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Le vaccinazioni rappresentano
uno strumento irrinunciabile

< Ma questo non pud essere accettato come un postulato; ogni vaccino deve
essere valutato alla luce delle migliori evidenze disponibili prendendo in

considerazione solo lavori di buona qualita scientifica.

- Non & detto che un vaccino efficace per la protezione individuale debba

essere raccomandato per la popolazione (PNV 2005-07 pag.30)

< Saranno necessarie in questo caso precise valutazioni sul peso sociale della
malattia in quel territorio e sulla reale capacita del vaccino di  ridurre tale
peso, sugli effetti a breve e a lungo termine, sulle priorita di intervento nei

termini di costo\opportunita

“ lo credo che per quanto attiene al vaccino antipneumococcico NON ci sia

stato il rispetto di tutti questi passaggi.

Mggg@@
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Atresia hiliare
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Atresia biliare

* Colangiopatia inflammatoria e fibrosante di causa sconosciuta

e Esito in stenosi e/o obliterazione, segmentaria e/o diffusa delle vie biliari intra ed
extraepatiche

 Esordio perinatale
* Raraq, circa 1: 18.000; circa 40 casi/anno in ltalia

* Evoluzione spontanea: fatale nel 90% dei casi entro i 2-5 anni di vita

4 Vlgglgo
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Epidemiologia: incidenza in Europa
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Varieta anatomiche di atresia hiliare

Tipo 1 (3%) Tipo 3 (19 %)

Atresia del coledoco

Colecisti, cistico e coledoco pervi

Tipo 4 (72 %)

Forma completa

Tipo 2 (6 %)
Cisti ilare comunicante con vie s MIEDICO

biliari intfraepatiche distrofiche
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Atresia biliare: esordio

Prenatale

* Bassa attivita YGT nel

liquido amniotico
* Elevata attivita YGT nel sangue fetale

 Sorveglianza di un reperto ecografico
prenatale:

— immagine ipoecogena dellilo
epatico

— assenza di immagine colecistica

7 \/Il;gglgo
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Atresia hiliare: esordio

Postnatale

-tra 4 e 6 settimane con un ittero colestatico

- esordio drammatico con emorragia endocranica

g \/I_gglgo
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Il trattamento? Sequenziale!

e Periodo neonatale (in urgenzal): Intervento di Kasai (epatoportoenterostomia)

* In caso di mancato ristabilimento del flusso biliare e/o di complicanze della cirrosi
biliare: Trapianto di fegato

0 Mlgglgo
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Fattori prognostici significativi
di sopravvivenza a 10 anni
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Prognosis of Biliary Atresia in the Era of Liver Transplantation:
French National Study From 1986 to 1996
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Sopravvivenza a 20 anni col fegato nativo

Outcome in Adulthood of Biliary Atresia: a Study of 63
Patients Who Survived for Over 20 Years With Their

Native Liver
Panayctis Lkmiens," Cheisiophe Chardot,* Marown Sokhn,' Prédéric Cauthier* Jacques Valaper* and Olmier Bernard'

Lykiavieris P, Hepatology 2005, 41:366

Survival with native liver

......

A \ - il 23% di 271 pazienti (63) sopravvive
con il fegato nativo >20 anni

‘ | Bilirubina <17 mmol/l: n=21

5 - ALT e YGT N: n=12

| - gravidanze: n=7 ( 9 figli)

n8.

43
o 23%
0= ' ' '
0 5 10 15 20 25 30 3B 40 Age(years)
271 108 8 66 63 21 5 1 Number of patients 11\/[EDICQ
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Complicanze a 20 anni ¢ol fegato nativo

Outcome in Adulthood of Biliary Atresia: a Study of 63
Patients Who Survived for Over 20 Years With Their

Native Liver
Panayctis Lkmiens," Cheisiophe Chardot,* Marown Sokhn,' Prédéric Cauthier* Jacques Valaper* and Olmier Bernard'

Lykiavieris P, Hepatology 2005, 41:366

Table 3. Hepatic Complications in 63 Patients Who Survived
With Their Native Liver for 20 Years or More After Surgery

for Biliary Atresia
Complication Number of Patlents
Prudtus 13
Total ssrum bilirubin concantration =17 umol/L 42
Prothrombin time < 70% 19
Cinhosls 61
Partal hypetansion u
Gastrointzstinal bleeding 20
Lata bactenal cholangtis 19
Gallstones 6
12
Hepatopulmonary syndrome 1 \/mﬁ%g
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Atresia biliare

Perché lo screening?

