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Migranti e malattie infettive

Il concetto di Neglected Tropical Disease

Migrazioni ed Effetto migrante esausto

TBC, HIV, malaria: solo un cenno

Nuove linee guida ministero salute

Principali NTDs del migrante in Italia (compresa la scabbia)



prima parte

NTDs: neglected tropical diseases






NTDs in poor populations

Previously
neglected T8 Neglected tropical diseases
diseases
HIV/AIDS
Soil transmitted Anthrax
_ helminthiasis
Malaria Schistosomiasis Bovine tuberculosis

Lymphatic filariasis  Cysticercosis
Onchocerciasis
Leprosy
Trachoma  gchinococcosis
Leishmaniasis
Buruli ulcer
Chagas disease :
HAT Rabies
Dengue

Brucellosis

Zoonotic trypanosomiasis

Neglected zoonoses

Special Programme for Research & Training — ™ Warid Heaith

in Tropical Diseases (TDR) sponsored by

UNICEF,/ UNDP/ World Bank/ / WHO = rganlzatiun




NTDs: several list exist

Table 1. The Major Neglected Tropical Diseases Ranked by Prevalence.*

Disease

Ascariasis

Trichuriasis

Hookwaorm infection

Schistosomiasis

Lymphatic filariasis

Trachoma

Onchocerciasis

Leishmaniasis

Chagas' disease

Leprosy

Human African trypanosomiasis
Dracunculiasis

Buruli ulcer

Global
Prevalence
(millions)

807

604

576

207

120

24

37

12

8-9
0.4

0.3
0.01
ND

Population
at Risk

4.2 billion

3.2 billion

3.2 billion

779 million

1.3 billion

590 million

90 million

350 million

25 million

ND

60 million
ND
ND

Lower respiratory
tract infections

HIV-AIDS

Unipolar depression
Diarrheal diseases
Ischemic heart disease
Neglected tropical diseases
Cerebrovascular diseases
Malaria

Road traffic accidents

Tuberculosis

0

| 91.4
| 84.5
1673
| 62.0
| 58.6
| 56.6
| 49.2
| 46.5
| 38.7
| 34.7
20 40 60 80 100

Disability-Adjusted Life-Years (millions)

Figure 1. The 10 Leading Causes of Life-Years Lost to Disability and Prema-

ture Death.

Hotez et al. M Engl | Med 2007;357:1018-27.
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WHAT WE CALL “NEGLECTED DISEASES” ARE IN FACT
“DISEASES OF NEGLECTED PEOPLE".

AMONG THE NEGLECTED PEOPLE WE FIND THE MIGRANTS
AMONG THE NEGLECTED MEDICAL DISCIPLINES WE HAVE:

“IMMIGRANT MEDICINE".

Manuel Corachan, ECTMIH Verona 2009
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Globalizzazione e NTDs
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Alcune NTDs: sequele e conseguenze

Malattia Rischi/sequele

SCHISTOSOMIASI Pseudocirrosi/ipert. portale; k vescica; aumentata trasmissione HIV
STRONGILOIDIASI Rischio iperinfestazione/disseminata (immunodepresso)
CISTICERCOSI Epilessia, Danno neurologico

ECHINOCOCCOSI Lesioni in sede di localizzazione (fegato, SNC...)
TRACOMA/ONCOCERCOSI Cecita

FILARIOSI LINFATICA Infezioni/Linfedema invalidante




Dimensioni del fenomeno migratorio (2015)

e 244 min di migranti
(3.3% della
popolazione
mondiale)

e 48% sono donne

e 21,3 min di rifugiati

e 3,2 min dirichiedenti
asilo

e Circa 50 min di
immigrati irregolari




Flussi migratori nel Mediterraneo nel 2016
(dati UNHCR)

Increasing numbers of refugees and migrants lake their chances aboard unssaworthy boals and
dinghies in a desperate bid 1o reach Eurcpahe vast majorty of those altempting this dangerous 349!325 armwvals by sea in 2016
Crassing are in need of intemational protection, feeing wanolence and persecution in their caibiaiy _
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Effetto migrante sano

Meccanismo di selezione alla partenza di soggetti
giovani che possono affrontare il viaggio, ovvero in
condizioni di buona salute e nel pieno dell’efficienza

fisica e psichica.

N.B. Tale meccanismo non vale per chi e costretto a
partire in condizioni di particolare vulnerabilita provocate
da guerre, persecuzioni, carestie o disastri ambientali
(rifugiati, profughi, sfollati).



differenti nei diversi momenti del
percorso migratorio

\

: criticita

Timeline

effetto migrante esausto
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L’effettb migrahte sano SFUMA -




MALATTIE INFETTIVE E MIGRAZIONE:
ECTOPARASSITOSI




Motivo di ricovero per gli stranieri in Italia
(SIMM, dati da MoH, 2012)

