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[ Abstract] Objective To compare the differences of the proportions of CD4*/CD25* and CD28*/TCR* T cells in peripheral
blood between patients with advanced nasopharyngeal carcinoma(NPC) and healthy volunteers, and explore the potential significance of
the aberrant lymphocyte subpopulations of T cells for prognosis in NPC patients. Methods Twenty-nine healthy volunteers ( control
group) and 53 patients with advanced NPC(NPC group) were recruited. The peripheral venous blood samples were harvested and the pe-
ripheral lymphocytes were isolated and collected by ficoll-hypaque density centrifugation. The proportions of CD4 */CD25" and CD28 */
TCR*T cells were measured by flow cytometry. The relationship between the aberrant proportions of these T cells and the risk of relapse
in NPC patients was analyzed according to the follow-up data of 18 months after chemoradiotherapy. Results The proportion of CD4 */
CD25 " T cells in NPC group was(10.6 +£2.7)% , higher than(7.7 £2.0)% in control group (P <0.05), whereas the proportion of
CD28*/TCR " T cells in NPC group was(1.9 £0.6)% , lower than(2.9 £1.0)% in control group(P <0.05). According to the 95%
confidence interval of the proportions of CD4 */CD25 " and CD28 * /TCR * T cells in control group, the NPC group was divided into normal
(<8.5% ) and elevated( >8.5% ) CD4"*/CD25" T subgroup or normal ( =2.5% ) and reduced( <2.5% ) CD28*/TCR " T subgroup.
The relapse rate of elevated CD4 */CD25 * T subgroup within 18 months after treatment was 32. 1% , higher than 8.7% of normal sub-
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group with significant difference( P <0.05). No difference was observed between subgroups of CD28 */TCR " T. Conclusion The pro-

portion of CD4*/CD25 " T cells is a potential prognostic factor for the risk of relapse in patients with advanced NPC.

[ Key Words] Lymphocyte subpopulations of T cells;

[ 5 e S W 8 1) o A M DX, AR RO BT R 5B
PR L 81 e 25 2010 712 O BE A R AR
JE S MRIEE VAT B AR SN, I & 28 BlUE 52 T A Rk
S W SR R TS S AR, B R TR
MRS RTT IBITIR 1 ~2 4R N S Y 52 R A
UL BT PN T iR A2 e B S AN AN R R BB i
RIFI I B TR B F B TS A R . FRIRI T 20
JESEAE (4R CD4*/CD25 ") B BIIE 55 15 Sk 250540 i 9
UG 2 DA OGS A T AR TR A S
RS PE OB CAnBb e ) FRAS & B 20254, FR
AT AIEPCRZAR(T cell receptor, TCR) , ZEHLFE IR
BIFNN A BE ) J7 A B L, A8 i A
I LA Jre 0 o W g 88 0 Jo) Il e 2 ZE A R 1T T
4 Jfd ( regulatory/suppressor T cells, Treg) ,El CD4*/
CD25 " T 4ifil J CD28 * /TCR* T 4 iy W4 5 15 %
AR Y 22 1 1R S A IO A 6 AT A S
W I 5 TR AR T J5 A2 e U Y U A, B 45
AT,

1 HZRETE

L1 ARt & WBIORIE T V8 R IS B
JEZERE H 2011 45 4 H 2 2011 4F 10 H WA 53 4
T ) SR R (B RE A ), e B 38 ], &
P15 B, PR (47 £8) %, SR BRASI kA 3
R SIR A Mg | Fer AR a4 46 ) oAk 7 B i
PRy 1189 24 4 (TN, M,11 ], T,N,,, M,13
i), WA (T, ,N,M, )29 il FirA i 35 26 38 Al
IR, AIABRAE: (1) 35240 5 &9 B4 2005 K
1125 (2) M 3212 B AR 4 [ B B e 36 3 (U1CC,
2010 4E55-L AR TNM 43 81) 1932 W45 ma 1 3 12 I8 b
TGRS I ; (3) IR B Z b AL A ey
HEBRFRUE: (1) A BT ST 5 (2) O A mAb %
B (3) b F HA T RPN 036 shi R B 29
o)kt e A P A VR X R (O R ), Herp B4 20 1], %
£ 9 ], S AR (45 +10) %, R A IR, P
Y REE ARSI A AT

1.2 7 S A 4B 2 bR et gy A
K6 ~7 JE G R AR AR TG ORHE T (R R R e kb
FAA AN BE SR I 47 3509k O 4% T )7 P B AR 34 1k A1 IR

Nasopharyngeal carcinoma;

