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£1.P. Hasta Mo Hasta Adi
"] 1411782 RAHIME GUREOZ

Onaylandi  30/03/2018 - 01/04/2018
Onaylandi  29/03/2018 - 29/03/2018
Onaylands  23/03/2015 - 28/03/2018
Onaylandi  26/03/2018 - 27/03/2018
Onaylandi 23032015 - 25/03/2018

Kagna Gin Istek Tarihi Istek Miktar Kayit Tarihi
L. FLC. 11 02/04/2018 01/04/2018 10:09:00

ER SENSOY - 30/03/2018 09:41
ER SENSOY - 29/03/2018 08:53
ENSOY - 23/03/2018 09:19
EF DENIZ - 27/03/2018 10:24
ENEF DENIZ - 23/03/2018 13:27

| 1434073 VANCOTEK 500MG. 1.V, FLAKON 1 02/04/2018 2,00 02/04/2015 16:20:00
]| 1431861 5 MOKSILOX 1v, INFOZYON COZELTIST 400MG. / 250ML. 3 02/04/2018 1,00 02/04/2015 11:39:00

Onaylandi  30/03/2018 - 01/04/2018  Uz.Dr. AYFER SENSOY - 30/03/2018 09:41
Onaylandi  29/03/2018 - 28/03/2018  Uz.Dr. AYFER SENSOY - 29/03/2018 08:53
Onaylandi  28/03/2018 - 28/03/2018  Uz.Dr, AYFER SENSOY - 28/03/2018 09:19
Onaylandi  27/03/2018 - 27/03/2018  Uz.Dr. DENEF DENIZ - 27/03/2018 10:17
Onaylandi  26/03/2018 - 25/03/2018  Uz.Dr. MUTLU SEYDA OCALMAZ - 25/03/2015 16:45

_:| 347655 SELAMETTIN COLPAN MOKSEFEN 1V, INFUZYON COZELTISI 400MG. / 250ML, 19 02/04/2018 1,00 30/03/2018 15:01:00

Onaylandi  30/03/2018 - 01/04/2013 Uz.Dr. AYFER SENSOY - 30/03/2018 09:41
Onaylandi  29/03/2018 - 29/03/2018 Uz.Dr. AYFER SENSOY - 28/03/2018 08:53
Onaylandi  25/03/2018 - 28/03/2018 Uz.Dr. AYFER SENSOY - 23/03/2018 09:1%9
Onaylandi  26/03/2018 - 27/03/2013 Uz.Dr. DENEF DENIZ - 27/03/2018 10:24
Onayland1  27/03/2018 - 27/03/2018 Uz.Dr. DENEF DENIZ - 27/03/2018 09:43
Onaylandi  25/03/2018 - 25/03/2018 Uz.Dr. DENEF DENIZ - 23/03/2018 15:34
Onaylandi  16/03/2018 - 25/03/2018 Uz.Dr. DENEF DENIZ - 27/03/2018 10:22
Onaylandi  24/03/2018 - 24/03/2013 Uz.Dr. MUTLU SEYDA OCALMAZ - 23/03/2013 15:09
Onaylandi  22/03/2018 - 22/03/2018 Uz.Dr. MUTLU SEYDA OCALMAZ - 22/03/2018 0%:52
Onaylandi  20/03/2013 - 20/03/2018 Uz.Dr. AYFER SENSOY - 20/03/2018 03:47
Onaylandi  19/03/2013 - 13/03/2018 Uz.Dr. AYFER SENSOY - 18/03/2018 15:19
Onaylandi  15/03/2013 - 15/03/2013 Uz.Dr. DENEF DENIZ - 15/03/2018 15:56

" [ | 1038547 TAHSIN AYDIN AVIPIM 1 GR. IM.IV, FLAKON 5 02(04/2018 4,00 01,04/2018 19:58:00

Onaylandi  30/03/2018 - 01/04/2013 Uz.Dr. AYFER SENSOY - 30/03/2018 02:41
Onaylandi  29/03/2018 - 29/03/2018 Uz.Dr. AYFER SENSOY - 28/03/2018 15:10

_—l 1038547 TAHSIN AYDIN FLUKOPOL 100 may/50 ml IV torba 14 02/04/2018 4,00 01/04/2018 19:58:00
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Infektif endokardit
Dis merkezden opere edilmek Gzere gelmis

Vankomisin 2x500 mg iv 3 gun verilmis, 1 ay
verilmesi planlanmis

Kan kulturlerinde Greme var mi ? Ne tGremis ?



