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potenziali contflitti di interesse da dichiarare per
gquesta relazione: nessuno

potenziall problemi con migrazioni € migranti:
Nessuno
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Antimicrobials: access and sustainable effectiveness 2

Understanding the mechanisms and drivers of antimicrobial

resistance
Lancet 2016; 387: 176-87

In summary, the role of antimicrobial use in driving
the emergence of resistance is likely to be specific to each
drug and to each microorganism, as is the effect of
changes in this use. This means that policies need to be
mindful of this complexity in addressing selection
pressure and that an integrated approach is adopted
across both the community (including agriculture and
the environment) and health-care structures.

g Human antimicrobial misuse or overuse) Suboptimal dosing, including
nimal antimicrobial misuse or overuse from substandard and falsified
Health-care transmission

Suboptimal rapid diagnostics
Suboptimal vaccination

g Travel )
Mass drug administration for

human health

High

= Moderate : %

Low

Relative contribution of factor as a driver
for antimicrobial resistance

Low Moderate High
Evidence that factor is contributing to antimicrobial resistance

Figure 3: Role of modifiable drivers for antimicrobial resistance: a conceptual
framework

An infographic to show the considered potential contribution of each factor as
a driver for antimicrobial resistance. Associated relative contribution,
supporting evidence, and potential population affected (diameter of bubble)
was created from a two round Delphi method of contributing authors. Factors
were identified from review of the national and international antimicrobial
resistance literature. The Grades of Recommendation, Assessment,
Development, and Evaluation (GRADE) approach was used to identify the
quality of the evidence (the study with the highest GRADE estimate was cited)
supporting each driver as being contributory to the rise in antimicrobial
resistance (appendix).
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Health(care) / Medical
tourism

- regionale, intra-nazionale
. Internazionale
- un fenomeno crescente

. offerte di “salute” da
gruppi simil “tour
operator”

- politiche aggressive da
parte di alcune nazioni

IN 2021
ABOUT 500 THOUSAND

FOREIGN PATIENTS

SOUGHT REMEDY IN TURKEY
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giusto per valutare 'esempio appena fatto

Table I. Hospital location of patients with Enterobactericeae.

Department CRE (n=62) C5E (n= 88) Total (n=150)

Pediatric intensive care unit, n (%) 14 (22.6) 17 (19.3) 31 (20.7)

MNeonatal intensive care unit, n (%) 14 (22.6) 48 (54.5) 62 (41.3)

Pediatric hematology and oncology, n (%) 15 (24.2) 17 (19.3) 32 (21.3)

Pediatric cardiovascular Gl o R {L}ﬂ} 7 (11.3) 2(2.3) The Turkish Journal of Pediatrics 2020; 62: 778-786 - .
Burn unit. n I:L}E:} 2 (3.2) 0 {U} https://doi.org/10.24953/turkjped.2020.05.009 Original Article
Pediatric surgery, n (%) 1(1.6) 1 (1) Carbapenem and colistin resistance in children with

Other pediatric wards, n (%) 9 (14.5) 3(34) Enterobacteriaceae infections

CRE: carbapenem-resistant Enferobactericene, CSE: carbapenem-sensitive Enterobactericeae

Current epidemiology of resistance among Gram-negative bacilli in
paediatric patients in Turkey

Percent susceptibility of Gram-negative bacteria causing invasive infection.

Journal of Global Antimicrobial Resistance 11 (2017) 140-144

Organism/clinical specimen  No. of isolates  Penicillins Cephalosporins Carbapenems Aminoglycosides  Others

AMP SAM TZP CZ0 FEP CAZ CRO ETP IPM |MEM | CAR AMK GEN CIF SXT COL
Escherichia coli
Blood 60 0 0 66.7 435 438 509 483 879 913 |931 91.5 83 71.2 534 306 96.7
CSF 7 0 0 714 20 0 333 0 100 100 |100 100 571 429 714 0 100
Enterobacter spp.
Blood 30 R R 80 R 778 70 64.7 80 75 82.8 a0 67.9 83.3 76.7 75 100
CSF 3 R R 100 R 100 100 100 100 100 |100 100 100 333 100 100 100
Acinetobacter spp.
Blood 35 0 391 522 HNA 385 531 100 NA 471 (471 486 625 48.6 606 806 80
CSF 7 0 50 20 MNA 16.7 28.6 NA NA 286 |286 286 429 28.6 286 667 100
Klebsiella spp.
Blood 114 R 148 421 175 327 356 288 634 701 (719 66.7 575 55 63.7 49 94.7
CSF 5 R NA 20 MNA 20 0 0 80 75 80 a0 50 B0 80 75 100
Pseudomonas spp.
Blood 35 R R 543 R 609 618 R R 65.7 |62.9 60 813 74.3 719 R 971
CSF 6 R R 60 R 100 833 R R &0 80 833 100 66.7 50 R 100

AMP, ampicillin; SAM, ampicillin{sulbactam; TZF, piperacillinftazebactam; CZO, cefazolin; FEF, cefepime; CAZ, ceftazidime;

cerebrospinal fluid; R, intrinsic resistance; NA, not applicable.

