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Sunum plani

e SDD nedir?

e Neden verilir?
e Kimlere verilir?
e Ne verilir?

- SDD etkinligi

» SDD neden yayginlasmadi?




Tanim

igin parenteral, enteral ve/veya topikal olarak uygulanan
antimikrobiyal profilaksilll




SDD'nin amaci

» Aerobik Gram negatif bakteriler, S. aureus, mantarlar
gibi potansiyel patojenik bakterilerin, orofarengeal veya
intestinal tasiyiciligini dnlemek veya varsa eradike
etmekl!l




SDD'nin felsefesi

* Tagiyicilik ve infeksiyon gelisimindeki farkli patogenetik
yollarin infeksiyon kontoliinde farkli yaklasimlar
gerektirmesi prensibine dayanmaktal

» YBU'deki infeksiyonlarin ¢ogundan 15 potansiyel patojen
mikroorganizma sorumlu olmasi ile desteklenmektel!
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Infeksiyon tipleri

Infeksiyon tipi Potansiyel

patojenler
Primer endojen N /aN
Sekonder endojen aN
Ekzojen aN

Baslangig Insidans

Tasiyicilik: 3-7 giin ara ile, bogaz
ve/veya rektumdan alinan 2 ardigik

siirveyans kiiltiirinde ayni patojenin izole
edilmesi

Normal tasiyicilik: S. pneumoniae, H.

Influenzae, M. catarrhalis, S. aureus, E.
coli, C. albicans

Anormal tasiyicilik: Klebsiella, Proteus,

Morganella, Citrobacter, Enterobacter,
Serratia, Acinetobacter, Pseudomonas
spp, MRSA

Silvsetri L et al. Int Care Med 2012:38:1728-50.

/
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SDD'nin felsefesi

D D 1€

Primer endojen N /aN < 1 hafta % 55 arenteral ABlgr
Sekonder aN > 1 hafta % 30 Hijyen +
endojen oral/enteral
\ ABler
Ekzojen aN Herhangi bir % 15 Hijyen + topikal
zaman Bler

Silvsetri L et al. Int Care Med 2012,38:1728-50,
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Kolonizasyon rezistansi

 Bagirsaklardaki olagan anaerobik flora, aerobik 1g'r'am-
negatif bakterilerin kolonizasyonuna engel olmaktadir.

e Anaerobik floranin ortadan kalkmasi ise aerobik
bakterilerin kolonizasyonunun, takiben de bunlarla olugan

infeksiyonlarin artmasina neden olmaktadir.
Waay D et al. J Hyg 1969, 405.:71

» SDD ungulamasmdaki temel amag; bagirsaklardaki
anaerobik floraya zarar vermeden sindirim sistemindeki
gram-negatif bakterilerin ve mantarlarin elimine
edilmesidir.
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Table 1. Description of selective

decontamination regimens

decontamination of the digestive tract and selective oropharyngeal

Intervention

Timing Purpose

SDD and SOD regimens

g 0.5g of a paske containing polymyxin E,

a 2% concentration applied in
orophanynx

1

tobramycin and amphotericin B each in

10 ml of a suspension containing 100 mg

polymyxin E, 80 mg tobramycin and
500 mg amphotericin B via the

nasogastric tube

)

Cebotaxime 1g iv. during the first
4 days of study |or other
third-generation cephalosporins]

Avoidance of [systemic) antibiotics that
might impair the colonizafion
resistance, that is, with antianoeraobic
activity

Oropharyngeal endotracheal,
and recal cultures

Four times daily until ICU discharge Selective decontaminaton of the oropharyns
Selective decontaminaton of the gut
from siomach o rectum
Pree mptive treatment of primary infections

During treatment with SDD, until ICU Avoidance of penicillins, carbopenems
discharge and so on

Four times daily until ICU discharge

Four times daily during the first 4 days

Mo addition of antibiotics for patients
with colonization without clinical signs
sugge stive todaleciiog

Determination of colonizafion pattern at
admission and during treatment, including
monitoring of effectiveness of SDD

On admission and twice weekly

De smet AM et al, Cur Opp Infect Dis 2012 25:211-17.

™~
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Parenteral Antibiyotikler

* Primer endojen infeksiyonlarin 6nlenmesinde parenteral AB
olarak sefotaksim tercih edilmesinin nedenleri;
» Etki spektrumunun hem “normal” hem "anormal” bakterileri
icermesi

e Tukrilkk ve safraya yiiksek oranda ekskresyonunu saglayan
farmakokinetik 6zellikleri

( +Kolonizasyon rezistansinda énemli yer tutan enterik anaerobik
flora tizerinde etkisiz!)




Oral / Enteral Antibiyotikler

» Sekonder endojen infeksiyonlarin énlenmesinde oral ve
enteral olarak uygulanan:

*Polimiksin ve tobramisin kombinasyonu:

* Pseudomanas spp dahil tiim anormal 6Gram negatif basilleri
kapsamasi

* Sinerjistik etkili olmasi nedeniyle!
*Amfoterisin B: mayalarin eradikasyonunu saglamak igin!
*MRSA endemik ise; enteral vankomisin eklenebilir.