Traumatismi e avvelenamenti
Malattie app. digerente

Malattie sist. circolatorio

Malattie app. respiratorio

Malattie osteomuscolare e connettivo
Tumori

Malattie genito-urinarie

Malattie del sistema nervoso

Malattie infettive e parassitarie
Sintomi/disturbi mal definiti

; Maschi:
72.215 ricoveri

0% 5% 10% 15% 20%

Gravidanza, parto e puerpuerio

Malattie genito-urinarie
Malattie app. digerente
Tumori

Malattie sist. circolatorio

Traumatismi e avvelenamenti ; FemminE:
Malattie osteomuscolare e connettivo 197 . 1 19 riCOVEI'i

Malattie app. respiratorio
Sintomi/disturbi mal definiti
Fattori che influenzano lo stato di salute

0% 15% 30% 45% 60% 75%



[ 50
- Prime 10 patologie (%) con diagnosi confermata tra le
persone assistite presso il CPSA di Lampedusa. INMP, 2015
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e 5 raave EPIDEMIOLOGIA DELLA SALUTE DELLA POPOLAZIONE IMMIGRATA IN ITALIA: evidenze defle indagini multiscopo ISTAT “'
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SCABBIA

- La femmina secerne un liquido cheratolitico che le permette di
attraversare gli strati cornei superficiali formando un pozzetto in cui si
ferma in attesa di un maschio vagante

- La femmina gravida inizia a scavare il CUNICOLO (al confine tra corneo e
granuloso) e semina uova lungo il decorso: 2-3 uova al giorno per tutta
la durata della sua vita che e di circa di 30 giorni

- Solo il 10% delle uova matura



Common Sites for Scabies CLINICA

e CUNICOLI
e VESCICOLE
e NODULI
g o Comiican
oo - e LESIONI SECONDARIE:
1 bl - lesioni da grattamento
Burows ' '_.’ | ¥ AP - impetiginizzazione
':l'.Ll v = &
iy P i *  PRURITO: prevalentemente notturno
‘l
. [
+ B
'.'I .1.
INCUBAZIONE

2-6 settimane - comparsa di prurito (reazione di ipersensibilita di IV tipo)
In caso di reinfezione il prurito compare gia dopo 48 ore












SCABBIA

VARIANTI CLINICHE
* SCABBIA NORVEGESE

- Pazienti con diminuite difese immunitarie

(soggetti defedati, cachettici, con neuropatie, AIDS*...)
- Assenza di prurito: ritardo nella diagnosi

- Molta contagiosa per elevato numero di acari

-lpercheratosi palmo-plantare, ipercheratosi
subungueale: grande contagiosita per
disseminazione di squame

-Eritema e desquamazione del volto, del collo, o generalizzata
* Talora assenza di ipercheratosi
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SCABBIA

TERAPIA

e PERMETRINA in crema al 5%; applicazione serale
(12h) per 2 cicli di 2gg intervallati da 7gg di riposo
(92-98% EFFICACIA)

IVERMECTINA* in compresse (200ug/Kg in una unica
- BRNPMISHREPBE G2 PSHEEPEARRAI 239 YYD RESHB Y

BEAEWHa (24h) per cicli di 2 gg intervallati da 7 gg
di riposo (50% EFFICACIA)

e |[VERMECTINA* in compresse (200pg/Kg in una unica
somministrazione da ripetersi dopo 7 gg (74% —>
95% DOPO 1 O 2 SOMMINISTRAZIONI)



http://www.eurosurveillance.org/content/10
.2807/1560-7917.ES2015.20.32.21204

FIGURE 2

Microscopic detection of spirochetes in blood, louse-borne
relapsing fever case, Switzerland, August 2015

https://ecdc.europa.eu/sites/portal/files/media/en/publications/Publications/louse-borne-
relapsing-fever-in-eu-rapid-risk-assessment-17-nov-15.pdf

RAPID RISK ASSESSMENT

Louse-borne relapsing fever in the EU [ i

magnification.

Panel B: May-Griinwald Giemsa (MGG)-stained blood smear, 1,000~
fold magnification.

17 November 2015



< ~— & AN
A j & 3
“ { e
; [
Wfk\)\//ﬂ% A\L/(/\l.\o\,fx\ / Ty
/ Sy L 14
) A ,/fw (\\\i d
(Y N[ =7 // 7
= N ey
& W)M ‘ r,q P,m
;// / Ill A
=4 ol N /
o = {iNg r\11.l.l’ll “ \
\ ~ . | 1
i \\\ N | I
a N
S W= <7 \ H
N \ T ‘L S~ 4
- g/ B ’ N
¥ 4 ¥y X oS 1)
m\ Sa /., S JJ Ill —— )
e oo B\ L5 S |
= 3 &7 7 IR W ¢
( Y \ _\ ) SR $ 3y L4
R ~ , f_m,\ - A o. N b—..
3 -~ \ 7 7 L..v \
.....JU P 7 .. 1 Sb)
N T 2
=
i Y LR
~ SN
PPQ * €=
ueyjeg UISIS3p pue "
URSURLISYIPS| UISISeT & €--
oLy 1S9\ pue ,

URSURLISYIP3| UISISIN & « -
URBURLISYPS [2U) & —— i

oLy 1507 | <--
sa3noJ uonelbiw uiep

sased GT - .

ssseo g g
9582 U0 .
l1ona) buisdejas auloq-asno

%S93IN0J4 uonelbiw uiew pue ‘sTQZ ul

Anunod buijiodas Aq adoin3g ul 19A3) Buisdelal au.10q-asnoj Jo sased /Z 9y} Jo uonnqusiq 1 2.4nbi4



EPIDEMIOLOGY of Relapsing fevers

* There are two epidemiological forms:
Louse borne relapsing fever
Tick borne relapsing fever

 Louse borne relapsing fever is transmitted:

— ONLY between humans, by the body louse, Pediculus humanus, var corporis.