CRO, ceftriaxone; ETF, ertapenem; IPM,
imipenem; MEM, meropenem; CAR, carbapenems; AMEK, amikacin; GEN, gentamicin; CIP, ciprofloxacin; SXT, trimethoprim/sulfamethoxazole; COL, colistin; CSF,



Health(care) / Medical tourism

regionale, intra-nazionale
iInternazionale

un fenomeno crescente

offerte di “salute” da gruppi simil “tour operator”
politiche aggressive da parte di alcune nazionl

cl possiamo quindi fidare da un punto di vista dell’'uso degli
antibiotici e del controllo delle infezioni (resistenti)?

- non mi fido di me stesso, figuriamoci degli altri

. percio screening e isolamento fino a prova contraria e
ripetendo | test (positivizzazione tardiva, trasmissione
intra ospedaliera)




infezioni e
geografia...
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Carriage of Multidrug-Resistant Bacteria in Healthy People:
Recognition of Several Risk Groups

_ Antibiotics 2021,
10, 1163. hitps:/ /doi.org/10.3390/
antibiotics10101163

- fattori di rischio per la presenza di batteri antibiotico-
resistent

. provenienza da un’'area a basso livello economico e
con uso non controllato degli antibiotici, con anche
elevato livello di resistenza

- eta pediatrica
. precedente uso di
- antibiotic
- Inibitori di pompa protonica
. Immunosoppressori (scarsi dati)



Ad antibiotics m‘\D\P}J

Supplementary Figure S1. Distribution, by centre, of percentages of resistant antibiotic bacteremia am
Article Erﬂ'm-l"l Eﬂﬂtl'll e H

Antibiotic Resistant Bloodstream Infections in Pediatric

Patients Receiving Chemotherapy or Hematopoietic Stem Cell

Transplant: Factors Associated with Development of Resistance, Total, n=797 ==

Intensive Care Admission and Mortality

- Antibiatics
2021, 10, 266. hitps:/ /doiorg/
103390/ antibiotical 0030266 Code 1. n=8

2. Materials and Methods
The study was a retrospective chart review conducted in centers located in Australia

(n =1), Brazil (n = 1), Canada (n = 1), Chile (n = 1), Germany (n = 3), Italy (n = 4), Russian
Federation (n = 1) and Switzerland (n = 3).

Enterococcus (faecalls+faecium), n=127

Total, n=127
Code 14 n=3

Code 10, n=111

‘ Code 9, n=125
a Ly a

Multilevel mixed-etfects logistic regressions showed an evident center-level
variation on antibiotic resistance among Gram-negatives. Taken together, all of these
observations emphasize the need for the establishment at the local level of antimicrobial
stewardship and infection prevention and control programs [4,5,25-27], which could also
have a favorable impact on the management of infectious episodes and their complications.
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I_ | n ee g u . d a te r a p I a Antibacterial therapy in patients with febrile neutropenia

Initial empirical antibacterial therapy
Recommendation 2: the ECIL-8 group recommends that initial

nGUtrOpena febbrlle In empirical antibacterial therapy should be administered according

to these escalation and de-escalation principles:

p e C I a t rl a « Monotherapy with an antipseudomonal non-carbapenem

B-lactam and p-lactamase inhibitor combination, or with

fourth-generation cephalosporin, is recommended for

8th European Conference on Infections in Leukaemia: FDICR Y AEAD RO EDE REIoVR oK Dl et inteE bR e
. _ = s ] . (grade A recommendation, level of evidence lir)
2020 guidelines for the use of antibiotics in paediatric + This group includes patients without colonisation or
. - 3 . o previous infections with resistant bacteria, or patients
patients with cancer or post-haematopoietic cell G i S e

tran Splantation Lancet Oncol 2021; 22: e270-80 pathogens; for these patients, carbapenems are not

recommended due to the risk of collateral damage and

« Empirical treatment should be adjusted on the basis ofthe  danti-cram-negative
Guideline foi  results of resistance testing for patients who are colonised or &5 emmereecter
and Neutrop  \ere previously infected with resistant Gram-negative e e
Cancer and bacteria, or in centres with a high rate of resistant pathogens swhoae clonisedor
RGC'P'E'“& : (grade A recommendation, level of evidence lltu) cofeistantpthogens
J Clin Oncol 41:1774-1785.

vidence lltu)