SDD - AB Dozlari

Table 3 Full four component-strategy of SDID

Target PPM and antimicrobials

Total daily dose [ 4 x daily ]

3 vears 53— 12 vears =12 wvears
1. parenteral antimuicrobials: "normal” PP cefotazxime (nag) 150/ K g 200/ Kz |< 4000 i
2. enteral antimmicrobials: “abnommal” PPR
A oropharvinsc
- AGINEB - polyvioy=in E wath tobranns cin 2 g of 2%0 paste or gel
- MESA - vancomycin 2 g of 4%% paste or gel
- W easts . amphotericin B or nystatin 2 g of 2% paste or gel
B. ocut
- AGHNEB : polyvmy=in E (mg) with 100 200 400
tobramrycin (rmg) 20 160 320
- MESA - vancomoycin (g 20400 K s 20-400vE = S00-2000
- W easts - amphotericin B (mg) or 500 1000 2000
nystatin (units’) 2x10° 4x 10 ° B8x10°

3. topical antimucrobials: “abnormmal”™ PPMM

4 surveillance cultures of throat and recturn o
admission., Mondaw, Thursdaw

“Abnormal” PPMM in
overgrowth concentrations

PPN = potentially pathogenic micro-organism; AGNB = aerobic Gram-negative bacilli;




SDD - AB konsantrasyonlari

Table 3 Antimicrobials selected for SDD tw control overgrowth of
both "normal” and “abnormal” flora

Antimicrobials selected for SDD Cﬂﬂ{flm\

SgMMva Bile Faeces

*Normal®™ flora
Bacterial overgrowth Cefotaxime & 20
Yeast overgrowth amphotericin B ()

or nystatin == 10D
*Abnomal’ florma
AGNB overgrowth polymyxin E 16— 1.0

with tobramycin 1CMD
MESA overgrowth vancomycin 3,000—24 )
Sy selecave digestive decontamination, AMrml—

negauve bacilli, MRSA methicillin-resistant Sraphviocooccus aurews

Silvsetri L et al. Int Care Med 2012:38:1728-50.
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SDD calismalari

e 1980'ler: 2 6nemli ¢calismalll
»Stoutenbeek CP et al.

A new technigue of infection prevention in the ICU by
selective decontamination of the digestive tfract.

Acta Anaesthesiol Belg 1983; 34:193-203
»Stoutenbeek CP et al.

The effect of selective decontamination of the digestive
tract on colonization and infection rate in multiple trauma
patients.

Intensive Care Med 1984:10:185-192




le_tensive
Coare Wie

= Springesc-vVerlag 1984

/ Intensive Care vied (1984) 10:185 — 192

The effect of selective decontamination of the digestive tract on colonisatiomn amnd
infection rate in multiple traumma patients

. . E;ggl;uh;gk’, H. K. F. van Sacecne~, ID. R. Niranda ' and ID. F. Zandstra *
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Intensive Care vied (1984) 10:185 — 192

le_tensive
Coare Wie

= Springesc-vVerlag 1984

The effect of selective decontamination of the digestive tract on colonisatiomn amnd

infection rate in multiple traumma patients

. P. Stoutenbeek ', H. K. F. van Saene?, ID. R. MMiranda® and ID. F. Zandstra ®
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Fig. 2. Colonisation rate of selective decontaminated patients in
group I (5D, FPM were effectively eliminated from the oro-
pharyngeal cavity, within 3 days. Secondary colonisation of the in-
testines was largely prevented. A significant reduction of rectal
flora was achieved after 7 days (p < 0.01)




SDD calismalari

e 65 RCT
e 11 metaanaliz

e >15000 hasta

e Cogu ¢alisma YBU'de izlenen hastalarda
e Calisma sonlanim noktalar: farkl
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Table 1 Overview table efficacy of SDD: 65 RCTs and 11 meta-analyses

Author No Sample  Lower airway Bloodstream Multiple Organ Montality

RCTs  size infection infection Dystunction Syndrome  OR (95 % CI)
OR (95 % CI) OR (95 % CI) OR (95 % CI)

Lalaln— e -~

T B L | ALaE LA

o 11 metaanalizin sonlanim noktalar::
o 6'sinda pnomoni; hepsinde istatistiksel olarak anlamli azalmal
o 3'linde kan dolasimi infeksiyonlar:
= AGNB hepsinde istatistiksel olarak anlamli azalma
= Fungemi azalmis ama istatistiksel olarak anlamli degil
m6r (+)ler artmis ama istatistiksel olarak anlaml degil
o 8'inde mortalite
= 5'inde sagkalima olumlu katki,

m 3'iinde hasta sayisinin azligina bagli, istatistiksel olarak anlami
azalma yok.

m Tek tek RCTlerde de sagkalima etki belirsiz

Silvsetri L et al. Int Care Med 2012,38:1728-50,




SDD - Pnomoni

Table 2. Overview of studies that used a combination of topical and systemic antibiotics
as selective decontamination of the digestive tract (SDD) in ICU patients

Mumber of ﬁncumunia \ Mortality

o Tdm g¢aligmalarda SDD ile pnomoni insidansi azalmis.

