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Infectia cu virusul hepatitic B (VHB) este o
problema majora de sanitate publica la nivel mon-
dial. Aproximativ o treime din populatia globului, 2
miliarde de oameni se infecteaza la un moment dat
cu virus hepatitic B (VHB), iar aproximativ 360
milioane raman infectati cronic cu VHB (1).

Prevalenta infectiei cronice cu VHB variaza in
functie de tara, variabilitatea fiind data de nivelul
dezvoltarii economice, conditiile de trai $i imuno-
profilaxia la nivel national (existenta unor programe
nationale de vaccinare a copiilor, profilaxia adul-
tilor). Organizatia Mondiald a Sanatatii recunoaste
trei grupe de stratificare a infectiei cronice VHB in
functie de prevalentd, si anume: prevalenta 1nalta

REZUMAT

Infectarea perinatald a nou-nascutilor cu virus hepatitic B reprezinta principala cale de transmitere a virusului
in zonele cu prevalenta Tnaltéa, =8%, a infectiei cronice VHB. Riscul de cronicizare este invers proportional
cu varsta la care se achizitioneaza infectia, iar in cazul copiilor infectati perinatal atinge chiar valori de 90%.
in aceste conditii, cunoasterea riscului si a mijloacelor de profilaxie constituie elemente importante pentru
reducerea transmiterii perinatale a VHB. Desi mijloacele de prevenire a VHB, vaccinarea si administrarea de
imunoglobuline specifice, sunt cunoscute si utilizate Tn diferite asocieri, exista exceptii care justifica testarea
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ABSTRACT

Perinatal transmision of viral hepatitis B is the main way of transmission in the high endemic regions, with
prevalence =8%. The age at which a person becomes infected with HBV is the main factor determining the
outcome, and the development of chronic hepatitis B is frequent in perinatal infected children, as much as
90%. Thus, evaluating the risk for infection and using the right prophylactic measures are the most important
elements to prenent perinatal transmission of VHB. Although the vaccination and the specific imunoglobulines
are already used, new methods are needed to prevent all cases.
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(=8 %), medie (2-7%), redusa (<2%) (vezi figura 1)
(2). In zonele cu prevalenti inalti a infectiei cu
VHB, transmiterea perinatala este una dintre caile
majore de transmitere a virusului, spre deosebire de
transmiterea majoritar percutanatd in zonele cu
prevalenta medie sau transmiterea predominant se-
xuala 1n zonele cu prevalenta joasa a infectiei (3).
Consecintele pe termen lung ale infectiei cronice
cu VHB sunt ciroza hepatica si hepatocarcinomul,
afectiuni severe si cu posibilitati terapeutice curative
reduse. Infectia dobandita perinatal sau in primii
ani de viatd are un mare risc de cronicizare, desi
formele simptomatice de HVB sunt rare (figura 2).
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FIGURA 1. Distributia geografica a endemiei de VHB
(WHO 2001: “Introduction of hepatitis B vaccine into childhood immunization services”)
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FIGURA 2. Prognosticul infectiei cu VHB in functie de véarsta la care a survenit infectarea
(WHO 2001: “Introduction of hepatitis B vaccine into childhood immunization services”)
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Modalitatile de transmitere perinatala a infectiei
cu VHB sunt reprezentate de contactul cu secretii si
sange infectat matern in timpul nasterii In 98%
dintre cazuri, dar si prin transmitere ,,in utero” in
aproximativ 2% dintre cazuri (4,5).

Riscul de transmitere depinde de statusul mamei,
si anume de gradul de replicare virala apreciat prin
prezenta simultand a Ag HBs, Ag Hbe, care deter-
mind un risc mare, de 70-90%, versus prezenta doar
aAg HBs (Ag Hbe absent), ce indica un risc cuprins
intre 5-20%. Nivelul viremiei VHB DNA materne
se coreleaza, de asemenea, cu riscul transmiterii
perinatale.

Alaptarea si amniocenteza nu cresc riscul trans-
miterii perinatale a VHB, iar nasterea prin cezariana
nu o previne (2).

Desi riscul de transmitere este mai mic la nou
nascutii cu mame Ag Hbe negativ, acesti copii fac
mai frecvent hepatita acutd simptomatica sau forme
fulminante de boala. O posibila explicatie a raritatii
formelor simptomatice sau fulminante la copiii din
mame AgHBe pozitiv o constituie faptul ca Ag HBe
traverseaza bariera uteroplacentara si poate induce
imunotoleranta a limfocitelor T la Ag HBe si Ag
HBc, determinand infectie cronica VHB.

