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Plan: Bir amaca ulasmak icin izlenecek yol ve
davranis bicimidir

— Ne yapilacak?

— Ne zaman yapilacak?
— Nasil yapilacak?

— Nerede yapilacak?

— Kim tarafindan yapilacak?
— Hangi maliyetle yapilacak?

— Hangi sured lacak? A
angi stirede yapilaca \;/\\ \ /:



| Diayabetik Ulserlerin %1’inde
' amputasyon gerekebilir

Travma olmadan alt
ekstremite amputasyonlarinin
~%80-85’inden diyabetik ayak

=< sorumludur




6' Ampite edilen 10 hastanin 6’s1ilk 5 yil icinde
Al hayatini kaybetmektedir

Mortalite

- Ampdtasyon yapilmayan
DM

Diabetes - No Amputation Diabetes - Amputation

Amplutasyon yapilan DM




Diyabetik ayak risk faktorleri

Periferik [l

e Duyusal

nOrOpati e Otonomik

Perife r|k e Makrovaskuler hasarlanma
anjiyopati e Mikrovaskiiler hasarlanma

e Hiperglisemi
e Hastaya ait 6zellikler
e Saglik bakiminda yetersizlikler




DIYABETIK AYAK INFEKSIYONLARI (DAI)

* Paronisi

e Selilit

* Miyozit

* Apse

* Nekrotizan fasiit
e Septik artrit

* Tendinit

* Osteomyelit



http://www.google.com.tr/imgres?imgurl=http://www.ttb.org.tr/STED/sted0101/image2002.gif&imgrefurl=http://www.ttb.org.tr/STED/sted0101/20.html&usg=__3kNkYCucOoDleEwqVlnYujhnVxI=&h=220&w=300&sz=36&hl=tr&start=1&sig2=bCvWCF2z79ZA_0oq4vZOHQ&um=1&itbs=1&tbnid=qN26hQtgfMZk_M:&tbnh=85&tbnw=116&prev=/images?q=paroni%C5%9Fi&um=1&hl=tr&sa=N&rlz=1W1GFRD_en&ndsp=20&tbs=isch:1&ei=z9vnS8u2LtDAsAadi4j_Aw
http://www.podiatrypractice.com.au/IMG_0067.JPG

Akilci ila¢ Kullanimi Nedir?

* Kisilerin hastaligina ve bireysel 6zelliklerine gore;

— Uygun ilaci,
— Uygun siirede,
— Uygun dozda,
itk oo
— En diisiik maliyetle S ©
S

kolayca saglayabilmeleri olarak tanimlanmaktadir

() O



Diyabetik ayak infeksiyonlarinda
antimikrobiyal secim esaslari

infeksiyonun siddeti Etken mikroorganizmanin
A~ ozelligi
Antibiyotigin ozelligi Hastaya ait 6zellikler

Saglik bakimiyla iliskili
sorunlar




infeksiyonla iliskili olan

Infeksiyon siddeti
Osteomiyelit var mi?



Etken mikroorganizmanin ozelligi

Gram pozitif koklar —
Gram negatif basiller
Anaeroplar?

Mikst?

MDR

Lokal antibiyotik direnci?



Hastaya ait ozellikler

Yas

Hasta uyumu

llac alerjisi

Immunstatusu

Renal — karaciger yetmezligi

GIS emilim sorunu

Periferik arter hastalig
Nozokomiyal?, travma?, isirik vs



Antibiyotigin 6ze|li§"i

Guvenlik profili

PK ve PD 0Ozelligi (osteomiyelit??)
llac etkilesimi

Doz sikligi

Formulasyon




Saglik bakimiyla iliskili sorunlar

P2 P




DIYABET




ORIGINAL ARTICLE INFECTIOUS DISEASES

Predictors for limb loss among patient with diabetic foot infections: an

observational retrospective multicentric study in Turkey

M. Saltuglu', M. Yemisen', Q. Ergunulz, A I(adanali], G. I(aragux], A, Batirel4, 0. Ak", H. Eraksn}rs, A, Cagataf, A Vatan',

G. Senguzﬁ, F. Pehlivanngluﬁ, T. Aslan’, Y. Akkuyunlu’, D. Enging, M. Cerans, B. Ert:ur'k?, L. Mulazimngluq, 0. Onculm, H. Ay'u',
F. Sar'ginI ', M. Ozgunes' ', F. Simsek'l, T. ‘I’ildirmak'z, N. Tuna'], Q. I(arabay'], K. ‘fasar”, M. Ur.un'E, Y. Kucukardali'ﬁ,