Abeld

rd 0 Ancak kontrol gruplarinda pnémoni insidansi % 9-85 arasinda
cocf degismis

Jaco

D:J] o Bu da tani kriterlerindeki belirgin farkiliga isaret etmekte.

Kery

kel 0 Tam Kriteri olarak BAL veya PSB kiiltiiri yerine trakeal aspirat

Palor

recl  KUlTlird kullanan galismalarda SDD'nin etkisi daha belirginl!
Sanc
Uricf 0 Sonug; SDD'nin etkisi gergek pnomoniden ¢ok trakeal

II'II : X3 Q of e °
wn| Kolonizasyon (izerinde olabilir mi??

De Jonge E. Curr Opin Crit Care 2005;11:144-49.




SDD - Kan Dolasimi Infeksiyonlari

Table Il Data extracted from 51 randomized controlled trials of SDD ]
irst author N patients N patients N patients with N patients with Mortality Blinding Randomization Quality

enrolled with BSI Gram-positive BSI Gram-negative BSI Score

DD SDD C SDD C SDD C
Aerdt 28 60 13 W
- ¢ ¢« «o 8065 hastanin katildigi 51 RCT
Bergmans®® a7 139 MA MA
o 4 a8 = ¢ . °'| d | ol -
. : %« 4o SDD 6ram negatif KDI'lerde azalma sagliyor. (OR=0.39)
Camus® 259 256 NA o
Sx fiu Jo6 itif KDI'lerde; etkisiz (OR= 1.06
ﬁelarggl-' ;.3. ;3 1«: 1; ] ram pOZ|1.l er‘ e' eT 'Slz - .
erme
Finch® 24 75 2 & °
Flaherty™ 51 56 MNA NA [} o [} o ee ° . °
ce. 2 28 % o 1 AGNB'ye bagli KDI'yi 6nlemek igin 20 hasta SDD ile
George-s"gsc 3 33 a8 ° ° Py
s A tedavi edilmelill
Ruza™ 116 10 17 15
SanchezGarcia™ 13 140 MA NA
Schardey™ 102 103 MA A
Srith! 18 15 NA NA
SLuLﬂ.cnbcck:"' 4 42 9 11 Q O 45 o . 0 o,
et w0 g KE-KDI igin 1276 hasta iceren 9 RCT'de alt grup analizi:
ulrich’;s 55 57 15 30 . . °

| 9 2

Vnasts®  m 20 W B o KI-KDI sDD gr'ubunda; /0 D
Verwaest b™ .| R O 29
wimcr:: i 31 7 [ ., ©
e IR D kontrol grubunda; % 6.9 (p>0.05)
Twaveling™ 45 44 HNA A
rTuLal 09 M85 182 a6 CTRT FEN ] ]

BSI, bloodstream infection, including catheterrelated; D0, selective decontamination of the digestive tract; C, control; NA, not available; 1, inadeguate; a, adequate.

" Unpublished data.

Silvestri L et al. J of Hosp Infect 2007, 65:187-203




SDD- Mortalite

Survival benefit of the full selective digestive
decontamination regimen

Luciano Silvestri MD?-*, Hendrick K.F. van Saene MD, PhD, FRCPath?,
Ian Weir MD, FRCS <, _Antonino Gullo MD “

T wusl 0 4902 hastada 21 RCT
o Mortalite; SDD grubunda % 19.9, kontrol grubunda % 25.5
S o SDD mortalitede anlamli azalma saglamakta (OR= 0.71)

Boland et al [26]
Cockerill et al [27]

feb Gl 3 o 1 o6limi onlemek igin 18 hasta SDD ile tedavi edilmelil!

Finch et al [30]
Jacobs et al [31] . °
S o Alt grup analizlerinde:
Krueger et al [33]

Luiten et al [M]

P a1 o 6 galigmada infeksiyon iligkili mortalite (p>0.05)
Rolando et al [fz . .
e o 4 galismada erken mortalite (p>0.05)
Ulrich et al [£1] .
Remecetd Q)43 o 5 ¢alismada ge¢ mortalite (p<0.05, OR=0.56)
Winter et al [43]
Zobel el al [44]

Trislz are presented in alphg

Silvestri L et al. J of Crit Care 2009:24: 474.e7-e14.




SDD - Mortalite

» SDD'nin sagkalima etkisi tiim hastalara SDD uygulanan
calismalarda daha belirgin;
e Tiim hastalara SDD uygulandiginda % 41
3 hastaya SDD uygulandiginda % 29
* 1/3 hastaya SDD uygulandiginda % 17

- Bu sonug dekontaminasyon yapilan ve yapilmayan hastalarin ayni
initelerde izlenmesi sonucu temas yoluyla ekzojen

infeksiyonlarin dnlenmesinin miimkiin olmamasina ve SDDnin
gercek etkinliginin diliie olmasina baglanmis.

