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Solitary Extramedullary Plasmacytoma of the Cricoid Cartilage—Case Report
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Solitary plasmacytoma (SP) is an extremely rare form of hematologic malignancy that can be classified as solitary bone plasmacytoma or solitary extramedullary plasmacytoma. Here, we report a patient who presented with progressive shortness of breath and foreign body sensation in his throat. Fluorodeoxyglucose positron emission tomography/computed tomography (18F-FDG-PET/CT) demonstrated an abnormal FDG-avid soft tissue mass arising from the larynx involving the cricoid cartilage without additional suspicious lesions. Histology revealed an abundance of plasma cells; immunohistochemistry was positive for CD138 expression and lambda chains, and negative for CD20. Comprehensive imaging studies and panendoscopy of the ENT tract confirmed solitary disease involvement. Following additional systemic work-up, a diagnosis of extramedullary plasmacytoma was rendered. The patient underwent definitive radiotherapy using intensity-modulated radiation therapy (total dose of 46 Gy, divided in 23 fractions of 200 cGy). Serial PET/CT showed the stepwise resolution of abnormal FDG uptake and resolution of the cricoid cartilage lesion. With 22 months of follow-up, the patient remains free of disease. We describe the rare case of SP presenting as a FDG-avid hypermetabolic soft tissue mass in the cricoid cartilage, which should be considered in the differential diagnosis of laryngeal tumors. Of note, SP is radiosensitive; favorable outcome can be expected once treated with doses of 40–50 Gy. FDG PET/CT is helpful in diagnosis and response assessment for this disease.
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INTRODUCTION

Multiple myeloma (MM), a malignant plasma cell tumor, accounts for approximately 1.8% of all cancers and 15% of hematologic malignancies (1–3). Solitary plasmacytoma (SP), an extremely rare form within this entity that accounts for approximately 4% of plasma cell malignancies (4), can be classified as solitary bone plasmacytoma (SBP) or solitary extramedullary plasmacytoma (SEMP). Here, we report the rare case of a laryngeal SEMP involving the cricoid cartilage.

BACKGROUND

A 77-year-old man who grew up in Sicily presented with progressive shortness of breath and foreign body sensation in his throat to an outside emergency department while traveling to Arizona. Other symptoms included intermittent cough of whitish sputum, intermittent wheezing, and dyspnea on exertion. Outside chest X-ray and CT of the chest revealed thickened soft tissue beneath the vocal cords. A prior chest CT from April 2014 showed no laryngeal lesion. A dedicated CT of the larynx performed in March 2015 with intravenous contrast then demonstrated an expansile soft tissue mass arising in the posterior half of the cricoid cartilage with mild airway narrowing measuring 3.3 cm × 1.7 cm × 2.2 cm. No infiltration of adjacent soft tissues, trachea, or arytenoid cartilage was detected, nor was focal calcification observed (Figure 1B, blue arrow). FDG-PET performed 4 days later showed the soft tissue mass involving the posterior half of the cricoid cartilage with increased FDG uptake [maximum standard uptake value (SUV): 3.8] (Figure 1A, blue arrow). No other sites of abnormal increased FDG uptake were identified elsewhere in the body. Possible differential diagnosis included primary lesions of the cartilage (chondroma versus chondrosarcoma), lymphoma/lymphoid hyperplasia, and an inflammatory process. The next day, laryngoscopy confirmed the diffuse enlargement of the cricoid cartilage with circumferential subglottic narrowing (Figure 2). Figure 2A shows the epiglottis, arytenoid cartilage, and enlarged cricoid cartilage. Figure 2B shows a magnified view of the enlarged cricoid cartilage. Since an attempted endoscopic biopsy was not diagnostic, a CT-guided biopsy was obtained four weeks later (Figure 3).
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FIGURE 1 | (A) Focal increased FDG uptake [maximum standard uptake value (SUV) of 3.8] in the larynx noted on axial fused PET/CT image (blue arrow) corresponds to a (B) soft tissue mass (3.3 cm × 1.7 cm × 2.2 cm) in the posterior cricoid cartilage on contrast-enhanced (CE)-CT scan of the larynx (blue arrow). (C) Posttreatment follow-up FDG-PET/CT acquired 2 months after the end of the radiation therapy showed a decrease of the intensity of uptake; persistence of a very low diffuse uptake (SUV 4.9) is noted probably reflecting post-radiation changes (blue arrow). (D) CE-CT of the neck confirmed decreased size of the residual lesion, now measuring 2.5 cm × 1.0 cm × 2.0 cm (transverse by AP by craniocaudal) (blue arrow) and improved narrowing of the infraglottic airway. (E) Follow-up PET performed 6 months later showed persistent non-specific uptake (SUV 4.7) and (F) essentially unchanged size of the residual soft tissue on non-contrast, low-dose CT of the PET/CT. (G) One-year follow-up PET/CT demonstrated non-specific uptake, and (H) on corresponding non-contrast, low-dose CT of the PET/CT, normal appearance of the cricoid without residual soft tissue was seen.
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FIGURE 2 | Laryngoscopy confirmed the diffuse enlargement of the cricoid cartilage with circumferential subglottic narrowing. (A) The epiglottis (black asterisk), arytenoid cartilages (white arrow heads), and enlarged cricoid cartilage (white arrow). (B) A magnified view of the enlarged cricoid cartilage (white arrow) and arytenoid cartilages (white arrow heads).
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FIGURE 3 | CT-guided biopsy of the mass in the cricoid cartilage.



