontemlerin yerini almasi zor!!
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76 yas erkek hasta
1 haftadir uykuya egilim

* 4 glin oncesinde denge kaybi sonrasinda disme, yuruyememe,

idrar kacirma

e 2 glindur ara ara olan kisa sureli anormal bakislar, isitmede ve
gormede azalma, unutkanlik, ara ara cumle icinde uygunsuz kelime
kullanma, peltek konusma, bel agrisi sikayetleri ile acil servise
basvuruyor (22.03.2022)




Olgu- 9

Ek hastalik:

10 yil 6nce bypass,
1 ay once koroner anjiografi + stent (10.02.22)
3 hafta 6nce covid gecirme oykusu (28.02.22 covid pcr+)

Dizenli kullandigi ilac: ecopirin, plavix




Anamnez

v'Ankara’ da yasiyor

v'Taze peynir/sut tuketimi: yok

v'Hayvancilik, ciftcilik, evde hayvan besleme: yok
v'Kendisinde /ailesinde tiuberkiloz gecirme 6ykiisi: yok
v'Yakin zamanda antibiyotik kullanimi: yok

v'Kaynak suyu tuketimi: yok




Fizik muayene

v'Ates: 36.7 Nabiz: 85 Tansiyon: 120/75 SS: 20 Spo2: 96 (02 siz)
v'Genel durum orta-iyi

v'Biling acik, kooperasyon kisitli

v'Yer ve zaman oryantasyonu+ kisi oryantasyonu-

v'Ense sertligi, meninks irritasyon bulgulari yok

v'Bilateral bacaklarda his kaybi + yliriiyemiyor



v’ Sikayetlerinden iki giin 6ncesinde baslayan
gluteal bolgede agrili, vezikiler lezyonlar

v Ayrintih anamnez ve fizik muayene !1!!

v' Diger sistem muayeneleri normal




Laboratuvar

Glukoz: 117 mg/dL
Ure: 39 mg/dL
Kreatinin: 0.81 mg/dL
GFR:86 ml/dk
T.protein: 65 g/L
Albumin: 42 g/L

AST: 14 U/L

ALT: 20 U/L

ALP: 79 U/L

GGT: 50 U/L

LDH: 197 U/L

T. bilirubin: 0.5 mg/dL
. bilirubin: 0.2 mg/dL
Sodyum: 137 mEq/L

Potasyum: 4.1 mEqg/L




Laboratuvar

WBC:11600 %78.5 PMNL INR: 1.2
Hb: 14 g/dL PT: 13.3 sn
PLT: 233 x10 %/L aPTT: 20.2 sn

CRP: 0.006 g/L

Prokalsitonin: 0.03 ng/mL




Beyin BT

v'Solda serebral hemisfer boyunca ekstraserebral BOS mesafesi genis
v'Intrakranial kanama izlenmedi

v'3. ve her iki lateral ventrikil normal genislikte

v'Hemisferik sulkuslarin genisligi ve derinligi normalden genis

v'BT'de bulgu veren akut enfarkt saptanmadi




Beyin Difflizyon MR

v'Supra ve infratentoriyal beyin parankim alanlarinda akut stirecte

iskemi ile uyumlu olabilecek diffizyon kisitlanmasi saptanmadi

v'Periventrikuler beyaz cevher alanlarinda FLAIR sekansta

hiperintens gliotik sinyal degisiklikleri izlenmekte




Acil Noroloji Konsultasyonu

* Hastada akut norolojik patoloji dusuntlmedi

* Normal basincli hidrosefali arastiriimasi ve ileri tetkik amaci ile

noroloji ve beyin cerrahi poliklinik kontrolG éneriliyor




Enfeksiyon Konsuiltasyonu

v'BOS incelemesi:

v'BOS ksantrokromik gérinimde v Mikroskopi

¥'BOS basinci normal v'BOS WBC:150 hiicre/mm3

v'Biyokimya:;
yoximy v'BOS RBC:500 hiicre/mm3

v'Glukoz: 12 mg/dL (es zamanli kan
glukozu 120 mg/dL) v'Gram boyama mikroorganizma

v'T. Protein: 15100 mg/L (150-450) yok




Enfeksiyon Onerileri

e BOS kulturd, BOS multipleks PCR, Tbc PCR ve kulturu, kan ktlttara

alinyor

 Ampirik olarak asiklovir 3x750 mg, ampisilin 6x2 gr iv, izoniazid
1x300 mg, rifampisin 1x600 mg, pirazinamid 1x2000 mg,
etambutol 1x1500 mg baslaniyor

e 24.03.2022 Hasta enfeksiyon hastaliklari servisine kabul ediliyor




Yatis 2. gliniinde

v'isitmede azalma, bacaklarda uyusma mevcut
v'Biling¢ durumunda kétilesme mevcut
v'Noroloji Konstiltasyonu

v'Beyin MR sonucu ile rekonstiltasyon 6nerilir

v'BOS kuiltird : treme yok




Yatis 4. gliinunde

v'Yeni baslayan nefes darhgi

v'PAAG infiltrasyon saptanmadi
v'TiT normal, D dimer: 21
v’ Gogls Hastaliklari Konsultasyonu
v'Ekokardiyografi ve bilateral alt ekstremite vendz doppler USG

v'V/P sintigrafisi (akut PTE?)