13sMEDICO
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ARIICIE

Impact of Age at Kasai Operation on Its Results in - Pediatrics 2009;123:1280-1286
Late Childhood and Adolescence: A Rational Basis

for Biliary Atresia Screening

#atle-Odile Serinet, MD+. Barbara L. Wikihaber, MD, PhD=Y, Platre Broué, KD+ Alaln Lachaux, KD+, Jacques Sarles, MD-,
Emmanue| Jacquemin, MD, PhD*, Frédéric Gauthier, MiD:, Christophe Chardot, D, PhD» =

e sty of e s, L el Pt sce, Wb SuryayUnt, Unberstyof G i sl G, Sz
* sopravvivenza con fegato nativo (SNL) si riduce significativamente con |'aumento
dell’etd della Kasai (p .001)

* migliori risultati se la Kasai & effettuata <30 giorni (linea bianca)

* ciononostante pazienti operati >90 giorni conservano un 13% di possibilita di
SNL fino all’adolescenza (linea nera)

14V EDICO
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ARTICTI

Impact of Age at Kasal Operation on Its Results in
Late Childhood and Adolescence: A Rational Basis
for Bililary Atresia Screening Pediatrics 2009:123:1 2801286

iatle-Odile Serinet, MD+, Rarbara C. Wikihaber, MD, PhD=t, Plerre Broué, KD+ Alain Lachaux, KD+, Jacques Sarles, KD+,
Emmanue| Jacquemin, MD, PhD, Frédéric Gauthier, MiD=, Christephe Chardot, MD, PhD+ =

Shrenc b Chszrvetoey of Bilicry Aoresa, L2 Kremling Sccterz Parns, =rance PP2dabne Suraap Uric Uhinezrs by of Genzye Children's Sosoilal, Ganeva, Seitzzrlan

Differenza di sopravvivenza a 15 anni con il fegato nativo tra i pazienti operati <45 o >45 gg

1.0 -
0.3- -
067 o

~ 12.1%

A
04+ -

i .
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0.2+ -
0.0- :

0o 25 50 7.5 100 125 150 17.5 20.0
Age.y

* 4.5 trapianti di fegato pediatrici potrebbero essere risparmiati ogni anno in Francia
per una spesa di circa 500.000 euro per anno (5.7% dei trapianti pediatrici)

1s M EDICO
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ARIICTE

Impact of Age at Kasal Operation on Its Results in

Late Childhood and Adolescence: A Rational Basis

for Biliary Atresla Screening  Pediatrics 2009;123:1280-1286

iat le-Odile Serinet, MD+. Barbara L. Wikihaber, MD, PhD=%, Plerre Broué, MD+ Alain Lachaux, KD+, Jacques Sarles, MD-,
Emmanue| Jacquemin, MD, PhD3, Frédéric Gauthier, MD=, Christephe Chardot, MD, PhD+®

Shrench Chszrvetoey of Bilicry Bresa, L Krammling Boctee Panis, =ramce PP2dalne Suroap Uric Chinszrs by of Genzyve Childen's Sosoilal, Ganeva, Soilzzrland

Nessuna variazione significativa dell’etd media della Kasai in 17 annil
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= 16 M EDIC

FIGURE 1 E BAMBINO

Age at Kasai operation from 1966 to 2002 No agnificant vanation of age at Kasaioperation was observed during the 17 years of the study
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Atresia biliare

Quale strategia di screening?

17MEDICO
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Atresia biliare: quale strategia di screening?

Case finding: obiettivo = diagnosi < 30 giorni

Screening prenatale
° o [
* Ecografia morfologica nel 11° trimestre

- Colecisti fetale visibile per via transvaginale nel 99.9 % dei casi tra 16 e
18 settimane

o Cisti ilare
* Assenza di visualizzazione colecistica, se confermata:
- Agenesia isolata della colecisti
- Fibrosi cistica
- Dismorfie della colecisti
- Colecisti levoposta
- Atresia biliare

18M§Q1§o
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PRENATAL DIAGNOSIS

Prenat Diagn 2009; 29: 703-706.