Risk of relapse

) o ARYE AR K A FE S T X e M S o
HEATH LA RGBS Ok, K 2. 0Gy, i
SL6 ~7 JA, S0 MR BT RS SR 60 ~ 70Gy,
7 B A 0 S0 e U 45 2 A 17 100, o) Sk L8 45 a0 A 7 7
B M Bl AR A PR T, B S R 45 560Gy, R
A7 ST R 4f , AR DA 04 i 38 Sk 25 3 I
BT BRSSO S Dk
B1,2h N3 T 40mg/m®, BEFE 1 k36 ~7 JH, A
HAEHE A 2 BB HE K BE S A BT, RA
I ECL 200 ST A 0 B2 B 5 5

1.3 &K A 5ME  Histopaque F4% 4l 43 &5
W F 2 [ Sigma A AIM-V B 57550 A 3¢ [ In-
vitrogen /A ] ; CD4 .CD25 B{ CD28 \TCR 5w FE 2%
HUARI W [ 95 H Abcam AW, B.OHLE A H A
Kokusan 73 #] ;‘Jﬁiﬁéﬂﬂ M4ty & 3% E BD Biosciences
NS

1.4 ShRmHemielkE A S B
SZIRA AT RSN # K 0 AR AS | 18 FH 8 SR -
T2 SR I R R R 0 T SO A JE O A EL A4 L
LRI B Sml A 0 REAS B T ok (JF R L)
B0, HJCE PBS WAL 1 L BIRG RIS |, 1 R
A —&4 10ml 2 JE K 1. 077g/ml #) Histopaque
L AN A B (B Z R BRI SEIREN ) ,400g 25
> 40min, Zad 74 L5, BT ASFE A L, i
WA (T AR AT ) L0 A0 R 2%
Y 3T IS W PR R B R, W
JE B IR E A 2% B 77 0 AIM-V B R 5
FEATVEVR 3 UG FEVKAE — 80 CARIRIRAT .

1.5 GRKXZmpsubn  Jo PBS R EE BT L
LEMIR CL A K A BB R 5 < 10° I 40 i 4L
I3 B MAE . 433N A CD4 .CD25 5% CD28 |
TCR TR E R TIHE 1h J5, 4
MUAHRAEBRAE AL 3R B AL e M, RO R
(FITC) I F#ric CD4 J CD28 Hifk , B4 1 (PE)
FHTHRIC CD25 J TCR Fidk . Kol R 2Rt iy
PHI: 200 B 7 S 20 B S ' %, JF W FACSDiva™
B AF(3EE BD Biosciences 23 F 7= i) o B B |, 45
R Z BR A iR B 2R, B FEA Y E A 3
WK, RIS B2 1 6 IR R B o B DLHERR: B & 96

\\DZO7\E\LH\IG PRI \2013\ZL12. PS4 #cAE  HEM. X4 &k H 11.2013/12/25



- 1110 - Il R AR 22 435 2013 4F 12 H%5 18 B4 12 ] Chinese Clinical Oncology , Dec. 2013, Vol. 18,No. 12

SEREEFE 5 M2 6, Kl ) CD4 T /CD25 " )
CD28 */TCR " WAF AT 5 T 4 SR A & 4344 1
IR,

1.6 Koy e L 0 AdL R HE T
Bl WES . BEAHALST 3.6.9 .12 & 18 N H Bk
MEEBEE A it CT KA B3 I & kb e S5k
ELES R, W B E— AP A T AR A A A i CT
FBE R 2 I 2 ol 8] e 02 10 B8 ) s il S e
RAYRIERI DA B, 8 WA G kT
18 A~ H WM 264 2 &, LT B E W BUS 16
B, R 5 BRI AR AU 16T )R A R
KEEL i/ NS %, TE BE DT Y R) & BRI A A ek
K (AL BRI B R L 45 ) 5 [R) At A0 6 2 5 4%
SR AR SR & i kb, BEVIAE 18 S H JR 4
W1 BB FRT, RVTFER 2. 0%

1.7 %554 RN SPSS 1.0 MURFIEITS
TR AP R B K, LA P
<0.05 A ESAGIFE L,

2 & R

2.1 BB E 2 CD4*/CD25* T #k & 4w il I
BKE SEEALRYSMNE I CD4 Y /CD25 T kLR
B S A R (10.6 £2.7) % , & T
YRR (7.7 £2.0)% , 2 F A FHITFEL(P =
0.00), W1,

10° A B

3 /*\\\ 3 /\

107 ( J 10 )
o] G |2 P

10" 4 10" 4

107! . - oo . 107! ey ey oy .
10" 10° 10" 10> 10° 10-' 10° 10" 10> 10°
CD25 CD25
AL ;B . S0 20
B WLEEIE 2 CDAT/CD25 T k& 28 i
T AR T 64 Az

