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After the successful realization of the First Branations of HIV-1 positive individuals, as well as
zilian Symposium on Basic Research in HIV/AIDSfor molecular epidemiology studies of HIV diver-
in 1995, the Scientific Committe of the Sympo-sity in Brazil (Dr Claudia Renata F Martins), to
sium decided to continue holding such meetingshe medical assistance and antiretroviral and other
with two years intervals; so the Second Braziliamlrug distribution organized and supervised by the
Symposium on Basic Research in HIV/AIDS wasCN-DST/AIDS (Dr Valdiléa G Velloso), the epi-
held in September 1997, in Angra dos Reis, Rio ddemiological survey and monitoring of the epidemy
Janeiro, Brazil. (Dr M Rebecca O Gomes) and the close collabo-

As pointed out during the opening session byation of the CN-DST/AIDS with Brazilian uni-
the president of the symposium, Dr Bernardweersities (Dr Luiza Paiva Silva) were presented as
Galvao-Castro (Fiocruz, Salvador, BA), the suca round table.
cess of the first symposium motivated an even
greater interest in the second meeting. RemembétNTI-HIV/AIDS VACCINES
ing the efforts of Peggy and Hélio Pereira (hon- The review “Towards a global medical ap-
ored by the symposium) in initiating AIDS researctproach of AIDS: prospects for treatments and vac-
in Brazil and the fundamental importance of Laicines” was presented by Prof. Luc Montagnier (|
Guerra de Macedo Rodrigues of the Brazilian MinPasteur, Paris, France). Summarizing data of HIV
istry of Health (honorary president of the meetvariability and of the increasing number of reports
ing) in furthering public health efforts to control on “mosaic” viruses, of anti-HIV immune response
HIV-1 spread, Galvao-Castro closed his speech e acute infections and recent reports on co-recep-
pressing our longing for the late “Betinho”, the sotors for HIV, he pointed out the necessity of a fast
ciologist Herbert de Souza, who was the honoramfficient control of HIV replication, wether by
president in the first symposium. prophilactic or therapeutic vaccinations or chemo-

The director of the Oswaldo Cruz Institute, Ditherapy.

José Rodrigues Coura, reminded us of the impor- Dr Jose Esparza (UNAIDS, Switzerland) re-
tance of AIDS and HIV infection in our tropical ported on “UNAIDS HIV/AIDS Vaccine Strategy,
country, where co-infections with many pathogeni@ctivity and Plans”. After a brief review of the
agents may occur differently from the subtropicAIDS epidemic in worldwide terms, he summa-
temperate (Europe, USA) countries where the maized the main problems still to be faced in the de-
efforts for development of chemotherapeutic ageniselopment of an effective anti-HIV/AIDS vaccine.
and vaccine candidates are being carried out. The importance of developing vaccines potentially

