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Infezione da STEC e SEU

Incubazione: 3-5 giorni

Diarrea emorragica nell'80-90% dei casi

SEU nel 10-20% dei casi

Mediana gg dai sintomi 6I a SEU: 5

I bambini con DEA hanno una probabilita di positivita per STEC di 59
volte superiore rispetto a quelli con diarrea semplice
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ltalK1d-HUS Network

> Popolazione di 2.3 milioni (<20 aa)

> 50 Ospedall

> Diarrea acuta con sangue visibile anche soloin 1
Target<

singola scarica anche se riferito dal genitore On a2 Center for HUS Prevention

VisionS Control and Management




RETE SEU - SCREENING DEA

ETA’

* LaDEAedigranlunga piu comune
nell’eta prescolare

 La positivita per Stx e relativamente

meno frequente nel primo anno di
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* LaDEAepococomune

nell’adolescente ma la frequenza
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RETE SEU - SCREENING DEA-N. 7
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La dimensione del problema

ltaKid HUS Network Italia
(2010-2025)

A 10.000-15.000
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70-90

Risultati di una survey tra PLS che coinvolgeva 21.830 bambini il tasso stimato di DEA era di
3.3 eventi/1000 bambini/anno. Equivalente a circa 21.000 eventi/anno In Italia




~ 10-15% of children with STEC infection progress to HUS
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STEC Diarrhea
Ingestion Abdominal Pain Urine
Fever dipstick
Vomiting furns +
Bloody for uHb
diarrhea
(~90%) HUS

Diagnosis of
STEC infection
within the
ItalKid-HUS Network



Quali opportunita terapeutico-preventive?
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HEMOCONCENTRATION: A MAJOR RISK FACTOR FOR
NEUROLOGICAL INVOLVEMENT IN HEMOLYTIC
UREMIC SYNDROME

Gianluigil Ardissino 1, MD, PhD; Valeria Daccﬁml, MDD, Sara Testal, MDD, Cristina Felice Civitillo 1,
MD, Francesca Tel 1, MD, Ilaria Possenti 1, MD. Mirco Belingheﬁl, MD, Pierangela Castorina 1,
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Role of hypovolemia in increasing disease severity of HUS

Capillary leakage
<+

Massive proteinuria

l

Plasma onchotic
pressure

‘Blood flow \

1 / ~ Tissue
Hypovoletia 1Thr'ombosis — . Thypoperfusion
Hemoconcentration and ischemia

‘ \ 1 Blood /

viscosity

Edematosi ma Ipovolemici!

Diarrhea/Vomiting

+
Poor food intake
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_etalita 3-6% _etalita 1-2% _ ;
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Quali opportunita terapeutico-preventive?




RACCOMANDAZIONI

Why antibiotics should not be used to treat Shiga
toxin-producing Escherichia coli infections

Phillip I. Tar* and Stephen B. Freedman®

Nei pazienti con sospetta o confermata infezione da STEC

gli antibiotici non sono raccomandati

Evidenze basate

su pochi studi osservazionali eterogenei

per classe antibiotica, inizio e durata del trattamento

Clinical Infectious Diseases

Shiga Toxin-Producing Escherichia coli Infection,
Antibiotics, and Risk of Developing Hemolytic Uremic
Syndrome: A Meta-analysis

Stephen B. Freedman,'* Jianling Xie,> Madisen S. Neufeld,” William L. Hamilton,® Lisa Hartling,' and Phillip . Tarr’; for the Alberta Provincial Pediatric
Enteric Infection Team (APPETITE)®
'Section of Gastroenterology, Alberta Children’s Hospital, Alberta Children's Hospital Research Institute, and ‘eection of Pediatric Emergency Medicine, Alberta Children’s Hospital, University of

Calgary, Canada; 3Llni'l.-Er:-;i'[',.' of Cambridge School of Clinical Medicine, Addenbrooke's Hospital, United Kingdom; *Alberta Research Centre for Health Evidence, Department of Pediatrics, University of
Alberta, Edmonton, Canada; and “Division of Gastroenterology, Hepatology, and Mutrition, Department of Pediatrics, Washington University School of Medicing, St Louis, Missouri