De Jonge E et al. Lancet 2003;362.:1011-16.




SDD - Direng

* Bildiklerimiz:
 Antibiyotiklerin yaygin kullanimi= Direng!

» SDD ile ilgili ¢galigmalar:
 Kullanilan ABlere diren¢ artisi yok
e Hatta direngte azalma var.

» Cekincemiz:
 Direng gelisimi igin yeterli siire gézlem var mi?




SDD - Direng

e 3 RCT'de sonlanim noktasi AGNB direnci:
» ESBL (+) Klebsiella'nin endemik oldugu bir hastanede
Kontrol grubunda kolonizasyon % 19.6, infeksiyon % 9
Enteral AB'lerin kullanimi ile oranlar %1 ve %0!
« IMP, CAZ, CIP, TOB ve polimiksin'e direngli AGNB tasiyiciligs
Kontrol grubunda % 26, SDD grubunda % 16 (p<0.05)
LO00 hactada £AZ di i AN 4 Lz antanal

« Parenteral ABler tek basina kullanildiklarinda safra ile barsaga ulastiklar:
icin letal konsantrasyonlara ulasamamakta ve AGNB’nin asiri iiremesine
neden olarak direngli suslarin segimine neden olmaktalar.

« Enteral ABlerin eklenmesi yiiksek diizey tasiyiciligi direngli mutantlar da
dahil eradike etmekte!

De Smet AM et al. N Eng J Med 2009, 360.:20-31.




SDD-Direng

* Enteral polimiksin/tobramisine direngli AGNB varliginda;

 Serratia spp polimiksin/tobramisin'e intrensek direngli
Serratia endemisitesi varsa; polimiksin/paromisin veya
gentamisin ile degistirimeli

* ESBL (+) AGNBIler polimiksine duyarl olmakla birlikte

tobramisine siklikla direngli

ESBL (+) AGNB endemik ise; tobramisin, neomisin veya
paromomisin gibi aktif bir aminoglikozidle degistirilmeli




Direng- Uzun donem sonuglar

Table 6 Long term studies of enteral polymyxin/tobramycin on AGNB resistance

Author Study Patients % patients with carnage [surv] and/or

infection [diag] due to resistant AGNB

Type / Peniod \ Type Number / \

Stoutenbeek Prosp observ 2% years Trauma 164 4% of patients carried
[123] E . coli resist to tobra

Acinetob resist to tobra

Pseudo resist to tobra
Leone Retrosp case-control b years MV 720 No difference between test and control
[124]
Sarginson Prosp observ 4 years Children >4 days of 1241 4% of children were infected with resistant
[125] \ ventil bactenia mncluding MRSA
Heminger Prosp observ 3 years MV =2 days 1913 (0.05% of patients infected with E.coli
[126] es1st to tobra

Surv = Surveillance samples; Diag = diagnostic samples \/




Direng- Uzun donem sonuglar

Ficure
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SDD - MRSA ve VRE
» 1980°'lerde MRSA ve/veya VRE sorun patojen degil.

7 RCT'de c¢alisma sirasinda MRSA endemik; SDD ile
MRSA infeksiyon oranlarinda artig bildirilmis.
 Oneri: MRSA endemik ise enteral vankomisin eklenmeli.

* 2 RCT'de VRE endemik; tasiyicilik ve infeksiyon oranlari
SDD ve kontrol grubunda benzer

o Giiniimiizde; VISA?? VRE????

Silvestri L et al. Am J Infect Control 2002:30:391-9




SDD - MRSA ve VRE uzun donem sonuglar

Table 7 Long term studies of enteral vancomycin on staphylococcal and enferococcal resistance

Author

Study

Patients

% patients with carnage [surv] and/or

Type

Penod

Type

fection [diagn] due to VISA and/or
Number | ypE

dodaial 1 Do ol 4= Y. P o 100
o MRSAnin endemik oldugu YBU'lerde parenteral

vankomisin kullanimi ile VISA suslarinin olmasi

kaginilmaz: 'VRE or VISA in

o Enteral vankomisin kullanimi ile fegeste 3000 gn
mikrogram/ml’'ye ulasan konsantrasyonlarda var olan  Fmr———
VISA suslari da eradike edilmekte. - '

o Bugline kadar enteral vankomisinin VRE tasiyiciligini
onleme veya eradike etmesini degerlendiren bir galisma

yok.

120700 rsa.1 mlf’d Tl."RE

N\




SDD neden yayginlagmadi?

o Etkinlik?
* Maliyet?
» Direng?

e Temin sorunu?