Infeksiyon hastaliklari uzmani
degerlendirmesi

56 yas erkek

5 vildir calismiyor, daha once bakkal diikkani isletmis
Ozgecmis:

» 10 sene 6nce KAG: Normal koroner arterler

>4 yildir HT

>4 yildir tip 2 DM

Kullandigi ilaclar: Atacand plus (Kandesartan +
hidroklorotiazid), Beloc Zok tb (metoprolol), OAD




Anamnez

Ik sikayetler (halsizlik, istahsizlik, kilo kaybi) tan
conulmadan 56 gun, bize yatisindan 80 gin once
paslamis

Ik sikayetlerin 2. haftasinda 26.01.2018 de
usime, titreme, ylksek ates ile acile basvuruyor

Notrofilik |6kositoz
Parenteral AB recete ediliyor (6 glin)

Atesi bir daha yukselmiyor, ancak asiri halsizlik,
istahsizlik, kilo kaybi devam (1 ayda 10 kg)




Poliklinik basvurular

Infeksiyon hastaliklari

— Peroral AB

Dahiliye

— Uzun sureli notrofilik 10kositoz

— Batin USG: Dalak parenkiminde 6x4 cm hipointens
alan (grantlomatoz hast ve hematolojik bozukluklar)

Hematoloji

— KML on tanisiyla tim abdomen BT: dalakta laserasyon
ve subkapsuler hematom

— JAK2 mutasyon testi

Genel cerrahi + anestezi
— Splenektomi



Acil basvurulari (kusma, senkop)
_

17.750 14.480 14.620 9.440
Notrofil 14.530 (%82) 10.410 (%72) 10.000 5.660 (%60)
(69)
CRP 23 mg/dI 14 mg/dI 3.7 mg/dl 1.4 mg/dl
TIT glukoziiri (+++), hematdiri (++), hematiri (+), hematuri (++),
hematdiri (++), piylri (++) piyuri (++) piylri (++),

proteindri (++)

» Toraks BT: Normal
» Pelvik BT: prostatta kalsifikasyon

Tani: Pnémoni mmmm) oral antibiyotikler
IYE mmm)  oral antibiyotikler



Yeni semptom (goglis agrisi)

- 3.2.2018 6.2.2018 1022018  [17.2.2018 | 21.2.2018
17.750 14.480 14.620 9.440 11.350

Notrofil 14.530 (%82) 10.410(%72) 10.000 5.660 (%60) WAFNRVIYA
(69)
CRP 23 mg/dI 14 mg/dI 3.7 mg/dl 1.4 mg/dl 3.7 mg/dI
TIT glukozuri hematdiri (++), hematiri (+), hematiri
(++4), piylri (++) piylri (++) (++), piydri
hematdiri (++), (++),
proteinuri
(++)
Troponin | 0.123 ng/ml

(0-0.06)




AKS ile kardiyolojide degerlendiriliyor
(21.2.2018)

EKG; normal sinlis ritminde, 104 atim/dk

Ekokardiyografi: Bikuspid aort, orta AY, asendan
aort ve sinus valsalva dilatasyonu, sol vent
HT, sol vent diyastolik disfonk

KAG: LAD %80 darlik, Cx %90 darlik
LAD ve Cx’e stent




7.3.2018

Sol kolunda ve yuzinde uyusma, yuksek ates
sikayetleriyle acile basvuru

Serebral difizyon MR; her 2 hemisferde multipl akut
iskemik odaklar

SVO tanisiyla norolojiye yatis

Ates: 38,5 C

Kan ve idrar kultlirleri alindi

Eko: Bikuspid aort, EF %65, orta-ileri AY
Karotis-vertebral arter doppler USG: N

Genc yas infarkt nedeniyle vaskulit markerlari istenmis.




