i il | i |
@ ASUNET
dmalal) cila glaal) A8l




e ]
@ ASUNET
dmalal) cila glaal) A8l

e ]|t oy Gl | et
@ ASUN ET

Ao Sy 3258 385




o | e | A
@ ASUNET

dmalal) cila glaal) A8l

il i et

plid g )Saall g (9 SN (35 31
.

Lebiausi g L g a3 1 Balal) O audied) Al aedd
Sl il A ¢y 98 ) 3B 2DEY) oda e

kil oo Ty aDIEY) 038 Jadas
00 40-20 (3o dpsead 4y s 35 4 5ia 20 — 15 (e Bl a da o b

To be kept away from dust in dry cool place of
15 — 25¢ and relative humidity 20-40 %




i | o ol |
@ ASUNET

dmalal) cila glaal) A8l

ity |y el Sl
@ ASUNET

FlL o,
i LAY




dmalal) cila glaal) A8l

ity |y el Sl
@ ASUNET

Sloe Yl |
J—ed 55




éf}f52h3/27

Defining the Role of Plasmacytoid Dendritic Cells
and Type I Interferon in Acute Hepatitis C
Patients

By

Hala Mohamed Mohamed Mansour Gabr
Bachelor of Pharmaceutical Sciences; Cairo University — 2000
Master of Pharmaceutical Sciences (Microbiology & Immunology),
Cairo Umven‘dy - 2005

A Thesis Submitted For The Requirement of The
Philosophy Doctor Of Pharmaceutical Sciences
(Microbiology & Immunology)

ADVISORY COMMITTEE

Prof. Dr. Hussein Abdel-Baky  Prof. Dr. Alaa E-Din Shawky
Shoeb

Professor of Microbiology & | Professor of Microbiology &
Immunology; Faculty of Immunology; Faculty of
Pharmacy, Cairo University Pharmacy, Cairo University

Prof. Dr. Mona Mohamed Rafik Dr. Matthew L. Albert
Professor of Clinical Pathology & Head of Dendritic Cells
Immunology, Faculty of Immunobiology Unit;

- Medicine, Ain Shams University  Pasteur Institute- Paris

Department of Mzgt;q!nology & Imnmnolog

Faculty of Pharmacy, Cairo Unwers:ty
2010 | 2

oLV




Faculty of Pharmacy
Cairo University

Approval Sheet

"Defining the Role of Plasmacytoid Dendritic Cells and
Type I Interferon in Acute Hepatitis C Patients "

By

Hala Mohamed Mohamed Mansour Gabr; M.Sc.

Approved By Commiittee in Charge

Prof. Dr. Alaa EI-Din Shawky f
Prof. Dr. Mona Mohamed Rafik__ &LQS L

Date: 07 February 2010






Abstract

Abstract

The population of Egypt maintains one of the largest hepatitis
C virus (HCV) epidemic in the world. It has been possible to recruit
and follow a cohort of acutely infected individuals with the aim of
characterizing the immune activation that occurs during the first six
months of HCV infection. Specifically we hypothesized that
plasmacytoid dendritic cells (pDCs) may play an integral role in
orchestrating the host immune response as the main producers of type
I interferon (IFN).

The percentage of pDCs (BDCA-2+/BDCA-4+) present in
acute HCV patients was investigated; with no statistical difference in
the median percentage of pDCs between healthy donors and acute
HCV patients (p=0.379), or acute HCV patients that spontaneously
cleared their virus and those that did not (p= 0.433). Acute HCV
pDCs showed a normal phenotype: CCR7"°, CD86"°, CXCR3"™, HLA-
DR™ In healthy individuals and acute HCV patients, the pDCs
produced measurable amounts of IL1-Ra, IL12p40-70, IP-10, TNF-c,
IFN-o. and MIP-1p, when stimulated by CpG, confirming that the
pDC populations found in viremic patients are functional. Using real-
time qPCR, a higher amount of CXCL10 mRNA was detected in
acute HCV patient a difference that was borderline significant (p=
0.057). Additionally, MxA induction was observed in some HCV
acute patients but was not observed at all in healthy patients. These
data demonstrate that pDCs circulating during acute HCV infection
are consistent in number and surface phenotype as those present in
healthy individuals, suggesting that an alternative cell type is
responsible for IFN production.

Using clinically validated tests, the concentration of 85
plasma analytes were quantified. Interestingly, seven molecules were
identified (sVCAM-1, B.M, TBG, Ferritin, sCD40, CXCLI10,
sICAM-1); those molecules discriminate cleared versus non-cleared
HCV patients.

Overall, the present study demonstrates that the circulating
pDCs in acute HCV patients are similar to those of healthy donors.
Therefore, we recommend the use of pDCs stimulants as a viable
drug target for the stimulation of endogenous type I IFN production,
which may promote viral clearance in those patients who fail to
achieve spontaneous clearance. We also recommend the association
of pDCs agonist to the combined therapy by pegylated interferon and
ribavirin for chronic HCV cases.
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