— Itis endemic in Ethiopia, the Sudan, and Rwanda.

— It is a disease of poverty, overcrowding, poor
personal hygiene, and infestation with lice.



PATHOGENESIS 2%, 0 %0’

Y 9.
0 ¢ N
4 o0 %0°¢
® Portal of entry, infected lice crushed into > o & & a
% | 2om | 0 9@

abraded skin.
* Incubation period, 5-10 days.
 High level spirochetemia.
 Patients’ producing neutralizing antibodies,

clearing of the circulating strain Borrelia in 3-5
days
* New ANTIGENIC VARIANTS appear

— Recurrence of clinical symptom/signs;

— up to 3-5 relapses may occur



CLINICAL FEATURES

* Incubation period, 5-10 days, average 7 days.
*The range of clinical symptoms/ signs is wide.

* |n a typical sever case there is abrupt onset
of fever, 39-40.

*The following is the dominant clinical
features:
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E NON SOLO...

Dalla salute della comunita alla salute del singolo

(=beneficio per la comunita)...



REVIEW

Prevalence rates of six selected infectious diseases among African
migrants and refugees: a systematic review and meta-analysis

A. Chernet"* - J. Utz:inger"2 « V. Sydow 2 . N. Probst-Hensch '* - D. H. Paris"* -
N. D. Labhardt'?? « A. Neumayr'?

(https://doi.org/10.1007/s10096-017-3126-1



In this systematic review and meta-analysis, records on six selected infectious diseases among African
migrants/refugees were retrieved and reviewed: chronic viral hepatitis B, chronic viral hepatitis C,
helminthiasis infections with soil-transmitted helminths (Ascaris lumbricoides, hookworm, and Trichuris
trichiura), schistosomiasis (infections with blood flukes of the genus Schistosoma), intestinal protozoa
infection (e.g., Entamoeba histolytica and Giardia intestinalis), and syphilis. We intentionally did not include
tuberculosis

The median prevalence of syphilis,
hepatitis B, and hepatitis C were
4.4%, 10.5%, and 3.4%, respectively,
the median prevalences of
schistosomiasis, helminthiasis, and
Intestinal protozoa infection were
13.8%, 13.6%, and 17.0%,
respectively.
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* 56/1011 strongiloidiasi ===) 55%
e 33/571 schistosomiasi m=> 5,8%
 12/111 toxocariasi == 10,8%
e 7/56 filariasi =) 12,5%
e 8/226 malattia di Chagas == 3,5%
e 2/32 leishmaniasi > 6,3%

G.Matrtelli courtesy



* Quesito 9 ¢

E indicata I'esecuzione di un esame parassitologico delle feci come screening delle paras-
I controlli alla frontiera sitosi intestinali nei migranti durante il percorso di accoglienza? E indicato un programma

[ a frontiera dei controlli

di screening dello Strongyloides? E indicato un programma di screening dello Schistosoma?

Controlli sanitari all‘arrivo
& percorsi di tutela per i migranti
ospiti nei centri di accoglienza

R9.1 - Si raccomanda di considerare, nel contesto della valutazione medica iniziale e durante tutte le fasi
del percorso di accoglienza, la presenza di sintomi quali diarrea, dolori addominali, nausea, vomito, prurito,
ematuria (anche anamnestica), in quanto suggestivi di parassitosi. Grado A

LINEA GUIDA SALUTE MIGRANTI

possibile marcatore indiretto di elmintiasi. Grado A

R9.3 - In presenza di segni e sintomi compatibili con parassitosi intestinale e/o di eosinofilia, si
raccomanda di offrire I’'esame coproparassitologico per rilevare I’'eventuale presenza di parassiti
intestinali. Grado A

R9.4 — Nei migranti, anche asintomatici, che hanno vissuto o viaggiato in aree endemiche per
strongiloidosi * e schistosomiasi (si veda allegato 6), € raccomandato I’esame sierologico, nell’ambito
della presa in carico sanitaria. Il riscontro di sierologia positiva per Strongyloides stercoralis e
Schistosoma spp, in soggetti non trattati di recente, deve essere considerato come infezione in atto e
come tale meritevole di trattamento. Grado A

* Lo S. stercoralis € tendenzialmente ubiquitario e comunemente distribuito nei paesi tropicali e subtropicali, con elevata endemia nel Sud-Est
asiatico, in Africa e in Sud America.

http://www.salute.gov.it/imgs/C_17 pubblicazioni_2624 allegato.pdf



Schistosomiasi

S. mansoni

S. haematobium
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", 7 Schistosomiasi
~ .- Epidemiologia

S. japonicum

- y B
S. mekongi

Atlantie A v -

s B malayensis
S. mansoni : ,
: S. japonicum S5
S. mansoni Indian : k“ My
S. intercalatum/
Pod et f 1« A 4 . .
Ocean S. guineensis