M. Sunmezuglum, F. Yilmaz'', U. Tuzalgan”, S. Ozer® and M. Oz}razar', KLIMIK Turkish Society, Diabetic Foot Study Group

1) Istanbul University, Cerrahpasa Medical School, Infectious Diseases and Clinical Microbiology, Istanbul, 2) Koc University, School of Medidne, Infectious
Diseases, Istanbul, 3) Umraniye Education and Research Hospital, Infectious Dseases and Clinical Microbiology, Istanbul, 4) Dr Lutfi Kirdar Kartal Training and
Research Hospital Infectious Diseases and Clinical Microbiology, Istanbul, 5) Istanbul University, Istanbul Medical Faculty, Infectious Diseases and Clinical
Micarobiology, Istanbul 6) Haseki Training and Research Hospital, Department of Infectious Diseases and Clinical Microbiology, Istanbul, 7) Bezmialern University,
Infectious Diseases and Clinical Microbiology, Istanbul 8) Haydarpasa Numune Training and Research Hospital, Department of Infectious Diseases and Clinical

Microbiology, Istanbul 9) Marmara University, Infectious Diseases and Clinical Microbiology, Istanbul, 10) Gulhane Military Medical Faauly, Infectious Diseases

“lospital. '~
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17 Merkez A man is only as old as his
455 hasta arteries
Median 61 yas (29-90 yas) Sir William Osler

CID. 2015;21: 659-664



Dikkatli Tastyin Kirilir




Kullanilan

Emilim ilaglar agizda

kuruluk yapar

— Yasla birlikte tukuruk salgisi azalir,

— Mide bosalmasi gecikir, ince barsak gecis suresi
degisir

— Tablet ve kapsul eriyebilirligi ve emilimi degisir

Dagilim
— Kas kutlesinde azalir

. Suda ve yagda
- TOtaI Su mlktarl azallr eriyen i|ag|ar|n

dagiliminda
degisiklik olur

— Yag miktarinda artis




HIDROFILIK ANTIBIYOTIKLER

LIPOFILIK ANTIBIYOTIKLER

Dastik dagilim hacmi Yuksek dagilim hacmi
Bobrekten atilim KC’'den atilim
Dusuk hicre ici penetrasyon Yuksek hticre ici penetrasyon

Dagilim hacmi azalr R Dagilim hacmi artar
Plazma dizeyi artar \ e {151 Plazma diizeyi azalir

Aminoglikozidler
Beta-laktamlar Kinolonlar

Linezolid Makrolidler
iobeDti . )




* Yasla birlikte gerek altta yatan hastaliklar
gerekse beslenme yetersizligi ile alblimin
miktari azalir

* Plazmada serbest ilac formu normalde olmasi
gerekenden 2-3 kat fazla olur ve yan etki,
toksite artar



llac metobolizmasi

* Yasla birlikte karaciger kitlesinde ve
e Kan akiminda %12-40 oraninda azalma olur

\ 4

llac eliminasyonu azalir ve yan etki artisi
olur



llac atilimi

Yasla birlikte bobrek kitlesi azalir

Kan akimi azalir
Nefron sayisi azalir + Diyabetik

. : nefropati
Glomerduler filtrasyon azalir :

Renal atilimi olan ilaglarin atilimi azalir



Nefrotoksite

* Serum kreatinin bobrek islevini tahmin
etmede guvenilir degil (kas kitlesi??)

* Bobrek yetmezligi varsa antibiyotik yanlis doz
yvan etkiyi arttirir

 Aminoglikozid, sefalosporinlerle olabilir



GFR hesabi

« MDRD (Modification of Diet in Renal Diseases
Study)

GFR: 186 X serum kreatinin -1-1>* X yags 0-203 X
(eger kadin) 0.742 X (eger siyah) 1.212

e Cockroft-Gault formuls
Agirlik (kg) X (140-yas) Kadin ise X 0.85
72X Serum kreatinin (mg/dl)




80 yasinda kadin

85 kilo

Piperasilin/tazobaktam baslanmasi planlaniyor
Kreatinin 1. 7

MDRD—-> GFR: 30 mL/min/1.73 m2>F
gr

Cockroft-Gault 2 GFR: 16 mL/mi

gr



llac etkilesimleri

e Varfarin
* Antiepileptik
* Diger ilaclar.. bir cok antibiyotik ile etkilesime

irebilir .
g Kan glikozunu_t~— Sulfaniltire benzeri
bozar tablo
Kinolonlar/
Sulfanilareler KC enzim