Histologically, the tumor was entirely composed of plasma cells, some of which showed the typical perinuclear clearing associated with the Golgi apparatus (Figure 4A, arrow). On immunohistochemistry, the neoplastic cells stained positive for CD138 (Figure 4B) and stains for immunoglobulin lambda (Figure 4C) and kappa (Figure 4D) in favor of lambda chains, demonstrating that the tumor is lambda light chain restricted. Complete lack of CD20 expression excluded an aggressive B-cell lymphoma. A diagnosis of extramedullary plasmacytoma (EMP) was rendered. Additional systemic work-up including bone marrow biopsy, urine/serum protein electrophoresis, immunofixation, and blood chemistry showed no evidence of MM, leading to the final diagnosis of SEMP.
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FIGURE 4 | Microscopic pictures of the plasmacytoma. (A) The tumor is entirely composed of plasma cells, some showing the typical perinuclear clearing associated with Golgi apparatus (arrow), H&E, 600×. (B) Immunostain for CD138 shows positive (golden brown) staining in the tumor (200×). (C) Immunostains for lambda and (D) kappa light chains show a significant difference in staining intensity between kappa and lambda chains in favor of lambda chains (200×) demonstrating that the tumor is lambda-restricted.



The patient underwent definitive radiotherapy using intensity-modulated radiation therapy (total dose of 46 Gy, divided in 23 fractions of 200 cGy; completed in July 2015). He tolerated the treatment well; the acute toxicity noted was grade 1 voice change. He had no unanticipated events during his RT course; however, he developed likely radiation-induced subclinical hypothyroidism (TSH 9.5, freeT4 normal), for which he was treated with levothyroxine. This RT-related complication is not unexpected in view of the thyroid’s immediate vicinity to the larynx; therefore, baseline thyroid function tests prior to RT initiation and subsequent continued testing should be considered to detect transient or permanent dysfunction (5). Serial follow-up imaging studies showed stepwise resolution (Figure 1C–H, arrows). With 26 months of follow-up, the patient remains free of disease.

DISCUSSION

Solitary extramedullary plasmacytoma is defined as a solitary soft tissue lesion with clonal plasma cells, an absence of bone marrow involvement, and an absence of end-organ damage secondary to lympho-plasma cell proliferative disorder (6). SEMP occurs most commonly in the head and neck (4, 6), demonstrating a predilection for male gender and for pharynx (21.5%), nasal cavity (19.3%), oral cavity (14.7%), and paranasal sinuses (13.0%) (6). Involvement of the larynx, however, is rare, with a total of 32 cases (4.7%) reported in the SEER database from 1973 to 2000 (6). The clinical presentation in patients with laryngeal involvement is varying and dependent on location and lesion size, usually involving hoarseness and/or dysphagia, sometimes even acute airway compromise requiring emergent bronchoscopic resection have been reported (7). In our literature search, we found only four case reports that have described SEMP involving the cricoid cartilage (7–10). Due to the low incidence of SP, reliable data regarding the clinical course and outcome of different treatment approaches are lacking. SP is radiosensitive (11, 12), with favorable outcomes when treated with doses of 40–50 Gy (11). Other treatment options include surgical resection, laser excision, or combined modality therapy (12, 13). SEMP, in particular for sites in the head and neck, carries a better prognosis than SBP, regardless of tumor grade or stage (6). Disease progression to MM is less common in SEMP as compared to SBP (36 vs. 53%) (14). Risk factors for progression include age >60 (12) and angiogenesis (15). Progression to MM and amyloid deposition has been associated with poor prognosis (13).