S. mattheei

Schistosomiasis-Endemic Areas
1 Hepatic-infnstinal
1 Vory Low Risk for Hopstic: |ntestinal
Vaay Low ik Uninary
Both {Hepstie-Intesiimal and Urinany

Vary Low ol
THepatic-Intestingl ard Urinaryl

Mot Endamic

Map 3-12. Geographic distribution of schistosomiasis

Schistosomiasi epato-intestinale: S. mansonl, S. japonicum, 5. mekongl, S. Intercalatum, S. guineensis




ADULT WORMS

LO SCHISTOCICLO nelluomo
la cercaria infesta derma e mucose

v

schistosomuli (cute 1-3 giorni)
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(v. mesenterica inferiore-plesso vescicale e pelvico)
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Bulinus .

liberazione di uova




Manifestazioni cliniche acute

Manifestazioni iniziali (tutte
le specie di Schistosoma su
base immuno-allergica)

B

—_—— -

1. Dermatite da cercarie o -

Figure'ﬂ i; Ssel?jermaﬂte cercarienne : lésions maculo-papuleuses
prurito del nuotatore e
(<72h)

2. Febbre (o sindrome) di
Katayama (2sett-3 mesi)




Manifestazioni cliniche croniche

Manifestazioni croniche d’organo (specie-
specifiche, conseguenza di reazione
granulomatosa-fibrotizzante intorno alle uova

presenti nei tessuti)




SMEP S,pA, S Sayned. -3

uoneuny [eyod punode gni, - Jd SlwiZs-adid pue sbuy, D

Sys fues, - g [Buuou Yy

[4— ¥} SISEIWOSOISIYIS YIiM PILIDOSSE SWalEd

AHIVIDOONOSVEIT]
A9 QIAUTSHO “VINAHINTEV MIAIT SHI NI SNYZLIV ] 3OVIN] v XINNY



.
t‘.w...\.f..

= ™ i.f-

“Pau pue ||em Jappe|qjjeb pue Jaal ay1 ul seate d110iqy buiredipui sease djuaboypasadAy

. E E_om smouly "uoljedjed papinb-punoselyjn sapun Japuaj 1ou AjjedidAy sem sappejqjeb ays {(sease anym) yoau
pue |[em Jappe|q|ieb ayi jo buluaxdiyl diuaboyda ‘Jybiy -9a11 jeuod ayy buoje (a1ym) sease duaboyda e21dA3 ‘Ya
Aydeibouoser|n jeurwopqy : T ainbi4










d  Uoldsy

fe-dua LI

QSE=pAMA
0S="1M4




It is well established that S. haematobium
with egg deposition in the tissue leads to severe
inflammation of the urinary bladder wall with
accumulation of inflammatory cells resulting in
increased oxidative stress. Overall, the studies
summarized above suggest that the observed
increased levels of oxidative stress in the schisto-
somiasis-associated bladder carcinomas correlate

UBIOLOGICAL AGENTS vih genotosiciy and actvtion ofrepr genes,

VOLUME 100 B and point towards a relationship between oxida-
' \A REVIEW OF HUMAN CARCINOGENS tive stress induced by continuous and chronic

¥ inflammation due to schistosome infection and

W - possibly nitric-oxide-mediated DNA genotox-

N icity. The excess of DNA alterations could result

from nitric oxide produced by the inflammatory

response provoked by Schistosoma eggs, and
alkylation of DNA by N-nitroso compounds.

5. Evaluation

There is sufficient evidence in humans for

IARC MONOGRAPHS the carcinogenicity of chronic infection with

ON THE EVALUATION Schistosoma haematobium. Chronic infection

OF CARCINOGENIC RISKS with Schistosoma haematobium causes cancer of
TO HUMANS the urinary bladder.

IARC Monogr Eval Carcinog Risks Hum 2012;100(PtB):371-382.
IARC working group on the evaluation of carcinogenic reisks to human



Schistosomiasi e sintomi
(casistica italiana)

e 20 su 35 (57,1%)
asintomatici/sintomi aspecifici



Eosinofilia e schistosomiasi

e Schistosomiasi nei pazienti con eosinofilia

6/82 (7,3%)

e Schistosomiasi nei pazienti senza eosinofilia

29/489 (5,9%)
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Courtesy of Dr. Lorenzo Zammarchi Malattie Infettive e

Tropicali, Universita di Firenze

Diagnosi parassitologica

Ricerca Uova su:
1. Feci (Kato-Katz o Ritchie mod)
. Urine (dopo esercizio, tarda mattinata)

. Campioni bioptici (rectal snip, biopsia
vescicale)

W N

* Gold standard, alta specificita, possibile diagnosi di
specie

* Bassa sensibilita

e Utili campioni multipli




Courtesy of Dr. Lorenzo Zammarchi Malattie Infettive e

Tropicali, Universita di Firenze

Diagnosi sierologic

Ricerca anticorpi anti Schistosoma spp.

