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Abstract: Mikulicz’s syndrome is characterized by the symmetrical enlargement with lymphocytic infiltrations 

of the parotid salivary glands and the lacrimal glands.Its common causes are lymphoma, and other autoimmune 

diseases. So far, it has been rarely reported therefore we additionally report one case in a Thai patient. He was 

a 65-year-old Thai presenting with the gradual enlargement of multiplemasses at both eye brows, both parotid 

glands and both sides of the cervical lymph nodes within a few months without local or constitutional symptoms.

The size of the masses varied, 2-3 cm, firm consistency, no fluctuation, and no tenderness. No lymph nodes at 

other parts of the body were found on the physical examination, theultrasonography of the upper abdomen and 

the chest filmexcept the small pretracheal lymphadenopathies found on the computed tomography of the chest. 

The blood tests for anti-SSA and anti-SSB antibodies were found negative.The microscopic pathology of the 

cervical lymph node was shown to be the atypical lymphoid hyperplasia, suggestive of Hodgkin disease, mixed 

cellularity.He was diagnosed as having Mikulicz’s syndrome, with an underlying Hodgkin’s lymphoma, mixed-

cellularity at least stage IIA. After the multi-drugchemotherapy, allmassesdisappeared within only one course. 

Because this case had no anti-SSA, anti-SSB antibodies and no kerato-conjunctivitis sicca, it seemed to support 

the proposal that Mickulicz’ s syndrome and Sjogren’s syndrome are different entities. 
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 Mikulicz’s syndrome มีลักษณะจําเพาะคือการมีตอมนํ้าลายพาโรติดและตอมนํ้าตาโตข้ึนอยางชา ๆ  และ

สมมาตรเนื่องจากมีเซลลเม็ดนํ้าเหลืองแทรกซึมเขาไปสาเหตุที่พบบอยคือโรคมะเร็งตอมนํ้าเหลืองและโรคกลุม 

autoimmune อื่น ๆ จนปจจุบันนี้โรคนี้ก็ยังพบนอยจึงเขียนรายงานน้ีผูปวยเปนชายไทยอายุ 65 ปมีกอนเนื้องอกที่ 

หางคิว้ทัง้ 2 ขางตอมนํา้ลายพาโรติดทัง้ 2 ขาง และตอมนํา้เหลอืงท่ีคอท้ัง 2 ขางภายในไมกีเ่ดอืนกอนเหลานีโ้ตชา ๆ 

โดยผูปวยไมมีอาการทั้งเฉพาะที่และอาการทั้งระบบขนาดของกอนเนื้อเหลานี้ประมาณ 2-3 เซนติเมตร คอนขาง

แข็งไมมีจุดนวมกดไมเจ็บไมพบตอมนํ้าเหลืองโตในที่อื่น ๆ ของรางกายไมวาจะโดยการตรวจรางกาย การตรวจ

ชองทองสวนบนดวยเครือ่งสะทอนคลืน่เสยีงความถีส่งูและการเอกซเรยธรรมดาของปอด ยกเวนมตีอมนํา้เหลอืง

เล็ก ๆ หนาหลอดลมท่ีพบโดยเอกซเรยคอมพิวเตอรของทรวงอกตรวจเลือดหาภูมิ anti-SSA และ anti-SSB แลว

ไมพบตรวจช้ินเนื้อจุลพยาธิวิทยาของตอมนํ้าเหลืองจากคอพบวาเปน atypical lymphoid hyperplasia, suggestive 

of Hodgkin disease, mixed cellularity จึงใหการวินิจฉัยวาเปน Mikulicz’s syndrome โดยมีโรคนําเดิม คือ 

Hodgkin’s disease, mixed cellularity at least stage IIA หลังจากไดยาเคมีชดุทีม่ยีาหลายขนาน ปรากฏวากอนตาง ๆ 

