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Key Clinical Message

Rituximab-combined therapeutic regimens have been recommended for treat-

ment of Waldenstr€om’s Macroglobulinemia (WM). We report one WM patient

who developed interstitial pneumonitis after rituximab therapy.
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To The Editor

Rituximab-combined therapeutic regimens have been rec-

ommended for treatment of Waldenstr€om’s Macroglobu-

linemia (WM) [1, 2]. We report one WM patient who

developed interstitial pneumonitis after rituximab therapy.

The patient was a 58-year-old man who presented with

intermittent gingival hemorrhage for 1 year and dizziness

for 1 month. Serum detections showed a high immuno-

globulin M (IgM) concentration as 111 g/L. A bone mar-

row biopsy and a phenotypic analysis confirmed existence

of abnormal CD20+ B cells; a gene analysis showed an

L265P mutation (2.6%) at MYD88 gene locus, findings

that were consistent with primary WM. The patient ini-

tially received plasma exchange therapy and then R-

CHOP regimen (rituximab + cyclophosphamide + doxo-

rubicin + vincristine + prednisone) with rituximab at

375 mg/m2 of body-surface area. The patient showed

relieved gingival hemorrhage and dizziness with a reduced

IgM concentration to 50.5 g/L. However, 3 days after the

third R-CHOP course, the patient presented a high fever

of 39°C centigrade with dry cough and worsening dysp-

nea with remarkable rhonchi in bilateral lungs. Analysis

Figure 1. Helical computed tomographic scanning showed ground-

glass shadowing in bilateral lungs before prednisone treatment and a

recovery at 1 week post-treatment.
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of arterial blood gases confirmed the presence of hypox-

emia. Helical computed tomographic scanning showed

ground-glass shadowing and pulmonary function tests

demonstrated a restrictive pattern and a diffusion deficit,

supporting the diagnosis of interstitial pneumonitis.

Laboratory investigations for suspicious causes, includ-

ing blood and sputum cultures and autoantibodies, an-

tineutrophil cytoplasmic, rheumatoid factor antibodies,

and procalcitonin were negative. Empirical treatment with

antibiotics for 6 days showed no obvious improvement,

and then prednisone therapy was commenced at 60 mg/

day. The sustained fever and other symptoms were dra-

matically relieved within 6 days. A repeated helical com-

puted tomographic scanning confirmed a substantial

recovery (Fig. 1) and the restrictive ventilation pattern

was reversed.

In this case, the WM patient was receiving rituximab-

involved combination therapy. We acknowledge noninfec-

tion-related rituximab-induced lung disease is rare, and it

is difficult to completely exclude other causes in immuno-

suppressed patients. Based on the ineffectiveness by

empirical antibiotic therapy and negative results from lab-

oratory investigations, the temporal relation indicated rit-

uximab a culprit of interstitial pneumonitis in this

patient.

Rituximab-CD20 combination might trigger cytokine

release to cause interstitial pneumonitis development.

Notably, the rituximab-induced lung disease is a poten-

tially fatal complication [3, 4]. Considering previous rit-

uximab cases [5], early administrations of hormone

therapy showed striking outcomes in this patient. Since

rituximab is increasingly prescribed for treatment of vari-

ous disorders, physicians should pay more attention to

this complication.

Acknowledgments

The authors thank Xuefei Sun, Jun Qian, and Hong Zhu

(Department of Hematology); Jie Zhang (Department of

Respiration), Jianxin Zhou (Intensive Care Unit) and

Chen Wang (Department of Internal Medicine) for their

valuable advice in diagnosis and treatment. The patient’s

cooperation and understanding are greatly appreciated.

Conflict of Interest

None declared.

References

1. Owen, R. G., G. Pratt, R. L. Auer, R. Flatley, C. Kyriakou,

M. P. Lunn, et al. 2014. Guidelines on the diagnosis and

management of Waldenstrom macroglobulinaemia. Br. J.

Haematol. 165:316–333.

2. Buske, C., V. Leblond, M. Dimopoulos, E. Kimby, U. Jager,

and M. Dreyling. 2013. Waldenstrom’s macroglobulinaemia:

ESMO clinical practice guidelines for diagnosis, treatment

and follow-up. Ann. Oncol. 24(Suppl. 6):vi155–vi159.

3. Herishanu, Y., A. Polliack, L. Leider-Trejo, Y. Grieff, U.

Metser, and E. Naparstek. 2006. Fatal interstitial

pneumonitis related to rituximab-containing regimen. Clin.

Lymphoma Myeloma 6:407–409.

4. Hadjinicolaou, A. V., M. K. Nisar, H. Parfrey, E. R.

Chilvers, and A. J. Ostor. 2012. Non-infectious pulmonary

toxicity of rituximab: a systematic review. Rheumatology

(Oxford) 51:653–662.

5. Burton, C., R. Kaczmarski, and R. Jan-Mohamed. 2003.

Interstitial pneumonitis related to rituximab therapy. N.

Engl. J. Med. 348:2690–2691, discussion 1.

134 ª 2014 The Authors. Clinical Case Reports published by John Wiley & Sons Ltd.

Pneumonitis related to rituximab therapy X. Bai et al.


