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Abstract

AIM: To investigate the characteristics and clini-
cal significance of myeloid-derived suppressor
cells (MDSCs) in patients with chronic hepatitis C
(CHQ).
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METHODS: The frequencies and phenotypes of
peripheral blood MDSCs were analyzed in 61
patients with CHC, including 14 rapid virological
response (RVR) cases and 22 early virological re-
sponse (EVR) cases, and 25 healthy controls (HC).
The correlations between the characteristics of
MDSCs and clinical markers were analyzed.

RESULTS: The frequencies of peripheral MDSCs
in CHC patients at baseline were significantly
higher than those in the HC group (1.33% vs 0.7%,
P < 0.001), which were positively correlated with
HCV RNA load (r = 0.636, P < 0.001). T cell recep-
tor (TCR) ¢ expression on CD8 T cells was nega-
tively correlated with the frequencies of MDSCs
in CHC patients at baseline (r = 0.690, P < 0.001),
and could be restored by L-arginine in vitro. The
frequencies of MDSCs decreased after antiviral
therapy, which were higher in the RVR group than
in the EVR group (P = 0.024). TCR { expression on
CD8 T cells increased in both RVR and EVR cases.

CONCLUSION: In CHC patients, MDSCs may
suppress immune response by down-regulating
TCR ¢ expression on CD8 T cells, resulting in vi-
ral persistence.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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SR L& K FCHCHAMDSCsH 9 % & T1&
BE2(1.33% vs 0.7%, P<0.001), H.5HCV RNA
HEZIEMEX(E = 0.636, P<0.001), 557
R Tk = 0.156, P = 0.229); CD8 T#m
fe gk d 69 T2 i 22 (T cell receptor, TCR) (4%
F A %5 CHCAMDSCs#i % 7H 35 2 fi A8 %
(r = 0.690, P<0.001), ARSI Im NL-H5 2R 7T
1 LR B, ok I7 Je, MDSCs# & 2 F &
# % HRVRLILZLKR-TFMDSCsHn & 5 T
EVRZL(P=0.024).

Zif: CHCE# sh A aMDSCs3i %I & T4k
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paxic| n HBIEE/%) F#E(5) ALT(U/L) HCV RNA( x 10° IU/mL)
HC 25 18/9 28(20-35) ND ND

CHC 61 38/23 45(19-70) 72(11-254) 5.975(0.003-47.980)
CHC-RVR 14 10/4 40(19-56) 86(27-193) 14.966(0.022-48.000)
CHC-EVR 22 13/9 42(20-63) 74(27-202) 3.710(0.028-11.570)

HC: [2ERXYIR; CHC: 1M AR RVR: IRIRFS

A HIHE. BEFUN RIAEARTE RN 1. BELLE A
(phycoerythrin, PE)ArIC ) i T ACD33HuiA
H 5% [H f)PharMingen A w5 PEFRC 1) T4 il 32 14
(T cell receptor, TCR)CHUIAN H V2 [H [f)Beckman
Coulter Immunotech SAS/AT]; A FER LR
(fluorescein isothiocyanate, FITC)Axric [ Fl Pt A
CD3¥i# ) A ' [E )SungeneBiotectA H]; Hi4x
PURIE H S EBD 2 w5 il 2 A Y5 240 L P 2
74 Lin-1'HLA-DR'CD33°CDl11c¢".

1.2 7%

1.2.1 #F B 2MDSCs##ml: B4 11200 uL'E T
wmAE T, IAFITCHRid B BBt ALin-1504%
% W FE M2k B H (peridinin chlorophyll
protein, PerCp)bric (1) il Ht A\HLA-DRFLIA
5938 5 25 (1 (allophycocyanin, APC)Fric it il T
ACD1IbHUAFIPEFRICH Pt ACD33 44k, iE
HHFE30 minj5, KLU0, FHWERR Sh 2% rhik
(phosphate-buffered saline, PBS)¥ti2ik, 1A 170
nL 1%% R E, B T4 CUKRIfRIF, 24 hA
22 2\ SRS ).

1.2.2 CD8 T#4m M TCR &k agrbml: BG4 o4
I 5 4% 41 ffd (peripheral blood mononuclear cells,
PBMCs) I AFITCArIC 1 B Pt A CD3Hi 44 Al
APCHRIC I BRHT N CD8HUIA, WA 570 A2, it
J6F 30 minjs, PBSUERR21; [ E MU, 14>
SIAPEARIC B R BTATCR CHEHTA AN [R] 106}
I PBSYLI 23, JIA170 uL 1%% 58 s [ 2,
B T4 COKFEPRAT, 24 hPy 283 240 i (SRS
1.2.3 s fe3s /- 42CD8 T#4m I TCR (4% #9 4 m: $4
Das B (1177 B TPBMCsHi 77, IXPBMCs
HT 964U, e AL -K=g, & 137 C,
5%CO R E 1 hg, MABHW Fmonensin
(2 umol/L), FHIFE 10 h. B HE 45 d 5, A
FITCHRC I FL BT A CD3 AR AP ChRic I Bl b
N CD8HLA, BEGHF 30 minjii, PBSHEHR 2
SEREE, 1573 3 IAPEFRC I B HTATCR CHiLAA
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FNE; EVR: SFEFRSZFNE; ND: KDI; ALT: SRIRRES.

