Yilin Ses Getiren Makaleleri

Mehtap Aydin

KLiMIK istanbul Toplantisi 24 Aralik 2019



Antibiotic prescription for febrile children in European
emergency departments: a cross-sectional, observational study

Lancet Infect Dis 2019;
19:382-91



GIris

Cocuk acil servis basvurularinin en sik nedeni
ATES %5-15’i ciddi bakteriyel infeksiyon

Solunum sistemi infeksiyonlari (SSI) en yuksek
mortalite

Uygun olmayan antibiyotik kullanimini azaltmada
antibiyotik yonetim programlari yayginlasiyor
Acil servisleri iceren antibiyotik yonetim
programlari nadir

Atesli cocuklarda antibiyotik receteleme
calismalari hastaneleri kapsiyor



Amac

* Avrupa pediatri acil servislerine ates yuksekligi
ile basvuran cocuklara verilen antibiyotik
recetelerinin orani nedir?

* Hasta karakteristikleri, tani, antibiyotik
recetelerindeki cesitliligi aciklayabilir mi?




Metod

Calisma tasarimi ve katilimcilar
— Kesitsel, gozlemsel calisma, prospektif
— 1 Kasim 2014 - 28 Subat 2016
— Avrupa pediatrik acil servisleri
— 28 Hastane
— 1 ay-16 vyas
— Atesle basvuran cocuklar



Metod

Dahil edilmeyenler
— 7 glin icinde ayni sikayetle tekrar basvuru
— 7 glin 6nce antibiyotik kullanimi
— Antibiyotik allerjisi



Metod

Calisma proseduru
— Her ay icinde rastgele bir gun
— Her hastane 12 ay boyunca
— Saat 07.30- 07.30 (24 saat)

— Elektronik sorgulama
e Karakteristikleri
 Belirti ve bulgular
* Tani bulgulari
* Tedavi



Metod

Birinci basamak Ikinci Basamak
Amoksisilin Doksisiklin
Dar spektrumliu Genis spektrumlu penisilinler
penisilinler 2. Ve 3. Kusak Sefalosporinler
1.Kusak Sefalosporinler TMPSXT
Eritromisin Makrolidler

Aminoglikozidler
Florokinolon
Vankomisin

Metronidazol



5255 children aged at least 1 month assessed for eligibility

78 ineligible
4 children from hospitals with
L <5 patients assessed
50 children with incorrect age data
24 children aged >16 years
v

5177 analysed for baseline characteristics

>

v

617 excluded due to comorbidities

4560 analysed for antibiotic prescription

1380 excluded from prescription
variability analysis
1253 children without a
respiratory tract infection

> 81 children with no hospital
data available
46 children with no outcome
data available
h 4

3180 children included in prescription variability analysis




Bulgular

5177 cocuk

28 Acil servis

11 ulke

Median yas: 2.5

%55 erkek

17 hastane:akademik, 11 diger
17 hastane sehir merkezinde



Bulgular

* En sik infeksiyon odagi
— Ust solunum sistemi infeksiyonu (%60)
— Sepsis/menenjit (<%1)

* En sik infeksiyon nedeni
— Viral (%63)



Infeksiyon Odagi

B Upper respiratory (n=3105, 60%)
Bl Lower respiratory (n=647, 13%)
[ Enteric (n=578, 11%)

1 Fever without source (n=337, 7%)
B Urinary tract (n=156, 3%)

[] Cutaneous (n=127, 3%)

[] Other (n=41, 0-8%)

Viral childhood illness (n=28, 0-5%)
[ Sepsis or meningitis (n=19, 0-4%)
[1 Bone or joint (n=14, 0-3%)

[1 Inflammatory disease (n=8, 0-2%)
Missing (n=117, 2%)




Infeksiyon nedeni

B Probable viral (n=2724, 53%)

Bl Probable bacterial (n=1346, 26%)
[ Definite viral (n=554, 11%)

1 Uncertain (n=284, 5%)

B Definite bacterial (n=237, 5%)
Other (n=16, 0-3%)

Missing (n=16, 0-3%)