Contemporary imaging studies for exclusion of MM and thus confirmation of SP, include whole-body low-dose computed tomography (to identify lytic osseous lesions), MRI of spine and pelvis, and FDG PET/CT (PET/CT) as second-line imaging techniques (16). PET is inferior to MRI for detection of bone marrow involvement in advanced (stage III) MM (17) or recurrent MM (18), but it is a useful tool for evaluating treatment response and for prognostication (18–20). In the current case, serial PET/CT showed the stepwise resolution of abnormal FDG uptake and resolution of the cricoid cartilage lesion following intensity-modulated radiation therapy. In contrast to MM, data on the role of FDG PET-CT in SP are scarce (see Table S1 in Supplementary Material for a summary of reported cases of plasmacytoma in head and neck imaged by PET/CT). In one study (21) of 23 patients with SP (including SBP and SEMP) with 54 tumor sites, only 4 lesions were confined to soft tissue areas (head and neck, breast, and pelvis), and 50 were bone lesions. Per number of analyzed anatomical sites, the sensitivities, and the specificities of FDG PET/CT vs MRI were 98 and 99% vs 93 and 94%, respectively. However, in 50% of patients, the FDG PET/CT detected plasmacytoma lesions in 18 areas that were outside the field of view for the MRI. In follow-up, MRI showed six false positive findings, which were correctly classified as scar tissue on PET.

The histologic differential diagnoses of a monoclonal cell population with plasmacytic features includes plasma cell neoplasms, such as plasmacytoma, plasma cell myeloma, monoclonal gammopathy of uncertain significance, and smoldering myeloma (22), as well as other B cell lymphomas such as extranodal marginal zone lymphoma and lymphoplasmacytic lymphoma (23). Analysis of adhesion molecule and chemokine receptor CD49d and CXCR4 may be helpful in differentiating SP from MM (24). Nevertheless, comprehensive imaging studies and panendoscopy of the ear, nose, and throat tract are necessary to confirm solitary disease involvement (4, 13, 21).

The etiology of SEMP remains unknown; however, viral pathogens (particularly Epstein–Barr virus) and chronic irritation from inhaled irritants associated with its diagnosis have been reported (25). While specific chromosomal anomalies have been identified in MM (26), this has not been demonstrated in SBP or SEMP.

CONCLUDING REMARKS

We describe the rare case of SP presenting as an FDG-avid hypermetabolic soft tissue mass in the cricoid cartilage, which should be considered in the differential diagnosis of laryngeal tumors. Whereas updated guidelines for treatment, risk stratification, and prognostic criteria for patients with MM have been established, determination of a concise approach for patients with SP has been hampered, largely due to the rare occurrence and limited literature. Of note, SP is radiosensitive; favorable outcome can be expected once treated with doses of 40–50 Gy. FDG PET/CT is helpful in diagnosis and response assessment for this disease.

ETHICS STATEMENT

Written informed consent was obtained from the patient for publication of this case report and accompanying images.

AUTHOR CONTRIBUTIONS

SK and HS assembled, analyzed, and interpreted the patient’s imaging data. IG performed the biopsy. RG undertook the histologic analyses. JaY and JmY provided the treatment and continue with the patient’s follow-up. All authors contributed to writing the manuscript. All authors read and approved the final manuscript.

ACKNOWLEDGMENTS

The authors thank Leah Bassity for editing assistance.

FUNDING

This research was funded in part through the NIH/NCI Cancer Center Support Grant P30 CA008748.

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at http://www.frontiersin.org/article/10.3389/fonc.2017.00284/full#supplementary-material.