ยุบเกลี้ยงเพียงไดยาเคมีชุดแรกเทาน้ันเนื่องจากผูปวยรายนี้ไมมี anti-SSA, anti-SSB และไมมีอาการ keratocon-

junctivitis sicca จงึดเูหมอืนวาผูปวยรายนีส้นบัสนนุขอเสนอทีว่า Mikulicz’s Syndrome กบั Sjogren’s syndrome 

เปนโรคคนละกลุมกัน

คําสําคัญ: Mikulicz’s Syndrome, Hodgkin’s disease

Introduction 
 Mikulicz’s syndrome is a rare condition of 

the parotid salivary glands and the lacrimal glands 

characterized by the symmetrical lacrimal, parotid 

and submandibular glands enlargement with the 

lympho- cytic infiltrations. The typical manifestation 

is the progressive enlargement of the tumors at both 

upper eyelids, both parotid glands without pain. Its 

common causes are lymphoma, Hodgkin’s disease, 

tubercu- losis, Sjogren’s syndrome, SLE, etc. If the 

underlying causes cannot be identified, it will be called 

Mikulicz’s disease or benign lymphoepithelial lesion. 

The diagnosis of Mikulicz’s disease is based on the 

com-bination of symmetrical and persistent swelling 

in more than two lacrimal and major salivary glands 

andthe prominent mononuclear infiltration of the 

glandsand the exclusion of other diseases that present 

with glandular swelling(1,2).

 The patients with this disease hardly have 

constitutional symptoms such as weight loss or fever. 

And all tumor masses are always firm and non-ten-

derness(3). 

 Mikulicz’s disease is proposedlythe different 

entity from Sjogren’s syndrome because the patient 

with Mikulicz’s disease always has elevated serum 

immunoglobulin G-4(4) and negative test for anti-SSA/

SSB antibodies. Histopathologically, only Mikulicz’s 

disease has prominent infiltration of IgG4-positive 
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plasmacytes into the lacrimal and salivary glandsand 

responds well to corticosteroids(1). Moreover, the 

tissue is helpful for excluding other diseases that 

present with glandular swelling, such as sarcoidosis 

and lymphoproliferativedisease(5). 

 After the syndrome was firstly described by 

Jan Mikulicz-Radecki, the Polish surgeon, in 1888, 

it has been sporadically reported since then(6). In 

Thailand, it has been hardly found so far. Here we 

present one case.

Case Report
 A 65-year-old Thai man presented with 

progressive enlargement of multiple masses at both 

eye brows, both parotid glands and both sides of 

cervical lymph nodes within a few months.All these 

masses gradually enlarged without local symptoms. 

He did not have any constitutional symptoms.On the 

physical examination, he had multiple masses at the 

lateral ends of both eye brows, both parotid glands 

and both sides of the cervical nodes, size 2-3 cm, 

globular, firm, smooth, no fluctuation, no tenderness, 

movable, normal covering skin.He did not have lymph-

adenopathy at other parts, no hepatosplen-omegaly.

 Laboratory tests: Hb 12.2 g%, Hct 36.5 %, 

WBC 22,600/mm3, platelet 170,000/mm3 N 91.9 % 

L 2.7 % M 5.4 %, ESR 98/hr. The HIV antigen/anti-

body, HBsAg, anti-HCV were all negative. The anti-SSA 

(anti-Ro) and anti-SSB (La) antibodies were negative 

but anti-cytoplasmic antibody and ANA were positive, 

fine speckle titer 1:80. Serum albumin 3.4 g%, globulin 

6.3 g%, creatinine 1.49 mg%, P 2.6 mg%, BS 159 mg%. 