™ P/SMZ — Tiazolidindion inhibisyonu
Rifampisin Glinid

yan etki artisi

\



Periferik arter hastaligi Yeterli kanlanma

olmaz ise antibiyotik

Gastroparezisi olanlarda dokuya ulasamaz
antibiyotik doku
konsantrasyonu dustktur Kinolonlar
TMP/SMX
Sefuroksim ciddi . :
iskemide yumusak doku Llnez.<)I.|d.
penetrasyonu yeterli Doksisiklin
A degil Rifampisin daha iyi

Legat FC et al AAC 2003; 47: 371-4
Raymakers JT et al. Diabet Med 2001; 229-34.
Bullen MR et al. JAC 1981; 7: 163-9
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* Diyabetik ayakta Ulser infekte degilse
antibiyotik gerekli degil

* Her infekte diyabetik ayak ise tedavi
edilmelidir

.......
e

«/ Aslan bile gun gelir fareye muhtag olur.

p



Infeksiyonun Siddet;i

SINIFLAMA

Yaranin durumu

Sistemik bulgu
var mi?




Diyabetik Ayak Siniflamasi ?

Yara yerinin derinligi (parsiyel? , tam kat?)

Ulserin boyutu

Gorunum

_okalizasyonu
Infeksiyon var mi?
Kemik tutulum var mi?

p

Arastirmalarda
ortak

Dili konusmak

\

~

~

)

o

Takip plani

~

-

N

Tedavi plani

/

-—



Klinik bulgular IDSA
infeksiyo

n siddeti

Pariulan akinti yok, inflamasyon yok Infekte
degil
*>2 inflamasyon bulgusu (eritem, plrilan Hafif 2

akinti, 1s1 artisi, endirasyon)

*<2 cm? sellllit/eritem var

*infeksiyon deri ve yiizeyel dokuda var
*Sistemik bulgu yok




Klinik bulgular IDSA
infeksiyon
siddeti

*>2 inflamasyon bulgusu (eritem, purulan akinti, Orta 3
IS1 artisi, endilirasyon)
*Metabolik olarak hasta stabil
*Asagidakilerden >1’i var

>2 cm? selllit

Lenfanjit, fasiit,

Derin doku apsesi

Kas, tendon, kemik tutulumu




Klinik bulgular IDSA
infeksiyon | PEDIS

siddeti

www onceekuloncesi‘com

*>2 inflamasyon bulgusu (eritem, pirilan akinti, 1s1 Siddetli 4

artisi, endirasyon)

*Metabolik olarak stabil degil
Kan sekeri yuksek,
Azotemi

*Ates,

*Tasikardi,

*Hipotansiyon,

eKonflizyon,

*Kusma

*Lokositoz




Yaraya ait ozellikler

Polimikrobiyal mi? (kronik yara)
Dolasim durumu nasil?

Bozuk notrofil fonksiyonlari (bakterisidal
antibiyotik tercih edilmeli)

Nekrotik doku, yabanci cisim varligi?



' monomicrobial e }gblymicrobiaj-.
! | o . R ¢

: . 2 »
A | & ~\..- ‘ i 7.'.‘-“

species

Noroiskemi, nekroz

durumunda zorunlu

anaerop bakteriler
dustntlmeli

anaerobes

B-hemolytic streptococci Gram-negative aerobic bacilli
Staphylococcus aureus
coagulase-negative staphylococci
Enterococcus spp.
Noropati —

>
zaman

Charles PGP et al. Anaerobe 2015; 34: 8-13



Etiological Factors of Infections in Diabetic
Foot Syndrome - Attempt to Define
Optimal Empirical Therapy

e 2008-2010, Polonya

102 hasta, 199 bakteri

e 38 hasta (%37) tek bakteri
* 63 hasta (%62) >2 bakteri

Malecki R et al. Adv Clin Exp Med 2014,23:39-48




Osteomiyelit ?

-

Direkt grafi
MRI
Lokosit isaretli scanning

-

/Fizik muayenede prob ile kemigin | ¥
palpasyonu =

SiRS bulgulari?

Siklikla ESR>70mm/h

CRP yliksek

V4 '
Kemik kaltara,
histopatoloji

Sosis parmak
Ulser zemininde kemigin goriilmesi

Travma olmadan kemigin patolojik kirigi,

< 4




>4 hafta DAI Ulseri

>2cm? genisliginde, >3mm derinliginde
ulser

ESR>70 mm/h

CRP >3,2 mg/dL

* Osteomiyelit?

— Cerrahi tedavi

— Baslangicta IV tedavi sonrasinda oral tedavi

e Cerrahisiz antibiyotik tedavisi ile basari %65-
80

* Tedavi mutlaka gram (+) koklara

yonelik olmali Lipsky BA et al. Lancet 2005; 366:

 Tedavi suresi 1695-103
Pittet D et al Arch Intern Med 1999;
159: 851-6.



