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美国的报告数据
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1970s描述了一类临床综合征：淋巴疾病、肝脾肿大、贫血、高γ球蛋白血症。

最初认为是异常的免疫反应，随着T细胞受体基因重排、特殊的细胞遗传学畸变(三体性 3和/或 5),意识到该疾病为恶性T细胞淋巴瘤。
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目前没有公认一致的危险因素；人类疱疹病毒（HHV）
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滤泡树突状细胞(FDC)
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a member of the CD28 costimulatory receptor family resulting in negative regulation of T-cell activity


CD20/CD10
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 Immunophenotype of AITL。

 (左上)  A high-power view of CD21 staining showing the FDC wrapping around small vessels, which is a characteristic feature of AITL. 

(右上) CD3 staining, most cells are positive, including large lymphoid cells.

(左下) double-stained for CD20 in brown and CD10 in blue.CD20 cells are limited to the follicle centre whereas CD10-positive T cells surround the follicle.

 (右下) A high-power view of  a pattern II patient’s sample stained for CD10. The CD10-positive T cells correspond to the clear cells seen in H&E-stained sections
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Follicular helper T cells (TFH)


AITL:CXCL13HI= N

I 1) % PD-1(+)#]%& CXCL13(+)#) 4
AITL 22 22(100%) 22(100%)
ALCL 12 0(0) 1(8%)

PTCLu 10 1(10%) 0(0)

NK/T 7 0(0) 1(14%)

Tonsil with follicular hyperplasia and germinal center formation. Double immunostaining for CXCL13 (brown) and PD-1 (red).

Am J Clin Pathol,2009;131:33-41.
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PD-1、CXCL13为生发中心T辅助细胞标志
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AITL除TCR基因克隆性重排，同时35%（文献）、20%（华西医大）多克隆性IgH基因重排，提示AITL中肿瘤性T细胞增生可引起B细胞克隆性增生
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美国NCI的Elaine Jaffe教授提出假说：EBV阳性的B细胞通过MHCⅡ分子上调CD28配体（B7），从而提供共刺激信号给滤泡辅助T细胞，使其活化，继而CXCL13表达上调。CXCL13作用于B细胞使其活化增生，分泌多克隆γ球蛋白；动员高内皮静脉中的B细胞进入淋巴结，在副皮质区活化；诱导与高内皮静脉有关的CD21阳性的滤泡树突状细胞增生。
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Different factors released by TFH cells are involved in B-cell recruitment, activation and differentiation (CXCL13), in the modulation of other T-cell subsets (IL21,

IL10, TFGb), or in promoting vascular proliferation (VEGF), and may also act as autocrine factors. EBV reactivation occurs in the context of a

deregulated immune response, which also favours the expansion of both TFH cells and B cells. TGFb is a mediator of FDC differentiation and

proliferation, and FDC in turn are a source of CXCL13 and VEGF. PC, plasma cell; TFH, follicular helper T cell. 

transforming growth factor-b (TGF-β) Lymphotoxin-β(potentially released by B cells under CXCL13

stimulation, might be involved in inducing FDC proliferation.)
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AITL rich in B-cell blasts highlighted by CD20 immunostaining showing EBV infection (EBER in situ hybridization)
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in situ hybridization for Epstein-Barr virus (EBV)-encoded RNA 
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Fig 4. Molecular signatures of AITL and PTCL, NOS by gene expression profiling analysis (adapted from (de Leval et al, 2007)). Expression data

from two normal TFH cell populations, 2 AITL tumour cell suspension samples (arrows), 17 AITL tissue samples and 16 PTCL, NOS samples are

shown. The genes represented in this heatmap include a set of 42 core genes representative of normal TFH cells, overexpressed in AITL (by comparison

to PTCL, NOS) and overrepresented in sorted AITL tumour cells (arrows) in comparison to AITL tissues (as demonstrated by gene set enrichment

analyses). Standardized expression ranges from )20 (blue) to 20 (red). This research was originally published in Blood. de Leval, L., Rickman, D.S.,

Thielen, C., Reynies, A., Huang, Y.L., Delsol, G., Lamant, L., Leroy, K., Briere, J., Molina, T., Berger, F., Gisselbrecht, C., Xerri, L. & Gaulard, P. The

gene expression profile of nodal peripheral T-cell lymphoma demonstrates a molecular link between angioimmunoblastic T-cell lymphoma (AITL)

and follicular helper T (TFH) cells. Blood. 2007;109:4952-4963. the American Society of Haematology.
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Major entities of PTCL form tight clusters with cases of PTCL-NOS and other rare entities interspersed.
Blood,2010,115: 1026-1036.
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分子标记可提高细胞淋巴瘤的诊断，并可作为AITL的预后因素。
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Ve TER 76 57 B 1) AlTL/total ORR/CR(%) M7 (m) 53
Pangalis COP/COPP/B-COP 1t& > 2Mline  13/13 100/77 60 OS 60m
Sigert COPBLAM/IMVP16  1stline 11/11 91/64 28 3y OS 28%

