VAKA SUNUMU

Uzm. Dr. Kiibra Erol Kalkan
Sisli Hamidiye Etfal Egitim ve Aragtirma Hastanesi
I¢ Hastaliklar1 Klinigi



& 51 yasinda bayan hasta;

3 gundur olan tistime titreme ile ytikselen ates,
bas agrisi, yaygin kas agrisi, bulanti, carpinti
sikayetleri ile tarafimiza bagvurdu.

Semptomatik tedaviye ragmen sikayetlerinin
arttigini belirtti. Ates yiiksekliginin daha ¢ok
geceleri oldugunu ve 38 dereceyi astigini soyledi.
Hasta gece terlemesi yada kilo kayba tariflemedi.



v Hasta mali miisavir emeklisi

& Yakin zamanda seyahat oykiisii yok

w Ciftlikte yasama/kirsal alanda bulunma oykiisti yok ancak
bahceli evde yasiyor

k& Kene ile temas oykiist yok

k Cig et yeme, ¢ig siit icme Oykiisii yok, ¢ig stitten yapilmis
peynir yeme Ooykiisii?

& Esi1 ay once Umreden geldikten sonra ategli hastalik
gecirmis(pnomoni?)

. Aktif tuberkuloz temas Oykiisti var



OZGECMIS/SOYGECMIS

Q0

w OZ GECMIS: Hipertansiyon

i SOY GECMIS: Anne: HT Baba: HT, iKH
Oglu: aktif Tuberkuloz tedavisi almakta

0

2 ALISKANLIKLAR: Sigara: yok Alkol: yok

0

& llag: Verapamil 180 mg + Trandolapil 2 mg

0



FIZIK MUAYENE-1

v Suur acik, oryante koopere

& Bas-boyun muayenesi: Dogal

v Cilt dogal goriinimde(ancak atesli donemde sirt bolgesinde dokiinti
tariflemekte)

w KVS:

v TA: 100/60mmHg

v Nbz: 100/dk, ritmik

k Ates: 37C

v S1-S2 ritmik, ek ses/UGflirim yok

Q

2 SOLUNUM SISTEMI:
v DSS: 16/dk
. SS: HIHTSEK, SS kabalasmis, belirgin ral-ronkus yok.

Q0



FIZIK MUAYENE-2

GIS:

Epigastrik bolgede derin palpasyonla hassasiyet +
Defans: yok, rebound: yok murphy negatif
Palpasyonda organomegali yok

Perkiisyonda traube acgik

Barsak sesleri normoaktif

Assit: yok

GUS:
Kvah +/-

Lokomotor sistem muayenesi dogal.

Norolojik sistem muayenesi dogal, ense sertligi yok.



LABORATUAR TETKIKLERI

Na: 135 mmol/L

%3

v Glukoz: 97 mg/dl v K: 4 mmol/L

w Ure: 25 mg/dl w Ca: 8.9 mg/dl

t Cr:0.9 mg/dl v Mg: 1.7 mg/dl

v AST: 61 U/L w Ferritin: 40 ng/ml
v ALT: 76 U/L t CRP: 11 mg/L

v GGT: 83 U/L v Prokalsitonin: 0.4
v ALP: 73 U/L v Sedim: 24

v LDH: 234 U/L

v Amilaz: 54 U/L v PTZ:12 sn

v Albumin: 4.4 g/dI w2 aPTT: 26 sn

& Globulin: 2.3 g/dI v INR: 1.04

D. Bilirubin: 0.08 mg/dlI
w . Bilirubin: 0.11 mg/dlI

Fibrinojen: 404

%)
%3

Q



WBC: 4540

TIT
Ne: 3280 d: 1020
Lym: 760 pH: 6.0
Mo: 490 Lokosit: eser
Hb: 12.7 g/dl Eritrosit: +++
Htc: 39.3% Protein: +
PLT: 219.000 Glukoz: Negatif
Keton: Negatif
Anti HIV:- Nitrit: Negatif
HbsAg:-

Anti HCV:-



GORUNTULEME

& PAAC: parenkim dogal gortintimde,
mediastinal LAP mevcut degil.

& Batin USG: KC/dalak normal boyutta. Hepatik
venoz sistem ve portal venler tabii. Safra
kesesinde biiyiigii 11mm capinda multipl
kalkiil imaji1. Kese duvar kalinlig1 normali
perikolesistik s1vi yok. Her iki bobrekte
biiyiigii solda 3 mm capa ulasan ekojen
imajlar(kalkiil?). Batin sag alt kadranda
minimal serbest siv1.



ON TANILAR



Mevcut bulgularla,

& Reaktif Hepatit(Viral? Bakteriyel? Otoimmun?)
2 Kolesistit?

& Bag doku hastalig1?

& Malignite?

On tanilari ile hasta interne edildi.



k Kolesistit acisindan Batin MR ve MRCP cekildi. Safra
kesesinde multipl kalkiil saptandi ancak perikolesistik
siv1 izlenmediginden ve kese 6demli goruntimde
olmadigindan kolesistit diistintilmedi.