MRSA risk faktorleri ESBL risk faktorleri

Onceden MRSA kolonizasyon, >65 yas Usti

infeksiyon varlig Kadin cinsiyet
Lokal verilerde MRSA prevalansi  Son bir yil icinde hastaneye yatis
>%10 Sik Uriner sistem infeksiyonu
En az 2 secenek varlgi gecirmek
Son bir yil icinde hastaneye  Onceden kinolon kullanimi
yatis DM varhgi?

Yattigi saglk merkezinde
MRSA prevalansi yluksek
Son 6 ay icinde kinolon
kullanimi

>65 yas ustu olmak
Hemodiyaliz

Kronik tlser



Journal of Infection (2007) 54, 439—445

# BRITISH

INFECTION
Q SOCIETY

www.elsevierhealth.com/journals/jinf

Risk factors for infection of the diabetic foot with
multi-antibiotic resistant microorganisms

Ozlem Kandemir ®*, Esen Akbay ®, Elif Sahin 2,
Abtullah Milcan ¢, Ramazan GenP®

5

Onceden antibiyotik kullanimi i
. o 102 hasta
DAl suresi _
. 73 hasta-104 izolat
Hastanede kalis siresi /e
42/104 MDR

Ayni yaradan dolayi sik hastane oykusi
Osteomiyelit varligi



Disponible en ligne sur www.sciencedirect.com
ScienceDirect D_{gabetes

ELSEVIER Diabetes & Metabolism 34 (2008) 363-369 —_—
MASSON http://france.elsevier.com/direct/diabet

Original article

Risk factors and healing impact of multidrug-resistant
bacteria in diabetic foot ulcers
J.-L. Richard®, A. Sotto™ ¢, N. Jourdan9, C. Combescure®,
D. Vannereau®, M. Rodierd, J.-P. Lavigne b,#,f

on behalf of the Nimes University Hospital Working Group on the Diabetic Foot (GP30)

4 Depamnem of Nutrition mrd Diabetes, Medical C emer 30240 Le Grau-du-Roi, an( €

h Locdidend oo cadic A 1 - DS DN S . Adl . TCDIDT D rirem Jde s e AL e IJ,-:--.—.,.‘.J'h-.
Yy

45/188 hastada (%23,9) MDR bakteri
Derin ve tekrarlayan ulser
Onceden hastaneye yatis
HbA1c dizeyi
Nefropati ve retinopati MDR infeksiyonu icin risk
faktori



Baslangic

* Infeksiyon dustinuliyorsa baslangic ampirik
tedavi olmali
— Yaranin siddeti
— Olasi etken
— Lokal duyarhlik verileri
— Olasi diren¢ durumu
— Gram boyama sonucu
* Sonrasinda kultlr antibiyograma gore, hastanin

klinigine gore tedavi eskalasyon, de-eskalasyon
yvapilmal



Dear
Dalai Lama




infeksiyonun ciddiyeti Antibiyotik verilis yolu

Hafif

Orta

Agir

Onceden antibiyotik kullanmis
Kronik yara
Nemli, masere yara*

Bakteriyemi?

Osteomiyelit

S aureus, streptokoklar

S aureus, streptokoklar
+Enterobacteriacae

Ek olarak anaerop bakteriler+
Pseudomonas spp

Pseudomonas spp *?
MDR gram negatif basiller?
MRSA?

S aureus?
Gram negatif?

En sik gram pozitif bakteriler

Oral

Oral ya da baslangi¢ IV sonra
oral

IV sonrasinda stabil olursa oral

vV

Baslangic IV sonrasinda oral



Tani amach 6rnek alimi ve antibiyotik
baslama

Uygun ornek alinmal

Gram boyama yapilmali

Ureyen etken kolonizasyon mu? Etken mi?
Tek? Polimikrobiyal?

Antibiyotik duyarliligi




IDSA GUIDELINES

2012 Infectious Diseases Society of America
Clinical Practice Guideline for the Diagnosis
and Treatment of Diabetic Foot Infections®

Benjamin A. Lip:;ky,1 Anthony R. Berendt Paul B. Cornia,’ James C. Pile,’ Edgar J. G. Peters,” David G. Armstrong,
H. Gunner Deery,’ John M. Embil,’ Warren S. Joseph,” Adolf W. Karchmer,”® Michael S. Pinzur," and Eric Senneville"