Pred=CT 1t& > 2"dline  28/28 86/29 28 OS 11m
Pautier CHOP-like 1st& > 2" line  33/33 NA/60 46 5y OS 36%
Sallah Cladribine > 2ndline 717 57/29 12 NA
Kadia CHOP-like 15t line 25/25 92/68 38 3y OS 57%
Arkenau GEM-P > 2" ine 5/16 69/19 17 1y OS 68%
Park Anthracycline based 1%t line 65/65 86/65 NA 5y OS 25%
Mourad CHOP-like 1t line 157/157 NA/46 68 5y OS 33%
Schmitz CHOP/CHOPE 15t line 28/28 NA 438 3y 0S67.5%
lin CHOP 15t line 31/31 NA/25 NA 2y 0S29%

SEIFRETT, FAAEH 3y, 5y OS 30%

Clinical Advances in Hematology & Oncology,2008,899;899-908.
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GEM-P=gemcitabine, cisplatin and methylprednisolone；NA=not reported/short follow-up duration；OS=overall survival；PFS=progression-free survival；CT=chemotherapy；CR=complete response；ORR=overall response rate；
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COPBLAM/IMVP-16方案的完全缓解率较高，可达64％，但是随访3年，32-40%患者复发，中位生存时间仅15m，

这一结果与CHOP样的方案类似，CR率60％，中位随访46m，复发率56％，5年总生存率36％。
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1992+F 62/F + + + - Pred,CVP,CHOP, CR
LA
19924 54/F + + + B2 - CR
Murayama T
1996-F 68/M + + +/- - VCR,CTX,pred, CR

Yamamura M ADM,MTX,VP-16

19975 47/F + + - % @& pred,VCR, IgG CR
Advani R

Annals of Oncology,1997;8:601-603.
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环孢霉素A：强免疫调节药物，可显著抑制T细胞活化。由于AITL的肿瘤细胞是活化的T细胞来源，因此环胞霉素A可能是有效的靶向药物。
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Leukemia & Lymphoma,2007;(48):521-525.
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未监测CSA浓度
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(= 7 3 J6F5 B AlTL/total  ORR/CR(%) M7 (m) 55 3K
Pangalis Pred 1t& > 2"line  16/16 100/56 60 OS 20m
Siegert INF o 1t& > 2"line  12/12 67/33 NA PFS 3.5m
Joly R-CHOP 1stline 9/9 100/89 12 NA
Advani CSA > 2"line 12/12 67/25 9 NA
d’Amore  Zanolimumab  >2"line 9/21 33/11 NA NA
Foss Denileukin 1*tline 9/31 100/89 NA PFS 13m

diftitox-CHOP
Reiman Lenalidomide  1&>2"line 4/10 50/NA NA NA
Weidmann Alemtuzumab- 19&2>2"line  9/30 1stline 63/58 NA NA

FCD > 2ndline 45/27
Amengual  Alemtuzumab > 2Mdline 3/3 100/100 NA CR 21, 24, 33m
Nelemans  Alemtuzumab  1Stine 6/20 100/NA 29 2y OS, 83%

+CHOP

Clinical Advances in Hematology & Oncology,2008,899;899-908.

Journal of Clinical Oncology, 2010 ASCO Annual Meeting Proceedings.
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The use of rituximab was based on the hallmark features of lymphoid B cell hyperstimulation in AITL and the presence of a variable content of CD20+ large B-blasts admixed within the neoplastic follicular helper T cells (TFH) in AITL. 
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结果：CR 79%， PR 5%，PD 16%
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CR和化疗敏感是影响疗效的主要因素，EFS、OS 明显改善
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Aggressive T-cell lymphomas (ATCLs)

供者：HLA相合（n=70），血缘（n=60)

结果：Ⅲ～Ⅳ aGVHD 2例

        疾病状态：移植前--CR 7例，PR 3例，PD 1例

                  移植后—CR 9例，PR 1例，PD 1例
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NRM：非复发死亡
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治疗：COPBLAM/IMVP-16，CHOP,COP,COPP,苯丁酸氮芥
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Prognostic Index for T-cell Lymphomas (PIT)
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in situ hybridization for Epstein-Barr virus (EBV)-encoded RNA 
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有关EPOCH的疗效会进一步分析；

文献报道：中位生存期＜3年，5年生存率30%～35%，CR＜50%

我们的CR率相对较低，可能与少数患者因各种原因仅能接受1-3个周期化疗，不能接受完整的化疗有关；
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