9.3.2018

TEE: Bikuspid aort, orta-ileri AY, aortta sol ana
koroner arter hizasinda 2.4x1 cm ¢aplarinda
psddoanevrizma. IE acisindan anlaml
bulgular

Batin USG: Dalak alt polde 10.5x6 cm boyutunda

diffiiz hipoekoik lezyon (kr.infarkt ?)

Kardiyolojiye IE tanisiyla (56. giinde) yatis yapilip
kan kalturleri alinmis




| ORIGINAL ARTICLE

Acute Coronary Syndrome in Infective Endocarditis

Maria Carmen Manzano,® Isidre Vilacosta,* José A. San Roman,® Paloma Aragoncillo,® Cristina Sarria,*
Daniel Lépez,® Javier Lopez,® Ana Revilla,” Rocio Manchado,! Rosana Hernandez,?

and Enrique Rodriguez?

3nstituto Cardiovascular, Hospital Universitario San Carlos, Madrid, Spain

bInstituto de Ciencias del Corazén (ICICOR), Hospital Universitario de Valladolid, Valladolid, Spain
cServicio de Anatomfa Patol6gica, Hospital Universitario San Carlos, Madrid, Spain

dServicio de Medicina Interna, Hospital Universitario de La Princesa, Madrid, Spain

eServicio de Medicina Interna, Hospital Universitario San Carlos, Madrid, Spain

'Servicio de Medicina Preventiva y Estadistica, Hospital Universitario San Carlos, Madrid, Spain

Introduction and objectives. To describe the clinical,
microbiologic, echocardiographic characteristics, and
disease progression in patients who experience an acute
coronary syndrome during an episode of endocarditis.

Methods. The study included 586 consecutive patients
who were diagnosed with infective endocarditis (481 left-
sided) at one of five hospitals between 1995 and 2005.

Results. Overall, 14 patients (2.9%) had an acute
coronary syndrome. Their mean age was 50 (17) years,
and 50% had a prosthetic valve. For 11 episodes of
endocarditis, laboratory cultures tested positive, with
Staphylococcus aureus being the most frequently

Sindrome coronario agudo en la endocarditis
infecciosa

Introduccién y objetivos. Describir las caracteristicas
epidemioldgicas, clinicas, microbiolégicas, ecocardiografi-
cas y evolutivas de los pacientes con un sindrome coro-
nario agudo en el seno de una endocarditis.

Métodos. Hemos analizado 586 episodios de endocar-
ditis (481 izquierdos) diagnosticados de forma consecuti-
va en 5 hospitales desde 1995 hasta 2005.

Resultados. Hubo 14 pacientes (2,9%) con un sindrome
coronario agudo, con una edad media de 50 = 17 anos. El



Acute Coronary Syndrome in Infective Endocarditis
Maria Carmen Manzano,et al. Rev Esp Cardiol. 2007

10 yillik stirecte 586 IE’li hasta
AKS; nadir komplikasyon (%2.9)

Genellikle hastaligin akut fazinda (ilk 15
glinde)
En sik aort kapak tutulumunda



Acute Coronary Syndrome in Infective Endocarditis
Maria Carmen Manzano,et al. Rev Esp Cardiol. 2007

Genis periannuler lezyonlar risk faktori

Bu lezyonlar eksternal koroner kompresyon
veya koroner arter embolisi

Cogu hastada baska bdlgelerde de emboli
(dalak, bobrek vs)

Mortalitesi yuksek (%64)



9.3.2018

TEE: Bikuspid aort, orta-ileri AY, sol ana koroner
arter hizasinda 2.4x1 cm caplarinda
psddoanevrizma. iE agisindan anlamli bulgular

Batin USG: Dalak alt polde 10.5x6 cm boyutunda

diffiz hipoekoik lezyon (kr.infarkt ?)
Kardiyolojiye IE tanisiyla yatis yapilip kan kiltirleri
IHU kons; daptomisin 1x500 mg iv

KVC kons: AB tedavisinin bitmesi ve sonrasinda kons




 Ampirik tedaviyi bicimlendiren etkenler
* |E’te etkenler

* Rehber onerileri

e Turkiye’de durum



IE’te Ampirik Tedavi

» Dogal kapak / protez kapak IE ?