La maggior parte dei test non e specie-specifico
Vari antigeni (uova, verme adulto...) .
Varie metodiche IHA, IFAT, ELISA, WB alorslnvrs
Sensibilita migliore rispetto al parassitologico ma variabile da test a test (40-84.5
FP per infezioni da altri elminti (soprattutto cestodi)
Possibile positivita persistente in infezione risolta

PCR:
Buona specificita e sensibilita (feci).
Non in commercio.

Ricerca antigeni circolanti (anodico e catodico) in urine e sangue:
Poco sensibile in infezioni lievi.

Positivi solo in presenza di verme adulto vitale.

Possibile stima della carica parassitaria.

Alto costo. Non in commercio.




Quale metodica diagnostica?

?



fost LSSty (ss%G) [specitcty s i
CRS LCA CRS LCA CRS LCA CRS LCA

29%
(22-37)
71%
(63-78)
92%
(86-96)
96%
(91-99)

45%

(37-54)

29%
(21-37)
76%
(67-84)
94%
(88-97)
96%
(90-99)
48%

(39-57)

95%
(91-97)
99.6%
(98-100)
94%
(90-97)
83%
(77-87)

100%

93%
(89-96)
99.4%
(95-100)
91%
(85-95)
79%
(73-84)
99%

(96-100)

78% 76% 68% 70%
99% 99% 84% 88%
90% 85%‘ 95% 97%
78% 72% 97% 97%
100% 98% 74% 77%

Table 2 Accuracy and predictive values according to Composite Reference StandeBjl §@dRto Latent Class Analysis (LCA

Beltrame, Plos NTD, 2017



Schistosomiasi: quale strategia diagnostica?

* Nello screening degli asintomatici: ICT pare la
migliore scelta per il buon profilo (alto NPV,
buon PPV);

* Nel contesto clinico, ICT come primo test ed
ELISA (PPV 98%) come test di conferma

Table 3. Predictive values of a combination of positive ICT and a positive (PPV) or a negative (NPV)
second test, according to Latent Class Analysis (LCA).

Second test PPV NPV
CCA 90% 47%
ELISA 98% 51%
WB 82% 87%
Microscopy 100% 43%

https://doi.org/10.1371/journal.pntd.0005593.t1003



Zwang J, Olliaro PL.
Clinical efficacy and tolerability of praziquantel for intestinal and urinary schistosomiasis-a meta-
analysis of comparative and non-comparative clinical trials.
PLoS Negl Trop Dis. 2014 Nov 20;8(11):e3286.

Background

Extensive use of praziquantel for treatment and control of schistosomiasis requires a comprehensive
understanding of efficacy and safety of various doses for different Schistosoma species.

Methodology/Principal Findings

A systematic review and meta-analysis of comparative and non-comparative trials of praziquantel at any dose
for any Schistosoma species assessed within two months post-treatment. Of 273 studies identified, 55 were
eligible (19,499 subjects treated with praziquantel, control treatment or placebo). Most studied were in school-
aged children (64%), S. mansoni (58%), and the 40 mg/kg dose (56%); 68% of subjects were in Africa. Efficacy
was assessed as cure rate (CR, n = 17,017) and egg reduction rate (ERR, n = 13,007); safety as adverse events
(AE) incidence. The WHO-recommended dose of praziquantel 40 mg/kg achieved CRs of 94.7% (95%Cl 92.2—
98.0) for 8. japonicum, 77.1% (68.4-85.1) for S. haematobium, 76.7% (95%CI| 71.9-81.2) for S. mansoni, and
63.5% (95%Cl 48.2—77.0) for mixed S. haematobium/S. mansoni infections. Using a random-effect meta-
analysis regression model, a dose-effect for CR was found up to 40 mg/kg for S. mansoni and 30 mg/kg for S.
haematobium. The mean ERR was 95% for S. japonicum, 94.1% for S. haematobium, and 86.3% for S. mansoni.
No significant relationship between dose and ERR was detected. Tolerability was assessed in 40 studies (12,435
subjects). On average, 56.9% (95%Cl 47.4—67.9) of the subjects receiving praziquantel 40 mg/kg experienced
an AE. The incidence of AEs ranged from 2.3% for urticaria to 31.1% for abdominal pain.

Conclusions/Significance
The large number of subjects allows generalizable conclusions despite the inherent limitations of aggregated-
data meta-analyses. The choice of praziquantel dose of 40 mg/kg is justified as a reasonable compromise for all
species and ages, although in a proportion of sites efficacy may be lower than expected and age effects could
not be fully explored.



Different strategies in all over the Europe/World




DPDx — CDC

http://www.cdc.gov/dpdx/schistosomiasis/tx.html

Although a single course of treatment is usually curative, the immune response
in lightly infected patients may be less robust, and repeat treatment may be
needed after 2 to 4 weeks to increase effectiveness. If the pre-treatment stool
or urine examination was positive for schistosome eggs, follow up examination
at 1 to 2 months post-treatment is suggested to help confirm successful cure.