Viral hepatit etkenleri acisindan istenen,

& Hbs Ag(-), antiHBc Ig M(-), anti HAV Ig M(-),
& Anti HCV(-), HCV RNA: (-)

v Anti HIV: (-)

k CMV Ig M: ()

v EBV VCAIg M, EBV EBNA Ig M: (-)

& Parvovirus Ig M ve Ig G: (-) saptand.

& HIN1 nasal stirtintiide negatif saptandi.



k& Brucella spot test(-), monotest(-)
(1 hafta arayla 2 kez negatif saptandi)

& Tbc T spot test: negatif saptand.

k& Toplum saglig1 merkezine Leptospira ve Coxiella burnetti
icin numune gonderildi.



& Bag doku hastalig1 acisindan istenen,

ANA: 1/100 (+)

Anti dsDNA: (-)

Anti Sm: (-), Anti RNP:(-)

Anti Ro/ La: (-), Anti Jo 1(-)
Anti Scl-70(-), Anti centromer(-)
Rf(-), anti CCP:5

& Otoimmun hepatit acisindan,
AMA/ ASMA/ LKM-1 negatif saptanda.

G0z muayenesinde episklerit saptandi Sjogren agisindan kuru goz
saptanmadi.

Eriskin Still Hastalig1 agisindan ferritin diizeyi:86 saptaniyor.



Malignite acisindan,

& Cekilen boyun USG, toraks BT ve batin MR da patolojik
boyutta lent bezi, kitle lezyon izlenmedi.

& Periferik yaymada, atipik hticre gortilmedi.



w Enfektif endokardit acisindan istenen transtorasik EKO da;

kapak patolojisi saptanmads, vejetasyon izlenmedi.



k Hasta 3 giin antibiyotiksiz izlendi. Giinde 2-3 kere 6zellikle
geceleri ylikselen 38 dereceyi bulan ates sikayeti devam etti.
Hastanin koyu kivamli balgamli okstirtik sikayeti baglamasi
nedeniyle cekilen kontrol PAAC de pnomotik infiltrasyon
izlenmedi.

w Hastanin atesli donmede alinan 2 set kan kiiltiirtinde ve idrar
kiiltirinde tireme saptanmadi. Balgam kiilttirti alinamada.



& Hastamin KCFT artmaya devam etti.
AST: 115 U/L ALT: 192 U/L
GGT: 237 U/L ALP:147 U/L LDH: 247 U/L

e CRP:36, Prokalsitonin diizeyi:1.97 yiikseld.i.

w Hastada bisitopeni gelisti.
Wbc:4060(ne:2010, lym:1440, mo:750) Hb:11.1 Plt:161.000



& Hastaya ampirik olarak sefotaksim 1 gr 3*1 i.v. 7 giin (+)
azitromisin 500 mg 1*1 p.o. 3 giin basland.

& Antibiyoterapinin 48.saatinde atesi diistii, hastada
antibiyoterapiye klinik ve laboratuar yanit alindi ve 10 giin sonra
taburcu edildi.



Taburculuk Laboratuar Degerleri

v Glukoz: 95 mg/dI
 Ure: 25 mg/d|

 Cr: 0.84 mg/dI

. AST: 39 U/L

v ALT: 88 U/L

v GGT: 177 U/L

v ALP: 113 U/L

v LDH: 206 U/L

& D. Bilirubin: 0.08 mg/d|I
w2 I. Bilirubin: 0.11 mg/d|
w2 CRP: 4.6

2 Prokalsitonin:0.67

v Sedim: 26

WBC: 4690
Ne: 2280
Lym: 1630
Mo: 630

Hb: 12.1 g/dl
PLT: 280.000

TIT:

Lokosit: -
Eritrosit: +
Protein: -
Glukoz: Negatif
Keton: Negatif
Nitrit: Negatif



TANI



Q ATESI



Taburculuktan 1 ay sonra toplum sagligi merkezinden
sonuglar geldi.

& Leptospira Ig M (ELISA): sinir deger
& Leptospira Ig G (ELISA) : negatif

k& Coxiella burnetti Faz II Ig M (IFA): 1/384
k& Coxiella burnetti Faz II Ig G (IFA) : 1/256 saptandi.



Q(Query) ATESI

0

3

Coxiella burnetti, zorunlu intrasellular atogendir. Esas bulas yolu
sigir koyun keci gibi hayvanlarin siit idrar feces yada dogum sivilari
ile kontamine olmus havanin inhalasyonudur.

Diger nadir bulas yollar1 kene 1sirmasi, pastorize edilmemis siit ve stit
tirunlerinin tiiketimidir. Insandan insana bulas (sexual/transplasental)
oldukc¢a nadirdir. Enfekte kedi kopek tavsan gibi hayvanlarda
salginlara yol acabilir.

