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~-G. 5. HiIV-encoded proteins. The location of the HIV genes, the sizes of primary translation produ
+ 1. some cases polyproteins), and the processed mature viral proteins are indicated.
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HIV: le glicoproteine
dell’envelope

HIV recettore e corecettore 11
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HIV: recettore e corecettore
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Possibili interferenze da parte di chemochine MIP-1a. e MIP-1, RANTES e SDE-1

Possibili evoluzioni dell’infezione

* Interazione LTR con fattori di trascrizione
cellulari (NF-kB, AP-1, SP-1, ...) —
variabilita della replicazione in cellule
diverse

* Influenza dello stato delle cellule:
attivazione linfociti T da antigeni o
mitogeni

* Espressione di citochine

HIv-specific immune response
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FIG. 4 Control of HIV replication and the progress of HIV-induced disease by
the balance of host factors. Cellular activation and proinflammatory
cytokines drive viral replication. These are counterbalanced by inhibitory
factors, including both the immune system and nonspecific cytokines such
as IL-10 and TGF-B, as well as co-receptor ligands such as the B-
chemokines and SDF-1. Other inhibitory factors secreted by CD8~ T cells
remain to be identified.




Possibili meccanismi di danno
a livello cellulare

* Diversi stadi di espressione di HIV nelle * Formazione di sincizi

cellule infettate * Accumulo di DNA non integrato
¢ Vera latenza ¢ Alterazione integrita membrana per gemmazione
e HIV mRNA * Induzione di apoptosi

« mRNA ¢ proteine » Interferenza nella processazione di RNA cellulare

 Liberazione di citochine tossiche da parte delle

¢ Produzione nuovi virioni cellule infettate

¢ Danni immuno-mediati, autoimmunita

Diverse proteine di HIV presentano sequenze con
omologie per proteine cellulari

(G. 4. — Cell membrane fusion is an important event both in virus entry
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Virus Isolation
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FIG. 15. Neutralization or enhancement of infection by sequential homotypic HIV-1 isolates. HIV-1 strains recovered from the sam:
individual were tested for izt ing sera obtained carly or late in the infection. The sera wei
evaluated at fivef (1:10 t0 1:1,250). Normal control lar dilutions. The f the individual at U
different time points is indicated. The extent of neutralization is shown below the bar; the enhancement index (EI) is shown above the bi ¢
and defined as the ratio of the viral RT activity i I iving vi i wil pi to the activity
in virus preincubated with control serum. Modificd from reference 481.
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Evasione del sistema immunitario

* Infezione linfociti e macrofagi

* Inattivazione linfociti Th

* Variabilita antigene gp120

* Elevato grado glicosilazione gp120

60. HIV INFECTION / 2

HIV bound to surface
or integrated into DNA
i

Afferent Lymph

%f Aiferent Lymph
Migration of DC to
Paracortical
legions

B

Paracortical Region

4

|74

5. Interaction with CDa* T Conls
Leading to Viral Replication

and Spread

:;cn: g.c ?:ﬁ rﬁ;' S,f;‘;’,‘ﬂﬁ chv)l(spé‘l?ucé)lin the in.iliﬁl stages of human immunadeficioncy virus (HIV) infec-
X i ransport the virus to paracortical regions of draini

4 where CD4+ T cells hofome infocted. Reprinted from Weissman D, Faue AS, nmé’ﬁ,",'ﬁiy'.ﬁﬁf.’c" Q;??.T.

of human vitus infection. Clin Microbiol Rov 197;10:358, with

permission,

FIG. 6. Changes in lymphoid tissue histopathology and patterns of viral distribution associated with
human i virus (HIV) disease In early-stage disease (A), hematoxylin and

eosin staining (top) reveals florid follicular hyperplasia; in situ hybridization for HIV RNA (bottom)
reveals heavy deposition of HIV in the hyperplastic germinal centers. In intermediate- to late-stage dis-
ease (B), loss of normal lymphoid architecture resuits in follicular involution (top), with consequent loss
of HIV trapping capacity (bottom). Reprinted from Cohen O, Pantaleo G, Lam G, Fauci AS. Studies on
lymphoid tissue from HiV-infected individuals: implications for the design of therapeutic strategies.
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:‘TABLE 3. AIDS surveillance case definition for adulis and

adolescents
Clinical categories
A B c

CD4 Asymptomatic, Symptomatic,” i

cell lymphadenopathy, not category Clinical
categories  or acute infection AorC AIDS?
>500/pL
. (>29%) Al B1 .C1
200-499/ul

(14-28%) A2 B2 c2
<L00/pL y

{(<14%) a2 B3 . C3

Diagnosi di infezione da HIV

* Sierodiagnosi: ELISA e western blot
* Ricerca del virus (o di sue componenti)
-P24
- Acido nucleico (RNA e DNA
* Monitoraggio dell’infezione e della terapia:
PCR quantitativa
p24

Alcuni bersagli di farmaci
anti-HIV
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[RIQUADRO 61—4. Potenziali terapic
|antivirali nellinfezione da HIV

=
| Analoghi nucleosidici inibitori della trascrittasi inversa
| Adidotimidina (AZT) (Zidovudina)
tidina (ddC) (Zalcitabina)
osina (ddI) (Didanosina)
d4T (Stavudina)
31C (Lamivudina)
ABC (Abacavir)

Inibitori non nucleosidici della trascrirtasi inversa
Nevirapina (Viramunc)

Delavirdina (Reseriptor)

Efavirenz (Sustiva)

Inibitori della preoteasi
Saquinavir (Invirase/Fortovasc)
Ritonavir (Norvir)

Indinavir (Crixivan)

Nelfinavir (Viracepr)

Amprenavir (Agenerase)

Terapia combinata
| e C

Ritonavir/
Nelfinavir/AZT /3TC
Nevirapina/AZT /ddI

Nevirapina,/indinavic/3TC
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