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IL-18, a potent co-stimulator of IL-12 in inducing IFN-y production, has been shown to enhance HIV
replication in vitro. However, there is no clinical data of whether 1L-18 is dysregulated in patients infected with HIV-1.
The roles of p-chemokines, RANTES and MIP-10C, in blocking CCR-5 tropic virus and may also contribute in delayed
disease progression have been recently reported. This study is to investigate the gene expression of IL-18, RANTES and
MIP-KX in PBMCs of HIV-1 infected patients as compared to HIV seronegative healthy donors.

Heparinized peripheral blood samples were obtained from 30 HIV-I-infected patients (1:1 of CD4+ T cell
count < and > 200 cellymm3 with no active opportunistic infection and without previous antiretroviral and
immunosuppressive treatments, and 15 HIV seronegative blood donors at Chulalongkom hospital and Thai Red Cross
National Blood Bank, respectively. Peripheral blood mononuclear cells (PBMCs) were separated from the blood samples
by Ficoll-Hypaque gradient. RNA were extracted from PBMCs and then subjected for RT-PCR with specific primers of
IL-18, RANTES and M IP-ia. (3-actin RT-PCR was included as a housekeeping gene control.

It was revealed that RANTES and M IP-la mRNA were detected in PBMCs from all of the subjects either
HIV-seropositive or seronegative. Almost all, i.e., 14 of 15 in group A (HIV seronegative blood donors), all of group B
(HIV-infected with CD4+ T cell count > 200 cellsymm3 and 14 of 15 in group ¢ (HIV-infected with CD4+ T cell count
<200 cells/mm3 showed mRNA expression of IL-18 in their PBMCs.

This is the first report to show that IL-18, as similar to RANTES and MIP-KX, was constitutively expressed in
PBMCs from both of HIV seronegative and seropositive individuals. The proportion of IL-18 mRNA expression was not
statistically different in the advanced as compared to the less advanced HIV-infected patients. This finding may indicate
the essential roles as well as the redundancy of these cytokine and chemokines in the immune system, and therefore were
preserved even in advanced HIV infection. Nevertheless, as the RT-PCR used in this study was a qualitative method, for
more precise comparative analysis, quantitative RT-PCR assay should be used for the further study. The clear-cut roles of
IL-18 both in physiologic state and in HIV infection required further investigation.
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ABBREVIATIONS

AIDS = Acquired Immune Deficiency Syndrome
ARC = AIDS related complex

bp = base pair

°C = Degree celcius

cc chemokine = beta-chemokine

CCR-5 = beta-chemokine receptor 5

CD = Cluster of Differentation

CDC = Centers for Disease Control and Prevention
cDNA = complementary deoxyribonucleic acid
CTL = Cytotoxic T lymphocyte

cxc chemoking = alpha chemokine

DDW = Deionized distilled water

depc-h = Diethyl pyrocarbonate treated water
DNA = Deoxyribonucleic acid

dNTPs = Deoxyribonucleotide triphosphates
DTH = Delayed-typed hypersensitivity

DW = Distilled water

env = envelopes

etal. = et alii

FACS = fluorescence activated cell sorter
FHLN = lymph node with follicular hyperplasia
g = gram

o = glycoprotein

HIV = Human Immunodeficiency Virus

ICE = IL-1p converting emzyme

IFN-y interferon gamma



IGIF = interferon gamma inducing factor

Ig = Immunoglobulin

LESTR = leukocyte-expressed seven-transmembrane-domain receptor
IL = Interleukin

IL-1 = Interleukin-1beta

IL-1R = IL-1 receptor

IL-IRrp = IL-1 receptor related protein

kDa = kilodalton

LPS = Lipopolysaccharide

LTR = long terminal repeat

LTNP = long term nonprogressor

M = Molar

MDM = monocyte-derived macrophages

(ag/ml = microgram per milliliter

MgCI2 = Magnesium chloride

mg/L = milligram per liter

min = minute

MIP-la = Macrophage inflammatory protein-1alpha
MIP-(3 = Macrophage inflammatory protein-1beta
(Il = microliter

ml = milliliter

mm3 = cubic milliliter

MP = mononuclear phagocyte

M-tropic = macrophage tropic

NF-kB = nuclear factor kappa B

NK = natural killer

NRT = non-reverse transcribed

nm - nanometer
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RT
T-cells
TF

Th
TNF-a
Tris
T-tropic
uv

non-syncytium-inducing

HIV core protein fragment

Peripheral blood mononuclear cells
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