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Edema of the eyelids and sclera after rituximab
infusion for orbital MALT lymphoma
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A 60-year-old man with heavily pretreated and refrac-
tory mucosa-associated lymphoid tissue (MALT) lym-
phoma presented with bilateral orbital swelling and lym-
phadenopathy. (Figure 1) Given the lack of standard
chemotherapy for refractory MALT lymphoma, ritux-
imab (375 mg/m’) therapy in combination with cladribine
was initiated."”” The patient received intravenous diphen-
hydramine (50 mg) and oral acetaminophen (650 mg) 30
minutes before his rituximab infusion.® Within 2-hours of
the rituximab infusion (started at 25 mg/h for 1 hour, sub-
sequently 100 mg/h), the patient developed painful
edema of the bilateral eyelids and sclera. (Figure 2)
Therapy was interrupted, and he received intravenous
hydrocortisone. Therapy was restarted at the rate of 25
mg/h, and he completed the total dose. One week later,
treatment was again repeated with diphenhydramine and
acetaminophen prophylaxis. This treatment was well tol-
erated, without recurrent edema. The patient received 6
additional rituximab treatments without any adverse
events. Rituximab, a chimeric antibody directed against
CD20, is widely used against B-cell non-Hodgkin's lym-
phoma (NHL). In previous reports, rituximab therapy was
often associated with an infusion-related toxicity consist-
ing of fevers, chills, and rigors, usually during the first
infusion.®* This toxicity usually is self-limited and gener-
ally subsides with temporary interruption or slow infu-
sion of the rituximab concurrent with initiation of sup-
portive care measures (such as acetaminophen and
diphenhydramine administration). Subsequent treat-
ments with rituximab are generally well tolerated and
usually associated with a reduction in the infusion-relat-
ed toxicity. Severe infusion-related reactions or overt
bronchospasm requiring medical intervention was noted
in only 2% of patients receiving rituximab during the first
treatment cycle. The primary mechanism of action of rit-
uximab in vivo remains unresolved, with several poten-
tial provocative mechanismas, including antibody-
dependent cellular cytotoxicity, complement-mediated
cytotoxicity, and direct induction of apoptosis through an
incompletely characterized CD20-mediated signaling
pathway.>® Gradual tumor destruction by immune effec-
tor cells leads to local cytokine release and accumulation
(tumor necrosis factor alpha, interferon gamma, and
interleukin 6)* and may have resulted in local edema in
our patient.

Naoya Oribe, Tetsuya E. Tanimoto, Kazuya Shimoda, Wakalko Hikiji,
Kenji Mitsugi, Ken Takase, Hideho Henzan, Akihiko Numata,
Toshihiro Miyamoto, Takahiro Fukuda, Koji Nagafuji, Mine Harada

| 106 | haematologica/the hematology journal | 2004; 89(online)

Figure 1.

Figure 2.

References

Conconi A, Martinelli G, Thieblemont C, Ferreri AJ, Devizzi
L, Peccatori E, et al. Clinical activity of rituximab in extranodal
marginal zone B-cell lymphoma of MALT type. Blood
2003%102(8):2741—54

2. Jager G, Neumeister P, Brezinschek R, Hinterleitner T, Fiebiger
W% Penz M, et al. Treatment of extranodal marginal zone B-cell
lymphoma of mucosa-associated lymphoid tissue type with
cladribine: a phase II study. ] Clin Oncol 2002;20(18):3872-7.

3. Tobinai K, Kobayashi Y, Narabayashi M, Ogura M, Kagami Y,
Morishima Y, et al. Feasibility and pharmacokinetic study of a
chimeric anti-CD20 monoclonal antibody (IDEC-C2B8, ritux-
imab) in relapsed B-cell lymphoma. The IDEC-C2B8 Study
Group. Ann Oncol 1998;9(5):527-34.

4. Maloney DG, Grillo-Lopez AJ, White CA, Bodkin D, Schilder

RJ, Neidhart JA, et al. IDEC-C2B8 (Rituximab) anti-CD20

monoclonal antibody therapy in patients with relapsed low-

rade non-Hodgkin's lymphoma. Blood 1997;90(6):5188—95.

Eisenbeis CEF, Caligiuri MA, Byrd JC. Rituximab: converging

mechanisms of action in non-Hodgkin's lymphoma¢ Clin

Cancer Res 2003;9(16 Pt 1):5810-2.

6. Smith MR. Rituximab (monoclonal anti-CD20 antibody):
mechanisms of action and resistance. Oncogene
2003;22(47):7359-68.

7. Wing MG, Moreau T, Greenwood J, Smith RM, Hale G, Isaacs
], et al. Mechanism of first-dose cytokine-release syndrome by
CAMPATH 1-H: involvement of CD16 (FcgammaRIIl) and
CD11a/CD18 (LFA-1) on NK cells. % Clin Invest
1996;98(12):2819-26.

8. Bienvenu J, Chvetzoff R, Salles G, Balter C, Tilly H, Herbrecht
R, et al. Tumor necrosis factor alpha release is a major biolog-
ical event associated with rituximab treatment. Hematol |

2001;2(6):378-84.