The work of the Brazilian Ministry of Health, efficient not only against the B subtype of HIV-1,
through the National Coordination for Sexuallyprevalent in Europe and North America, but also
Transmitted Diseases and AIDS (CN-DST/AIDS)against genotypes C and A, much more prevalent
was reported by Dr Cristina Pimenta at the operin world terms (36 and 23% vs 16%); the increas-
ing session, showing us the shift in “risk groupsingly dynamic prevalence of HIV subtypes, the
in AIDS in Brazil, with the increasing infection of need to understand the importance of HIV geno-
women, and the necessity to control vertical HIVtypes in terms of viral control; the importance of
1 transmission. In a separate session, the ongoiagtablishing correlations between anti-HIV im-
work related to the National Laboratory Networksmune response and protection; the urgent need to
for immunological and virological load determi- identify the factors responsible for individual anti-
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HIV “resistance” such as co-receptor interactionthan 40 HIV-1 C genotype epitopes expressed in
Dr Esparza concluded with an overview of recentaccinia vectors and have identified at least one
results obtained in different vaccine trials. Studiespitope identic for HIV-1 C and B subtypes. Com-
carrying out “SHIV” (chimera of SIV & HIV) or- parative analyses of autologous and heterologous
ganisms indicate a direct correlation between virUSTL epitopes, using vaccinia vectors produced to
lence of the infecting agent and level of protectioexpress the epitope present in one infected
acchievedneftcompromised agents, “naked” DNA individual’s virus, indicated that altough cross-re-
and others. Up to now 25 phase I/ll trials have beeattivity could be shown to exist, autologous cyto-
carried out worldwide. Phase lll trials have notoxic activity was more efficient than heterologous
been started yet, but shortly a canary pox vectaictivity. For use in protective measures, CTL will
expressing HIV-1 env/gag/pol will be tested unnecessarily have to be cross-effective, associated
der supervision of UNAIDS in Kampala, Ugandato multi-cultural MHC antigens and, probably, ac-
(chairman: B Bloom). He pointed out that, if trialstive at mucosal sites.
are started today, earliest results will be obained Dr Otoniel Martinez Maza (UCLA, Los Ange-
between the years of 2003 and 2007. It has to bes, CA, USA) presented results of B lymphocyte
remembered that the increasing use of triple therajyperactivation early in HIV infection, with de-
will affect incidence of HIV-1 and therefore costtails on activation markers. Increased IL-6 (BSF-
and period of vaccine trials. 2) secretion, and elevated levels of IL-6 receptor
Studies of new anti-HIV drugs, protease inhibi{CD126), increases in B7.2, CD95 “Fas” and CD40
tors and anti-HIV-1 reverse transcriptase, werare observed in HIV infection, wether due to EBV
presented by groups of the Universidade Federeb-infection, direct or indirect superantigen effects,
do Rio de Janeiro and of the Universidade Federahronical antigenic stimulation or B lymphocyte
Fluminense. stimulation through cytokines. Increased IL-6 se-
cretion was shown to be inducedvitro by the
IMMUNOPATHOLOGY OF HIV INFECTION HIV gp41 antigen. Lymphomas are 60-200 times
Dr Giuseppe Pantaleo (Centre Hospitaliemore frequent in HIV infection than in the general
Universitaire Vaudois, Lausanne, Switzerlandpopulation, and a positive correlation with EBV
presented data of studies analysing T cell clonésfection (40%) and c-myc gene translocation
from HIV-1 infected individuals. The study of T- (79%) has been reported. Presence of lymphomas
cell receptor (TCR) ¥ chains in individuals with in HIV infection was associated to soluble CD23
“progressive disease” showed a statistically sig-74%) and soluble CD27 (100%). Detection of high
nificant greater loss (or sharp decrease, below devels of sCD2, sCD27, IgE and IL-6 in HIV in-
tection limits) of TCR \b clones in “progressors” fection could be correlated to development of lym-
in comparison to “non-progressors” (p<0.0001)phomas one to three years later (see detailed re-
A positive correlation between polyclonality of theport in this issue).
TCR Vb and control of disease progression could Dr Andrew Freedman (University of Cardiff,
be established. Comparison of TCR ®ones in- Wales, UK) and his group studied hematopoietic
dicated a greater concentration of CD8-T cells isuppression in HIV infection. The development of
peripheral blood than in lymph nodes during prianin vitro culture system for bone marrow cells
mary HIV infection which, together with the spe-permitted the identification of the HIV infected cell
cific antibody response, may be responsible for thgpes: only monocytic cells were found to be in-
sequestration of the virus in the lymph nodes. fected. Treatment of infected cultures with AZT
Dr Robert Bollinger (Johns Hopkins Univer-or ddl showed a greater influence of AZT on cell
sity, Baltimore, USA) briefly reviewed data onviability and function. The group was also success-
cytotoxic T lymphocyte (CTL) activity in HIV in- ful in establishing thymocyte cultures, using IL-
fection. The importance of a polyclonal CTL re-12 and Flt-3 (fetal hepatic kinase) complements.
sponse in HIV-1 infection and anti-HIV/AIDS The presence of CD34+CD2- precursor cells was
immunization has been demonstrated by studieshown to be necessary for HIV infection of thy-
from his group, as well as the effectiveness of mus cells.
cross-cytotoxic immune response. No correlation Dr Anne Hosmalin (Hbpital Pitié-Salpetriére,
between genotype and “CTL-type” has been esaris, France) presented her results of a study of
tablished yet, but cross-genotype CTL responseaplenic dendritic cells in HIV infected individu-
have been detected. After briefly explaining thals. Her isolation procedures permitted HIV de-
methodology used, based on using labelled autoltection by PCR with a sensitivity of 1/100,000 cells,
gous B-cell lines infected with vaccinia virus car-and allowed detection of HIV infection in differ-
rying genes for different HIV-1 proteins as targeent spleen cells: CD4+ T cells (1/60), dendritic cells
cells, he reported that his group has developed mai®3,000), mononuclear splenic cells (1/1,500) and
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adherent splenic cells (1/2,100). Intermediate valation between disease progression (indicated by
ues of HIV infection 10 to 14 times higher thanlower numbers of circulating CD4 lymphocytes)
detected in monocyte/macrophage cells were dand high levels of IL-10 and IFd\tould be noted
termined for dendritic cells. A characteristic high(see detailed report in this issue). A review of re-
expression of CD83 was found in dendritic cell$ults on humoral anti-HIV-1 immune response in
from HIV infected individuals. Rio de Janeiro was presented by Dr Vera Bongertz
Upon invitation, Dr Hosmalin also presented(Fiocruz, Rio de Janeiro, RJ). Seroreactivity stud-
data from Patrice Debré and Brigitte Autran, ones with V3 peptides indicated a high cross-reac-
expansion of the CD4+CD7- cell subset in HiViivity between B and F subtype plasma, but statis-
infection and reduction to normal levels after tripl&ically significant lower cross-reactivity (p<0.0001)
chemotherapy, parallel to the increase in total CD4gith the Brazilian GWG variant of the B subtype
cells (see detailed report in this issue). (known as B"). This lack of crossed recognition of
Dr Michael Hendry (California Dept. Health 3 peptides was not reflected in crossed neutral-
Services, Berkeley, CA, USA) presented results Gfation assays, where no significant difference of
serotyping analyses. Good identification of B, B"neutralization of B, B” or F primary isolates by
C and A genotype HIV-1 infection by serologicalheterologous B, B” or F plasma could be observed
analyses was shown, with correct distinction of Bisee detailed report in this issue).
C or E HIV-1 genotype infections. Correlation to-  Several works submitted as posters were dis-