v'Oksapar 2x0.6 baslandi




Yatis 6. glinunde

v EKO: PTE desteklemekte

v'Alt Ekstremite Vendz Renkli Doppler USG: Tibialis posterior

veninde akut evre tromboz bulgulari mevcut

v'V/P Sintigrafisi: pulmoner tromboemboli agisindan anlamli

v’ Gogls Hastaliklari Konsultasyonu: DVT+ Masif PTE




Yatis 8. gununde BOS sonuclari

v'BOS Mikobakteri PCR: Negatif

v'BOS Viral Panel : VZV DNA pozitif
v'Bilinc durumunda diizelme mevcut
v Ampisilin ve anti-tiiberkiiloz tedavi kesiliyor

v'Hizli tani testleri rutinde beklendigi kadar hizli sonuclanmayabiliyor!!!!




Yatis 12. guniinde

v'Alt ekstremitesinde motor ve duyu kaybi nedeniyle tekrar néroloji

onerileri alinyor
v'PNP protokolli EMG 6neriliyor
v EMG: Aksonal agirlikhh mikst tipte polinoropati ile uyumlu

v’ Odiyometri Testi: Sagda ileri derecede, solda cok ileri derecede isitme

kaybi
v'KBB Konsiiltasyonu: 64 mg prednol 6neriliyor ve tedavisi baslaniyor

v .....Asiklovir tedavisi 21 giine tamamlanarak kesiliyor




Torako-lomber MR

v'L4-S1 diuizeylerinde kauda ekuina lifleri periferal yerlesimlidir (empty

sac sign), gorinum araknoidit ile uyumlu

v'L5-S1 diizeyinde minimal anterolistezis, sagda bariz faset eklemlerde

hipertrofi, néral foramenlerde daralma




v'Beyin cerrahisi ile hasta basi konsey ;
v'Pulse steroid onerildi

v'KBB tarafindan isitme kaybi icin prednol dnerilen hastanin sag ayak motor

aktivitesinde duzelme nedeniyle, hastaya pulse prednol tedavisi baslandi

v'Hastaya 500 mg pulse prednol, ardindan 2 giin 1 gram verilerek 3 gine

tamamlandi

v’ Alt ekstremite motor hareketlerinde artis izlendi




Olgu- Eve goturulecek mesaj

v'Sonug olarak bu olguda BOS bulgulari TBC ?, bakteriyel menenijit? VZV?

v'Multipleks PCR ile VZV tanisi konularak, anti-tbc ve antibiyotik

tedavilerinin kesilmesi mimkun olmustur!!!

v’ Anamnez ve FM’de sakral bolgede zona varligi taniyi klinik olarak ta

desteklemektedir!!




Olgu-11

v'46 yas, oncesinde saglikli erkek hasta

v'1 haftadir devam eden ates, bas agrisi, bas donmesi, bulanti, kusma
v'Bilinen tiiberkiloz 6ykisi veya temasi yok

v'Ormanda yuruyus 6ykist mevcut

v Otoimm{uin hastalik dykisi yok, agizda Ulser oykusi yok




v'Atesi 36, hemodinami stabil

v'Sol gbzde pitozis, vertikal ve horizontal nistagmus (+)
v'"Motor ve duysal muayenesi ve diger FM dogal
v'Beyin BT: dogal

v'Kraniyal MR; medulla ve ponsta tutulum (+)

v'LP yapiliyor




BOS Incelemesi

v BOS glikoz: normal, BOS protein: 106 mg/L

v'BOS mikroskopisinde; WBC:150 hiucre/mm?3 %63 notrofil
v'"Gram boyamada mikroorganizma gorilmuyor

v Ampirik seftriakson, vankomisin ve asiklovir baslaniyor

v' Tedavi 2. giintinde fotofobi, ataksi ve vertigo gelisiyor

v Kontrol LP ve MR planlaniyor




3.gun MR kontrolu

Kranial MR Axial T1 goruntilemede sag dorsal lateral medullada
periferal kontrastlanma gosteren 10x11x6 mm abse



3.gun MR kontrolu

Kranial MR T2 FLAIR sekansta pons, medulla ve serebellar pedinkl
inferiorunda sinyal artisi



v Tuberkiloz

v'Herpes simpleks virus
v'Lyme
v'Multiple skleroz

v'SLE / Behcet hastalig

v'Paraneoplastik sendrom




Planlanan BOS tetkikleri?