» Protez kapak IE ise operasyon zamani ?
<1yl ?
>1 yil ?

* Toplum kokenli / nozokomiyal veya non-
nozokomiyal SBIIE ?



IE’te Ampirik Tedavi

* Dogal kapak ve ge¢ donem (>1 yil) protez kapak
v Streptokoklar
v’ Metisiline duyarli stafilokoklar
v’ Enterokoklar
v'HACEK

* Erken donem (< 1 yil) protez kapak ve SBIiE
v’ Metisiline direncli stafilokoklar

v’ Direncli enterokoklar
v'HACEK disi Gr (-) patojenler



Ampirik tedavide ESC (European Society of Cardiology) rehber onerileri
Antibiyotik Doz Siire (hafta) Yorumlar

Toplum kokenli dogal kapak veya ge¢ donem (>1 yil) protez kapak

Ampisilin 6x2 gr ‘ 4-6 ‘

+

Ampisilin sulbaktam

Flukloksasilin/oks:

+ / +

Gentamisin
Gentamisin 1x3 mg/kg 4-6
Vankomisin 2x15 mg/kg 4-6 Penisilin alerjisi
+ durumunda

Gentamisin 3x1 mg/kg 4-6




Infective endocarditis in Turkey: aetiology, clinical features, and

analysis of risk factors for mortality in 325 cases
Simgek-Yavuz,S.
International Journal of Infectious Diseases, 2015

* Dogal kapakli hastalarda en sik etken
streptokoklar

* Tum streptokoklar (63 adet) penisiline
duyarli

» 53 hasta penisilin £ gentamisin ile tedavi
edildi




IHU kons; daptomisin 1x500 mg iv




IE’te cerrahi endikasyonlar ve zamanlamasi

Table 22
prosthetic valve endocarditis)

Indications and timing of surgery in left-sided valve infective endocarditis (native valve endocarditis and

Indications for surgery

|11m|ng'| Class® |

Level®

1. Heart failure

Aortic or mitral NVE or PVE with severe acute regurgitation, obstruction or fistula causing refractory
pulmonary oedema or cardiogenic shock

Emergency

111,115,
213,216

37,115,
209,216,
220,221

surgery”

Aortic or mitral NVE or PVE with severe regurgitation or obstruction causing symptoms of HF or | Urgent

echocardiographic signs of poor haemodynamic tolerance

2. Uncontrolled infection

Locally uncontrolled infection (abscess, false aneurysm, fistula, enlarging vegetation) Urgent

Infection caused by fungi or multiresistant organisms Urgent/
elective

Persisting positive blood cultures despite appropriate antibiotic therapy and adequate control of Urgent

septic metastatic foci

PVE caused by staphylococci or non-HACEK gram-negative bacteria Urgent/
elective

3. Prevention of embolism

Aortic or mitral NVE or PVE with persistent vegetations =10 mm after one or more embolic Urgent

episode despite appropriate antibiotic therapy

Aortic or mitral NVE with vegetations =10 mm, associated with severe valve stenosis or Urgent

regurgitation, and low operative risk

Aortic or mitral NVE or PVE with isolated very large vegetations (=30 mm) Urgent

Aortic or mitral NVE or PVE with isolated large vegetations (=15 mm) and no other indication for| Urgent

5102 ‘1 Jequajdas uo jsanb Aq woy papeojumoq



Table 23 Management of neurological
complications of infective endocarditis

Recommendations Class® | Level® | Ref.<
After a silent emboalism or transient

ischaemic attack, cardiac surgery, if : 105,
indicated, is recommeaendeaed withowt . 253
delay

MMeurosurgery or endovascular thierapy
is recommended for very large, enlarging
or ruptured intracranial infectious
ANeurysms

Followwing intracranial haemorrhage,
surgery should generally be postponed la - IE4 —ZEGL
for =1 maonth

After a stroke, surgery indicated for HF,
uncontralled infection, abscess, or
persistent high embolic risk should be
considered without any delay as long as lna - 9263
coma is absent and the presence aof
cerebral haemorrhage has been
excluded by cramnial CT or MR

Intracranial infectious aneurysms should
be looked for in patients with |IE and
neurological symptoms. CT or MR
angiographry should be considered far
diagnosis. If non-invasive techniques are lna -
negative and the suspicion of
intracranial aneurysm remains,
conventional angiography should be
considered

2&7,
2658




KVC kons: AB tedavisinin bitmesi ve

sonrasinda rekons



7.3.2018 ve 9.3.2018 kan kiiltiirleri sonucu:
S.mitis Uredi.