Abbreviations

SP, solitary plasmacytoma; SBP, solitary bone plasmacytoma; SEMP, solitary extramedullary plasmacytoma; 18F-FDG-PET/CT, fluorodeoxyglucose positron emission tomography/computed tomography; EMP, extramedullary plasmacytoma; SUV, standard uptake value; MM, multiple myeloma.

REFERENCES

1. Kumar SK, Callander NS, Alsina M, Atanackovic D, Biermann JS, Chandler JC, et al. Multiple myeloma, version 3.2017, NCCN clinical practice guidelines in oncology. J Natl Compr Canc Netw (2017) 15(2):230–69. doi:10.6004/jnccn.2017.0023

2. Hayat MJ, Howlader N, Reichman ME, Edwards BK. Cancer statistics, trends, and multiple primary cancer analyses from the Surveillance, Epidemiology, and End Results (SEER) Program. Oncologist (2007) 12(1):20–37. doi:10.1634/theoncologist.12-1-20

3. Siegel RL, Miller KD, Jemal A. Cancer statistics, 2016. CA Cancer J Clin (2016) 66(1):7–30. doi:10.3322/caac.21332

4. Alexiou C, Kau RJ, Dietzfelbinger H, Kremer M, Spiess JC, Schratzenstaller B, et al. Extramedullary plasmacytoma: tumor occurrence and therapeutic concepts. Cancer (1999) 85(11):2305–14. doi:10.1002/(SICI)1097-0142(19990601)85:11<2305::AID-CNCR2>3.0.CO;2-3

5. Ling S, Bhatt AD, Brown NV, Nguyen P, Sipos JA, Chakravarti A, et al. Correlative study of dose to thyroid and incidence of subsequent dysfunction after head and neck radiation. Head Neck (2017) 39(3):548–54. doi:10.1002/hed.24643

6. Gerry D, Lentsch EJ. Epidemiologic evidence of superior outcomes for extramedullary plasmacytoma of the head and neck. Otolaryngol Head Neck Surg (2013) 148(6):974–81. doi:10.1177/0194599813481334

7. Rodriguez-de-Velasquez A, Weber AL, Montgomery W. Extramedullary laryngeal plasmacytoma. Ann Otol Rhinol Laryngol (1996) 105(6):483–6. doi:10.1177/000348949610500613

8. Hall FT, Perez-Ordonez B, Irish J. Pathology quiz case 1. Multiple myeloma with an extramedullary plasmacytoma involving the subglottis. Arch Otolaryngol Head Neck Surg (2004) 130(3):366,368. doi:10.1001/archotol.130.3.366

9. Wang M, Du J, Zou J, Liu S. Extramedullary plasmacytoma of the cricoid cartilage progressing to multiple myeloma: a case report. Oncol Lett (2015) 9(4):1764–6. doi:10.3892/ol.2015.2936

10. Pichi B, Terenzi V, Covello R, Spriano G. Cricoid-based extramedullary plasmocytoma. J Craniofac Surg (2011) 22(6):2361–3. doi:10.1097/SCS.0b013e318231e56d

11. Sasaki R, Yasuda K, Abe E, Uchida N, Kawashima M, Uno T, et al. Multi-institutional analysis of solitary extramedullary plasmacytoma of the head and neck treated with curative radiotherapy. Int J Radiat Oncol Biol Phys (2012) 82(2):626–34. doi:10.1016/j.ijrobp.2010.11.037

12. Thumallapally N, Meshref A, Mousa M, Terjanian T. Solitary plasmacytoma: population-based analysis of survival trends and effect of various treatment modalities in the USA. BMC Cancer (2017) 17(1):13. doi:10.1186/s12885-016-3015-5

13. Xing Y, Qiu J, Zhou ML, Zhou SH, Bao YY, Wang QY, et al. Prognostic factors of laryngeal solitary extramedullary plasmacytoma: a case report and review of literature. Int J Clin Exp Pathol (2015) 8(3):2415–35.