v'Mikroskobik / makroskobik degerlendirme

v'"Gram boyama, ARB

v'BOS glikoz /es zamanl kan glikozu
v'Bakteri ve mikobakteri kilturi
v'Kriptokok Ag testi

v'FilmArray Menenijit/ ensefalit paneli (Biofire)




Kontrol LP sonuclari

v'BOS mikroskopisi; 310 l6kosit %81 lenfosit

v'BOS glikozu normal, protein 53mg/dL

v LP sonrasi 2. saatte viral multipleks PCR panel testi sonucu

v’ L. monocytogenes (+)

v Kan ve BOS kilturiinde treme yok




CASE REPORT

Rapid detection of Listeria monocytogenes
rhombencephalitis in an immunocompetent patient
by multiplexed PCR

Rocco J Richards,' Matthew S Simon,? C Douglas PhiIIips.,2 Lindsay Lief 2
Stephen G Jenkins,? Michael S Satlin*?

keostomi

SUMMARY CSF obtained by lumbar puncture (LP) demon-
A 46-year-old previously healthy man presented with strated 0.0360% 10°/L white blood cells (wbc) (63%
1 week of headache, nausea, vomiting and dizziness. neutrophils), a normal glucose level and 106 mg/dL
He was found to have cranial nerve deficits, his of protein. Antimicrobial therapy was initiated with
cerebrospinal fluid (CSF) demonstrated a lymphocytic vancomycin (lg every 12hours), ceftriaxone (2g
pleocytosis and brain MRI suggested rhombencephalitis. ~ daily) and acyclovir (10mg/kg every 8hours), but
Although Gram stains and cultures of his CSF did not subsequently he developed photophobia, ataxia,
identify a pathogen, Listeria monocytogenes DNA was vertigo and was intubated for airway protection and
detected by the FilmArray Meningitis/Encephalitis panel transferred to our hospital.

within 2 hours of performing a lumbar puncture. He was On arrival, he was afebrile and haemodynamically
treated with ampicillin and gentamicin and had a near- stable. On physical examination, he was alert and

BMJ Richards RJ, et al. BMJ Case Rep 2018. doi:10.1136/bcr-2018-225575



Tanisal yonetisim algoritmalari

Solunum sistemi
multipleks PCR /
. influenza testi

Q GAS/Hizli Antijen testi

Toplum kaynakh pndmoni
Idrar Antijen Testleri

Sitma Tanisi /
Hizh Tani testi
SSS multipleks PCR G Vﬁ

Kan dolasimi
enfeksiyonlarinda

MALDITOF, hizli testler a

Gram boyama /

Prokalsitonin / biyomarkerla.r.°




Olgu -12

v'30 yas erkek hasta

v'2 giindur devam eden ates, prodiiktif 6kstiriik, bogaz agrisi
ile Universite hastanesi aciline basvuruyor

v'Geceleri daha fazla yiikselen ates tanimliyor

v'1 ay 6ncesinde malarya endemik bolgeye seyahat éykiisii (+)

v'Sinek 1sirma 6ykisu yok

v'Ek hastalik / ilac kullanimi yok




Fizik muayene /Laboratuvar

v'Ates 38.7 C, TA: 110 /63, Nb 92/dk
v'Orofarengeal hiperemi ve postnazal akinti (+)
v'Diger fizik muayene bulgulari normal

v'"WBC: 4600 /uL, Hb: 15.9, PLT: 171000

v'Ure 32 mg/d|, kreatinin 1,01

v'PAAG dogal




v’ Acilde bakilan hizli tani testi negatif

v Antibiyotik recetesi ile taburcu ediliyor




v Ertesi giin hasta ates yukse

acile basvuruyor

v'Yeni gelisen trombositope B (==

v’ PLT 53.000 /pL

v Enfeksiyon hastaliklari kon:

*Hizli tani testi tekrari da negatif

*Giemsa boyamada cift tash yuzuk P. falciparum !!!




Table 1. Artemether-lumefantrine based combination
therapy doses (tb: tablet)

Patient First 8™ 24t 36 48
Weight (kg) Dose Hour Hour Hour Hour
215 1tb 1tb 1tb 1tb 1tb

15 -24 2tb 2tb 2tb 2tb 2tb
25 - 34 3tb 3tb 3tb 3tb 3tb

>34 4 tb 4 tb 4 tb 4 tb 4 tb




Eve goturulecek mesaj

v'Detayli anamnez ve Fizik muayene

v'Olasi nedenlerin degerlendirilmesi
v'Olasi etiyolojiyi saptamaya yonelik tani testlerinin dogru planlanmasi
v'Test sonuclarinin dogru yorumlanmasi ve hizli raporlanmasi

v'Sonuca gore ampirik tedavinin optimizasyonu




. Eve goturulecek mesaj _

Anamnez
ve Fizik
muayene

Tanisal
Yonetisim

Akilci Antibiyotik Kullanimi

Antimikrobiyal
Yonetisim
programlari