Etkinlik

Dekontaminasyon c¢alismalarinin etkinligini degerlendirirken
optimal sonlanim noktas: belirsizllll
o VIP:
Orofarengeal uygulanan ABler kiiltir sonuglarini etkilemekte ve
VIP tanisini zorlastirmaktal
* Mortalite;

Mevcut galismalarda SDD'nin sagkalima katkisini tam gésterebilmek
igin hasta sayilari yetersiz.

Mortalite analizlerinin gogunda YBU mortalitesi veya 28 giin
mortalitesi esas! Uzun dénem etki bilinmiyorll!




Etkinlik

- SDD'nin etkinligini degerlendiren ve etkili bulan gogu ¢alisma AB
direncinin diisik oldugu Avrupa iilkelerindelll

- Direngli patojenlerin yiksek oranda goriildiigii merkezlerde
SDD'nin etkinligini degerlendiren ¢alisma yok.

- Kanit diizeylerinin yiiksek olmas: igin onerilen gift kér RCTler SDD
¢alismalarinda yapilamiyor.

» Sonug: Gergek etkinlik geliskililll




Maliyet

» SDD ile standart tedavi maliyetini karsilastiran galisma
sayIs! az.

 Calismalarda bildirilen maliyetler degisken:
eSDD 12 US $vs SOD 1 US $
*« SDD 200 € vs SOD 40 €

* Mevcut g¢alismalarin gogu AB direncinin diisiik oldugu
Glkelerde.

Oostdijk EAN et al. Intensive Care Med 2012;38:533-38.
De Smet AM et al. N engl J Med 2009, 360.20-31

/
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Selective decontamination of the
digestive tract and selective
oropharyngeal decontam ination in
intensive care unit patients:

a cost-effectiveness analysis

Evelien A N OOStdIJK 2 G A de WIit,D?t Marina Bakker,! Anne Marle G A de Smet,®

oA L] hA 2~ e e b e I F mF s T sl ol Sl i liemde e s

Table 1 Costs used per unit

Category

Prices per unit

Length of stay

Day in ICU

Day in hospital ward

Mechanical ventilation, additional costs
Topical antibiotics

€2183M
€505"1
€327.451°717

[ Cost of SOD per day
Cost of SDD per day

€0.87° 42
€10.48° 42

Microbiology
Blood culture
Throat culture
Sputum culture
Bronchoalveolar lavage
Rectum culture
Species determination
Resistance profile determination
Antibiotics

€11.89 per culture+€12.90 order rate”
€7.78 per culture+€12.90 order rate®
€7.78 per culture+€12.90 order rate*®
€7.78 per sample+€12.90 order rate”
€7.78 per sample+€12.90 order rate®
Extra €13.00 per isolate+€18.52"
8.96 per isolate

According to GIP database'®

*UMCU costs.

SC, standard care; SDD selective decontamination of the Digestive tract; SOD, selective oropharyngeal decontamination.




Table 3 Total costs (2009 €) per patient

SC
N=1990

SOD
N=1904

SDD
N=2045

Length of stay
ICU

€29553.45 (€28152.40
to €30954.49)

€28684.46 (€27412.05
to €29956.87)

€29069.78 (€27636.40
to €30503.16)

Hospital €8621.85 (€8059.10 to €9184.61) €7830.55 (€7345.91 to €8315.20) €7963.94 (€7476.75 to €8451.13)
MW €3225.06 (€3045.61 to €3404.51) €3316.36 (€3151.14 to €3481.58) €3308.18 (€3116.09 to €3500.27)
Total €41400.36 (€39672.04 €39831.37 (€38261.92 €40341.90 (€38599.66

to €42084.14)
€41.35 (€41.07 to €41.62)"
€439.14 (€406.69 to €471.59)

to £€43128.68)
Study medication —
Systemic €358.29 (€321.34 to €395.24)
Antibiotics
Microbiology
Rectal swabs - -

to €41400.82)
€3.48 (€3.47 to €3.49)
€317.65 (€280.89 to €354.42)

€102.75 (€97.64 to €107.86)

BAL €6.44 (€5.42 to €7.46) €4.70 (€3.92 to €5.49) €4.77 (€4.01 to €5.53)
Sputum €114.83 (€106.87 to €122.79) €135.85 (€127.99 to €143.71) €117.57 (€110.78 to €124.36)
Throat €8.12 (€6.39 to €9.84) €86.66 (€83.07 to €90.25) €89.65 (€85.68 to €93.63)
Blood €52.61 (€48.74 to €56.49) €53.72 (€49.64 to €57.79) €45.45 (€41.87 to €49.04)
Total €182.15 (€170.60 to €193.69) €280.93 (€267.00 to €294.87) €360.73 (€343.69 to €377.76)
otal €41940.79 (€40183.93 €40433.42 (€38837.50 €41183.12 (€39408.39

to €43697.66) to €42029.35)

Mean (95% Cl)*Excluding cefotaxim. Cefotaxim use is included in total systemic antibictic use.
BAL, Brancheoalveolar Lavage; ICU, intensive care unit; MV, mechanical ventilation; SC, standard care; SOD, Selective Oropharyngeal
Decontamination; SDD, Selective Decontamination of the Digestive tract.

to €42957.85)

Table 4 Outcomes of cost-effectiveness comparisons across groups
LYG*

+0.25 (—0.05 to 0.55)
SDD vs SC (95% CI) +0.04 (—0.26 to 0.34)
SOD vs SDD (95% CI) +0.21 (—0.09 to 0.51)

*Effects are discounted at 1.5% a year.
ICER, incremental costs effectiveness ratio (costs/LY @G); LY G, life years gained; SC, Standard Care; SDD, Selective Decontamination of the
Digestive tract; SOD, Selective Oropharyngeal Decontamination.