Bulgular

* Antibiyotik receteleme orani %19-64
* %61 ikinci basamak antibiyotik

* Yuksek antibiyotik receteleme orani olan
ulkelerde ikinci basamak antibiyotik daha sik
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Bulgular

* Uriner infeksiyonin %93’line antibiyotik
* Enterik infeksiyonlarin %4’ne antibiyotik
— Ulkeler arasi fark az



Bulgular

* Yuksek antibiyotik recetelenme orani
— lleri yas
— Uzamis ates suresi
— CRP
— Akciger grafisi anormal bulgu



Bulgular

Proportion of children
prescribed antibiotics

Proportion of
prescriptions for
second-line antibiotics

Children with
missing data

Total population

Per country
Turkey

UK
Hungary
Italy
Romania
Spain
Portugal
Denmark
France
Netherlands
Switzerland

1454/4560 (32%)

450/708 (64%)
571145 (39%)
41/111 (37%)

149/446 (33%)
87/282 (31%)

161/631 (26%)

177/698 (25%)

6/24 (25%)

208/926 (22%)
37/161 (23%)
81/428 (19%)

893/1454 (61%)

363/450 (81%)
45/57 (79%)
29/41 (71%)

120/149 (81%)
81/87 (93%)
68/161 (42%)
56/177 (32%)

2/6 (33%)
70/208 (34%)
18/37 (49%)
41/81 (51%)

61/4560 (1%)

46/708 (6%)
1/145 (1%)
4111 (4%)
6/446 (1%)
2/282 (1%)

2/698 (<1%)




Irdeleme

 Ulkeler ve hastaneler arasinda antibiyotik
receteleme oranlari degisiyor

* |kinci basamak antibiyotikler daha sik yaziliyor

* SSI en cok degiskenlik gdsteren



Kisithliklar

e Katilimcilar
— Atesli cocuklar +
— Antibiyotiklerin izlemi ?
* 4 Ulkeden tek hastene katiimis
— Kimelesme?
* Bazi hastaneler kiclk érneklem
— Hastaneler arasindaki farkin giict sinirli

Sonuclardaki 6nemli oranda fark nedeniyle
limitasyonlar sonucu degistiremiyor



Irdeleme

Neden SSI tilkeler arasi en fazla dediskenligi
gosteriyor?
1. SSI: akut otitis media, bronsiyolit, pnédmoni

— Rehberler, olasi bakteriyel ve viral etkenler farkl

 |leriki calismalarda standart tani protokoli
olusturulmali

2. Bakteriyel SSl icin altin standart tani eksikligi

— Bakteriyel nedenler dislanamiyor = antibiyotik
recetesi



Irdeleme

* Akciger grafisindeki fokal veya yaygin anormal
bulgular antibiyotik receteleme ile glclu iliskili

* Dusuk tanisal degeri olmasina ragmen



Sonuc

* Hastaneler arasindaki aciklanamayan genis
degiskenlik asiri antibiyotik recetelemeyi ?

* |kinci basamak antibiyotik?

* Uygunsuz antibiyotik kullanimini azaltmak icin
stratejiler gelistirecek cok merkezli calismalar
gerekli
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Penisilin

1945 ilk anafilaksi

1968 DSO anafilaksiden 6lim %0,002
60 yil boyunca allerjik reaksiyonlarin arttigini gésteren veri yok
Medikal kayitlarda en cok bildirilen ilag allerjisi (%6-25)

AN The Nobel Prize
-",f"_;,’ﬁ.‘ Physiology/Medicine 1945

exander Sleming Sie Moward Watter Florey Ernst Boris Chaln
1881 - 1955 1398 - 1963 1906 - 1879
Alexander Fleming discovered the antimicrobial properties of
penicillinin 1828. years later, Howard Florey and
Ernst Chain developed the processes to preduce penicillin

1945



Penisilin allerjisi

* En sik cilt reaksiyonlari

* Pozitif cilt testi insidansi yillar icinde dlstyor
— 1995 %15
— 2007 %3
— 2013 %0.8

e Anaflaksi oral, subkutan, intravendz yol

 En dusuk risk oral penisilin



Molekduler yapi
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Penisilin allerji mekanizmasi