Veteriner, ciftci, mezbaha calisanlar1 gibi hayvanlarla yakin temasta
bulunan meslekler risk grubundadir. Ancak ozellikle kent
salginlarinda risk bu meslek gruplari ile simirl degildir.

CDC verilerine gore 2000-2010 yillari arasinda bildirilen 405 vakanin
320'si(79%) riskli meslek grubunda degil.

Bugiine kadar bilinen en biiytik salgin yaklasik 4000 vaka ile 2009-
2010 yallar1 arasinda Hollanda’da oldu.



Q Fever: Single-Point Source Outbreak With
High Attack Rates and Massive Numbers of

Undetected Infections Across an Entire Region

Volker H. Hackert,"? Wim van der Hoek,® Nicole Dukers-Muijrers,"? Arnout de Bruin,? Sascha Al Dahouk **
Heinrich Neubauer® Cathrien A. Bruggeman ? and Christian J. P. A. Hoebe'?

& 2009 yilinda Gliney Limburg, Hollanda’da bir
mandira ciftliginde 450 kecinin 220 sinde coxiella
burnettiye bagh diisiik saptanmus.

& Bu kaynaktan hastaligin bolgesel dagilim paterni
arastirilmis. Ciftlik calisanlari, ziyaretgiler ve
calisanlarin ev halki serolojik olarak taranmus.



Table 1. Populations Studied, With Demographic Characteristics, Seropositive Rates,
and Clinical Attack Rates of Q Fever

Age, Years, Mean (50] Sex, % Women SAR” RR (95% CI)

43.6(227) Bl

Study Population Mo, (%)

General population 307348

Sample, 2008
Sempositve
Semnegative

Sample, 2010
Sempositve
Semnegative

MNotifed community cases

Sheep farmers
Acute infection
Mo infection

Residents and emplovees
Total tmced
lested
Fast infection
Acute infection
Mo infection

Visitors
Total tmced
Tested
Fast infection
Acute infection
Mo infection

Household contacts
Total taced
Tested
Fast infection
Acute infection
Mo infection

396
2 (0.5}
294 (99 5)
410
14 (3.4]
206 (96.6)
253
34
259
32 (894.7)

37
31
5 (16.1]

2

5B
B4

[ i

22 (40.7)

16
16
2

21.0%% 8.9
18.5(0.7)
21.0(B8.9)

28.0%(103)
ZB.EBN0.E)
2800M0.2)
48.7°(15.4)
47 B%(18.5)
60.201.7)
47 0N 8E)

ZB.0ON3E)
270N33)
Z7.018.1)
256014.3)
437 (8.0

3767 1159)
38.7115.7)
457 (12.5)
37.3(135)
39.1018.1)

ar.gf (178
34.6(259)

32 0NE86)
46.0(15.0)

TG
100
TG
547
&7
54
3r
L s
&0

a1

923 (Reference)

51.9,0.61 (53-84)

50.0, 054 (35-83)

B2.4 (1417)

B6.4 (159/22)

B0.0O (4/5)
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& Toplum vakalarmin ciftlikten riizgar yoniinde longitudinal bir
aks hizasinda toplandig: tespit edilmis. Insidans ciftlige
aklastikca artmakta. Insidans 0-1 km arasinda % 6.3 iken, 4-5
ﬁm arasinda % 0.1. Ciftlikten 5 km mesafe bile ytiksek risk
bél%esinde kabul edilmis, 10 km mesafede bile vakaya
rastlanilmais.

2 Bu calisma coxiella burnettinin ytiksek atak hizi ve cevresel
faktorlere direncli olmasi nedeniyle toplum sagligini riske atacak
salginlara neden olabilecegini gostermesi agisindan 6nemli.

R Di%er bir acidan enfekte ha
ciftligine 5 km mesafede bi
olusturmakta.

w Hayvan temasi olmamasi Q
hekimler klinigi uygun hast
Q atesinden stiphelenmeli!




KLINIK
& Akut enfeksiyonu olan hastalarim 60% 1

asemptomatiktir. Gebelerde bu oran 90% a
cikmakta.

& Semptomlarda genellikle nonspesifik. En sik ates
yliksekligine eslik eden hepatit yada pnomoni
tablosu izlenmekte.

& Inkubasyon siiresi 2-3 haftadir ancak bakterinin
fiziksel streslere direncli oldugu ve dogada aylarca
hatta yillarca yasayabilecegi unutulmamali.



Percentage of acute Q fever patients with selected clinical and
laboratory findings

Climical or laboratory finding % of patients

Climical
83100
97100
6888
6898
4T-69
31-98
24-90
23-49
13-42
10-45
5-22
Skin rash 5-21
Miyocarditis 0.5-1
Pericarditis
Meningoencephalitis
Dreath
Laborator
Mormal leukocyte count
Thrombocytopenia
Increased transaminase levels®
ncreased Diirubin levels
Increased alkaline phosphatase levels
Increased y-glutamyl transferase levels
MCreased crealine phosphokinase levels
Increased lactate-dehydrogenase levels
Increased creatinine levels
Elevated erythrocyte sedimentation rate
smooth muscle antibodies
Antiphospholipase antibodies

Source: Modified from Maurin M, Racult D. Q fever. Clin Microbiol Rev
1999:12:518.
* Alanine transaminase and aspartate transaminase.