1Department of Medicine, University of Washington, Veterans Affairs Puget Sound Health Care System, Seattle; “Bone Infection Unit, Nuffield
Orthopaedic Centre, Oxford University Hospitals NHS Trust, Oxford; *Department of Medicine, University of Washington, Veteran Affairs Puget Sound
Health Care System, Seattle; *Divisions of Hospital Medicine and Infectious Diseases, MetroHealth Medical Center, Cleveland, Ohio; 5Department of
Internal Medicine, VU University Medical Center, Amsterdam, The Netherlands; 5Southem Arizona Limb Salvage Alliance, Department of Surgery,
University of Arizona, Tucson; "Northern Michigan Infectious Diseases, Petoskey; 8Dtﬂ,partment of Medicine, University of Manitoba, Winnipeg,



Antibiyotik secimi-IDSA klavuzu

Infection Severity

Mild (usually treated
with oral agent[s])

Probable Pathogen(s) Antibiotic Agent

Staphylococcus aureus Dicloxacillin
(MSSA): —
Streptﬂ-cnc-::us 5

/ 'I:IinI::ie:nf'm,r{:ir'|h
Cephalexin”
Levofloxacin®
Amonxicillin-clavulanate”

Methicillin-resistantz Daxyeyeline
5. aureus (MRSA)

\ Trimethoprim/

sulfamethoxazole

Cormments

Requires QID dosing; narrow-
Spectrum; Inexpensive

Usually active against community-
associated MRSA, but check
macrolide sensitivity and consider
ordering a "D-test” before using
for MRSA. Inhibits protein
synthesis of some bacterial toxins

Requires QID dosing; inexpensive
Once-daily dosing; suboptimal
against 5. aureus

Relatively broad-spectrum oral agent
that includes anaerobic coverage

Active against many MRSA & some
gram-negatives, uncertain against
streplococcus species

Active against many MRSA & some
grarm-negatives; uncertain activity
against streptococc

Lipsky BA,et al IDSA clinical practice guideline for the diagnosis and treatment of
diabetic foot infections. Clinical infectious diseases 2012;54(12):e132-73



aerate ey e
treated with orsel or
imitial parentsral
agentlsl or sewvers
jususlhy treated with
arenteral agentlsl

MS5A; Sireplococcus Lewofbxacin®
so0; a
- Entenrbacteraceas;

obligate anasrobes
\ Ceafoxtin®
Cafinaoone
Armuplkillin-sulbactan
FAn=ifioxacin®
Freapanane
Tigecyclin="
Lewofbcacin® or ciproflosecin®
wwith climdameycin®
Imipenem-cilastatin ™

MASA Linazotid®
Disptormmycin®
Wancomycin®
Fssudomonas Piperaciiin-tazobactam”
aerughWiasa
hMASA, Vancormycin®™, ceftezidinme,
Entarohecterisces, cefepime, pioaracilin-
Peeudomonas, and maba::mmh azlmnnam Eor
obligate anaembes a carbapenem"”

Dnoce-daily dosing: suboptinmal
Bgainst 5. aursus

Second-generstion cephalosmonm
weith anesnohic coserags

Onoe-daity dosing. thind-genaratsom
e rkom rrin

Adequats if low suspecion of
F agrugnosa

Dnoce-daity oral dosing- Aelatively
brosd-spectrumm, incuding most
abligate anesrobic organisms

Mimrse—rmdily Arsinng Aalatiiosby Fameari-
speesc o including anaerobsss, bt
not active Bgainst P Seruirmas

Acties against MARESA. Spectrurm miey
be exceassively brosd. High retes of
neuses and womiting and increased
mariality warning. Moneguvalent
o ertapesreern T wanceonTpcine in 1
randomized clinical iral

Limited ewvidemos supparting
clirdarmycin for sevens 5. aursus
infections; PO & 'Y formulatiaons
for both drnegs

“Wery broad-spectrum bwut not egainst
FARSA); use onby wihen this is
required. Consider when ESBL-
producing pathogens suspected

Expensive; increesead risk of oxicities
weihen used =2 wk

Dnmce-deily dosing - Aeguires senal
rmanitonng of CPE

‘Wamncormycin MICs for BMRSA are
gradually imcreasing

TICWZI O dosing. Wsseful for broad-
SDECITUM CoOverege. F. Serusginoss
is BN uncormuEmon athogen in
disbetic foot infections excapt in
snscial circumstancaes (2

Wery broad-spectrun ooverags;
usually onby used for ermpinc
therepy of seweane infection.
Consider addition of obligate
enderobe coverege if ceftazidims,
cefepime, or aztreonam sselected

Lipsky BA,et al IDSA clinical practice guideline for the diagnosis and treatment of
diabetic foot infections. Clinical infectious diseases 2012;54(12):e132-73