2.2 BeRJEMSNE 2 CD28 Y /TCR' T #k & 4m ftL T
B mIREEAL RS E I CD28 * /TCR * T ik ELE
BE A SR A B 23N (1.9 £0.6) % AT X
MM (2.9 £1.0)% , ERASRITFE L (P =
0.00), WK 2,

2.3 CD4*/CD25'T HELBEFFE5HBELL
X F KX RSP I CD4 T /CD25 * T ik EL

A B

O—I T T L W
101 10° 10" 10> 10°
TCR TCR

101 10° 10" 10> 10°

AXTRRLL B BRI 4
B2 muBEsE L CD28Y/TCRYT # e 28he
I B KT 6 b AR

HE 7 S E AR Y A 30 95% B AR X A (CI) 2y
(6.9~8.5)% , 5 B WAEELH 43~ . IEH 4 (n =23,
CD4*/CD25*T 41l <8.5% ) FIF+ =4 (n =28,
CD4*/CD25* T 4l >8.5% ) . THEdHLEIAIT)G 18
MANBWERE R 32.1%, H B & TIERHD
8.7% (P <0.05)

2.4 CD28"/TCR'T HELBHEFH5HHELAL
XA YRR IRZE AR E I CD28 */TCR * T ik I3
o JE AR O A B A T 3 R 1Y 95% CT 2l (2.5 ~
3.2)% K SRR 3 R IE R A (n =21,CD28 "/
TCR*T 41 H =2.5% ) FIFEALLL (n =30, CD28 "/
TCR*T 40l <2.5% ) ., FEARAFNE R HIEBIT IS
18 N NI K 5300 23. 3% F119. 0% , 22 5
TG =B X (P >0.05)

304 i

TRBE R G DI BE R B W UL T 25 B NS, X
i ECEAA) G5 28 58 21 RE A 41 ] 2 ok 5| A
SRTE (¥ 68 240 ML A 2R AT R O e
P& Z G IE B DIRE , 1A DAY firv oA 240 e ksl 17 S 8 M 4L
G o B MR X IR T B A YT i A
SR RV P A b AR IR T 7 SRS O R, A
o B BRI T RCR AN BAE AR T e B L R
Ko PESEAFRL S, 1 UK PGS RCR A AL 22 5
IS A 2 B, AL S I PR 2 A 5%, Bl BE
BEREREZ MR REA K, TIKE A5
N B SO S LA IR S 5 R BT AR A 3 BRI
o AWFFE T L 8 A A6 I 9 4 mT Sz e ML A 4 2 2%
GEYIREARTLA T 94k EL A0 0 A | AR B 1 B3l oA
R T b UL 200 6 IV 5 15 3 A A XL 4 1k A
P&

ANTE] T 240 B A 2 e e MR R 1T 431 (A CD4

\\DZO7\E\LH\IG PRI \2013\ZL12. PS4 #cAE  HEM. X4 &k H 11.2013/12/25



Il R 22 4275 2013 4 12 H45 18 B4 12 3] Chinese Clinical Oncology , Dec. 2013, Vol. 18,No. 12

< 1111 -

CD84 .CD25 45 ) Wy Rk ke, N IL AR AE /Y T
AT S g RS DI RBAR A . CD4 T /CD25 Y
T 20t 2t B ) Treg 400, 1E 5 1% 0 K A 3
FEGRE RN, A Fr e A R, B 1k e I g A ik
JEEAR T A S 2L E ., [FAT AR AT 5 4
HEEZ /R, CD4* /CD25* T Ik 0V B 7 Sk 25 i 97
BE TR CcD4*/CD25 T 4 XS & F T 4 iy
F1 B 4L I 5 4 A kS 30T R e
Ko AR RS2 O A A, 5 R AR BT e AR O
B SN B VIR G AHF 58 AN UE 52 T 3F 8 1) 5
MR e H o (19 CD4* /CD25 * 1Y T ibk B 40 i 7 40 R W
BETEWSBARE(P<0.05), Hilt— £ BRT
FHiRI ) CD4 " /CD25 * T bk EL 41 it 5 0 98 19 &2 % XL
BA7 (P <0.05),

CD28 */TCR " T 4 HF 2 53— Al PEM ML
B RERAS Y BUBRFE AR, B T 4 R 1 3R A A
SRS B BB (AR ) AHZE A 4 T 45
FRA TCR, 1M CD28 W A T RedE T bk I 40 it 1% L 12
B (55, CD28*/TCR* T Wk 4B WAL S T
I 2L 240 LA 0 4 B B 8 A O, A IR TR e i A1
BREAE S (M AARNR) , ARG RDE
7, BIRFEZH Y CD28 */TCR* T 40 i SV FE AR T %) B
(P <0.05), FFURUESE T &0 s £ & 1) S PE T B
Rk W