Pnomoni akut Q atesinin onemli bir klinik gortintimudiir

ancak klinik ya da radyolojik olarak diger toplum kokenli
pnémonilerden ayirt edilemez. Oksiiriik genellikle kurudur ancak
balgaml da olabilir.

Giliney Amerika nmin kuzeydogu kiyisinda yer alan Fransiz
Guyanasi’'nda yapilan, toplum kokenli pnomoni tanis1 konmus
132 hastanin dahil edildigi bir calismada Q atesine bagh
pnomonilerin prevelansi %?24.4 saptanmas.




TANI KRITERLERI



Acute Q fever Chronic Q fever

Clinical evidence | Fewver ang ene or mare of the following wly recognized culture-negative endocarditis [particularly in a patient with

of infection rigers, severe retrebulbar headache, previcus valvulepathy or compromised immune system), suspected infection of 2
acuts hepatitis, pneumeania, or elevated wvascular ansurysm ervascular prosthesis, or chronic hepatitis, esteomyelitis,
liver enzymes ostecarthritiz, or pneumenitis in the sbsence of other known sticlogy

Laboratory Laboratory confirmed (one or more of the | Laboratory confirmed (one or more of the following):

criteria® " following):

g3 ant|h¢c-?- titer = IgE titer =1 8005 to C. burnetii phase I antigen by IFA
== II antigen by

ra * Dgtection of &, Surneci OMA in 2 clinical specimen by PCR

Treetroror———o— et DA in a * Demonstration of C. burmeti in a clinical specimean by THC
clinical specimen by FCR

= Demonstration of O Gurneni in 3 * Isaolation of C. burmesi frem 2 cliniczl specimen by culture
clinical specimen by IHC

= Isclation of C. burne’ frem 2 clinical
specimean by culturs

Laboratory supportive (one or more of Laboratory supportive:
the following):

ina = al= i = o O - LirTT -I.I. - — . 1 ‘e .
= Singls I="‘f titer 21 128 ko L. Surmes » TFA Igs titer 21:128 ana <1 800 to C. burnetii phase I antigen
phase II antigen by IFA [phase I titers
may be elevated as well] or

= Elewvated phase II IgG or IgM antibody
reactive with £ hurmetii antigen by
ELISA, dot-ELISA, or latex agglutination

Case Confirmed acute Q fever: Confirmed chronic Q fever:
classification

Laboratery-confirmation with clinical Clinical evidence of infection with laberatery confirmation
evidence of infecticn or an
epidemiclogical link to 2 l[zbaratory-
confirmed case

Probable acute Q fever: Probable chronic  fever:

Clinical evidence of infectien with Clinical evidence of infaction with laberatory-suppertive results
lzboratory-suppertive results

Diagnosis and Management of Q Fever — United States, 2013: Recommendations from CDC and the Q Fever Working
Group




Chronic Q Fever: Different Serological Results in
3 Countries—Results of a Follow-up Study 6

Years After a Point Source Outbreak

Brendan Healy,! Hugo van Woerden 2 Didier Raoult,® Stephen Graves,® James Pitman,5 Graham Lloyd,5 Nigel Brown,®
and Meirion Llewelyn?

Q Fever Infection Definitions Devised by Dupont et al [2]

Status Serological criteria

Chronic Phase 1 IgiG = 800 or Phase 1
Past Fhase 2 lgG detected and Phase

Megative Mo antibody detected

I-I

Acute Phase 2 IgM = 50
Borderline Phase 1 1gG = 400 and < 800




TEDAVI



TABLE 2. Recommended antibiotics and dosages™* for treatment of acute and chronic Q fever

Indication

Adults

Children”

Pregnant women

Acute Q fever’

Doxyoycline® 100 mg twice a
day for 14 days

=8 years:
Doxyoycline: 2.2 mag/kg per dose twice a day for 14 days
(maximum 100 mg per dose)

<8 yvears with high risk criteria®*: Doxvecycline: 2.2 ma/ka
per dose twice a day for 14 dayvs (maximum: 100 mg per
dose)

=8 years with mild or uncomplicated illness: Doxycycline
2.2 ma/kg per dose twice a day for 5 days (maximum
100 mg per dose). If patient remains febrile past 5 days
of treatment: trimethoprim/sulfamethoxazole 4-20
mag/kg twice a day for 14 days (maximum: 800 mg per
dose)

Trimethoprim/sulfamethoxazole: 160
mg/800 mg twice a day throughout

pregnancy

Chronic Q fever

Endocarditis or
vascular infection

Doxycycline®® 100 mg twice a
day and
hydroxychloroquine™ 200 mg

three times a day =18
maonths

B

Recommend consultation

Recammend consultation” "