Prevenirea transmiterii perinatale a infectiei cu
VHB constituie un segment important al profilaxiei
hepatitei cu VHB, mai ales in zonele cu prevalenta
inalta, cum este si Romania. Mijloacele de profilaxie
au doud componente esentiale, si anume:

1. Screeningul femeii gravide pentru Ag HBs si

ulterior Ag Hbe;

2. Imunoprofilaxia nou nascutului, atat activa —
vaccinare antihepatita B, cat si pasiva — Imu-
noglobuline (Ig) specifice anti VHB (6). Profi-
laxia pasivd preexpunere nu este eficienta,
deci administrarea de imunoglobuline la fe-
meile Tnsdrcinate ca si mijloc de prevenire a
transmiterii VHB la nou néscut nu este utila.

TABEL 1. Strategii de imunizare HVB (cost-eficienta)

Mijloacele de profilaxie a transmiterii VBH peri-
natale diferd in functie de nivelul endemiei zonale
si costuri. Masurile minime necesare sunt repre-
zentate de vaccinarea nou nascutilor (in primele 24
de ore in zone sarace cu endemie inaltd). Strategiile
de profilaxie si raportul cost-eficientd sunt enume-
rate in tabelul 1. Cea mai eficienta, dar si cea mai
costisitoare strategie de profilaxie, este cea combi-
nata, activa-pasivd, cu screeningul mamelor doar
pentru AgHBs, si administrarea de Ig specifice si
vaccin tuturor copiilor din mame Ag HBs pozitive,
fara testarea si a statusului Ag Hbe. La polul opus
este situata strategia cea mai putin costisitoare, dar
si cea mai putin eficientd, care consta numai din
vaccinarea antihepatitd B a tuturor nou-nascutilor,
indiferent de statusul matern (si fara testarea aces-
tora). In categoria intemediara, atat ca eficienta, cat
si costuri, este situata strategia de vaccinare a copi-
ilor si administrarea in plus de Ig specifice celor din
mame cu AgHBe pozitiv. (6,12).

In plus, Academia Americani de Pediatrie reco-
manda si adaptarea strategiei de profilaxie antiVHB
in functie de greutatea nou-nascutului, administrand
in plus inca o doza de vaccin (total 4 doze) la nou-
nascutii prematuri, cu greutate <2000g (vezi tabelul
2) (7).

Rata eficacitatii profilaxiei activ-pasiva versus
profilaxia exclusiv vaccinald a transmiterii
perinatale VHB pare superioara. Xia GL si colab.
au raportat o rata a eficacitatii de 91, 2% versus
87,8% la loturi semnificative alcatuite din 186
vs.289 copii, dar rata de seroprotectie la 4 ani a fost
similard (66,6 vs. 65) (8). Rata similara de eficacitate
la copiii cu profilaxie combinatd activ-pasiva au
fost raportate si de H. Noto si colab., cu o valoare
de 93,5 % (9).

Exista situatii in care imunoprofilaxia activa si
combinatd esueaza; Intre cauzele posibile se
mentioneaza:

(Mei-Hwei Chang, Department of Pediatrics, National Taiwan University Hospital, “Hepatitis B virus infection, Seminars in Fetal &

Neonatal Medicine (2007) 12, 160e167)

Maternal Infant Cost Efficacy Example
screening Vaccine HBIG
1. Active Only No Yes No Lower Modest Thailand
2. Active + Passive
Type | HBsAg and Yes Infants of HBeAg(+), Higher High Taiwan
HBeAg HBsAg(+) mothers
Type |l HBsAg Yes Infants of HBsAg(+) Highest High USA
only mothers

Active immunization = hepatitis B vaccines. Passive immunization = hepatitis B immunoglobulin (HBIG). HBY, hepatitis B virus; HBeAg,

hepatitis B e antigen; HBsAg, hepatitis B surface antigen.
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TABELUL 2. Imunoprofilaxia VHB in functie de greutatea la nastere (Red Book 2006)

Maternal

Status Infant

2000 g

HBsAp

positive

Hepatitis B vaccine + HBIG (within
12 h of birth)

Clontinue vaccine series beginning at
-2 mo of age according to
recommended schedule for infants

born to HBsAg-positive mothers
see Table 3.19)

Check anti-HBs and HBsAg after
completion of vaccine series?