Schistosoma species infection Praziquantel dose and Duration

Schistosoma mansoni, 5. haematobium, S, intercalatum |40 ma/kg per day orally in two divided doses for one day

S. japanicum, S, mekongi 60 mg/kg per day orally in three divided doses for one day




Colley DG, Bustinduy AL, Secor WE, King CH.
Human schistosomiasis.
Lancet. 2014 Jun 28;383(9936):2253-64.

Coltart CE, Chew A, Storrar N, Armstrong M, Suff N, Morris L, Chiodini PL,
Whitty CJ.
Schistosomiasis presenting in travellers: a 15 year observational study at
the Hospital for Tropical Diseases, London.

Trans R Soc Trop Med Hyg. 2015 Jan 8.

S. mansoni and S. haematobium
Praziquantel 40 mg/kg
Oral, single day, in two divided doses 4 to 6 hours apart

S. Japonicum and S. mekongi
Praziquantel 60 mg/kg




Holtfreter MC, Moné H, Miiller-Stéver |, Mouahid G, Richter J.
Schistosoma haematobium infections acquired in Corsica, France, August
2013.

Euro Surveill. 2014 Jun 5;19(22).

 The boy was treated with a single standard
dose of praziquantel (40mg/kg body weight)
and re-treated three weeks later with the
same dose, to be sure to achieve complete
cure of the infection.

Dusseldorf, Germany




Brunet J, Pfaff AW, Hansmann Y, Gregorowicz G, Pesson B, Abou-Bacar A, Candolfi E.
An unusual case of hematuria in a French family returning from Corsica.
Int J Infect Dis. 2015 Feb;31:59-60.

 The patient and the two serologically positive
family members received two treatments of

praziquantel (40 mg/kg) with a 1-month
interval.

Strasbourg, France




S. mansoni and S. haematobium
Praziquantel 40 mg/kg
Oral, three days, in two divided doses 4 to 6 hours apart

CTD Negrar, Verona, Italy

S. mansoni and S. haematobium
Praziquantel 40 mg/kg
Oral, single day, in two divided doses 4 to 6 hours aparrt,
repeated every 1 to 4 months until normalization of
eosinophilia and disappearance of eggs
Possible increased dosage (60 mg/Kg) for 2-3 days

Antwerp, Belgium




Table 2 Systematic review on infections from intestinal helminths

Author Year of African refugees (irrespective  Sub-Saharan African refugees  North Affican refugees (NA)  Ref.
publication of geographic origin) (SSA)

No. of No. of %  No. of No. of %  No. of No. of %

individuals  individuals individuals individuals individuals individuals

tested for  tested tested for  tested tested for  tested 2j :’::'m'::‘:‘:w

helminths  positive for helminths  positive for helminths  positive for

helminths helminths helminths
1 Abu-Madi et al. 2016 261 14 54 123 6 49 138 8 58 [S18]
2 Serre Delcor et al. 2016 171 48 28.1 171 48 28.1 — — - [S19]
3 Belhassen-Garcia et al. 2016 231 1 04 164 | 0.6 64 0 0 [S20]
4 Abdel Hamid. et al. 2015 171 48 326 171 48 326 - - - [S21]
5  McCathy et al. 2013 2804 370 13.2 2301 256 11.1 503 114 23 [S22]
6  Swanson et al. 2012 18,666 406 2.2 18.666 406 22 - - - [S23]
7  Abu-Madi et al. 2011 424 56 13.2 220 42 19.1 204 14 6.9 [S24]
8  Abu-Madi et al. 2008 175 12 6.9 175 12 69 — - - [S25]
9 Poseyetal. 2007 562 276 49.1 562 276 49.1 - - - [S26] Fentiized egg £ Unterized e0g A
10 Gbakima et al. 2007 581 97 16.7 581 97 16.7 — - — [S27] tokogical .
11 Mohammed et al. 2007 80 34 42.5 80 34 425 — - ~ [S28] me——
12 Varkey et al. 2007 1547 203 13.1 — - - — — - [S29]
13 Caruana et al. 2006 124 19 15 124 19 15 - - - [S30]
14 Garg et al. 2005 142 12 85 - - - - - - [S31]
15 Anosike et al. 2005 155 66 87 7155 66 87 - - - [S32]
16 Geltman et al. 2003 1254 174 14 - - -~ - - - [S33]
17 Rocaetal 2002 1321 200 15.2 1321 200 152 — - - [S34]
Median prevalence [range]: 132 [0.4-49.1] 15.1 [0.6-49.1] 6.35 [0.0-23.0]
Eur J Clin Microbiol Infect Dis @ CrossMark
https://doi.org/10.1007/s10096-017-3126-1
REVIEW

Prevalence rates of six selected infectious diseases among African
migrants and refugees: a systematic review and meta-analysis

A. Chernet'? . J. Utzinger ' - V. Sydow 2. N. Probst-Hensch'? - D. H. Paris'~ -
N. D. Labhardt'** . A, Neumayr 1.2



STRONGILOIDOSI




Un geniale ospite

544  Clinical Microbiology and Infection, Volume 21 Number 6, June 2015

Human

? stools

CMI

FIG. I. Life cycle of Stongyloides
stercoralis. |, Filariform  larvae
(450 nm) penetrate human skin. 2.
Larvae migrate to the lungs, trachea,
and pharynx, and are swallowed. 3,
Parthenogenetic  adult  females
(2 mm) penetrate the small-bowel
mucosa and release eggs. 4, Rabdi-
form larvae (250 nm) mature into
autoinfective filariform larvae, and
enter the circulation. 5, Rabdiform
larvae are shed in stwols. 6, Free-
living |-mm male and female adults
develop in the soil. 7, Sexual repro-
duction in the soil (indirect devel-
opment). 8, Filariform larvae develop
in the soil—infective for humans

(direct development).

