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Tumores oportunistas

O mais frequente tumor
oportunista, sarcoma de
Kaposi, é observado em 20%
dos pacientes com AIDS.

 KS é agora associado com o
herpes virus human 8 (HHV-8).

 Linfomas sao frequentemente
observados pacientes com
AIDS.




Regides conservadas
e variaveis.

Particularidades do HIV

GP120.
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e Genoma consiste de 9200 nucleotideos (HIV-1)

e Proteinas gag compoem o nucleocapsideo - p15, p17 and p24
e Pol - Transcriptase Reversa, integrase/endonuclease, protease

HIV 100-120nm
de diametro

e Env-gpl60 (gpl20:externa a membrane, gp41l: transmembrana)

e  Genes regulatorios. tat, rev, vif, nef, vpr e vpu



coreceptor —
(CCR5 or (

CXCR4)

QIR

Mature virion

HIV fuses to the
host-cell surface.

HIV RNA, reverse
transcriptase, integrase,
and other viral proteins
enter the host cell.

preintegration
complex

Viral DNAis
formed by reverse
transcription.

Host immune cell

Viral DNA is
transported across the
nucleus and integrates
into the host DNA.
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new viral RNA

proteins.

The virus matures
when protease
releases the
proteins that

form the

mature HIV.

New viral RNA is
used as genomic RNA
and to make viral

New viral RNA
and proteins move
to the cell surface

and a new,
immature HIV forms.




ANTIVIRAIS CONTRA RETROVIRUS (HIV)
Bloqueio da integracao

Existe uma aprovada e varias drogas em experimentacao.

Structure of a complex of the HIV-1 integrase core
domain with a novel inhibitor, 5CITEP, 1-(5-

chloroindol-3-yl)-3-hydroxy-3-(2H-tetrazol-5-yl)-
propenone, to 2.1-A resolution.

Goldgur et al. PNAS, vol. 96, 13040-13043, 1999

MK-5018, a Novel HIV-1 Integrase Inhibitor, Merck
First HIV-integrase inhibitor approved by FDA for the treatment of HIV:
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Suppressing HIV Deleting HIV structural/functional
transcription genes to abolish HIV replication



Table 1

Completed HIV-1 vaccine efficacy trials

Trial Vaccine description Immune responses Efficacy outcome
observed
VAX004 AIDSVAX B/B gp120 (MN Non-neutralizing antibody No efficacy
and GNES8 subtype B) gp120 response; ADCVI
in alum
VAX003 AIDSVAX B/E gp120 Non-neutralizing antibody No efficacy
(subtype B MN and response
CRFO1_AE CM244) gp120 in
alum
HVTN 502/Step Trial Adenovirus type 5 Clade B HIV-1 specific CD4+ and No efficacy, increased

HVTN 503 (Phambili trial)

RV144

HVTN 505

gag/pol/nef

Adenovirus type 5 Clade B
gag/pol/nef

ALVAC-HIV (recombinant
canarypox vecton/vCP1521
and AIDSVAX B/E rgp120 in
alum

DNA Gag, Pol, and Nef from
HIV-1 subtype B and Env
from subtypes A, B, and C,
and rAd5 subtype B Gag-Pol
and Env A, B,and C

CD8+ responses

HIV-1 specific CD4+ and
CD8+ responses

Humoral and cellularimmune
responses; Non-neutralizing
Ab to V1V2*, high ADCC,
HIV-1 specific IgG3, FcyRIIC
receptor

* Correlate of protection
T-cell responses to HIV-1
potential T-cell epitopes;
CD4+ HIV Gag responses

infection risk

No efficacy, increased
infection risk

31.2% efficacy at 42 months,
60% efficacy at 12 months

No efficacy

HVTN, HIV Vaccine Trials Network; ADCVI, antibody-dependent cell-mediated virus inhibition; ADCC, antibody-dependent cellular cytotoxicity.



