New tools and perspectives for HIV virus spread studies:
EMICI: Elisa Monitoring of Innate Conformational Interaction
Dosage of circulating antianti-gp120 antibodies preventing gp120 binding to Langerin and/or DCDC-SIGN cell receptors.
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MATERIALS & METHODS

SUMMARY

Cell lines:
CHO cells stably transfected with and surface expressing human Langerin
HeLa cells stably transfected with and surface expressing human DC-SIGN (Amara A & Schwartz O)
CHO and HeLa control untransfected cells.
Monoclonal antibodies:
80 anti-Langerin murine mAbs developed by Dendritics
60 anti-DC-SIGN murine mAbs developed by Dendritics
These antibodies included a large panel of functions (surface staining, internalization, blockade, etc…)
Flow cytometry:
Cells were incubated with biotinylated gp120 in the presence of absence of anti-Langerin or anti-DC-SIGN
antibodies. Gp120 binding was revealed by addition of streptavidin-PE
ELISA:
-Selection mAbs anti-Langerin and anti-DC-SIGN which did not block HIV gp120 binding
-Detection of gp120 blocking secretory antibodies in HIV patients sera.

Mucosa plays a major role in viral spread during HIV infection. HIV entry via gp120 glycoprotein
involved two cellular receptors : Langerin expressed on Langerhans cells and DC-SIGN expressed on
dermal dendritic cells. In order to study virus-host interactions, an ELISA assay specific for each
mechanism of virus entry (Langerin & DC-SIGN) was developed.
Firstly, the gp120-langerin and gp120-DC-SIGN interactions were studied by flow cytometry.
Secondly, we aimed at reproducing in vitro these interactions with proteins in their physiological
conformation using several strategies.
Finally, 2 assays allowing the analysis of gp120 binding to cell-surface expressed Langerin or DCSIGN were successfully set up.
These assays were used to study cohorts of seropositive HIV patients and highly exposed seronegative
HIV patients.

EXPERIMENTAL DATA
I- Classification of Langerin and DC-SIGN
SIGN antibodies: blocking or non-blocking HIV gp120 binding
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II- Experimental design to detect HIV gp120 binding to cell-surface expressed Langerin or DC-SIGN
process
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III-Detection of blocking HIV gp120 antibodies in patients sera
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CONCLUSIONS
Development of specific and reproducible assays detecting the presence of serum
antibodies anti-gp120 which inhibit gp120 binding to DC-SIGN and/or Langerin.
Analysis of HIV+ and HIV- patients revealed a prevalence of 3.6% in HIV+ , and 1.2% in
HIV- patients, respectively.
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PERSPECTIVES
This new approach could be used to study the anti-HIV response to vaccine candidates.
The generation of blocking anti-gp120 antibodies , in order to study the mechanism of virus entry is
currently under process.

All the tools used in this study will be put on sale very soon at www.dendritics.net