Antibiotici in STEC

- Chinolonici, B-lattamici e cefalosporine determinano un maggior rilascio di Stx

In vitro e un peggior outcome in vivo sia in modelli animali che umani

- Studi in vitro ed in vivo (animali ed umani) indicano la possibile utilita di
azitromicina (batteriostatico):

— Ridotti livelli di Stx in vitro
— Protezione in modello animale di SEU

— Non effetto peggiorativo in pazienti con SEU conclamata



ACUTE

BLOODY
DIARRHEA

Rehydration and/or Maintenance fluids
Stool test for Stx
Urine test for uHb to rule in or out
ongoing STEC-HUS

Negative Urine dipstick for uHb Positive Urine dipstick for uHb

Azitromicina (10 mg/kg die per 5 gg; max 500 mg die)

Continue hydratation & urine

-
<

dipstick/12H
Diarrhea JPLT +
Resolves Hemolysis

‘L

Stop Specific Procedures | STEC-HUS




Tested

5D Stx+ HUS

T &
L_) 8 Stx n. (%) | Stx n. (%)
— |
o 1 77 (25.8)}
= O 6908 299 (43%) 2 137 (45.8)} 45 (150%) sz 3(1) Eééz_)n
(L) 1 1&2 84 (28.1), 1&2 13 (28.9

@ ND 1(0.3) | )
L . ND 1(2.2)
=
O
E\ | Stx n. (%) '.? Stx n. (%)
o § 966 44 (46%) 1 8(18.2) 1 ( 23%) 1 0 (0)
e 2 17 (38.6) | 2 1 (100)
=X tg[;z 7(15.9) { 1&2 0 (0)
= 12 (27.3) § ND 0 (0)
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Outline Azithromycin for the Prevention of Hemolytic Uremic
i Syndrome in Shiga Toxin-Positive Diarrhea: A Proof of
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CONCLUSION: Azithromycin seems safe and may represent a
useful therapeutic option in patients with STEC-infection to
prevent HUS. A controlled study is necessary but, in the
meantime, STEC-positive patients should be treated based on the
currently available evidence.




Vacanze in Egitto: una fonte importante di
infezione da STEC 2023: 10/43 (23.3%) - RR di
infezione da STEC 56X

Stx 1 0186 (. 14)
Marsa Matruh (2) ND (1115)

Zr
o

Stx 142 0111 (n.8)

Sham el-Sheikh (3) = Stx 142 O157* (n.22)
Stx 1 O111 (n.25)

Hurghada (1) -I:Six 1 O71 (n.26)

p—

Stx 142 O71 (n.16)

Stx 1+2 Non top 6* (n.23)
Stx 1 0111 (n.38)

Stx 1 Non top 6* (n.39)

S—

Marsa Alam (4) =

= >

N

ND: not determined; Non Top 6: STEC whose serotype is not 0157, 026, 0103, 0111, 0104 or O145; *: Determined in
stools by Real Time PCR only.