neutralization Susceptlblllty or viral load was notcussed in an |mmun0path0|ogy Session, with re-
detected. A Study of vertical HIV-1 transmissiorbent data found in studies of Cytokines and

in Zimbabwe permitted identification of a muchnterleucins in HIV infection, immune response
higher proportion ofn uteroHIV-1 transmission (humoral and lymphoproliferative) against syn-
(77%) than reported for USA (25-33%), leadinghetic HIV peptides, among others.

to a hypothetical correlation of C genotype infec-

tion andin uteroHIV transmission. CO-INFECTIONS

Dr Fernanda Martinez Salazar (Instituto  Reports on co-infections common in Brazil,
Nacional de Diagnostico y Referencia Epidesuch as tuberculosis/HIV and HTLV/HIV were pre-
miologica, Mexico City, Mexico) presented resultssented. Dr Carlos R Brites Alves (Universidade
of a study analyzing the lymphoproliferative re+ederal da Bahia, Salvador, BA) analyzed the vi-
sponse (LPR) of Mexican children, offspring ofral load of HIV-1 infected individuals co-infected
HIV-1 infected mothers, against a panel of synwith HTLV, which was shown to be higher than
thetic peptides. Two of 11 HIV-1 infected childrenthe one observed in non-co-infected individuals
and 5 of 13 non-infected children showed LPRyithin the same group of patients. Dr Afranio
against the peptides chosen, indicating the posritsky (Universidade Federal do Rio de Janeiro,
bility of a “protection” in uninfected children.  Rio de Janeiro, RJ) presented a review of HIV and