HBsAg-negative infants with and-
HBs levels =10 mIU/mL are
protected and need no further
medical management

HBsAg-negative infants with anti-
HBs levels <10 mIU/ml should
be reimmunized with 3 doses at
2-mo intervals and retested

Infants who are HBsAg positive
should receive appropriate follow-
up, including medical evaluation
for chronic liver disease

Test mother for HBsAg immediately
after admission for delivery

HBsAg status
unknown
Hepatitis B vaceine (by 12 h)
Administer HBIG days) if
mother tests HBsAg positive

(within 7

Clontinue vaccine series beginning a
I1-2 mo of age according 1o
recommended schedule based on
mother's HEsAg result (see Table
3.19)

HBsAg
negative

Hepatitis B vaccine at hirth®

Continue vaccine series beginning at
1-2 mo of age (see Table 3.19)
Follow-up anti-HbBs and HBsAg

ing not necded

Infant <2000 g
Hepatits B vaccine + HBIG (within 12 h of
birth)

Continue vaccine series beginning at -2 mo
of age according to recommended schedule
for infants born o HBsAg-positive mothers
{see Table 3.19)

Immunize with 4 vaccine doses; do not count
birth dose as part of vaccine series

Check anti-HBs and HBsAg afier completion
of vaccine series?

HEBsAg-negative infants with anti-HBs levels
=10 mlU/mL are protected and need no
further medical management

HBsAg-negative infants with ant-HBs levels
< |0 mIU/mL should be reimmunized
with 3 doses at 2-mo intervals and retested

Infants who are HBsAg positive should receive
appropriate follow-up, including medical
evaluation for chronic liver disease

Test mother for HBsAg immediarely afier
admission for delivery

Hepatitis B vaceine (by 12 h)

Administer HBIG if mother tests HBsAg
positive or il mother’s HBsAg result is not
available within 12 h of birth

Clontinue vaccine series beginning at 1-2 mo
of age according to recommended schedule
based on mother’s HBsAg result (see Table
3.19)

Immunize with 4 vaccine doses; do not count
birth dose as part of vaccine serics

Hepatitis B vaccine dose 1-30 days of
chronologic age if medically stable, or at
il{:spjliii disr‘n;u'gt.‘ il before 30 ciays of
chronologic age

Continue vaccine series beginning at 1-2 mo
of age (sec Table 3.19)

Follow-up anti-HBs and HBsAg testing not

needed
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* Virus hepatitic B mutant (codon stop in re-
giunea precore), care nu produce Ag HBe,
desi virusul este intens replicativ. In aceste
cazuri copiii din mame cu virus mutant, Ag
Hbe negative, sunt la risc pentru transmiterea
VHB chiar vaccinati, in lipsa administrarii de
Ig specifice.

» cresterea procentului de tulpini VHB mutante
care ,,scapa‘ vaccinarii

* transmiterea intrauterind la copii din mame
cu viremie mare.

Un exemplu in acest sens este studiul efectuat
de 1. Holtby, B. McCarron care a testat viremia a 13
paciente gravide cu Ag HBs pozitiv, Ag Hbe negativ,
Ac anti Hbe pozitiv; 7 dintre acestea aveau viremie
VHB detectabila si cu valori cuprinse intre 2.3x102
si 8.5x104 copii/ml (tabelul 3) (10). Desi date
limitate sugereaza ca limita sub care o gravida cu
AgHBs prezent si AgHBe negativ devine non-
infectioasd pentru nou-ndscut este de 104 copii/ml

TABEL 3. Viremie la gravide cu Ag HBe negative

(...), nu exista certitudinea absentei transmiterii
perinatale la nou nascutii din aceste mame care au
fost expusi la un inocul mare viral.

Avand in vedere aceste aspecte, este necesara
luarea in considerare pentru profilaxia transmiterii
perinatale a VHB si a altor masuri complementare
care sa acopere cazurile de esec datorate transmiterii
intrauterine si virusurilor mutante. Astfel, este in
curs de investigare terapia cu Lamivudind a gra-
videlor infectate cronic VHB in ultimul trimestru
de sarcina (6). De asemenea, este necesara evaluarea
administrarii de Ig specifice in paralel cu vaccinarea
la toti copiii din mame Ag HBs pozitive, indiferent
de statusul Ag HBe (desi acestia se infecteaza mai
rar cu VHB, fac forme de regula severe sau chiar
fulminante).

In perspectiva, sinteza unui vaccin antiVHB
care sd contind §i Ag de suprafatd mutant ar mari
considerabil eficacitatea vaccinarii, dar ramane inca
un deziderat.

(I Holtby, B McCarron: “Immunisation of babies of women who screen positive for hepatitis B, Commun Dis Public Health 2004;

7(4): 258-9)

Age at presentation (years) HBY DMNA estimation Area of origin
208 Mot detected Middle East
208 Mot detected Indian subcontinent
210 BS5x IO West Africa
244 Mot detected Morth Africa
248 23x 107 Indian subcontinent
277 13 % I0°P Indian subcontinent
290 Mot detected South East Europe
302 3I7x 0P Indian subcontinent
328 J4xI0? West Africa
29 40x 104 Indian subcontinent
332 Mot detected South West Asia
335 Mot detected Indian subcontinent
412 52x 10 East Asia
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