ORI, PBSYEVR 23, IIA170 pL 1%% 5%
FHEE e, B T4 CUKARTRAE, 24 hy 223 U4t
ASCAS .

it b K HISPSS16. 08T 4 12
3T, 240 FORHE A FHMann-Whitney Ul S, £
A 1) Febr L I K ruskal-WallisBR AT 56, AN
AR5 (B AH 2P 2 B I SpearmanFk AH 2 1 43 #T .
P<0.05 0 ZRA SR X

2 B8

2.1 CHCZLMDSCs A £ % MDSCsl& [ ] 5 4
FITAT 7. i =04 ok il 45 2R o, S HCAH
b4, CHCHALAM A MMDS CsHE £k 4% 1l 8 T,
HAGevh24 7 5@P<0.001), WK 1B 7.

2.2 CHCZEMDSCsA& £ 37 & L5 16 )R8 A 69 48 %
PRI E R BUH C VIR G5 i 7R 124 B4R
Fr@&HCV RNAZ &R 2 iK1 A T-CHC
YIMDSCsHELMF SHCV RNAZ = FIA N §%
% f¥(alanine aminotransferase, ALT)/K 34T T
AT, 45 RIR7R, CHCAIMDSCsIE £k 4%
H5HCV RNAE #m/K V- 2EMEIEAH @ = 0.636,
P<0.001), 53R SRR, ME2APT R, 5
ALT/K - TEA M@ = 0.156, P = 0.229), 11K2B
.

2.3 CHCZLCDS T4 fTCR (4% 49 & ik K F
5MDSCs# ¥ 6948 %% CHCAIFIHCZLCDS T
MTCR CHERIRE ] SEms aiE3A, CHC4ICDS
TAIETCR CHEFA R LIKF W] BALTHCA
(P<0.001)(I3B), 1M H 5MDSCs#iii % 2 f %
(r = 0.690, P<0.001)(KI3C); Ui #iAIT JFRVR
A FEVRAAMDS CsHil £ B L /KB e =
0.016, P<0.001)(EI3B). HHIEFK, L-FE2 Lok =
A FIHCDS THIMITCR CHEMIZRIE, R ERATTx
PBMCs Il A NAs 2 BR AT AR A1 %, 45 R
7R, IIAL-K5 225 ] fiCD8 TAITCR CHEMN
KL IN(EI3D).
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4.5 PURTERITBEVI T, RVRAIZEHUR REIG YT
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ATl BEAI S, RVRAIMDS CsH4E Jii % TEVR
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B 3 CHCEZIMNAMCDS TARETCR CHEMVTRXMEAE, 1454
DN -BSERTPEFRIAIEN. A: CHCZHCDS TAETCR ¢
TR/ B: DU aiGI 75, RVRAIEVRZHCDS
TAHEITCR KL KCPHEIN® = 0.016, P<0.001); C:
CHCZHALIKEAICDS TAIIETCR (HEFRA SMDSCsIiEe
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SIEHTIHIZINE,; MEL SEIJRE R

WCJD | www.wjgnet.com

6
BETI R (wk)

B 4 HURSBISHENDPEVRIIRVREZ BTUEHFII LS.
A: HCV RNABBHURERGTT 2 RS B: ALT/CRRETUR
FHETT W E [EHr; C: MDSCSHTEEhfit R EiaTT & N
a3y, (AR VRZAMDSCsEZANZ i TEVRZA (P = 0.024); D:
CD8 TAMETCR CHREPURTRGT T RHHEIN. EVR: £
FENE; RVR: PR RN 2 MDSCs: i 2 RIEIHI40
fifl; MEL SERJORRAE; ALT: SRR,
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TIHCDS TAIETCR CHEMIRIE RN FTAH MK
FER I TR, X EEMAHEINLH 2 —. 7EADT
FE, AT T CDS TAIPTCR CBEIMZRIE, LA
PEAGLEAS R f BEMD S Cs AR A 1 . 3RAT
RILCHCH:E A1 E 1CDS TAIITCR CHEMI#%
RAL TR, H 5MDSCsHiR S A7 A% 1 H.,
CD8 TAiMITCR PRI T b 7oL K 2 IR
TR, B, EVRAIRVREF HFCDS T4
JITCR CEEMI M LMD SCsIFAE R 4% I AH
K. XEEHEHLR, MDSCsT] it 2 5 THCVIE Y
R I RE . Bl AR /sM DS Cs 32 211 ik
5 TR RS BRL RS 2R R AT AW I o el
XA R BT R MDS Cs & 44 4E H IRHLE], (2
T B D AT 2RI 5K,

B2, CHCHEFAME LMD SCsHil % It i
599 B S HIAH G, I 0l REXT PR R N B — E
(PRI, %of Akl e AR T 7 S — R 11
ZHEANA.
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