ICER

SOD dominates SC
SDD dominates SC
SUD dominates SsDD

Cost difference

—€1507.37 (—€3186.45 to €171.72)
—€757.67 (—€2522.56 to €1007.21)
—€749.69 (—€2439.35 to £€939.97)

SOD vs SC (95% ClI)

Oostdijk EAN et al. BMJ open 2013,3:e002529




Direncg

» SDD'nin direnci arttirmadigi, hatta azalttigi yéniindeki
verilerin aksini savunanlarin goérisi:

* Bu konudaki kanitlar siradisi olarak diisiik direng profiline sahip
YBU'lerden gelmekte

e Gozlem siireleri ¢ok kisa
» SDD profilaksisi ile pek gok direngli patojen kapsanamakta.
» SDD'yi kestikten sonra rekolonizasyon olup olmadigi bilinmiyor.




w +§ Effect of selective decontamination on antimicrobial
resistance in intensive care units: a systematic review and
meta-analysis
MNick Daneman, Syed Sarwar, Robert A Fowler, Brian H Cuthbertson, on behalf of the SuDDICU Canadian Study Group

Summary
Lancetinfect Dis 2012;  Background Many meta-analyses have shown reductions in infection rates and meortality asseociated with the use of
13:328-41  gelective digestive decontamination (SDIDY) or selective oropharyngeal decontamination (SOD) in intensive care units
Published Online (T 1Js). These interventions have not been widely implemented because of concerns that their use could lead to the
January 25, 2013 development of antimicrobial resistance in pathogens. We aimed to assess the effect of SDD and SOD on antimicrobial

hirtpfobe doi orgf 10,1016/ B N - )
S1473-3092(127ozz2-5 resistance rates in patients in ICUs.

See Comment e 282
Trauma, Ememf:;,- ana Methods We did a systematic review of the effect of SDD and SOD on the rates of colonisation or infection with
Critical Care Program  antimicrobial-resistant pathogens in patients who were critically ill. We searched for studies using Medline,
(M Daneman MD, = Sarwar B5c,  Embase, and Cochrane databases, with no limits by language, dave of publication, study design, or study quality. We
RAFowler ME. 5 hcluded all studies of selective decontamination that involved prophylactic application of topical non-absorbable

B H Cuthbertson MD), Division B . B . - - . == = - = =
of Infectious Diseases, ANtimicrobials to the stomach or oropharynx of patients in ICUSs, with or without additional systemic antimicrobials.

Department of Medicine We excluded studies of interventions that used only antiseptic or biocide agents such as chlorhexidine, unless
(M Daneman), and Department g ntimicrobials were also included in the regimen. We used the Mantel-Haenszel model with random effects to
calculate pooled odds ratios.

of Critical Care Medicine

(R & Fowler, B H Cuthbertson),
Sunmybrook Health Sciences
Centre, University of Tononto,

ON. G““MW@MmML@m When comparmg data for Pﬂtlentﬂ in intervention
Corespondenceto: . groups (those who received SDD or SOD) versus data for those in control groups (who received no intervention), we

Inre':’;:::: 3;‘;:;:”;3::;;”;5: identified no difference in the prevalence of colonisation or infection with Gram-positive antimicrobial-resistant
Heaith sciences centre,  Pathogens of interest, including meticillin-resistant Staphylococcus aureus (odds ratio 1-46, 95% CI 0-90-2.-37) and
University of Toronte,  vVancomycin-resistant enterococci (0-63, 0-39-1-02). Among Gram-negative bacilli, we detected no difference in

2075 Bayview Avenuve, Toronto.  gmjnoglycoside-resistance (0-73, 0-51-1-05) or Huoroquinolone-resistance (0-52, 0-16—1-68), but we did detect a
nkk‘mneﬂ;ﬁi:‘;::z: reduction in polymyxin-resistant Gram-negative bacilli (0-58, 0-46-0-72) and third-generation cephalosporin-
resistant Gram-negative bacilli (0-33, 0-20—0-52) in recipients of selective decontamination compared with those

who received no intervention.