Penisilin duyarl
Vankomisin duyarli

17.3.2018 iHU kons: Daptomisin tedavisinin 9. gliniinde. 9 gindur
atessiz. Kan kx de S.mitis Gremis. Penisilin duyarli ancak MIK yok

MiK degeri istenmesi, septik emboli dykisii nedeniyle KVC gérusd.
Tedavinin 4 haftaya tamamlanmasi

S.mitis penisilin MiK: 0.19 mg/L
20.3.2018 ve 26.3.2018 de alinan kontrol kan kiultlirlerinde S.mitis

30.3.2018 iHU kons: Daptomisin 20. giininde. Pen MIK: 0,109.
Daptomisin altinda etken tGremeye devam ediyor. Dogal kapak IE
kilavuzunda vankomisin 15 mg/kg 12 saatte bir, 4 hafta oneriliyor.

Vankomisin 2x500 mgq iv baslaniyor. (hasta 70 kg)




AHA 2015 Rehberi
Penisiline duyarli (MiK<0.12 mcg/ml) VGS’lar ile olusan dogal
kapak IE tedavisi

s Tow suelhata

Penisilin G 12-18 MU/giin, 4 >65 yas ve

veya surekli infuz. veya 8.kranial sinir

4-6 doza bolerek hasari veya

Ampisilin 6X2 gr iv 4 bob.fonk.boz.

ve olanlarda tercih

ya -
: e edilir

Seftriakson 1x2 gr iv/im
Penisilin G veya | Ayni dozlarda 2 2 haftalik rejim
ampisilin veya kardiyak/ekstrakard

absesi olanlar, bob.
fonk. boz., 8.kraniyal

seftriakson

+ sinir fonk.boz. tercih
Gentamisin 1x3 mg/kg iv 2 sellpEie]
Vankomisin 2x15 mg/kg 4 Sadece penisilin veya

seftriaksonu tolere
edemeyenlerde




AHA 2015 Rehberi

Penisiline rélatif direngli (MiK:0,12-0,5 mcg/ml) VGS’lar ile olusan

dogal kapak IE tedavisi

ilag Doz Siire Yorumlar
Penisilin G 24 MU/guin, strekli | 4
veya 4-6'ya
bolerek
veya
Ampisilin 6X2 gr, iv 4
veya
Seftriakson 1x2 gr iv/iim 4
+
Gentamisin 1x3 mg/kg 2
Vankomisin 2x15 mg/kg 4 Sadece penisilin ve

seftriaksonu tolere
edemeyen hastalar
icin




Infectious Endocarditis: Degree of Discordance Between Clinical
Guidelines Recommendations and Clinical Practice. Rev Esp
Cardiol 2002. Mercedes Gonzalez de Molina, et al.
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Fig. 2. The distribution of the scores in 2 groups, separated by survi-
val or death during the hospital stay. A value greater than 6 seems to
be a clear indication of the patient course.

Rehberlere
uyumun dusuk
olmasi
mortaliteyi
arttiriyor



Early In Vitro and In Vivo Development of High-Level Daptomycin
Resistance Is Common in Mitis Group Streptococci after Exposure to
Daptomycin

Cristina Garcia-de-la-Maria,® Juan M. Pericas,” Ana del Rio,* Ximena Castafieda,® Xavier Vila-Farrés,” Yolanda Armero,®