Peculiarita :
- Replicazione asessuata
(no sex we are British...)

- Cicli di autoinfestazione

|

- Cronicizzazione di malattia,
che si automantiene senza
nuove esposizioni ambiental

- Quasi il 50% dei soggetti
colpiti e asintomatico (Concha
et al.)



Una bomba a orologeria...

Acute Strongyloidiasis: A Rarity. Chronic Strongyloidiasis: A

Time Bomb!
Eric Caumes MD2%, Jay S. Keystone MD3# 2011; 18(2):71-72

Journal of
TRAVEL MEDIC

1) Dobbiamo individuare quelli che hanno in corpo la “bomba” senza sapk®

1) Il trattamento non puo avere altro obiettivo se non di rimuovere
completamente la “bomba”



OPEN (3 ACCESS Freely available online O PLOS | ST Bisenses

Viewpoints

Strongyloides stercoralis. A Plea for Action

Zeno Bisoffi'?*, Dora Buonfrate'?, Antonio Montresor®, Ana Requena-Méndez>?, Jose Munoz??,

Alejandro J. Krolewiecki®, Eduardo Gotuzzo™®, Maria Alejandra Mena™®, Peter L. Chiodini*”’,
Mariella Anselmi®®, Juan Moreira®®, Marco Albonico'**

= Estimate of at least
370 million people
infected (or at least
50% hookworm global
estimated to be\nfeeted worldwide

(probably an widerestimate)” preva len Ce)




Figure 4. Prevalence of S. stercoralis infection by country based
___community-based studies.
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Figure 5. Prevalence of S. stercoralis infection by country based
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Schar F, Trostdorf U, Giardina F, Khieu V, Muth S, et al. (2013) Strongyloides stercoralis: Global Distribution and Risk Factors.
PLOS Neglected Tropical Diseases 7(7): e2288. https://doi.org/10.1371/journal.pntd.0002288

http://journals.plos.org/plosntds/article?id=10.1371/journal.pntd.0002288 @ PLOS | NEGLECTED

TROPICAL DISEASES
TENTH ANNIVERSARY




Prevalence in Italy:
memories of the past...

PILOT STUD
ORisselijie .Yn ttalia del Nord

Verra diralia

e e pascoli
Sltivazioni agrarie

-ma - POSItive patients 4‘
5 (28%) n3*

prt

F. Abrescia et al Emerging Infectious Diseases » www.cdc.gov/eid = Vol. 15, No. 9, September 2009
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Immunodepressione

iperinfestazione - disseminazione

(autoinfestazione accelerata) (altri organi)

!

Letalita: 50-86%

Segarra Newnham. Annals of Pharmacotherapy 2007



Sthﬂgi'OidOSi severa. Buonfrate et al. BMC Infectious Diseases 2013, 13:78
67% dei pZ erano http://www.biomedcentral.com/1471-2334/13/78

sotto tx steroidea

Table 1 Patients under steroid treatment: reasons for prescription
N (%) References

Condition
COPD/asthma/lung fibrosis 30 (18.3) [48,49,52,57-59,68,99,101,118,121,123,128,137,146,153,180-183,185,187,188,192-196]
Leukemia/lymphoma 13 (7.9) [9,17,23,25,3747,56,98,111,126,162,186]
SLE 9 (5.5) [41,64,66,86,151,176,197,198]
Rheumatoid arthtritis 424 [83,103,199,200]
IBD 6 (3.6) [59,147,148,164,177,201]
Sarcoidosis 2(1.2) (65,132]
Cancer 8 (4.8) [30,54,93,97,112,160,169,202]
Organ/bone marrow transplant 25 (15.2) [21,25,29,31,39,48,51,54,60,70,71,74,76,81,87,8890,92,94,142,145,150,184]
Glomerulonephritis/CRI 6 (3.6) [16,18,20,129,130,154]
“Idiopatic” eosinophilia 3(1.8) [7]
Multiple myeloma/myelodisplasia 6 (3.6) [72,185,203-206]
Aspecific symptoms 2(1.2) [85,166]
Other clinical conditions 46 (28) [17,22,34,36,54,59,66,84,89,100,102,110,113,124,125,127,133-135,140,155,159,171-174,207-213]
[24,26,36,105]

HIV-related opportunistic infections/IRIS 4 (24)
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Positivi: soggetti con e senza eosinofilia

Pazienti sottoposti a screening: 2714

W maschi M femmine H [taliani M Immigrati

Eosinofili No

Sottogruppo a eosinofilia

Nelle province esaminate, la prevalenza
di strongiloidosi negli italiani nati prima
del 1951 e con eosinofilia é rilevante
(8%)

La prevalenza risulta ancora maggiore
negli immigrati (17% dei soggetti con
eosinofilia)

In entrambi i gruppi (italiani e
immigrati), i soggetti con eosinofilia
presentano probabilita
significativamente maggiore (O.R: 8,82)
di essere affetti da strongiloidosi,
rispetto ai soggetti senza eosinofilia

Odds Ratio
(95% C.1.)