Interpretation We detected no relation between the use of SDD or SOD and the development of antimicrobial-
resistance in pathogens in patients in the ICU, suggesting that the perceived risk of long-term harm related to
selective decontamination cannot be justified by available data. However, our study indicates that the effect of
decontamination on ICU-level antimicrobial resistance rates is understudied. We recommend that future
research includes a non-crossover, cluster randomised controlled trial to assess long-term ICU-level changes in
resistance rates.




Year Country Study design Mumber of Number of patients
ICUs

sSDD SOD Control Total
Melsen et al*~ 2012 ( Metherlands \ RCT (cluster/crossower) 13 2034 1904 1989 5927
Oostdijk et al*~ 2011 Metherlands RCT (cluster/crossower) 14 2667 2166 1945 6778
OchoaArdilla et al™ 2011 Spain Prospective cohort 1 1588 o o 1588
De Smet et al™ 2011 MNetherlands RCT (clusterf/crossower) 13 2034 1904 1589 5937
Abecasis et al™ 2011 UK Prospective cohort 1 39 ] a 39
Cudhuis et al* 2011 Metherlands RCT (crossowver) 1 124 o 130 254
Oostdijk et al*~ 2010 Metherlands Before and after 13 2034 1904 1989 592y
Benus et al*™ 2010 Metherlands RCT (cluster/crossowver) 13 =1 111 140 397
De Smet et al®*~ 2009 Metherlands RCT (cluster/crossowver) NA 335 331 327 993
Koeman et aF* 2008 Metherlands RCT (parallel) N s 128 257 385
De Smet et aF=* 2008 MNetherlands RCT (cluster/crossower) 13 2034 1904 1989 5927
Heininger et al"* 2006 Germanmy Prospective cohort 1 1913 o 5357 FIFOQ
al Naeimi et al” 2005 Metherlands Case series 1 4 o o 4
Lecne at aF 2005 France Prospective cohort 1 159 o a 159
de La Cal et alP*# 2005 Spain RCT (parallel) 1 53 o 54 107
Camus et al™ 2005 France RCT (parallel) 3 o 389 17 515
Wan DerVoort et al? 2004 Metherlands Before and after 1 529 o 513 10432
Garbino et al* 2004 switzerland RCT (parallel) MA 110 o 110 220
de La Cal et al™f 2004 Spain Before and after 1 401 o 398 799
Leone et af "t 2003 France Retrospective cohort 1 369 o 360 720
De Jonge et al* 2003 MNetherlands RCT (cluster) 2 466 o 468 934
Damjanowvic et al* 2003 UK Retrospective cohort 1 76 o 30 106
Rayes et al* 2002 Germanmy RCT (parallel) 1 32 o a3 95
Pneumatikos et al™ 2002 Greece RCT (parallel) 1 30 o 31 61
Leone et al“+ 2002 France Case control 1 159 o 163 324
KErueger et al* 2002 Germany RCT (parallel) 2 265 o 262 527
Mardi et al* 2001 Itahy RCT (parallel) 1 3323 o (] 2323
Bergmans et al* 2001 Metherlands RCT (cluster/parallel) 3 o 87 139 226
Barret et al® 2001 usA RCT (parallel) 1 11 o 1z 23
Dahms et al 2000 usa Retrospective cohort 1 54 o 54z 596
Sanchez-Garcia et alF* 1998 Spain RCT (parallel) 5 131 o 140 il
Ruza et al® 1998 Spain RCT (parallel) 1 116 o 110 226
Varwaest et al¥ 1997 Belgium RCT (parallal) 1 393 o 1385 578
Lingnau et al* 1997 Auvstria RCT (parallel) 1 162 o 148 310
Abele-Horn et al® 1997 Germamy RCT (parallel) 1 o 58 30 28
Quinio et al** 1996 France RCT (parallel) 1 76 o s 148
Wiener et al= 1995 usa RCT (parallel) 1 20 o 31 61
Luiten et al= 1995 MNetherlands RCT (parallel) 16 50 o 52 102
Hammond et al~ 1995 south Africa Before and after 1 719 o Bog 1528
Georges et al™ 1994 France RCT (parallel) 1 Exl o 33 54
Ferrer et al* 1994 Spain RCT (parallel) 1 51 o S0 101
Bion et al= 1994 UK RCT (parallel) 1 32 o o 59
Tetteroo et al* 1993 Metherlands Prospective cohort 1 a7 o o oF
Smith et al< 1993 usa RCT (parallel) 1 18 o 18 36
Korinek et al= 1993 France RCT (parallel) 2 63 o &0 123
Winter et al® 1992 UK RCT (parallel) 1 91 o a5 176
Rocha et al® 1992 Spain RCT (parallel) 1 47 o 52 101
Hammond et al* 1992 Sowth Africa RCT (parallel) 1 114 o 125 239
Gastinne et al*" 1992 France RCT (parallel) 15 220 o 235 445
Cockerill et al® 1992 usA RCT (parallel) MA 75 o 75 150

———

(Continues on next page)