Moncardiac organ

disease®®®

Doxycycline 100 mg twice a
day and hydroxyvchloroguine
200 mg three times a day

B

Recommend consultation

Recommend consultation™ "’

Pcustpartumr"
with serologic profile
for chronic Q fever

Doxyoyclineg 100 mg twice a
day and hydroxychloroquine
200 mg three times a day for
12 months

Paost-Q fever
fatigue
syndrome

EEE

Mo current recommendations

Mo current recommendations

Mo current recommendations

Diagnosis and Management of Q Fever — United States, 2013: Recommendations from CDC and

the Q Fever Working Group




Acute Chronic

if 3 patiant has clinical evidence of acute O fever infaction (e.g., fever, Patient has clinical evidence of chronic O fever infoction with
haadachie, rigors, wesght koss, miyakga, arthrakgia, preumsonia, of organ imohvement

hepatitisl, and acue Q fever i suspeciad, perfoem diagnaostic testing and
m”’”"‘”""‘""‘r"“ﬂ"”“‘mtmmm « Demanstration of phase | kG antibody titer by IFA =1:1024; or

sl st Lt « Detection of DMA in 2 clinical specimen fe:g. heart valve of serum) by
PCR assay; oo

] = [HC staining of caganitsm in 3 clinkcal specimen fiug. hea valve); of
= Ealation of Coriala Bemend from 2 cinecsl spodinnen by oafune

Fatient bt any o af the Sallowing lboratory Bndings that

indicats acute Q) ver infocticn
l No I e

+ Fourfiold increase in phads I igG o IgM antibody titer by A

ozt in pared werum Lampkes

+ Convalescent phasa B igh antibody titer by IFA of 21:128 Mot 2 case unilkess clindcad and Chirgnikc ) fever case

= Defection of DMA in a dinical specimen by PCR assay GEsOratory e idenie ane paosom Traat Fppropriatoly (mindmmum

+ IHC staining of ceganésm in a clinical specimen Fed FTRQRANCY Hecion for 18 moath | nalive vales] and

= Ispation of Cowialks burnetii froem a clinical specimen by ouliuss R e L OMLTLl SOOaC 24 MOAINS | prosihsic valves,

aned Clinscl monircang. i for endiocanditn ) meorifor

l N Yios nonspecific cimical findings ane clinically and serologically
present with Laboratoeny thrcughout traalmont

endence, parfcim 3 thoeoigh

Condider aternaliv diag el Acife O Tever Casa wgacch bor fodi of infection

2.0, echocardiogram and

PETACT sean).

Perfoemm clenkcal evaluasthon to - defanmins vaheed b
parient i At Figh ek for chronic dibads (e, M
vaheg of wasoular detact) ®

e arismucrnbiad treamiend ST KT TR CFING
Mo rlik Mk e nafhod aind SerolOgic monitoning. demonsraes fourfold
| r Consult 3 0 fever expert docnase in phats | igh with

Repeat clinical assessmsent Repaat Cinical assessment *-"5*'_"'|:"~'-"-i" 11:'-‘-CII:§=2_'_3N"-'¢-3"
and sarobogy in and sefclogy 31 3 6, 12,18, phuse gk and clinacal
approaimabely & months and 74 monits Oy

[ ] Im

Disconbinue antibiotic
reatmsent ard Contine twiie
yearly senpioge; moniiomng
for potential retapse
ITUFIETILAM 5 yearsl.

Diagnosis and Management of Q Fever — United States, 2013: Recommendations
from CDC and the Q Fever Working Group




& Taburculuk sonrasi halsizlik, carpinti sikayetlerinin devam
ediyor olmasi tizerine hastaya doksisiklin 100 mg 2*1
baslandi, 2 hafta sonra kesildi. Kroniklesme agisindan
serolojik takip yapilmasi planlandi.

2 Ancak ab kesildikten 10 giin sonra atipik pnomoni klinigi
ile relaps gelisti.



Transtorasik EKO tekrarlandsi,
v Hafif MY, mitral kapak anterior leaflette kalinlasma izlendi.
w Hatfif perikardiyal mayii izleniyor, vejetasyon izlenmedi.

& Baska bir merkezde relaps doneminde bakilan Coxiella
Burnetti Faz II Ig M:pozitif , Faz II Ig G:1/256, Faz I Ig G:
negatif saptanda.

& Hastaya tekrardan doksisiklin 100 mg 2*1 bagland..

DOXO YETERLI MI?
TEDAVI SURESI???



Akut Q Atesi = Endokardit



& Akut Q atesinden endokardit gelisimi 0.6 % ile
salginlarda 7% arasinda degismekte. Bilinen
valvulopatisi olanlarda bu oran 43% e
ylikselmekte. Endokardit gelisen vakalarin 5-
65% i Oliimle sonuclanmakta. Yetersiz tedavi
edilen vakalarda ytiksek oranlarda relaps
goriilmekte. Bu nedenle akut Q atesinden
endokardit gelisimi i¢in risk faktorlerinin
belirlenmesi ve erken donemde onlemlerin
alinmasi amaciyla ¢calismalar yapilmistur.