Paula A. Espinal,b Carlos Cervera,” Dolors Soy,* Carlos Falces,” Salvador Ninot,Y Manel Almela,” Carlos A. Mestres,” Jose M. Gatell *
Jordi Vila,®* Asuncion Moreno,* Francesc Marco,® Jose M. Mird,® the Hospital Clinic Experimental Endocarditis Study Group
Infectious Diseases Service,* Microbiclogy Service,” Pharmacy Service,” and Cardiovascular Institute,” Hospital Clinic, Institut d'Investigacions Biomédigues August Pii
Sunyer (IDIBAPS), University of Barcelona, Barcelona, Spain; Barcelona Centre for International Health Research (CRESIB, Hospital Clinic, Universitat de Barcelona),
Barcelona, Spain®

The development of high-level daptomycin resistance (HLDR; MIC of =256 mg/liter) after exposure to daptomycin has recently
been reported in viridans group streptococcus (VGS) isolates. Our study objectives were as follows: to know whether in vitro
development of HLDR after exposure to daptomycin was common among clinical isolates of VGS and Streptococcus bovis; to
determine whether HLDR also developed during the administration of daptomycin to treat experimental endocarditis caused by
the daptomycin-susceptible, penicillin-resistant Streptococcus mitis strain S. mitis 351; and to establish whether combination
with gentamicin prevented the development of HLDR in vitro and in vivo. In vitro studies were performed with 114 VGS strains
(mitis group, 92; anginosus group, 10; mutans group, 8; and salivarius group, 4) and 54 Streptococcus bovis strains isolated from
168 consecutive patients with infective endocarditis diagnosed between 1995 and 2010. HLDR was only observed after 24 h of
exposure to daptomycin in 27% of the mitis group, including 27% of S. mitis isolates, 47% of 5. oralis isolates, and 13% of S.
sanguis isolates. In our experimental model, HLDR was detected in 7/11 (63%) and 8/12 (67%) isolates recovered from vegeta-
tions after 48 h of daptomycin administered at 6 mg/kg of body weight/24 h and 10 mg/kg/24 h, respectively. In vitro, time-kill
experiments showed that daptomycin plus gentamicin was bactericidal against S. mitis 351 at tested concentrations of 0.5 and 1
times the MIC and prevented the development of HLDR. In vivo, the addition of gentamicin at 1 mg/kg/8 h to both daptomycin
arms prevented HLDR in 21 out of 23 (91%) rabbits. Daptomycin plus gentamicin was at least as effective as vancomycin plus
gentamicin. In conclusion, HLDR develops rapidly and frequently in vitro and in vivo among mitis group streptococci. Combin-
ing daptomycin with gentamicin enhanced its activity and prevented the development of HLDR in most cases.



Early In Vitro and In Vivo Development of High-Level Daptomycin
Resistance Is Common in Mitis Group Streptococci after Exposure to
Daptomycin

IE etkeni 114 VGS (hicbirinin tedavisinde
daptomisin kullanilmamis ve hepsi duyarli)

Tavsanlarda deneysel aort kapak IE
olusturulmus

24 saat sonunda %27’sinde HLDR (MIK > 256
mg/L)
48 saat sonunda %67 HLDR

Gentamisin eklenince (3x1 mg/kg) %91’inde
HLDR gelisimi engellenmis
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Evaluation of daptomycin combinations with cephalosporins or
gentamicin against Streptococcus mitis group strains in an in vitro
model of simulated endocardial vegetations (SEVs)

Juwon Yim't, Jordan R. Smith"$, Nivedita B. Singh®, Seth Rice®, Kyle Stamper”, Cristina Garcia de la Maria?,
Arnold 5. Bayer®, Nagendra N. Mishra?, José M. Miré?, Truc T. Tran®, Cesar A. Arias?, Paul Sullam® and
Michael J. Rybak™®*

lAnti-Infective Research Laboratory, Eugene Applebaum College of Pharmaocy and Health Sciences, Wayne State University, Detroit,
MI, USA; “Infectious Diseases Service, Hosp. Clinic-IDIBAPS, Univ. Barcelona, Barcelona, Spain; *LA Biomedical Research Institute,
Torrance, CA and Geffen School of Medicine at Universily of California, Los Angeles, Los Angeles, CA, USA; *The University of Texas
Medical School, Houston, TX, USA; *University of California, San Francisco and WA Medical Center, San Francisco, CA, USA; “School of
Medicine, Wayne State University, Detroit, MIL LISA