Several reports of immunopathological studmycobacterium tuberculosis Brazil in compari-
ies carried out in Brazil were presented. Dr LRson to data reported outside of Brazil (see detailed
Castello-Branco (Fiocruz, Rio de Janeiro, RJ) preeport in this issue). Dr M Gléria Bonecini Almeida
sented data from an oral immunization trial ofFiocruz, Rio de Janeiro, RJ) presented results on
HIV-1 infected individuals with cholera vaccine: g study of bronchoalveolar and peripheral mono-
a positive correlation between numbers of circunuclear cell iNOS detection and cytokine produc-
lating CD4 lymphocytes and the ability to secretgion. Bronchoalveolar cells expressed less iNOS
anti-cholera Toxin B (CTB) antibodies (IgG de-when obtained from HIM. tuberculosisco-in-
tected in 4/12 individuals) was established, and facted individuals than from non-HIV infected tu-
slight transient elevation of viral load occurringberculosis patients, changing the clinical outcome
shortly after immunization was observed in albf both infections (see detailed report in this is-
volunteers but there was no deterioration in clinisue). Dr Ricardo Ishak (Universidade Federal do
cal outcome (see detailed report in this issue). O¥ara, Belém, PA) reported data on HTLV/HIV co-
Alberto Duarte (Universidade de Sao Paulo, S&@fection in Para, with a 8% prevalence of co-in-
Paulo, SP) presented a summary of cytokine stugkction, higher for HTLV-II than HTLV-I (see
ies carried out by his group indicating that, in gendetaied report in this issue). Dr Regina Keller
eral, HIV-1 infected individuals had elevated con{Universidade Federal do Espirito Santo, Vitoria,
centrations of IL-10 in blood, as well as slightlyeS) reported detection of HHV8 (Human Herpes
higher IFNg levels than non-infected individuals. virus 8) in six of eight AIDS patients with Kaposi's
IL-4 concentrations are quite low, even after physarcoma.

tohemagglutinin stimulation, and a positive corre-  The development of research in the association
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of Tropical Diseases and HIV was demonstrateth different geographical regions of Brazil, in dif-
by the high number of abstracts presented Hgrent HIV-1 transmission groups, detection of re-
groups from different regions of our country. As-combinant samples and a study of protease gene
sociation between HIV arid. tuberculosisHTLY,  polymorphism. Results of polymorphism studies
Blastocystis hominis, Chlamidia pneumongael  carried out in Argentina, as well as results obtained
C. trachomatisLeishmania braziliensis, Trypano- analysing Bolivian samples, were presented.

soma cruzwere described, and the majority of the ;ra| LoAD

results were preliminar but have shown the impor-

tance of the first symposium, when the importance Dr Giuseppe Pantaleo (Centre Hospitalier
of co-infections in our country was speciallyUniversitaire Vaudois, Lausanne, Switzerland) pre-

stressed. sented data on viral load analyses carried out by
his group. In reference to lymph node HIV load,
HIV POLYMORPHISM statistically significant (p<0.01) greater viral loads

Several authors presented data on studies iof individuals with more advanced disease could
HIV polymorphism in Brazil. Dr Bernardo Galvao- be detected. This greater viral load has been shown
Castro presented data from the National Networto reflect a greater load per cell and not a greater
for HIV Isolation and Characterization, with re-number of infected cells. A conclusion of his work
sults referent to 22 samples from Rio de Janeiro,ig the possibility that plasmatic HIV load deter-
from S&o Paulo and 5 from Belo Horizonte, inmined in the first months of infection may not re-
cluding data on isolation, phenotyping, genotypindject the total viral infection of the patient, while
sequencing, seroreactivity and neutralization of thexeasurements after the 7th month of infection show
primary isolates. Dr Mariza Morgado (Fiocruz, Rioa good correlation with disease progression and
de Janeiro, RJ) presented data on the first subtypeuld therefore be used in the prognosis of disease
D HIV-1 identified in Rio de Janeiro, including progression. The data reinforce the necessity of
homology analyses of C2V3 sequences witlkhemotherapy as early as possible after infection
Southafrican D subtype. Moreover, her results frorfor greater efficacy.

a genotype study of Rio de Janeiro (n= 131) indi- Dr Fabian Fay (Centro de Diagnostico Molecu-
cated an absence of correlation between exposueag, Rosério, Argentina) compared NASBA and
group and HIV genotype in this sample (see dd3DNA quantitative viral load assays in their
tailed report in this issue). Dr Ester Sabinensitity for measuring HIV-1 B or F subtype, con-
(Fundacéo Pré-Sangue, S&o Paulo, SP) presentddding that the plasmatic load of B subtype
results of genotype analyses of patients identifiedIV-1 infected patients was better detected using
in blood donors from S&o Paulo capital and fronNASBA.