Table ITI. Summary of antibiotic trials for diabetic foot infections

Treatment
duration
Author Antibiotic regimens Design Patients, No. (days) Reported vesults 95% CI P
\
Grayson,°®| Ampicillin/sulbactam Randomized, 48 13 = 6.5 81% cure; 67% NS
1994 double-blind, cradication
single-center
kImipcncm/cilastatin ) 48 14.8 = 8.6 85% cure; 75%
cradication
Lipsky, % (Tinczolid TV or "\ Randomized, 241 (5% aztreonam) 17.2 = 7.9 81% overall cure —0.1 to 20.1 |NS
2004 PO; * aztreonam open-label,
multicenter
Ampicillin/sulbactam, or 120 (9.6% 16.5 £7.9 71% overall cure
amoxicillin /clavulanate = vancomycin, 2.5%
vancomycin or aztrconam)
\ aztreonam )
Clay,”” crtriaxonc T Randomized, 36 44 72% treatment NS
2004 metronidazole open-label, success
single-center
Ticarcillin/clavulanate 34 4 76% treatment
success
Harkless,”! (Piperacillin /tazobactam 3 Randomized 155 9 median  81% cure or 129t09.1 }124
2005 vancomycin open-label, improvement
multicenter
Ampicillin/sulbactam = 159 10 median 83.1% cure or
Vancomycin improvement
Lipsky,”?  Daptomycin * aztreconam Randomized, 47 (38% aztreonam) 7-14 66% cure —144t021.8 |NS
2005 or metronidazole open-label,
multicenter
Comparator (vancomycin or 56 7-14 70% cure
vancomycin or (29)
semi-synthetic PCN) (27)
=+ aztreonam or (41% aztreonam)
metronidazole
Lipsky,”® ( Ertapenem = vancomycin) Randomized, 295 (2.3% 11.1 87% favorable —6.3t09.1 |NS
2005 double-blind,  vancomycin) clinical response
multicenter
Piperacillin /tazobactam = 291 (1.7% 11.3 83% favorable
N/

vancom_\-'cin

vancomycin )

clinical response

CI, Confidence interval; IV, intravenous; PCN, penicillin; PO, oral administration.

Kalish J et al. J Vasc Surg 2010; 51: 476-86



Cochrane
Library

Cochrane Database of Systematic Reviews

€

Systemic antibiotics for treating diabetic foot infections

GEE))

[Intervention Review]

Systemic antibiotics for treating diabetic foot infections

Anna Selva Olid', Ivan Sola®, Leticia A Barajas—Nava‘}, Oscar D Giannec‘i, Xavier Bonfill Cospz, Benjamin A Lipsk}fj‘é‘?

! ITbercamerican Cochrane Centre, Biomedical Research Institute Sant Pau ([IB-Sant Pau), Barcelona, Spain. 2 Iberoamerican Cochrane
Centre - Biomedical Research Institute Sant Pau (IIB Sant Pau), CIBER Epidemiologia y Salud Puiblica (CIBEREST) - Universitat
Aurbnoma de Barcelona, Barcelona, Spain. 3Evidence-Based Medicine Research Unit, Health MNarional Institure, Hospital Infantl
de México Federico Gomez (HIMFG). Iberoamerican Cochrane Nerwork, México City, Mexico. 4Centro Colaborador Cochrane,
Fondo Nacional de Recursos, Montevideo, Uruguay. >Department of Medicine, University of Washingron, Seartle, Washingron, USA.
SDepartment of Infectious Diseases, University of Geneva, Geneva, Switzerland. " Division of Medical Sciences, University of Oxford,
Onxcford, UK

Contact address: Anna Selva Olid, Iberoamerican Cochrane Centre, Biomedical Research Institute Sant Pau (IIB-Sant Pau), C. Sant
Anrtoni Maria Claret 167, Pavellé 18 I Planta 0, Barcelona, 08025, Spain. ASelva@santpau.cat.

Editorial group: Cochrane Wounds Group.
Publication status and date: New, published in Issue 9, 2015.
Review content assessed as up-to-date: 1 April 2015.

Citation: Selva Olid A, Sola I, Barajas-INava LA, Gianneo OD), Bonfill Cosp X, Lipsky BA. Systemic antibiotics for treating diabetic foot
infections. Cochrane Database of Systemaric Reviews 2015, Issue 9. Art. No.: CD009061. DOI: 10.1002/14651858.CD009061.pub?2.