Published online 27 Apnl 2009 in Wiley InterScience
(www.interscience.wiley.com) DOI: 10.1002/pd.2266

Reference values for y-glutamyl-transferase in amniotic fluid
in normal pregnancies

Ron Bardin'#*, David Danon’, Ruth Tor?, Reuven Mashiach!, David Vardimon' and Israel Meizner"

'Helen Schneider Hospital for Women, Rabin Medical Center, Petah Tigwa, and Sackler Faculty of Medicine, Tel Aviv University,
Tel Aviv, Israel
?Clinical Biochemisiry Laboratory, Rabin Medical Center, Petah Tigwa, Israel

DEFINING GGT REFERENCE VALUES FOR THE NORMAL POPULATION

Table 3—Comparison of the Sth and 95th Percentile by gestational week

705

GGT values (U/L) by Burc er al., 2001

GGT values (U/L)

Gestational week 95th percentile 5th percentile 95th percentile Mean 5th percentile
16 1270 235 2291 879 339

17 1010 267 1778 679 263

18 1012 185 1349 524 200

19 1140 92 1047 404 155

20 922° 127° 813 312 120

21 631 241 91

22 403 24 490 186 71

# Calculations of 5™ and 95" percentile were combined for 21 to 22 weeks.

Table 4—Multiple logistic regression findings for the relation- were performed at 17 to 19 weeks. After 19 weeks,
ship between log GGT levels and various clinical variables amniocentesis examinations usually decrease in num-

Valori di GGT nel liquido amniotico <5° centile sono suggestivi di atresia biliare

1osMEDICO
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Atresia biliare: quale screening?

* Ecografia morfologica nel 11° trimestre
* Cisti ilare =>» sospetta AB

e Mancata visualizzazione colecistica

Amniocentesi con dosaggio delle GGT nel liquido amniotico

>

Se < 5° centile =» sospetta AB

20M§91§o
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Atresia biliare: quale screening?

Screening post-natale
* |dentificazione precoce (<4a settimana) degli itteri colestatici del neonato

* Campagne di informazione nei nidi/neonatologie
* Note sul colore delle feci nel libretto sanitario del neonato
* lter diagnostico definito in un limitato numero di centri

* Limitazione dei centri chirurgici autorizzati alla procedura/condivisione di
procedure chirurgiche standardizzate

21NI'1§Q1§O
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Atresia biliare: screenin

Screening for biliary atresia

Sim—Biliary atresia affects ! in 10000-14000 live-borm
infants world wide and is an intractable discasc with a 10-
yvear survival rate of 16% in Japan.' Survival is related to the
3ge when a Kasai operation is done; early identification of
affected infants is essential to allow effective surgery by age 8
weeks.” To identify infants who need investigation to exclude
biliary atresia we are currently carrying out mass screening in
Tochigh Prefecrure, Japan, by use of a scrics of colour
picture cards depicting normal and pale-pigmented stools
(figure). We pass these cards to mothers after delivery at
esaternity hospitals, Just before the 1-month health check
mothers are asked 10 compare the stool colour of their
nfants with 8 colours printed on the card. They are
requested 10 fill in & corresponding number and 10 take the
cards to their doctors. Doctors at the [-month health check
look for jaundice and check the stool colour when mothers
report a number corresponding to a pale-pigmented stool
(mo 1-4) and call us if they consider the infants lack bile
pigments in the stools.

Merc wrie B¢ approptiaie sembet n the
s sqpaare I bow o fow Qs Before yosdt baby s
our el bodd (hodh and 40 o et
‘ heimg this caed om 1he dav of 1he hoadh
thak

2 The stool colour of your
haby most resembles

3 No.

‘ D ahem o om wrote the shon v rambsr

i W Natee o Loy B ——
< L TP,

Nawe of the mathy
CATLET B e dempinad o b oo habyy wan by

L i
EEEL LU PR

Celumns for the Dagtur.

1 Whow o 2By ewcs oar of thy pumeber

g ! . fromm 110 4, pheose Fill wp the folvaing
Planks after yome si Ty wfam

Jaondice | woy, il weviw )

Stoal colour you saw o Vo 1

H e o is fovem 1 b 3, ploane ool wy
o s pemaiie 1100 BORE3A 111

» 3 :7 1% a0k
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Figwe: English version of stool colour card (second edition)

Vol 345 » May 6, 1905

g universale?