Clin Infect Diz. 2013 Sep;57(6).836-44. doi: 10.10%3/cid/cit41S. Epub 2013 Jun 20.

Evolution from acute Q fever to endocarditis is associated with underlying valvulopathy and age and can be
prevented by prolonged antibiotic treatment.

Millign M Walter G, Thuny F, Hahib G, BEaoult D.

72 hasta Akut Q atesi

21 hasta valvulopatili 7 dnceden bilinen

s

16 ilk TTE ile tespit edilen

7 ikinci TTE(2) yada TEE(5) ile tespit edilen

18 hasta ab proflaksisi | |13 hastayetersiz tedavi
4 gecikmis uzman gordgi
3 ilk TTE negatif
3 tedavireddi

1 gecikmis tan

2 hizh serokonversiyon ve endokardit gelisimi




Table Z.

Characteristics of 18 Patents With Valwulopathy and 12 Months of Antibiopro phyl axis

Case Mo/Sex,
Age

1hdals, T
Hramals, 56

EMale, 53
AMala, 557

SiFamals, 38
GiFamals, 46
TMale, 56

EMdals, 54

GFarmale, 64

10 als, 53

11Famalks, 50
12Mals, 41
13Male, 52
14fFamals, 40

15Femals, 34
16Mals, 24
1TM ke, 48

18Male, 33

Lnederhying ahadonathy
Grada | MR with thickened/
ramodeded valve
Wantnicular santal defact
Gradsa || MR
b Powith grade Il MR
and thicksned! ramodalad
va e
Gradsa || MR
Grada | MR

Gradea || Aol with annulo-
aortic ectasia and nodular
lesion

Grada || MB and thickemed!
ramodelad aortic vahie
with calofication

Gradsa || MR

Thickenadireamadsaled aortic
va b wirth modular lesion

hWF amd grads || MR

Grade | MR

Grads || MR
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Table 3.

Characteristics of 13 Patents Who Progressed to Endocarditis

Case Mo fSex,
Hge

1Male, 53

dMiale, 56

M, B3

AFemale, 54

SMals, 557

Ghlals, 45

TMals, 56

BFamals, 47

OMals, B0

10l ale, 67

11/Female, 48
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Definition of Q Fever Endocarditis According to Raoult (2012)

A. Definite criterion
Positive culture, PCR, orimmunochemistry of a cardiac valve
B. Major criteria

I & blood, an emboli, or

nEnd Wahwia

ting murmur is not sufficiant]

PET scandisplaying a spacific valve fxation and mycotic ansurism
C. Minorcriteria

Predisposing heart condition knowen or found on echogsphyl
Fewer, temparaturs

iascular phenomena, major arternial emboli, septic pulmaonary
infarcts, mycotic aneurysm [observed during PET scan),

intrac@nial hamaorrhage, conjuncival hemormrhages, and Janeway
lesions

=lar's nodes, Roth

 critanion and 2C critena (including 1 microbiclogical
aracteristic and a rdiac pradi ition ]
critenia [including 1 micro characteristic and a
cardiac predisposition)




Clin Infect Diz. 2013 Sep;ST(E):
Evolution from acute Q fever to endocarditis is associated with underlying valvulopathy and age and can be
prevented by prolonged antibiotic treatment.

Million M Walter G, Thuny F, Habib G, Eaoult D,

Predictors of Endocarditis
The survival analysis conducted using a log-rank test indicated

that an age =40 years (P=.028, Figure 3), an underlying vabmul-
opathy (P < 0001), and a phase I IgG titer =400 (P =_.015) were
all linked to the progression to endocarditis, whereas the antibi-
otic prophylaxis was associated with a protective effect (P=
031). Male sex was associated with a higher risk, but this was
not significant (F= 48). Bec o : o '
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Figure 2. The prevalence of valvulopathy according to age. Blue line = the prevalence of valvulopathy according to age in 2B01 individuals from the
French general population {raw data kindly provided by Duval et al [18]); red line = the prevalence of significant valvulopathy in 72 acute 0 fever patients
followed at our center. Permission to publish has been obtained in part from data previously published [18].



& Endokardit gelisimi i¢in en 6nemli risk faktort
onemli valvulopati olmasidir.

Onemli valvulopati,
. ARA oykiisii,

2 Bikuspid aort yada baska konjenital kardiyak
hastalik olmasi,

2 Protez kapak(en yiiksek risk)

k& > 2.derece kapak darlig1 yada yetmezligi olmas:

v MVP

 Kapakta kalinlasma yada remodeling izlenmesidir.
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Clin Infect Dis. 5-44 doi 10. :it415%. Epub 2013 Jun 20.

Evolution from acute Q fever to endocarditis is associated with underlying valvulopathy and age and can be
prevented by prolonged antibiotic treatment.

