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[ Abstract] Background and Objective: Recently, the incidence of non-
Hodgkin's lymphoma (NHL) is increasing, in which most are aggressive. It is
limited for promoting the efficacy of conventional chemotherapy on NHL. In
this study, mouse models of B-cell NHL were established for determining the
efficacy and mechanisms of novel therapies. Methods: Diffuse large B-cell
lymphoma SU-DHL-4 cells and Burkitt's lymphoma Daudi cells were injected
into SCID (severe combined immunodeficiency) mice through the tail veins
to observe the presentations and requirements for establishing mouse models.
The Daudi-cell lymphoma mice were divided into control group and ribuximab
group, and the latter received treatment of rituximab. The tumor onset and
survival time of mice were investigated. Results: The median onset time of
SU-DHL-4-cell NHL in SCID mice was 39.5 days, which presented cachexia,
weight loss, erect hair, tardiness, and enlarged tumors in the abdomen,
rump or pelvic limb, but without tumor cell infiltration in the liver, spleen or
bone marrow. The median onset time of Daudi-cell NHL in SCID mice was
30.5 days, which were characterized by paralyzed lower limbs and died
about 9.5 days after paralysation. Most organs such as the liver, kidney,
spleen and bone marrow were infiltrated by a number of Daudi cells. After
treatment of rituximab, Daudi cells presented typical characters of apoptosis.
The median paralysation time and survival time of mice with Daudi-cell NHL
were significantly longer in rituximab group than in control group (52.5 days
vs. 30.5 days, 76.5 days vs. 40 days, P<0.05). Conclusion: SCID mouse
models of B-cell NHL can be successfully established with either SU-DHL-4
cells or Daudi cells.
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Figure 1 SCID mouse models of non-Hodgkin’s lymphoma established with CD20-positive B-cell lymphoma cells

A: A SCID mouse in control group. B: A SCID mouse with SU-DHL-4-cell lymphoma has enlarged tumor in the rump. C: A SCID mouse with
Daudi-cell lymphoma has paralyzed limbs.
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Figure 2 Daudi cell infiltration in the bone marrow of SCID mouse with Daudi-cell lymphoma (Wright-Giemsa x100)
A Daudi cells infiltrated in the bone marrow of a SCID mouse without treatment of rituximab.

B: After treatment of rituximab, Daudi cells infiltrate in the bone marrow of a SCID mouse, and present typical characters of apoptosis.



| JemK

220 , .B
3
SU-DHL-4 Daudi

CD20* B NHL o

SU-DHL-4 ,

o Daudi Burkitt
Daudi , Daudi

Daudi ,
) , 9.5d .
Daudi
.71, Daudi
NHL , N

CD20+, CD20* NHL

, (CDC)
(ADCC)

Y [9] [e]
, Daudi
[10.117
NHL o
NHL
CD20* B NHL

[10]

[11]

[ ]

Czuczman MS, Grillo-Lopez AJ, White CA, et al. Treatment
of patients with low-grade B-cell lymphoma with the
combination of chimeric anti-CD20 monoclonal antibody and
CHOP chemotherapy [J]. J Clin Oncol, 1999,17(1):68-276.
Stein R, Qu Z, Chen S, et al. Characterization of a humanized
IgG4 anti-HLA-DR monoclonal antibody that lacks effector cell
functions but retains direct antilymphoma activity and increases
the potency of rituximab [J]. Blood, 2006,108 (8) :2736-2744.
Fisher RI, Gaynor ER, Dahlberg S, et al. Comparison of a
standard regimen (CHOP) with three intensive chemotherapy
regimens for advanced non-Hodgkin’s lymphoma [J]. N Engl J
Med, 1993,328(14) :1002-1006.
Montserrat E, Garcia-Conde J, Vinolas N, et al. CHOP vs.
ProMACE-CytaBOM 1in the treatment of aggressive non-Hodgkin’s
lymphomas: long-term results of a multicenter randomized trial.
(PETHEMA : Spanish Cooperative Group for the Study of
Hematological Malignancies Treatment, Spanish Society of
Hematology) [J]. Eur J] Haematol, 1996,57(5) :377-383.
Smith MR, Jin F, Joshi I. Enhanced efficacy of therapy with
antisense BCL-2 oligonucleotides plus anti-CD20 monoclonal
antibody in scid mouse/human lymphoma xenografts [J]. Mol
Cancer Ther, 2004,3(12):1693-1699.
Ghetie MA, Tucker K, Richardson J, et al. The antitumor
activity of an anti-CD22 immunotoxin in SCID mice with
disseminated Daudi lymphoma is enhanced by either an anti-
CD19 antibody or an anti-CD19 immunotoxin [J]. Blood,
1992,80(9) :2315-2320.
Gillies SD, Lan Y, Williams S, et al. An anti-CD20-1L-2
immunocytokine is highly efficacious in a SCID mouse model of
established human B lymphoma [J]. Blood, 2005,105 (10):
3972-3978.
Ghetie MA, Richardson J, Tucker T, et al. Disseminated or
localized growth of a human B-cell tumor (Daudi) in SCID
mice [J]. Int J Cancer, 1990,45(3) :481-485.
Plosker GL, Figgitt DP. Rituximab: a review of its use in non-
Hodgkin’s lymphoma and chronic lymphocytic leukaemia [J].
Drugs, 2003,63(8):803-843.
Marks PA.  Discovery and development of SAHA as an
anticancer agent [J]. Oncogene, 2007,26(9):1351-1356.
Ludwig H, Khayat D, Giaccone G, et al. Proteasome inhibition
and its clinical prospects in the treatment of hematologic and
solid malignancies [J]. Cancer, 2005,104(9) :1794-1807.

[ : ; : ]