1995

Incidenza di Atresia Biliare in Giappone 1:10.000
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ARTICLE

Screening for Biliary Atresia by Infant Stool Color

Card in Taiwan

Shan-Ming Chen, MD*®, Mei-Hwei Chang, MD*, Jung-Chieh Du, MD*, Chieh-Chung Lin, MD%, An-Chyi Chen, MD?, Hung-Chang Lee, MD*,
Beng-Huat Lau, MD', Yao-Jong Yang, MD?, Tzee-Chung Wu, MDP", Chia-Hsiang Chu, MD', Ming-Wei Lai, MDJ, Huey-Ling Chen, MD, PhD?*, and

the Taiwan Infant Stool Color Card Study Group

aNanammant nf Padiatrics. National Taiwan University Hosortal, Taipel, Taiwan; *Department of Pediatrics, Chung Shan Medical University Hospital, Taichung, Taiwan;

Infant Stool Color Card

Abnormal !tiscssential to observe your baby’ stool color con-
tinuously after discharge from a nursery. If the stool
color resembles the numbers 1~ 3 (white, clay-
colored, or light yellowish), the possibility on your
baby suffering from biliary atresia is higher. Please
take this card and your baby to consult a doctor as
quickly as possible. Regardless of what the stool color
is, please bring this card to your doctor at 30 days of
age for health check. If the baby cannot go back for
health check, please fill in the number of the color
resembling your baby’s stool, along with the following
blanks, and mail this card to our registry center.

Normal The baby's stool color Is most like No.
Date of this kind of stool

If the number is No.1~3, please inform us by fax
[ SRR modmelyWewnllpmwdelhonlatdmfomnon
= | and help you out.

Fax: 02-2388-1798 ; Tel: 02-2382-0886

Infant Stool Color Card Registry Center

2006

Newborn at BR or NICU
Collaborating hoepeals and dincs

.

Put stoal coler card and mfarmation shaaet
into child health booklet before discharge

Parants pasene sioel coloe every tay

Allrageoﬂ())

VAN

At health check: madcal siaffs At home: parents mal o7 "ax 1o
check and collect the card regelry cenla
Stool cokor Sloo coor
R Stool color g
Nn 12
Y Y

Fax he card within 24 b

Registry center

Follcv-up the Infant with abnormal stool color;
mail the screening results to collaborating hospitals and clinics

Incidenza di Atresia Biliare a Taiwan 1:3.000 ZSMEDICO
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Universal Screening for Biliary Atresia Using an Infant
Stool Color Card in Taiwan

Hepatology 2008;47:1233-1240

Infant Stool Color Card

Con l'uso delle “stool cards”:

* la sensibilita diagnostica della AB <60 gg di vita & migliorata dal 72.5% nel
2004 al 97.1% nel 2005
* il numero dei bambini operati <60 gg é passato dal 60% nel 2004 al 74.3% nel
2005
* i successi chirurgici a 3 mesi (BT < 2 mg/dl) sono passati da 37% nel 1976-2000
a 59.5% nel 2004-2005 (p 0.002

lp 0.002] MEDICO
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ARTICLES

The frequency and outcome of biliary atresia in the UK and Ireland

Patrick J McKiernan, Alastair J Baker, Deirdre A Kelly ancet 2000' 35525 A
15 Centri di chirugia pediatrica 107 Sroun A
P T E P P LT Group B
0 :
= )
s 094 ¢
> "1
5 '
n "
c -y
hes I
o 08+ r
m -------
- '
0.7 - | 1 I 1 1 1 |
0 1l 2 3 4 5 6
Age (years)

Number at risk
Group A 57 53 53 36 21 10
GroupB 36 29 28 19 15 5

Esito direttamente correlato con il numero di pazienti operati/anno
Concentrare |’'intervento nei centri con >5 casi/anno s M EDICO
E BAMBINC
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Conclusioni

- Esiste un presupposto razionale ed etico allo screening

- Esiste un potenziale vantaggio economico

- Strumento di screening universale semplice e poco costoso
(colorimetro fecale)

- Richiede una rete organizzativa

- Screening universale riservato ai paesi ad alta incidenza 2
(programma di screening in Svizzera...)

- In attesa di progetti pilota (regionali 2)

- Mantenere elevata la soglia di attenzione (case finding)

- Colestasi del neonato = atresia biliare fino a prova contrarial

26IMEDICO
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