Treatment

AE. In high-risk FN

ABa. Use monotherapy with an antipseudomonal B-lactam, a fourth-generation Mew RCTs, 2017 recommendation confirmed
cephalosporin or a carbapanem as empiric antibacterial therapy in pediatric high-risk FM
(strong recommendation, high-guality evidence)

Abb. Reserve addition of a second anti-Gram-negative agent or a glycopeptide for patients  New RCTs, 2017 recommendation confirmed
whao are clinically unstable, when a resistant infection is suspected, or for centers with a
high rate of resistant pathogens (strong recommendation, moderate-quality evidence)

A7 In low-risk FIN

A7a. Consider initial ar step-down outpatient management if the infrastructure is in place ta New RCTs, 2017 recommendation confirmed
ensure caraful monitoring and follow-up (conditional recormmendation, moderata-quality
evidence)

AT7b. Consider oral antibacteral therapy administration if the patient is able to tolerate this =~ Mo new RCTs, 2017 recommendation not changed
route of administration reliably (conditional recommendation, moderate-quality evidence)




Carbapenem-resistant Enterobacteriaceae Infections in Children Validation of the Giannella Risk Score for the Prediction of

An ltalian Retrospective Multicenter Study Infection by Ca rki)sF;ﬁgeprg'gis:t'ﬁg%%l:)ﬂ?a%gnterObaCte“aceae

(Pediatr Infect Dis J 2016;35:862-868) (Pediatr Infect Dis J 2021;

Epidemiology of carbapenemase-producing Enterobacteriaceae in a
pediatric hospital in a country with high endemicity

Journal of Infection and Public Health 12 (2019) 270-274

3 studi 2011-2019, con diversita tra | centri e variazioni nel tempo

mKPC @ OXA-48 O VIM mNDM @ non specificate

220
nuovi farmaci attivi su carbapenemasi VIM & NDM
. cefiderocol
fosfomicina
(aztreonam-avibactam)
110
95

_ 1
0

7 centri 2011-2014 singolo centro 2013-2017 2 centri 2012-2019



K.pneumoniae NDM
(paziente colonizzato
proveniente dall’'estero)

fosfomicina e.v.

MIC 64 mg/l
(ECOFF 256 mg/l)

cefiderocol: 1T mm
(breakpoint 22 mqgl)




patogeni inusuali da situazioni eccezionali (?)
cellulite da Aeromonas hydrophila

LLA In recidiva
paziente su gommone caduto in mare in mezzo a petrolio (sic!)

Aeromosa cellulitis
160 mg/kg in 4 dosi infuse in 3h

B
4.5
=
= 3
= muscle & skin-soft tissue/
plasma ratio = 0,5
1,5

MIC

blood concentration




tubercolosi



epidemiologia tubercolosi & @

Fig. 2.1.3 Estimated TB incidence rates, 2021
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Map 1. TB notification rates of new TB cases and relapses per 100000 population, European Region, 2021
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Tuberculosis surveillance
and monitoring in Europe

2023

2021 data

Data from the 18 high-priority countries (HPCs) identified
in the *Plan to stop TB in 18 high-priority countries in the
WHO European Region, 2007-2015" [9] are presented
in italics and as sub-totals alongside the sub-totals for
the EU/EEA countries and non-EU/EEA countries and
areas. The 18 HPCs in the WHO European Region are:
Armenia, Azerbaijan, Belarus, Bulgaria, Estonia, Georgia,
Kazakhstan, Kyrgyzstan, Latvia, Lithuania, the Republic
of Moldova, Romania, the Russian Federation, Tajikistan,
Tlirkiye, Turkmenistan, Ukraine and Uzbekistan.

Fig. 3.1.1. Trend in TB notification rate per 100 000 between 2017 and 2021 for countries with under 10 cases per 100000
(upper panel) and 10 cases and over per 100 000 (lower panel) in the WHO European Region
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Fig. 2.3.10 Number of data points on rifampicin resistance among new cases, 1996-2022 @

21In 2022, a first-ever national drug-resistance survey was completed in Niger, and a repeat survey was completed in Mozambique.

Fig. 2.3.6 Percentage of new TB cases with MDR/RR-TB, 2021

tubercolosi resistente ai farmaci

Global prevalence of drug-resistant
tuberculosis: a systematic review
and meta-analysis

Salari et al. Infectious Diseases of Poverty (2023) 12:57
https://doi.org/10.1186/540249-023-01107-x

fattori sociali:
poverta, famiglie
numerose, stili di
vita

fattorl sanitari:
scarso controllo
infezioni e
scarsa igiene



Mycobacterial infections in adults with haematological @ ®™

malignancies and haematopoietic stem cell transplants: Lancet Infect Dis 2022;
guidelines from the 8th European Conference on Infections 22: £359-69

in Leukaemia

Grading
How to screen for LTBI
IGRA should be preferred over TST for patients previously vaccinated with BCG Blit
For other patients, either TST or IGRA can be used Cllu
TST positivity should be defined as an induration of =5 mm Bllt
For IGRAs, either T.SPOT-TB or Quantiferon can be used Bllu