Italiani

Immigrati 216 37 (17%) 172

7,49
(4,39-15,56)

11,64

(3,57-59,85) [eilCM|

Ceentyo mamoeads per s porvermces
¢ i Contallo delle Maluttie



Parassitosi sottodiagnosticata

Coltura in agar

Sierologia

Alta sensibilita

(non eccezionale)
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TABLE 2. Accuracy of serological methods for Strongyloides stercoralis diagnosis according to selected studies published after 2005

Reference (year) Test(s) assessed Sensitivity (%) Specificity (%) Study characteristics

[36] (2014) Bordier ELISA® 90.8 94.1 Study using a composite reference standard of faecal and serological tests (denominator for
IVD-ELISA" 923 974 positives: samples with positive stool or >3/5 positive serological tests) to cope with the
NIE-ELISA® 70.8 91.1 lack of a reference standard. Limits: retrospective study design
IFAT’ 94.6 87.4
NIE-LIPS® 83.8 99.6

[37] (2014) SciMedx ELISA® 85.5 826 Study mainly aimed at assessing percentage agreement of the three tests. Reference standard
InBios-Strongy ELISA" 836 91.3 for positives: samples with >2/3 positive serological tests—faecal results not considered
NIE-LIPS® 89.1 89.1

[41] (2007) AMC-ELISA® 9233 95.0 Study using a panel of serum specimens from a population composed of patients with proven
Dipstick® 9l1.1 97.7 strongyloidiasis, healthy controls, and patients with various parasitic and other diseases.
Bordier ELISA® 833 97.2 Faecal results used as a unique reference standard
IVD-ELISA® 88.9 972

[42] (2010) IVD-ELISA® 91.2 933 As above

[44] (2010) Crude Ag-ELISAY 97.0 100 Specificity predetermined at 100% for all methods by the use of cut-off values obtained from
NIE-ELISA® 84.0 100 ROC curves for 90 samples from patients with positive stools and ten healthy controls
NIE-LIPS® 978 100 from a non-endemic area

[43] (2008) NIE-ELISA® 97 95 Prospective design. Specificity assessed in a small group of healthy controls, but also
NIE-LIPS® 97 100 confirmed (for LIPS) in samples from patients with filarial and other helminth infections

[47] (2007) IFAT? 74.1 984 Accuracy (high titre) determined with latent class analysis to cope with the lack of a

reference standard. Coprological methods used for the model not optimal for S. stercoralis
[49] (2006) IFAT? 97.4 97.9 Reference standard for sensitivity: samples from patients with S. stercoralis larvae in stools.

Reference standard for specificity: samples from controls with no risk of infection and
negative stools. Cross-reactivity assessed separately
[55] (2011) IFAT? 73 NA Study on HIV-positive subjects, with average CD4 count of 373/pL

Ag, antigen; HIV, human immunodeficiency virus; IFAT, immunofluorescence antibody test; LIPS, luciferase immunoprecipitation system; NA, not available; ROC, receiver operating
characteristic.

*Crude Ag (S. ratti), commercially available.

Crude Ag (S. stercoralis), commercially available.

“Recombinant Ag, in-house.

Crude Ag (S. stercoralis), in-house.

*Commercially available for study purpose only.

Recombinant Ag, commercially available.

Clinical Microbiology and Infection © 2015 The Authors. Published by Elsevier Ltd on behalf of European Society of Clinical Microbiology and Infectious Diseases, CMI, 21, 543552
This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/llicenses/by-nc-nd/4.0/)
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Figure 1

g

Soggetti candidati per qualsiasi motivo a

Immunocompetent

i soggetti con presupposto

epidemiologico (autoctoni “anziani”

e immigrati di qualsiasi eta)
r

Serology and stool
examination

1

Positive Negative

—

J

Check for
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examination

r 1

Positive Negative
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Negative Positive or

unavailable
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FIGURE 1. Algorithm diagnosis of screening. * When serology or more sensitive stool techniques (Baermann or
stool culture) are not available, consider empiric treatment with ivermectin. This figure appears in color at

www.ajtmh.org.

Requena-Méndez A et al. Evidence-Based Guidelines for Screening and

Management of Strongyloidiasis in Non-Endemic Countries.
Am J Trop Med Hyg. 2017 Sep;97(3):645-652.



http://www.simetweb.eu/document/3963
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TERAPEUTICI IN PATOLOGIA DI IMPORTAZIONE

Grazie e

Sistema nazionale per le linee guida

I controlli alla frontiera
[.a frontiera dei controlli

Controlli sanitari all'arrivo
e percorsi di tutela per i migranti
ospiti nei centri di accoglienza

LINEA GUIDA SALUTE MIGRANTI
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