Age  Monthof Shiga toxin Ser otype Travels abr oad Days  Couniry
allen (yrq__ Infection Diea®  cree qran (STEC Srain In2023 sbroad  of infection
I F 115 Jaouary Enteratis 1#2 0157 None [aly
I M 08  February  Enterttis 2 Ollé MNone [aly
I F 13 March HUS 1#2 0157 None [taly
i M 75 March Enteruis [® MO Mone [y
5 M 114 March Enteratis 2" ND MNone [aly
6 M 10 April Entertis [ 01il None [taly
l o7l
T F 34 May Enteratis j it None [aly
MoAT May HUS 142 o1l Egypl, Spam 14 Egypt
5 M 07 May Ententis 2* ND Egypt a [taly
m M 40 May Enteratis l o127 Romania, Turkey ¥) [aly
1 F 115 June: Ententis 2* 0103 + 0145" Nooe [taly
12 F 13 June Entertis 2" Non Top 6% Nooe [y
¥ F 0% June Enteratis 2" Non Top 6* Croata L [aly
4 M 11 June: Ententis l Olga Egypt 9 Egypt
153 M 47 July HUS ND ND Egypt g Egypt
l6 F &7 July HUS 142 o7l Egypt g Egypt
7 M 133 July HUS l 026 Nooe [taly
£ M 31 July Enteruis 2 0157 Mone [y
9 W 109 August Enteratis l 026 France i [aly
nm F 1l Aupust Enteruis [® MO Austraka 250 [y
11 M 15K August Enteratis 2" WD None [aly
n F il August HUS 1+2* oLsT Egypt & Egypt
n F 33 Augast HUS 1+2* Non Top 6*  Egypl, Spam, Switzerland 15 Egypt
M F 07 Aupst U3 ND MO Komvn & Kosova
n M 22 August Entertis l ol Swilrerland, Egypl 215 Egypt
W M 16 Augast Entertis l a7l Egypt L4 Egypt
M 52 Aupst Enteris St MO Mone [y
B OF 49 August HUS 2* ND Nooe [taly
n M 14 Aupust Entertis l (03 Nooe [y
W F 14 August Entertis 1* ND UK, Egwpt 19 [taly
il M 11 September  Ententis ) 026 Romanm 19 [y
2 M 173 September  Ententis 1#2 0157 Nooe [taly
3 M 100 September  Ententis 1+2* ND ATbang 13 [taly
M F 75 September  Enterbs | oL Nooe [taly
13 F 11 September  Ententis 1+2* oL Nooe [taly
W F 77  Sepember HUS 2" Non Top 6* None [taly
T M 159  September  Enterttis 2" ND None [aly
I F 17 November  Enterttis l o1l Spain, Egypt 1 Egypt
¥ M 05 November  Enterttis 1* Non Top 6* Egypt ] Egypt
il M i%  Mavember Entermiz I+2® QL5T N oo [y
41 F 21 Movember  Enberstis 1+2 Q57 M ooe [aly
42 F 50 December  Ententis 2" Non Top 6% Mone [y
i3 M 24 December HUS 2* Non Top 6* Spain 1 [taly

*: Determined in stooks by Real Tme PCR only; Non Top 6: STEC whose serotype = not 0157, 026, 0103, 0111, O104 or O145; ND: Not

determuned, 5ot : the tesl cannol didingush between Sl and 52,
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La diarrea emorragica acuta (DEA) deve essere sottoposta a
diagnostica specifica per Shiga Tossina per una:

1. Diagnosi precoce di infezione da STEC ed applicazione tempestiva delle misure
terapeutiche e preventive della SEU
15% delle infezioni da STEC diventano SEU

2. Piu dettagliata conoscenza dei meccanismi di trasmissione dell’infezione da STEC a
beneficio della prevenzione
90% delle infezioni da STEC non e diagnosticata
/0% delle cause di infezione rimane ighota precoce di infezione da STEC




~ | Stesura di un documento di indirizzo inter-
socletario che suggerisca la diagnostica per Stx
di tutte le DEA per una precoce identificazione
delle infezioni da STEC ed applicazione

tempestiva delle misure terapeutico preventive

« AMCLI - L. Gabrielll

« SIGENP - C. Romano

« SIMEUP - L. Decembrino
« SIN - C. Marcanton|
 SINePe - M. Giordano

e SIP-M.L. Ruzza

* SIPPS- N. Principi
 SITIP - S. Bosis

¢ |ISS -S. Morabito
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Non c’e un
problema di
Inadeguata
segnalazione
ma di
Inadeguata
diagnosi

Table 1. Confirmed cases of STEC infection and rates per 100 000 population by country and year,
EU/EEA, 2018—2022

Country

Framce

259

2019
Number Rate

2020
Number Rate

201
Numiber

Rate

2022
Number Rate

e e | | we | m | we | o | wo

Germany 226 | 27 | %7 | 23 | 149 | 47 | 1635 | 20 | 1873 | 23
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