In case of doubt about the proximity and duration of tuberculosis sporadic contact, IGRA  Blit
conversion could be helpful and should be repeated after 8-12 weeks from the last
exposure, if initially scored negative

If the IGRA score is indeterminate, data from populations of HSCT recipients and patients  Bllt
with haematological malignancies do not support repeating IGRA or TST

How to treat LTBI

Before starting preventive therapy, active tuberculosis must be ruled out (investigate Alll
dinical symptoms and perform lung imaging)

Initiating tuberculosis preventive therapy should not delay haematological malignancy Alll
treatment or haematopoietic stem cell transplantation

: ECIL recommendations for screening and treatment for latent tuberculosis infection



Mycobacterial infections in adults with haematological W i ®™

malignancies and haematopoietic stem cell transplants: Lancet Infect Dis 2022;
guidelines from the 8th European Conference on Infections 22: £359-69

in Leukaemia

Grading
Patients to target

Only the high-risk subpopulation of HSCT recipients and patients with haematelogical Allu
malignandies should be considered for treatment preventing active tuberculosis development

Factors associated with a high risk of developing active tuberculosis in HSCT recipients and patients
with haematological malignancies are:

Patients from countries or communities with a high incidence of tuberculosis (=100 per alll
100 000 population)®
People referring exposure to a patient with contagious tuberculosis Allt

People with pleuro-parenchymal imaging abnormalities (mainly on the upper lobes) suggestive  Blit

of previous tuberculosis in patients who had not received appropriate anti-tuberculosis
treatment

Patients who receive ruxolitinib if epidemiclogical risk factors are substantial (eg, patient Bliu
history and endemic areas)*

Special attention should be paid to the risk of primary infection or re-infection throughoutthe Al
haematological follow-up

: ECIL recommendations for screening and treatment for latent tuberculosis infection



é\’{)yc‘)baaefi“alg tul;flrculOSiS Eneumoni? . Successful management of cutaneous BCG dissemination in
and bacteremia after allogeneic hematopoietic a child affected by SCID and receiving allogeneic

stem cell transplant: report of an instructive

pediatric case hematopoietic stem cell transplant

Bone Marrow Transplantation (2015) 50, 1572-1573
NeEw MicroBioLocIca, 35, 353-357, 2012

FIGURE 1 - Chest CT: diffuse reticulo-micro-nodular
parenchymal  pattern, with increased lym-
phoadenopathies mainly in the left hilum; a bilateral
pleural effusion is also present.

FIGURE 2 - Chest CT scan shows the persistence of the
diffuse reticulo-nodular parenchymal pattern, with a left
paracardiac infiltrate: its hypodense core is suggestive
for a cavitation process.



cOsa considerare ancora? in ordine sparso e
sperando di non dimenticare qualcosa

MICOSI endemiche

parassitosi: strongiloides (che c’e anche in ltalia)...

. virus: HBV-HCV, dengue, chikungunya, west Nile, ecc.

non dimenticando che alcuni sono «assenti» nel

bambini italiani, mentre a
praticamente non sappia
popolazione emato-onco

trl «stanno arrivando» e
Mo quasi niente di loro nella

ogica...



che fare?

. studiare geografia?
.- studiare Il fenomeno

- attenzione alle aree di provenienza...
- valutazione epidemiologica «costante»
. controllo su siti istituzionali studiare il fenomeno
. screening e isolamento

. aspettarsi un po’ di tutto...




	Infezioni emergenti: il ruolo dei movimenti di popolazione
	potenziali conflitti di interesse da dichiarare per questa relazione: nessuno��potenziali problemi con migrazioni e migranti: nessuno
	viaggiatori e viaggiare nel mondo e in Europa: aerei, treni, auto
	Diapositiva numero 4
	Health(care) / Medical tourism
	giusto per valutare l’esempio appena fatto 
	Health(care) / Medical tourism
	infezioni e geografia…
	dove recuperare dati aggiornati?
	Diapositiva numero 10
	Diapositiva numero 11
	Diapositiva numero 12
	Diapositiva numero 13
	Diapositiva numero 14
	Diapositiva numero 15
	Diapositiva numero 16
	patogeni inusuali da situazioni eccezionali (?)
cellulite da Aeromonas hydrophila
	tubercolosi 
	epidemiologia tubercolosi
	Diapositiva numero 20
	Diapositiva numero 21
	Diapositiva numero 22
	Diapositiva numero 23
	Diapositiva numero 24
	cosa considerare ancora? in ordine sparso e sperando di non dimenticare qualcosa
	che fare?