Antibiotic prophylaxis by doxycycline 200 mg/day and

hydroxychloroquine 200 mg 3 times daily for 12 months is

indicated in all patients with a significant valvulopathy, defined
as a history of rheumatic fever, a bicuspid aortic valve or other
congenital cardiopathy, a prosthetic valve, a grade =2 valve
stenosis or regurgitation, a mitral valve prolapse, and a remod-
eling or thickening of the valve. In patients for whom no valvul-
opathy was identified in the initial screening, an early serology

at 3 months is justified because endocarditis can occur in at-

risk patients without antibiotic prophylaxis without delay.



Risks Factors and Prevention
of Q Fever Endocarditis

Table 2. Comparison of type of preexisting valvular dizease and treatment of 12 patients whe developed Coxiella

Flotence Fenollar. Pier  burnetii endocarditis following acute O fever and 19 who did not have cardiac infection.

Unité des Rickettsies, Celt e —
Université de la Méditerrande Patients with transformation
da Cardiologie and *Service ¢ from acute O fever to Patients with acute O
C. burnetii endocarditis fevar who recovered
Patiant characteristic mn=12 in=1% : OR
Previous wvalvular abnormality
Sortic dafect 2116 B[42.7 Al 4 (0.1-1.8)
Mitral withfwithout aortic defect 10 i8] 11 [57.8] U 1.4 (0.8-2_3)
Mative valve g2 (87 19 (100} . 0.7 [0.4-0.9)

Vahwlar prosthasis 4 33 O (0} . Infinite®

Therapy

Antibiotiz : 17 J 0.5 (0.3-0.9)
D-:-h'v'c'r--:l!:l 5 (45 5 (21.5) 2 2.23 [0.4-15.1)
Diceoyoychine + h',-dru:-;',-l::hlcll:l 12 (63) . 0.0 10.0—_38}

Mo antib 2 (10.58] J 8.2 (1.3-21.4)

MNOTE. ale afe no. (%) ol pabents, unless ofmersase ndicated.
. Epa Inla saftware (Centers for Dissase Contral and Prevenbon) could nat ealeulate DR whean lalse-pasitive resulls were agual o O
 Data wase not available for 1 P sant.

& Ab proflaksisi icin uygun ajanlarin secimi ise yine Fransada 2001 yilinda yapilan baska bir calismaya
dayaniyor. Bu calismada akut Q atesi ve valvulopatisi olan 31 hastanin 12 sinde endokarit gelisiyor. Proflaksi
tedavisi uygylanmayan 8 hastanin 6 sinda yani % 75 inde; sadece doksisiklin verilen 10 hastanin 5 inde yani
%50 inde endokardit gelisiyor. Doksisklin+hidroksiklorikin verilen 12 hastanin ise hicbirisinde endokardit
gelismiyor. Endokardit gelisimini onlemede hidroksiklorokinli rejimin yalniz doksisisklin tedavisine gore
istatistiksel olarak anlamli diizeyde daha basarili oldugu gosteriliyor.



Clin Infect Diz. 2013 Jul,57(1):57-564. doi: 101093/ cid/cit191. Epub 2013 Mar 25.

Immunoglobulin G anticardiolipin antibodies and progression to Q fever endocarditis.

& Lupuslu hastalarda antikardiyolipin IgG (aCL
IgG) ile Libman-Sacks endokarditi arasinda
anlaml iliski oldugu onceki ¢alismalardan
bilinmekte.

w Bu calismada da akut Q atesi tanis1 konmus 72
hastada aCL IgG ile endokardit gelisim riski
arasindaki iliskinin saptanmasi planlanmas.

& Sonucta, aCL IgG diizeyinin valvulopatisi
olanlarda daha ytiksek oldugu gorulmiis.



Table2. Comparison of Immunoglobulin G Anticardiolipin Levels According to Patient Category

Positive Samples

Megative Positive
Mean+ 5D Samples Samples Lo (2250 Medium High
IGFPLU) (<22 GPLU) (=22 GPLU) GPLU) (5080 GPLLU) (=90 GPLLU)

Mo evidence of Coxella
burmetiiinfection

Blood donors (n = 67) 466+ 3.34 5757 (100%) /57 (0%) /57 0%) /57 0%:) 057 (0%)
Valvulopathy (n= 100) bA7 + 537 98/100 (98 %) 2A100(2%) 2ZA00 (29%) 0100 (0%} O 100 (0% )
Endocarditis (n =100} 16.31 « 22.90 83/100183%) 170100017 %) 10100 10%) 2ZA00 (2%) 00 (5%)
Acute Cfeverin=72)
Acute Q fever without 356.562 + 36.71 21/41 (51 %) 20047 (49%) 10/7 (24%) 141 2%) /41 (22%)
valvulopathy (n=41)
Acute Q fever with 6492 + 40.42 10/31 (32%) 21/31 (68%) 2/31 (6%) 331 (10%) 16/31 (62 %)

valvulopathy (n=31) 42/72(57%) 25/72(35%)