14. Holland J, Trenkner DA, Wasserman TH, Fineberg B. Plasmacytoma. Treatment results and conversion to myeloma. Cancer (1992) 69(6):1513–7. doi:10.1002/1097-0142(19920315)69:6<1513::AID-CNCR2820690633>3.0.CO;2-X

15. Kumar S, Fonseca R, Dispenzieri A, Lacy MQ, Lust JA, Wellik L, et al. Prognostic value of angiogenesis in solitary bone plasmacytoma. Blood (2003) 101(5):1715–7. doi:10.1182/blood-2002-08-2441

16. Rajkumar SV, Dimopoulos MA, Palumbo A, Blade J, Merlini G, Mateos MV, et al. International Myeloma Working Group updated criteria for the diagnosis of multiple myeloma. Lancet Oncol (2014) 15(12):e538–48. doi:10.1016/s1470-2045(14)70442-5

17. Hur J, Yoon CS, Ryu YH, Yun MJ, Suh JS. Comparative study of fluorodeoxyglucose positron emission tomography and magnetic resonance imaging for the detection of spinal bone marrow infiltration in untreated patients with multiple myeloma. Acta Radiol (2008) 49(4):427–35. doi:10.1080/02841850801898625

18. Spinnato P, Bazzocchi A, Brioli A, Nanni C, Zamagni E, Albisinni U, et al. Contrast enhanced MRI and (1)(8)F-FDG PET-CT in the assessment of multiple myeloma: a comparison of results in different phases of the disease. Eur J Radiol (2012) 81(12):4013–8. doi:10.1016/j.ejrad.2012.06.028

19. Zamagni E, Patriarca F, Nanni C, Zannetti B, Englaro E, Pezzi A, et al. Prognostic relevance of 18-F FDG PET/CT in newly diagnosed multiple myeloma patients treated with up-front autologous transplantation. Blood (2011) 118(23):5989–95. doi:10.1182/blood-2011-06-361386

20. McDonald JE, Kessler MM, Gardner MW, Buros AF, Ntambi JA, Waheed S, et al. Assessment of total lesion glycolysis by 18F FDG PET/CT significantly improves prognostic value of GEP and ISS in myeloma. Clin Cancer Res (2017) 23(8):1981–7. doi:10.1158/1078-0432.ccr-16-0235

21. Salaun PY, Gastinne T, Frampas E, Bodet-Milin C, Moreau P, Bodere-Kraeber F. FDG-positron-emission tomography for staging and therapeutic assessment in patients with plasmacytoma. Haematologica (2008) 93(8):1269–71. doi:10.3324/haematol.12654

22. Amini B, Yellapragada S, Shah S, Rohren E, Vikram R. State-of-the-art imaging and staging of plasma cell dyscrasias. Radiol Clin North Am (2016) 54(3):581–96. doi:10.1016/j.rcl.2015.12.008

23. Harmon CM, Smith LB. B-cell non-Hodgkin lymphomas with plasmacytic differentiation. Surg Pathol Clin (2016) 9(1):11–28. doi:10.1016/j.path.2015.09.007

24. Hughes M, Doig A, Soutar R. Solitary plasmacytoma and multiple myeloma: adhesion molecule and chemokine receptor expression patterns. Br J Haematol (2007) 137(5):486–7. doi:10.1111/j.1365-2141.2007.06599.x

25. Saito M, Morioka M, Izumiyama K, Mori A, Irie T, Tanaka M, et al. Epstein-Barr virus-positive ileal extraosseous plasmacytoma containing plasmablastic lymphoma components with CD20-positive lymph node involvement. Int J Gen Med (2012) 5:715–8. doi:10.2147/ijgm.s33549

26. Robiou du Pont S, Cleynen A, Fontan C, Attal M, Munshi N, Corre J, et al. Genomics of multiple myeloma. J Clin Oncol (2017) 35(9):963–7. doi:10.1200/jco.2016.70.6705

Conflict of Interest Statement: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2017 Krebs, Ganly, Ghossein, Yang, Yahalom and Schöder. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) or licensor are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/fonc-07-00284-g003.jpg





OPS/images/fonc-07-00284-g004.jpg
A\
i AL
P AT ‘

slg..






OPS/images/cover.jpg
frontiers
in Oncology

Solitary Extramedullary
Plasmacytoma of the Cricoid
Cartilage—Case Report





OPS/images/fonc-07-00284-g001.jpg





OPS/images/fonc-07-00284-g002.jpg





OPS/images/logo.jpg
Ghesk for

i@





