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Abstract Objective: This work aims to detect the expression and to identify the clinical significance of tumor-associated macro-
phages (TAMs) and vascular endothelial growth factor (VEGF) in peripheral T-cell lymphoma not otherwise specified (PTCL-NOS).
Methods: Immunohistochemistry was used to detect CD68 and VEGF expressions in the tumor specimens of 60 cases with PT-
CL-NOS. A normal lymph node biopsy was used as the control sample. Results: The average content of the CD68-positive cells was
56.5+18.6 per high-power field (HPF) in the PTCL-NOS tissues and 12.44+6.2 per HPF in the control sample (P<0.01). The VEGF-posi-
tive rates for the PTCL-NOS tissues and the control sample were 78.3% and 26.7% (P<0.05), respectively. TAMs were significantly cor-
related to bone marrow invasion, IPI score, and treatment response (P<0.05). The two-year overall survival (OS) was 23.6% and 55.3%
in the groups with high-TAM- and low-TAM-expression, respectively (P<0.05). VEGF expression was closely correlated to tumor stag-
ing, bone marrow invasion, and IPI score (P<0.05). The two-year OS was 22.9% and 83.3% in the VEGF-positive and VEGF-negative
groups, respectively (P<0.01). A univariate survival analysis revealed that the VEGF expression, TAMs content, tumor staging, IPI
score, and treatment response were the prognostic factors of patients with PTCL-NOS (P<0.05). A multivariate Cox regression model
showed that VEGF and treatment response were both independent OS predictors (P<0.05). Conclusion: TAMs and VEGF are overex-
pressed in PTCL-NOS. A univariate survival analysis reveals that TAMs and VEGF are both predictive factors for PTCL-NOS progno-
sis, and the multivariate survival analysis using Cox regression model data show that only VEGF is an independent predictive factor for
OS.

Keywords Peripheral T-cell lymphoma; Tumor-associated macrophage; Vascular endothelial growth factor; Clinical significance

ANJENT 4 B bk B g A RS T (peripheral T- cell PR B PUR 2Z00%E5 2, B AT SR ERIA
lymphoma, not otherwise specified, PTCL-NOS) /&4 IT %, WS $8Fr IR S BRI 18 MK B 40 it bk B 983 11
T 4 ML bk V8 TP e DL — Y B — R E R E N IPL 5ORIE MR B 40 Mtk CUR AR L, PTCL-NOS A 1R
SRR S A0 WL B B PR BV 2R A . PTCL-NOS B Z AN A P)~2 45 5, I LR TPT LLAT BEGE 5 T

EE AL REEMKEHEMEERHREMER, RETHEREESIRE, PEREBENEISAEC (RKiETH300060)
WIEMEH . T4£K  huaqingw@163.com



1636

¢ B MBI A

20124F45 39 445 21 1

PTCL-NOS 19 13 J T 45 b JC S8 HA 55 5 (14 1l IR
S( o HEP 9@1 *ﬁ ;Q E ”ﬁ’i ?[H H@ (tumor—associated macro-
phage , TAM ) J2 JIf 97 Ts PR 455 v (1% — i 2 2 1) A8 AF 2
JL, 1 AR B TAM 3 1 430 22 4t i R - Ak TR
TR 2 AR A O A I AE A B AR 58 R AL RE
TAM 55 Z2 b A RS4RI F1 LR 22 G0 0 e 1
FLAH 7, 1 TAM 5 PTCL-NOS Y T 2 75 40 56 i
ANVEEE L MAE N A K KT (vascular endotheli-
al growth factor, VEGF) 2 I 145 A i e 822 e L
R S AR BT TRV 2 SRR e R IR S T
JERSE . BFSEIR B VEGF K A2 R0 263k S5k e s
M52 A TR B B VIR G AR SERT 60
51 PTCL-NOS &5 s 41 21 TAM Fl VEGF ) 3% ik
RO AT R, B AEER 1T TAM 1 VEGF 7£ PTCL-NOS
rh ) R B I R
1 MRl5AE®
11 IGIRBERE