Q fever endocarditis in = 39)

2 fever endocarditis under h24 + h .97 20/21 (95%) 1/21 (6% 1/21 (6%) 021 (0%%) 021 10%)
treatment in = 21)

Cured Q fever endocarditis B27+3.71 18/18(100%) 0/18(0%) 018 (0% 0/18 (0%) 0/18 (0%)
in=18)

Owerall, 41 of 72 patients with acute O fever were positive for immunoglobulin G anticardiolipin (57 %).

v Akut Q atesli olgularin yarisindan cogunda aCL IgG pozitif saptanmis, iicte
birinden fazlasinda ise yiiksek diizeyde pozitif saptanmis.

w Akut Q atesi ve valvulopatisi olanlarda daha yiiksek aCL IgG diizeyi saptanirken,
[3G diizeyi yiiksek olan ve antibiyotik proflaksisi almamis her 2 hastadan 1 inde
endokardit gelismis.
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Figure 2. Receiver operating characteristic curves for immunoglobulin G
[lgG) anticardiolipin (aCL) and Caxiella burnetii serology at acute ( fever
diagnosis for progression to endocarditis. lgG aCL (area under the curve
[AUC], 0.78 [95% confidence interval {CI}, .64-.92], P= 001) was identi-
fied as a better discriminating variable for the prediction of ( fever endo-
carditis than was phase Il immunoglobulin M {AUC, 068 [35% CI,
502-B6], P= 045). Other variables were not discriminatory { Supplemen-
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Figure 3. Accuracy of immunoglobulin G {lgG) anticardiolipin (aCL) and
phase | IgG levels for the prediction of endocarditis according to time from
acute (1 fever diagnosis. Accuracy varied with time, as IgG aCL appeared
as an early prognostic factor during acute O fever, whereas phase | InG,
which produced better accuracy after the thid month, 15 not a prognostic
but a diagnostic marker [17, 26). Abbreviations: aCL, anticardiolipin; IgG,
immunoglobulin G.
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k& Bu calismanin sonucunda, akut Q atesinden
endokardite gidiste yiiksek aCL IgG(>90) ve ytiksek
taz 2 IgM(>1/3200) diizeylerinin bagimsiz ongorticiiler
oldugu ortaya konulmus.

& Erken donemde ab proflaksisi karar: vermede ve
endokardit gelisimini 6nlemede yardimc1 olmas:
nedeniyle akut Q atesi tanis1 konulan her hastaya aCL
I¢G bakilmasi onerilmis.
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C.burnetti, enfeksiy6z aerosollerin inhalasayonu ile bulasan ytiksek
atak hizina sahip cevresel faktorlere direncli intraselular bir
patojendir.

Hayvanlarla yakin temas oykiisiti olmamasi Q atesi tanisindan
uzaklastirmaz. Organizma havaya karisarak rtizgar akimlar ile
kilometrelerce uzaga gidebilir ve salginlara yol acabilir. Enfektif
dozu ¢ok diistiktiir; inhalasyon ile alinan <10 bakteri bile hastaliga
yol acabilir. Bu 0zelligi nedeniyle C. burnetii biyotehdit ajanlar:
arasinda smiflanmaktadir.

Uzamus ates vakalarinda eslik eden artmis KCFT varliginda yada
pnomoni tablosunda akut Q atesinden stiphelenilmelidir.

Akut Q atesi tanis1 koyup erken donemde proflaksiye baslamak
hayati Onem arz etmektedir. Gecikmis tani ve yetersiz tedavi
sonucu gelisen endokarditli hastalarin %2 ti operasyona gitmekte,
13% 11 6lumle sonuglanmaktadir.(bazi serilerde oliim orani 65% e
ctkmakta)



Endokardit gelisen hastalarin 30%u semptomatik primer enfeksiyon
gecirmekte. Yapilan calismalar gostermektedir ki primer enfeksiyon
doneminde verilen yeterli ab proflaksisi endokardit gelisimini 100%
onlemekte.

Akut Q atesi tanis1 konmus bilinen valvulopatisi olmayan >40 yas her
hastaya / <40 yas aCL IgG ytiksek olan hastalara tan1 aninda TTE
yapilmalidir. 3 ayda bir serolojik takip yapilmali, Faz I IgG diizeyinde
hizli artis saptanmasi halinde TTE tekrarlanmali yada TEE yapilmalidir.

EKO ile onemli valvulopati saptanan her hastaya endokardit gelisimini
onlemek icin proflaksi amacli 12 ay boyunca doksisiklin 200 mg/g ve
hidroksiklorikin 600mg/g verilmesi onerilmektedir.

Endokardit tanis1 konulmus hastalara(kronik Q atesi) ise dogal kapak
varliginda en az 18 ay, protez kapak varliginda en az 24 ay doksisiklin
200 mg/g ve hidroksiklorikin 600mg/g verilmeli, klinik ve serolojik takip
yapilmalidir.
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