Santos, SP, with a distinguishing prevalence of Studies carried out analyzing viral load in Bra-
the F subtype in S&o Paulo and of the C genotypdian patients were also presented. Dr Lucia Aleixo
in Santos. Her results confirmed that no relationtUniversidade Federal de Minas Gerais, Belo
ship between exposure and genotype or viral loadorizonte, MG) presented data of an AZT trial in
and genotype could be established. Seroreactiviiv-1 infected pregnant women in Brazil, report-
assays indicated a good relationship between igg similar results to the ATCG 076 trial: a trans-
geno- and serotype. Dr Ana Carolina P Vicentenission percentage of 6.3 for treated vs 31% for
(Fiocruz, Rio de Janeiro, RJ) presented results fronbn-treated women. A strong correlation between
a genotype analysis carried out on env and pol (proiral load and vertical HIV-1 transmission was
tease) genes of HIV-1 samples from Manaus, AMhoted, although exceptions were detected. A pos-
leading to the identification of a great number (4§ibility that AZT, besides reducing viral load, may
9) of mosaic HIV-1 (B/F) genomes in the populaaffect viral infectivity was discussed to explain
tion studied. Dr Amilcar Tanuri (Universidade absence of vertical transmission with high viral
Federal do Rio de Janeiro, Rio de Janeiro, RJ) anaad in the mother's plasma. Dr Jodo Renato
lyzed the HIV-1 protease gene of 70 samples frolRebello Pinho (Instituto Adolfo Lutz, Sdo Paulo,
Rio de Janeiro, identifying a greater polymorphisngp) compared viral load measurements with other
in F subtype than detected in B subtype, which prenarkers of disease progression, finding good cor-
sented similar polymorphism of the protease genejation only withb2-microglobulin levels. Al-

as described for North-American HIV-1 B sub-though not correlating to viral load, the number of
type. ] . CD4 lymphocytes correlated with p24 antigen de-

Several studies submitted as posters were digsction (p<0.001). The two viral load assays used
cussed in a Molecular Biology and Biochemistrhowed a good correlation (79.3%), although the
session, and presented data on HIV-1 polymorphisgbNA assay showed a higher sensitivity than
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NASBA (see detailed report in this issue). Dr  The presidency of the Brazilian Symposium on
Ricardo Diaz (Universidade Federal de Séo PaulBasic Research in HIV/AIDS was transferred from
Sé&o Paulo, SP) reviewed data on disease progré&s- Bernardo Galvao-Castro (Fiocruz, Salvador,
sion, with increasing viral loads, HIV-1 diversity BA) to Dr Alberto Duarte (Faculdade de Medicina,
and proportion of syncytium-inducing variants. Universidade de S&o Paulo) and the Third Brazil-
The Symposium’s Scientific Committee indi-ian Symposium on Basic Research in HIV/AIDS
cated Ivan Neves Junior, Laboratory of AIDS andVill be held in Sao Paulo, in 1999.
Molecular Immunology, Department of Immunol- ~ The symposium was sponsored by Fiocruz and
ogy, Instituto Oswaldo Cruz, Fiocruz, Rio de Janeird3razilian Ministry of Health - (CN-DST/AIDS),
to receive the Peggy & Hélio Pereira prize, for preFAPERJ, FINEP, CNPq, CAPES and Embratel,
senting his results on “Cellular Immune response iwith participation of Furnas, Lablaser, Organon
HIV-positive household contact from HIV-infected Teknika, Akzo Nobel, Xerox, PE Applied
or not tuberculosis patients” (Abstract 32). Biosystems, CerMed, and the help of Multimeios/
An abstract book was printed with summarie§€ICT/Fiocruz.
of all posters and is available at The Fiocruz Li- Thisis a personal view of the Second Brazilian
brary (information available at the Internet: http:Symposium on Basic Research in HIV-1/AIDS, with
Iwww.fiocruz.br or by e-mai:l bibmang@dcc001.special emphasis on results presented but not pub-
cict.br). lished in this journal, as interpreted by the authors.
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