* Penisilin moleklld plazma

o il proteinlerine baglanir
RI_C_NWS cH, * Antijenik yapilar antikor iliskili
0=C HN cH, hipersensitivite reaksiyonlarina
H  CooH neden olur



Penisilin allerji mekanizmasi

Type |, Immediate Hypersensitivity (IgE-mediated)
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Clinical Phenotype

Allergic Reaction:

Urticaria

Angioedema
Bronchospasm
Cardiovascular collapse
Anaphylaxis




IgE aracili allergi teshisi

* Major ve mindr determinantlar
— Pozitif prediktif degeri %50-75
— Negatif prediktif degeri >%93

* 1/10 doz 30dk sonra tam doz verilir veya tam
doz 1 saatte gdzlenerek



Risk durumuna gore strateji

High Risk of Penicillin Allergy

Low-to-Medium Risk of Penicillin Allergy

ASSESSMENT

Primary care Drug-allergy
setting specialist
Nausea, diarrhea, | | Unknown |  immediate reactions Delayed reactions | immediate reactions Delayed reactions
or other single allergic (<6 hr after exposure): | (>6 hr after exposure): (6 hr after exposure): (>6 hr after exposure):
BEpomSHStey \Naconl | ... uricaia |solated urticaria A T et Severe cutancous drug
- L or benign exanthem suggestive of reactions:
C= ( ) anaphylaxis SJS-TEN, DRESS, or AGEP
Epinephrine use Single-organ reactions:
DILI, AIN, or ane:
Elevated tryptase levels T e
TESTING
Avoid all penicillins Severe cutaneous
and beta-lactams drug reactions:
except aztreonam Avoid all penicillins
Single-dose Single-dose or until further testing and beta-lactams
ingestion graded-ingestion challenge except aztreonam
challenge until further testing

or
immediate prick and intradermal
or delayed intradermal skin
or patch testing
followed by single-dose or
graded-ingestion challenge | urgently if necessary

|

] Immediate skin testing

l I e

Desensitize

Delayed skin

testing

ingestion challenge

Negative oral Positive oral challenge Positive oral challenge Bretestpeobebliity
challenge and and negative skin test and positive skin test Clinical history
negative skin test Severity of reaction
Delayed skin testing.
Other (in vitro testing)
STRATEGY 3
Symptoms Symloms
inconsistent ¢)
with allergy consistent
with allergy
l ! l Single-organ reactions:
: Avoid selective penicillins
Remove penicillin- Consider a . Reinforce Reinforce penicillin- (e.g.,in cases of DILI) or
allergy label and placebo-controlled i allergy label and entire penicillin class (e.g.,
update medical and challenge . avoid potentially in cases of AIN);
cross-reactive drugs generally safe to take other
beta-lactams




A penicillin-allergy label is usually acquired in childhood
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Resmi oranlar

Penisilin aller;i
oykusu
olanlarin <%5
gercekten
allerjik



Penisilin allerjisi olanlar

* Penisilin allerji 6ykusu olanlarda daha fazla
— Vankomisin, forokinolon, klindamisin
— MRSA, VRE, C. difficile infeksiyonu

 MSSA bakteriyemi mortalite beta-laktam
alanlarda vankomisine gére daha dusuk

* Gram negatif basil kan dolasim
infeksionlarinda beta-laktam disi
antibiyotiklerle klinik basarisizlik daha fazla



Penisilin allerjisi olanlar

 Modern tip uygulamalariyla penisilin allerjisi
oykusu olan hastalarin >%90 ilaci guivenle

alabilmis

* Dusuk riskli poplasyonda ve uzun zaman once
allerji oykusu olanlarda oral tedavi guvenli
oldugunu bildiren retrospektif gézlemsel
calismalar var



Penisilin allerjisi

Son 50 yilda allerjik reaksiyonlarda artis
olmadi

Penisilin allerji 6ykisi hem kisisel hem halk
sagligl icin ciddi sonuclari var

Penisilin allerjisi zamanla kaybolabiliyor

Sensitif ve spesifik araclar kullanildiginda
penisilin allerji dykutsu dislanabiliyor
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