WC4E 2002 4F 1 H £ 2008 4F 1 A 78 KA EE R 2F
BT b R I e WAL | 28 9 B 2 UE SE Y 60 5] PT-
CL-NOS & I IR TR SR A . B394, %
P21 A AR IR 42 (14 ~ 74) %, <60 % Sl 28 f4] , >
60 % 2}y 32 5 ; #% Ann Arbor 3B, T ~ 1131 12 491,
M ~ V35148 141 ; IPLPE43 0 ~ 2 50 (IR S 20 ) Ay 24491, IPI
W3 ~ 543 (Efath) hy 36 195 19 GIAETE 862 &5
A B EHEZ TR 6(1 ~ 18) A JEIH ALY ; £85
WSAIT A 12 Bl E R E] CR (20.0%) , 11 1] 83
KB PR (18.3%) , BAAE# (CR+PR) 4 38.3%, 11
B k5 SD(18.3%) , 26 ] F & B PD (43.4% ) ;
HR S BTN E] R 33(2 ~ 72) 4 A, B 7 AR A7 I ]
F519.2(1~60)4 H 5 1.2, 34F SR AELE R0 N
51.7%. 38.3%.20.0%. A T ./~ CD68 5 VEGF 7E1E
HONWREL LS A 8 F R BB L, BEDLUSCEE 15 9] 1E #
PN N R A5 p 0 B e (8 A R NG I
1.2 ik
121 Ky SRAGRIZEAH LU Y6 (S-P) Jr
%o BPUA VEGF Busg pEdiiR | BRPt A CD68 o[
PRI B AU P ARZ S W AR R o A A SR R
WIBEE T, BUE A TR ERE S min, SAIFAVED] A
YRR BT R PBS A —HT A/ BT R
122 Z5HAWT R 2R 25 BRI i
3 RG T A E (x400) T X RER IR BEHLZE RS 4
LT, 114k CD68 3 ik BH 1 11 w5 240 fitg %% H 1715
{Eo VEGF PH 40 i Y% € 58 P An v o B Hh AR 3%
AR, ARSI A FHAE 403 & 20 P s B T
Eb AR A A v 4 T 6 36 R B2 I 400 i £ <10 9% 1 B
P, FHPEAR AL = 10% R FE:

1.3 Gtk

I SPSS 17.0 Gt A A 41t dir . 114k
PR ELBCR RS . 0S5 UM B E IR T2 2
STy HIHECR IR BE DT E] . 43 5115% 1] Kaplan—Mei-
er HH Z& 43 B 1 Cox [BI AR AY JEF7 PR R R A Z I R AR
A5 HT , AS TRV 4L B) 1) 22 575K Log rank K55, P<0.05
RERF G 2ERE L.
2 %R
2.1 CD68 FiI VEGF 7 PTCL-NOS il 40 21 it 323k

JifEd 20 21 TAM 2635 B B 7155 (P<0.01) , AT I
Kt CD68 FH A 20 it 52 e 7 Jif g 21 20 % ik Jo 20 47
(I 1A), CD68 FH:AHH A (6 ~ 80) 4™/ Ba t T , -
B 10 (56.5£18.6) 1™/ Ads S ALY, T 1E H% BE 20
LUh A L5 CD68 BHPEAN AL (& 1B) o g 414
VEGF FHEFe 18 20 B 8 T35 (P<0.05) , i 2 4 At A
FL S AN A =22 b AT ULIR O €0 B B 2 R P
IRl LA 1C) , BAYE R A 78.3%(47/60) , i 7E
IEH IR LA 20 R WA 263k (B 1D) , BEPESRN
26.7% (4/15)

A:CD68 (+) NMILFERP IR ZH AU Y 33K 5 B: CD68 (+) 1A 7E 1E 5 4141
RIS 5 C: VEGF 7E M 2H U i 3235 5 D2 VEGF £E1E# 214U iy
ik