Year Country Study design Numberof  Numberof patients
1CUs

50D 50D Control ~ Total
{Continued from previous page) "\
Cermraetal* 1992 UsA RCT (parallel) 1 5 0 3 48
Zobel et al” 1991 Austria RCT (parallel) 1 x5 0 pLY 50
Pugin et al* 1991 Switzerland RCT (parallel) 1 0 x5 b 52
Fox et af® 1991 UK Non-RCT 1 129 0 12 141
Aerdts etal* 1991 Netherlands RCT (parallel) 1 il 17 18 56
Rodriguez-Roldanet al® 1990 Spain RCT (parallel) 2 0 13 15 28
Godard et al® 1990 France RCT (crossover) 1 112 0 97 209
Flaherty et a™ 1990 USA Non-RCT 1 0 51 56 107
Ulrich et al* 1989 Netherlands RCT (parallel) 1 52 0 48 100
Brun-Buisson et al* 1989 France RCT (parallel) 1 26 0 174 10
Ledingham et al* 1988 UK Before and after 1 161 0 163 324
Kerver etal” 1988 Netherlands RCT (parallel) 1 49 0 Ly 9%
Unert] et al* 1987 Germany RCT (parallel) 1 0 0 19 39
Stoutenbeck et al™ 1987 Netherlands Before and after 1 105 0 59 164

ICU=intensive care unit. NA=data not available. SDD=selective decontamination of the digestive tract. S0D=selective oropharynqeal decontamination. *Group of studies
re-gxamining study population from De Smet et al ® tGroup of studies re-examining study papulation from de La Cal et al” §Group of studies re-@amining study

population from Leone et al

Table 1: General characteristics of identified studies
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Short Communication
Rapid emergence of secondarvy resistance to gentamicin and colistin

N R i . . . N . . @Cu shiarle
following selecrive digesrtrive decontamination in patients with
KPC-2Z2-producing Klebsiella pneumoniae: a single-centre experience

ARTICLE INFO ABSTRACT
Article history: After a single patient was transferred to Leipzig University Hospital from a hospital in Rhodes, Greece,
Received 3 April 2013 KPC_2-
Accepted 20 August 2013 o KPC-2 KP dekolonizasyonu; ctober
(Ot moncecrene] 0 SDD grubunda 6/14 (% 43) hastada, (5o
E{IEE‘E%:?iﬂfﬁfﬁiﬂmmt o Kontrol grubunda 23/76 (%30) hastada (p=0.102) |iowed
Gentamicin o0 SDD ile tedavi sonrasi izolatlarda ?ﬁﬁg
o kolistine % 191 0%
o gentamisine %45 direng artigillll e
o Kontrol grubunda sekonder direng artisi yok erved
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Emergence of Colistin Resistance in Enterobacteriaceae after the

Introduction of Selective Digestive Tract Decontamination in an

Intensive Care Unit

Teysir Halaby,® Nashwan al Maiemi,®® Jan Kluytmans,™< Job van der | 9 7 cananeiess 500 OSerata
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2002 2003 2004 2005 2008 2007 FIG 3 Monthly occurrence of CIR isolates (n = 2,572) between 2001 and 2008.

FIG 2 Susceptibility to colistin among 134 extended-spectrum beta-lactamase-producing K. preumoniae isolates, as retrospectively determined by the Etest
method. MICs (mg/liter) are shown.

TABLE 1 Susceptibilities of ESBL-producing K. pneumoniae isolates to
colistin as determined by disc diffusion, Vitek, and Etest

Mo. of isolates®

Disc diffusion

(n = 89) Vitek (n = 134) Etest (n = 134)
Isolate
group” 5 I R 5 I R 5 I R
Before SDD 12 0 0 28 0 o 28 1] 0
After SDD 45 28 4 31 0 75 32 (1] 74
= Isolates are grouped according to whether they were identified before or after the
introduction of SDD on the 1CU in October 2002,

o SDD'nin kullanima girmesi ile ESBL + K.
Pneumoniae izolatlarinda kolistin direncinde
anlamli artigl!

o CIR izolatlarininin hem sikliginda hem de
tobramisin direncinde anlamli artig!!

K ¥ 5, susceptible; 1, intermediate; R, resistant.

Halaby T et al. AAC 2013,57:3224-29.
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Ticari destek sorunu

» SDD'nin macun, jel veya siispansiyon formlar: higbir ilag
firmasi tarafindan desteklenmemekte ve piyasada
bulunmamaktalll

« SDD'yi kullanan merkezler AB’lerin parenteral formlarini
alarak kendi hastanelerindeki eczacilara uygun doz ve
formlarda hazirlatmaktalar!!!




Sonug

» SDD diisiik AB diren¢ profiline sahip YBU'lerde
VIP bagta olmak iizere infeksiyon oranlarini
azalttigi gosterilmis bir yaklasim.

* Hastanede kalis siiresi, mortalite gibi sonlanim
noktalarindaki etkileri degisken.

* Direngli patojenlerin endemik oldugu
hastanelerde yapilacak ileri

* galismalara ihtiyag var.
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