Figure |. Study flow diagram

673 references from
MEDLINE, EMBASE, CINAHL,
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Table 2

Microbiological profile of the 1solated microorganisms (N=271)

Richard JL et al. Diabet Met

Microorganism N (%) Multidrug-resistant
bacteria (%)*

Gram-positive aerobic cocci 160 (59.0)
SIaphyvIocoOCCus aureus 09 136.3] 3T374)
Enterococcus faecalis 22 (8.1) —
Coagulase-negative Staphvlococcus 16 (5.9) —
Streptococcus pyvogenes 20 (7.4) —
Other streptococci 3(1.1) -

Gram-negative aerobic bacilli 01 (33.6)
Escherichia coli 23 (8.0) 6(26.1)
Proteus mirabilis 12(4.4) 3(25.0)
Enterobacter aerogenes 3(1.1) 1(33.3)
Enterobacter cloacae 5(1.8) —
Klebsiella pneumoniae 3(1.1) -
Klebsiella oxvtoca 1(0.4) —
Citrobacter spp. 3(L.1) —
Morganella morganii 3(L1) —
Serratia marcescens 1(0.4) —
Providencia stuartii 1(0.4) 1 (100)
Pseudomonas aeruginosa 26 (9.6) 7(26.9)
Acinetobacter baumannii 8 (3.0) 2(25.0)
Stenotrophomonas maltophilia 2(0.7) 2 (100)

Anaerobes 20(7.4) —

Total 271 (100) 59(21.8)

2008; 34: 363-9




@ Canaida species

® Fusarium
‘® Bacteroides fragiiis
'® Bacteroides species
® Clostridium parfringens
‘® Anaerobic Staphylococci
Peptococcus species /
® Swaphytosocous surous
aW
® Staphylococcus epidermidis (coagulase negative)
® Straptococcus species
® Enterococcus (Strep. Faecalis, Gp D Strept)
® Corynebacterium species (Diptheroids)
® pProteus mirabilis
® Proteus vulgaris
® Escherichia coll
® KJobsiella species
® Serratia
.mm:x.m * although polymicrobial infections frequently occur,
< : gram positive organisms, (Staphylococd and Streptococc)
Pesudomones seniginoes predominate in the majority of foot infections.
® Acinetobacter species

Figure 9 Diabetic foot infections are generally considered polymicrobial, because multiple organisms are
frequently found in a wound milieu. Staphylococcus and Streptococcus remain the most important organisms
causing infection.
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Table 2

Frequency of isolation of microorganisms from wounds of patients with a diabetic foot

infection.
Bacteria PEDIS PEDIS PEDIS TOTAL
Grade 2 Grade 3 Grade 4 % (M)
% (N) % (N) % (N)
Gram-positives 3103 (18) 3822 (99) 3429 (24) 36.43 (141)
Staphvlococcus aureus (total) 13,79 (&) 12.306 [ 32) 2./ 1 (4 11.34 (44)
-Methicillin-sensitive 13.79 (8) 1042 (27) 2.86 (2) 9.56 (37)

. -Methicillin-resistant 0 193 (5] 2.86 (2] 1.81 (7]
Enterococcus spp. 6.90 (4) 10.81 (28) 10 (7) 10.08 (39)
Streptococcus spp. 5.17 (3) 7.72 (20) 7.14 (5) 7.24 (28)
Coagulase-negative 517 (3) 579 (15) 10 (7) 6.46 (25)

Staphylococcus spp.
QOther gram-positives 0 154 (4) 143 (1) 129 (5]
Gram-negatives 63.79 (37) 5946 (154) 60 (42) 60.21 (233)
Escherichia coli 12.07 (7) 15.83 (41) 1429 (10) 14.99 (58)
Pseudomonas aeruginosa 1207 (7) 13.90 (36) 7.14 (5) 12.40 (48)
Proteus spp. 13.79 (8) 927 (24) 7.14 (5) 9.56 (37)
Morganella morganii 517 (3) 463 (12) 5.71 (4) 491 (19)
Enterobacter spp. 5.17 (3) 425 (11) 429 (3) 439 (17)
Klebsiella spp. 1.72 (1) 347 (9) 429 (3) 3.36 (13)
Acinetobacter spp. 5.17 (3) 2.32 (6) 2.86 (2) 2.84(11)
Serratia spp. 1.72 1 11/ 730 TRE M 1 55 (R
Citrobacter spp. . v
Other gram-ElEgatives 69 GNB bizde aglrllkll
Other organisms MRSA bizde ¢cok 6n planda degil
canciaa seb. 7 Orta/siddetli enfeksiyonlarda P aeruginosa
Finegoldia magna d[]§ijn[j|me|i
Hafniaalvei w - -
Total 100 (58) 100 (259) 100 (70) 100 (387)




* Antibiyotik duyarliligi
* Siprofloksasin %62
* Ampisilin/sulbaktam %35,4
e Seftriakson % 58,2
* Siprofloksasin %66,1
e Seftazidim %66,5

Gram negatif

basillerde

/

-

Siddetli
infeksiyonda
ampirik tedavi??