1 CD68(+)4lfl & VEGF 7E PTCL-NOS i3 I8 41 UK 1 41 21
YL (S-Px400)

Figure 1  CD68 and VEGF immunohistochemical staining of PTCL-NOS
and normal lymph node tissues (S-Px400)
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Table 1  Correlation between TAMs and VEGF expressions and clinical

characteristics
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Figure 2 Survival rate analysis among the groups with different TAM ex-

pressions
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Figure 3 Survival rate analysis among the groups with different VEGF

expressions
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Table 2 Univariate survival analysis of prognostic factors for PTCL-NOS

patients
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Table 3 Multivariate survival analysis of prognostic factors for PT-

CL-NOS patients

i H BIHRE FRifER Wald P &I 959%CI
IR RN 0.387 043 6721 0010  0.150  0.055~0.348
VEGF 1089 032 18336 0001 0112  0.035~0.610




1638

¢ @ A s A

2012 4F45 39 445 21 1

3 g

PTCL-NOS /238 [E 7 UL A bk g 28 70, e R
e, TR AR, AT I JCRE S M 08 U S0 48 A, 3R
P IPLLAAN & PTCL-NOS T A 5 br B &
BRI S

TAM J2 fif 98 Ji [ 40 A v 5 2 ) 4 B 28 AR T 5
RILTAM B4 [L-10 . 1L-4 S5 5 0E 5, 2 S5 bE
T4 ( regulatory T cell, Treg) 4365 Sz, 1t
Fh, TAM i& 7 D) 43 ik 2 A= K I (EGF . PDGF .
HGF \EGFR J bFGF) A fie  Jit g i A7 A= il 1R 2% A=
TFFERE"™ . Zheng 5 & B TAM f8 -5 a8 41 iy
FLHEAE FHIE R AR e R A B AR 0 T A5 e S
PTG T, B R A M A A7 S AT 2 iR 2 G
FENEM . BFFIEIESE, TAM 5 £ 80 A28 SR i g
LI 2R 490 P IR T A R AF DG SR T TAM 5
PTCL-NOS F il 5 J 5 AH S i N TE 2 . ABIFGE & BE,
JihJRg 21 20 v TAM () 40 B e & IR A 80, R
TAM 7] HE7E PTCL-NOS #Y % 1 | & J il — 5 B9
o [FIBHA KB, TAM 5862 IL TPLIES K7 0H
5 AR TAM RN S5 T 5 g i) e A= ol 2 it L
TE AR AT 25 o AR . AR I A
K AN A B, AT FR R o TAM 3 45k
AL IBAL, HLB T WAL B AR TR] . S5 R B,
P AEAF 2R o 1 T B B A AS[H] (P<0.05) s TAM
IR 1.2 3R A AE 510N 36.9% . 23.6% .
11.8% , 11 TAM AR IR ALY 1.2 3 4 A A7 R 5 5k
71.6% .55.3% .27.5% . L8 5534 TAM [ 87K
JEFZIR PTCL-NOS Tl J5 i — 52 R 2=, 2 2R 5007
TAM Ff-E & PTCL-NOS Jii 57 i i 5 PR 2%

AHFFE 437 T VEGF 7E PTCL-NOS 1 (1) ik K
Sl R HUS BRI SEE , & BLHAE PTCL-NOS H R i
Fik I 5 M o B B RERAC (IPLIT 53 S B AR )
HH 5 (P<0.05) o #4222 & Cox [ 5 43 B 7 -
VEGF 14 2635 Al /F y PTCL-NOS #4057 19 7 5 52
M K2R, 3% 5 Jgrgensen 55 BIFFE 45 5 — 2, $2 7 5 A0
I A VEGF #RIa1IG Y7 7] BE S IS B AT 19T 74K, IF
A Al HEERAE PTCL-NOS [ JTChRIEIRIT % Jr sk A+
BB . TEMIE O th (F 2R IRAEIREL) , TAM
= AR F -1 (HIF-1) 305 J5 BE 5 43 W VEGF,
TR F 100 45 A A2 SE b 8 (R AL RN 7% 1 e g
2 it i 3 3L 406 VEGE {12 328 B 48 e/ 5 s 240 i 1) 2R
£ BT SE AR R 20 A L W A0 i 2 R R T —
T 0 A UKL, £ 7 W7 248 i A TAM 34 3% 35 VEGF,
TAM 5 VEGF AHEAE T, 2 [R5 e i Ied 2E 247 0 o
[) s, 1 FH 0 PRSI T TAM 380 VEGE ik 2
E] B BR 2R, 45 3R s T 2 e S I G