“Cormesponding outhaor. Tel: +1-313-577-4376; E-muail: murybak@woyne.edu
FPresent address: Departrment of Fharmmacy, St Jobn Hospital and Medical Center, Detrodt, MI, LSAC
iPresent address: School of Pharmaocy, High Point University, High Point, MC, LISA,

Received 10 February 201 7; returned 11 March 201 7; revised 5 Apnil 2011 7; accepted & April 2017

Objectives: Among viridans group streptococcal infective endocarditis (IE), the Strepfococcus mitis group is the
most cormnmon aeticlogical organism. Treatment of 1E coused by the 5. mitis group is challenging due to the high
frequency of f-laoctam resistance, drug allergy and intolerability of mainstay antimicrobial agents such as wvanco-
miycin or gentamicine Daptomycin has been suggested as an alternative therapeutic option in these scenarios
bosed on its excellent susceptibility profile agoinst 5. mitis group stroins. However, the propensity of many 5. mitis
group strains to rapidly evolve stable, high-level doptomycin resistance potentially limits this approach.

Methods: We evaluated the activity of 6 mg/kg/fday doptormycin alone or in combination with gentamicin, cef-
trioxone or ceftaroline against two daptomycin-susceptible 5. mitis group strains over 96 hin a pharmnocokinetics
pharmaocodynaomic model of simuloted endocardial vegetations.

Results: Doptomycin alone was not bactericidal and high-level doptomycin resistance evolved at 96 hin both or-
ganisms. Combinations of doptomycin + ceftrioxone and doptomycin + ceftaroline demonstrated enhanced kill-
ing activity compared with each antibiotic alone and prevented emergence of daptomycin resistance at 96 h.
Use of gentamicin as an adjunctive agent neither improved the efficocy of daptomycin nor prevented the devel-
opment of doptomycin resistance,

Conclusions: Addition of ceftrioxone or ceftaroline to doptomycin improves the bactericidal activity against
5. mitis group strains and prevents daptomycin resistance emergence. Further investigation with combinations
of daptormycin and p-lactams in a large number of strains is warmranted to fully elucidate the clinicol implications
of such combinations for treatment of 5. mitis group IE.

Introduction antibiotics.” ™ Penicillin resistance has been reported to be as high
The Streptococcus mitis group belongs to the viridons group strep-  as 56% of 352 WGS5 bloodstrearn isolates from US medical institu-
tocooc (VGS) and comprises oral commensal microorganisms. The tions.* *® Although most 5. mitis group strains are susceptible
5. mitis group is the most common couse of infective endocarditis  in witro to vancormyan, this organism frequently exhibits tolerance
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Evaluation of daptomycin combinations with cephalosporins or
gentamicin against Streptococcus mitis group strains in an in vitro
model of simulated endocardial vegetations (SEVs)

Endokardiyal * Tek daptomisinle 96
vejetasyonlarda saatte HLDR
Daptomisine duyarli * Seftriakson veya

S.mitis seftarolin kombinasyonu
Daptomisin 6 mg/kg HLDR engelledi

tek basina  Gentamisin
Gentamisin,seftriakson, kombinasyo.nu HLDR
seftarolin ile engellemedi
kombinasyonlari




Hastayi ilk degerlendirmemiz (2.4.2018)

-0zet-

e Aort odaginda 3/6
sistolik Gfurim (+)
e 7/ Mart, 9 Mart, 20 Mart,

26 Mart 2018 tarihli kan
kulturlerinde S.mitis

e 3 hafta daptomisin
1x500 mg iv, son 3
glindlr vankomisin
2x500 mg iv

WBC: 10.790 (dagilim
normal)

Hb: 12 g/dl

Htc: %35

Plt: 418.000

CRP: 1.2 mg/dI
Sedim: 70 mm/saat
Glukoz: 115 mg/dI
TIT: Normal



TEE

* Bikuspid aort

* Sol sinus valsalva ile uyumlu bolgede
17*12 mm capinda, icinde akimin
izlendigi, duvari hiperekojen alan izlendi
(drene olmus abse posu ?)