~

/




* DAI'nin antibiyotik tedavisi tlser degil,
infeksiyon iyilesene kadar

PAZARMGAPARIDEGIR
MEZPM A DA R




infeksiyon bol siddeti Uygulama Uygulama yeri
yolu

Yalnizca yumusak doku

Hafif Oral
Orta Oral (6nce IV)
Siddetli IV

Kemik veya eklem
Ampute (infekte doku IV veya oral
kalmamis)

Ampute (infekte yumusak doku 1V veya oral
kalmis)

Ampite (infekte ama canl Once IV
kemik dokusu)

Cerrahi uygulanmamis ya da Once IV
infekte 6l kemik dokusu
kalmis

Ayaktan
Ayaktan/yatarak
Yatarak/sonrasinda

ayaktan

1-2 hafta
2-4 hafta
2-4 hafta

2-5 gln

2-4 hafta

4-6 hafta

>3 ay



Amacimiz, amputasyonun
onlenmesi olmalidir




Sonuc olarak

Her diyabetik ayak Ulseri infekte degildir
Osteomiyelit mutlaka arastirilmalidir

Direncli mikroorganizma varlig1 tedaviyi
glclestirir
Antibiyotik tedavisi gereksiz uzatilmamalidir



Sonuc

DAI tedavisi ekip calismasi gerektirir

Zahmetli ve uzun surecler...
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Metabolik
kontrol

Cerrahi islem
Vaskuler
Ekstremite
Debridman
Periferik sinir cerrahisi

Antibiyotik

Yara bakimi




KORUMADIR

En etkin

En ucuz

En basarili

En guvenli




Tesekkurler













Diger yeni tedavi se¢enekleri

ma Summary of the properties of new antibiotics

Agent Antimicrobial spectrum includes activity against: Routes of Dose frequency  Clinical efficacy Passible uses in DFI
MRSA  Vancomycin-resistant Gram-negative hacteria Anaerobes e
Gram-positive bacteria
Linezolid Yes Yes No Yes LV, Of p.0. 12 hourly Non-inferiority in DFI, Alternative to
possible supeniority in vancomycin in MDR
MRSA infections Gram-positive infections
Daptomycin Yes Yes No Limited L. Once daily Non-inferiority in DFI Once-daily i.v. regimens
Quinupristin/dalfopristin -~ Yes Yes No Ne LV, § hourly Limited data Limited use
Dalbavancin Yes No No Limited LY, Once weekly  Non-inferiority in skin Once weekly i.v. regimens
infections
Telavancin Yes Yes No Limited K% Once daily Non-inferiority in skin Once daily 1.v. regimens
TS
Tigecycline Yes Yes Active against many Yes L. 12 hourly Non-inferiority in skin Broad-spectrum cover,
species, including infections including MDR
ESBL-producers; inactive Gram-positive bacteria,
against Proteus sp. and required
Pseudomonas aeruginosa
Ceftobiprole Yes No Inactive against Limited L. 12 hourly Non-inferiority in SSSI ~ Broad-spectrum cover,
ESBL-producers; limited including MDR
antipseudomonal activity Gram-positive bacteria,
required
Moxifloxacin No No Inactive against P Yes LY. of .0, Once daily Non-inferiority in DFT Broad-spectrum oral
aeniginose therapy where MDR
Gram-positive bacteria
excluded
Ertapenem No No Active against many Yes Lv. Once daily Non-inferiority in DFI Once-daily i.v. regimens
species. including

ESBL-producers: inactive
against Proteus sp. and P.
aeniginosa




Osteomiyelit

Histopatoloji Ulser zemininde kemigin  Direkt grafide kortikal
Operasyon esnasinda gorulmesi destruksiyon
kemikte puritlan gorinim MR’da kemigin 6demli MR’da 6dem
Travma olmadan kemigin  gorinimi ya da Prob testi pozitif
parcasinin gelmesi osteomiyelit bulgusu ESR >70 mm/h
MR’da kemik icinde apse  Kemik kiltir negatifligi, Ulser 6 hafta icinde
varligi ancak histolojisinde iyilesmiyorsa
osteomiyelit lehine bulgu  Enfeksiyon bulgusu uygun
olmasi tedaviye ragmen 2
haftadan fazla
iyilesmiyorsa
e oms  ltemmi
1 kesin >%90 Tedavi
2 probable %50-90 Tedavi, ileri arastirma
1 probable+2 possible %50-90 Tedavi, ileri arastirma
4 possible %50-90 Tedavi, ileri arastirma

2 possible %10-20 Tedavi yok, ancak sliphe devam



e Kilavuzlar sadece bir haritadir
* Deneyim ise yolculuk
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