) F kA % s MR 9 D 2 ok 9o B DX sk L 4
RSB R B V), (MR E 2832 20130 61 1)
FE RS T BE AR 75 Bl 2 35 0 WK &2 AE AE A D4l
SRIMJLF- AT LA 102, KBTI RE AR s R4
e R T A R R AR BT, ASHIE A 45 R
N, FEE AR T T 4H S ) S g ) 5 Rk X
B AH . LLJE B i — 22 0 CD4r/CD25t 5
CD28 " /TCR " T J# B 440 fie MV 4 o 790 00 £ MR 9 £B 5 S
AEAEAAI I R B S, R AT Ik 48 e I A A
ASCAT A Sy 6 0 ik 988 3 7 35502 B ) W 6 3 YL 1 i
IR, HAS Bt 2 VAR MR RIS, FE H 2R
SRIFASAAIGIT 94 K, bR ™A% SR AR 1 AL IR 5 T
FRIT T G AN B R AR B 0ot o MR g £ o ) B e il
BAYT , A IE FBE S 0 0 o e R G IRE, X REAIT
Jirgea A2 K R R R TUfE HAA 1A ) B RS S

25 bR, CD4* /CD25 * T ik T 40 Jid IV 3 J2- v
FEI TP 22 22 40 S o s A 3 52 XU ) Tl A

o+, ATEI PR A THE
S 3Lk

[ 1] Jemal A, Bray F, Center MM, et al. Global cancer statistics
[J]. CA Cancer J Clin, 2011, 61(2) :69 —90.

[2] Tao Q, Chan AT. Nasopharyngeal carcinoma: molecular patho-
genesis and therapeutic developments[ J]. Expert Rev Mol Med,
2007, 9(12) :1 -24.

[ 3] Chen QY, Wen YF, Guo L, et al. Concurrent chemoradiothera-
py vs radiotherapy alone in stage Il nasopharyngeal carcinoma:
phase Il randomized trial[ J]. J Natl Cancer Inst, 2011, 103
(23) 1761 - 1770.

[4] Lee AW, Tung SY, Chua DT, et al. Randomized trial of radio-
therapy plus concurrent-adjuvant chemotherapy vs radiotherapy a-
lone for regionally advanced nasopharyngeal carcinomal[J]. J
Natl Cancer Inst, 2010, 102(15) :1188 —1198.

[ 5] Schaefer C, Kim GG, Albers A, et al. Characteristics of CD4 +
CD25 + regulatory T cells in the peripheral circulation of patients
with head and neck cancer[ J]. BrJ Cancer, 2005, 92(5) :913
-920.

[ 6] ChenY, Liu MZ, Liang SB, et al. Preliminary results of a pro-
spective randomized trial comparing concurrent chemoradiothera-
py s adjuvant chemotherapy with radiotherapy alone in patients
with locoregionally advanced nasopharyngeal carcinoma in en-
demic regions of china[ J]. Int J Radiat Oncol Biol Phys, 2008,
71(5) :1356 —1364.

[ 7] Chan AT, Teo PM, Ngan RK, et al. Concurrent chemotherapy-
radiotherapy compared with radiotherapy alone in locoregionally
advanced nasopharyngeal carcinoma: progression-free survival a-
nalysis of a phase Il randomized trial[ J]. J Clin Oncol, 2002,
20(8) :2038 —2044.

[ 8 ] Hanahan D, Weinberg RA. Hallmarks of cancer: the next gener-
ation[ J]. Cell, 2011, 144(5) :646 - 674.

[ 9] LeeN, Xia P, Quivey JM, et al. Intensity-modulated radiothera-
py in the treatment of nasopharyngeal carcinoma: an update of
the UCSF experience[ J]. Int J Radiat Oncol Biol Phys, 2002,
53(1): 12 -22.

[10] Kam MK, Teo PM, Chau RM, et al. Treatment of nasopharynge-
al carcinoma with intensity-modulated radiotherapy: the Hong
Kong experience[ J]. Int J Radiat Oncol Biol Phys, 2004, 60
(5): 1440 - 1450.

[11] Baujat B, Audry H, Bourhis J, et al. Chemotherapy in locally
advanced nasopharyngeal carcinoma: an individual patient data
meta-analysis of eight randomized trials and 1753 patients[ J].
Int J Radiat Oncol Biol Phys, 2006, 64 (1) : 47 -56.

Weks H 2013 —07 —22; &1 H3H.2013 09 - 06

\\DZO7\E\LH\IG PRI \2013\ZL12. PS4 #cAE  HEM. X4 &k H 11.2013/12/25