* Kapak Uzerinde vejetasyonla uyumlu kitle
imaji yok.

* |leri eksantrik AY mevcut.
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Hastayi ilk degerlendirdikten sonra
onerilerimiz:

Kontrol kan kulttrlerinin alinmasi

Dalaktaki lezyon icin, radyolojiye girisimsel
abse drenaji acisindan goruis sorulmasi. Uygun
degilse splenektomi planlanmasi

Splenektomi oncesi hastaya pndmokok, Hib
ve meningokok asilarinin yapilmasi

Dalak abse materyalinin kultlra



Hastayi ilk degerlendirdikten sonra
onerilerimiz:

e Tedavinin penisilin G 4x6 milyon Unite +
gentamisin 1x3 mg/kg olarak diizenlenmesi ve
gentamisinin 2. hafta sonunda stoplanmasi

* Erken kapak cerrahisi planlanmasi ve kapagin
kGltara



Dalakta infarkt ve abse

Splenik infarktlar sik ve asemptomatik

Tanida hiperakut donemde kontrastl BT, USG
den daha sensitif. Bu donemden sonra ikisinin
sensitivitesi benzer

Persistan veya rekirren ates, abdominal agri
veya bakteriyemi komplikasyon dustundurir
(abse, ruptlr)

Tanida USG, BT, MRI, PET



Dalak absesi

e Dalak absesi oldukca nadirdir*
* Genel otopsi serilerinde %0.2-%0.7 oraninda™
* |E’li hastalarin otopsilerinde 1/3 oraninda*



Dalak absesi

* Splenik rliptlr ve buyuk abseler icin
splenektomi

* Splenektomi kapak cerrahisinden 6nce
planlanmali (kapak cerrahisi acil degilse)

* Yuksek cerrahi riski olan hastalarda
perklUtanoz drenaj



9.4.2018 de splenektomi

Dalak abse 6rnegi kiilturii:
Direkt Mikroskopi: BOL PNL GORULDU

Kultlir Sonucu: Streptococcus mitis uredi .
Antibiyotik Duyarlilig::

Ampisilin Duyarl Mik Degeri: <=0.25
Eritromisin Orta duyarli  Mik Degeri: >=8.0
Klindamisin Direngli Mik Degeri: >=1.0
Penicilin Duyarl Mik Degeri: 0.25
Sefotaksim Direngli Mik Degeri: 2.0
Seftriakson Duyarli Mik Degeri: 0.25
Teikoplanin Duyarl Mik Degeri: <=0.12
Tigesiklin Orta duyarh  Mik Degeri: <=0.06

Vankomisin Duyarli Mik Degeri: 0.5



Hastanemizde ilk yattigi glinden 28. gline kadar
(2.4.2018-30.4.2018)

* hastanin genel durumu iyi ve stabil

» ates yuksekligi yok

* yatisi sirasinda alinan kan kulttrlerinde Greme
olmadi

e erken cerrahi?



30.4.2018 (yatisin 28.glinu);
Akut AC 6demi ve acil operasyon (AVR)

Aort kapak sol leaflette rtuptur



18.5.2018 (yatisinin 46.gunu)

* Kontrol kan kiltlrlerinde Greme yok.
e Kapak kultirinde treme yok.
e Kontrol TTE;

Asendan aorta ve sinus valsalvada genisleme,
fonksiyone yapay aort kapak, orta perikardiyal
eflizyon

* Tedavisi 6 haftaya (4 hafta gentamisin + 6 hafta
penisilin G) tamamlandi

* 1 hafta sonra KVC plk kontroll énerilerek
eksterne edildi




Taburcu edildikten 5 gtin sonra hasta arandi

Taburcu edildikten 1 glin sonra baslayan
yuksek ates (39-40 C)

Oral siprofloksasin, sefuroksim aksetil
Infeksiyon hast. servisine yatis
2. gunde kardiyak arrest



Infektif endokardit

Nadir
Ayirici tani guc
Komplikasyonlar sik

Morbidite ve mortalite yuksek

Rehberlere uyumsuzluk mortaliteyi
arttiriyor

Rehberlere uyum akillica bir yaklasim ©