£5 LTk , TAM Al VEGF fE PTCL-NOS 145 44

i IR, 3K S5 PTCL-NOS I PRI B1RFIE 1

PUSAHIS, TAM AT VEGE 23K BRI LA KAH R HE ] 777

FEPINTE &, X T4 5 PTCL-NOS ;R TR TR

A PR A B RS R

S% 3k

1 Savage KJ. Update: peripheral T—cell lymphomas[J]. Gurr Hematol
Malig Rep, 2011, 6(4):222—230.

2 Foss FM, Zinzani PL, Vose JM, et al. Peripheral T—cell lymphoma
Jl- Blood, 2011, 117(25):6756—6767.

3 Mantovani A, Germano G, Marchesi F, et al. Cancer—promoting tu-
mor—associated macrophages: new vistas and open questions [J].
Eur J Immunol, 2011, 41(9):2522—2525.

4 Sanchez—Espiridién B, Martin—Moreno AM, Montalban G, et al.
Immunohistochemical markers for tumor associated macrophages
and survival in advanced classical Hodgkin’s lymphoma(J].Haema-
tologica, 2012, 97(7):1080—1084.

5 Cai QGC, Liao H, Lin SX, et al. High expression of tumor—infiltrat-
ing macrophages correlates with poor prognosis in patients with dif-
fuse large B—cell lymphoma([J]. Med Oncol, 2012, 29(4):2317—2322.

6 Zaki MA, Wada N, Ikeda J, et al.Prognostic implication of types of
tumor—associated macrophages in Hodgkin lymphoma[f]. Vir-
chows Arch, 2011, 459(4):361—366.

7 Fujiwara T, Fukushi J, Yamamoto S, et al. Macrophage infiltration
predicts a poor prognosis for human ewing sarcoma(J]. Am J Pathol,
2011, 179(3):1157—1170.

8 Maac E, Olsen DA, Steffensen KD, et al. Prognostic impact of pla-
centa growth factor and vascular endothelial growth factor A in pa-
tients with breast cancer [J].Breast Cancer Res Treat, 2012, 133(1):
257—265.

9 Alshenawy HA. Prognostic significance of vascular endothelial
growth factor, basic fibroblastic growth factor, and microvessel den-
sity and their relation to cell proliferation in B—cell non—Hodgkin’s
ymphoma([J].Ann Diagn Pathol, 2010, 14(5):321—327.

10 Piccaluga PP, Agostinelli C, Gazzola A, et al. Prognostic markers in
peripheral T—cell lymphoma(J]. Curr Hematol Malig Rep, 2010, 5
(4):222—298.

11 Went P, Agostinelli G, Gallamini A, et al. Marker expression in pe-
ripheral T—cell lymphoma: a proposed clinical—pathologic prognos-
tic score[J]. J Clin Oncol, 2006, 24(16):2472—2479.

12 Mantovani A, Allavena P, Sica A. Tumor—associated macrophages
as a prototypic type Il polarized phagocyte population: role in tu-
mor progression(J]. Eur J Cancer, 2004, 40(11):1660—1667.

13 Zheng Y, Cai Z, Wang S, et al. Macrophages are an abundant com-
ponent of myeloma microenvironment and protect myeloma cells
from chemotherapy drug - induced apoptosis[J]. Blood, 2009,114
(17):3625—3628.

14 Jgrgensen JM, Sgrensen FB, Bendix K, et al. Expression level,tissue
distribution pattern, and prognostic impact of vascular endothelial
growth factors VEGF and VEGF—C and their receptors Flt—1,
KDR, and Flt—4 in different subtypes of non—Hodgkin lymphomas
UJ]- Leuk Lymphoma, 2009, 50(10):1647—1660.

(2012—05—17 ki ) (2012—09—05 f£ 1)
(RSt - A 1E)



	39卷21期_部分61
	39卷21期_部分62
	39卷21期_部分63
	39卷21期_部分64