 The ultrasonography of the abdomen showed 

no lymphadenopathy.But the computerized tomography 

of the chest showed the multiple small pretracheal 

lymphadenopathies. Biopsy of the left cervical node 

showed the diffuse effacement of lymph node by 

a proliferation of large atypical cells with round nuclei, 

prominent nucleoli and scant cytoplasm. Some of 

them show binucleation.They are scattered among 

mixed inflammatory cells including lymphocytes, 

plasma cells and a few eosinophils. Only few residual 

lymphoid follicles are observed. Immunostaining of 

these large transformed lymphocytes mark with LCA, 

CD20, sparse CD30, CD57, do not mark with CD3, 

CD15, EMA, EBV (LMP). Conclusion was reactive 

lymphoid hyperplasia with immunoblastic proliferation. 

 Within 6 months, the patient was still well 

along with all persistent masses.The laboratory tests 

were all repeated. Most of them were similar except 

for the globulin which was rising to 10.5 g%. The 

other tests were additionally performed: LDH 389 

IU, AST 41 IU, ALT 12 IU, alkaline phosphatase 100 

IU, CK-MB 2.4 ng/mL, troponin-I 0.0, FBS 94 mg%. 

The serum immuno-electrophoresis was normal. 

Urinalysis was normal and urine Bence-Jones’s protein 

was negative. 

 The chest film showed unremarkable study 

and the bronchial washing cytology was found 

negative for malignant cell.

 The cervical lymph node biopsy was repeated 

and the pathological diagnosis was atypical lymphoid 

hyperplasia, suggestive of Hodgkin disease, mixed 

cellularity. 

 The final clinical diagnosis was Mikulicz’ 

syndrome with an underlying Hodgkin’s disease, 

mixed cellularity, stage at least II A and he was treated 

with multi-drug chemotherapy and responded well, 

all masses completely disappeared within 1 course. 

Discussion
 Our patient was diagnosed as having Miku-

licz’ syndrome with an underlying Hodgkin’s disease 

and the diagnosis of Sjogren’s syndrome was much 

less likely because he did not have the complaint of 

eye symptoms while the anti-SSA (Ro) and anti-SSB 
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(La) antibodies were both negative(7). SoMikulicz’s 

syn-drome and Sjogren’s syndrome were consideredthe 

different entities by some authorities(8,9).

 Nowadays, Miculicz’ s syndrome is repeat-

edly proved to be the multi-organ involvement or the 

systemic manifestation of the immunoglobulin G4 

positive plasma cell disease and there is frequently 

some infiltration of IgG4 positive plasma cells(10-13). 

Our case has high serum total globulin (6.3 and then 

10.5 g%) and the plasma cells infiltration with immuno 

blastic transformation in the tissue but the identification 

of IgG4 subclass cannot be performed in our institute. 

 Some authorities suggest Mikulicz’s disease 

or Mikulicz’s syndrome should not be used anymore 

because the original case which was reported by 

Mikulicz showed a microscopic field of one of the 

submandibular glands containing a uniform lym-

pho-cytic infiltrate of centrocyte-like cells typical of 

MALT lymphoma(14).

 Mikulicz’s syndrome may be found prior the 

manifestation(15) or as the presentation of tumors 

particularly non-Hodgkin’s lymphoma, Hodgkin’s 

disease or leukemia(16). For the first time, our case did 

not have lymphoma but later the cervical lymph node 

was pathologically proved to be Hodgkin’s disease, 

leading to the treatment with combination of chemo-

therapy. Other diseases which should be differentia-

tedin cases of Mikulicz’s syndrome included the 

chronic inflammation, metastatic carcinoma(17) and 

sarcoidosis(18). In fact, the treatment and prognosis of 

Mikulicz’s syndrome depend on the underlying dis-

eases. If it is Mikulicz’s disease, it will be highly 

responsive to corticosteroids(11).

 Our patient has neither anti-SSA, anti-SSB 

antibodies nor kerato-conjunctivitis sicca, the diagnosis 

of Sjogren’s syndrome is not possible(19). It seemed 

to support the proposal that Mikulicz’s syndrome and 

Sjogren’s syndrome are different entities although 

their pathologies looked similar(8).

 Our case has never developed any compli-

cation of Mikulicz’s syndrome such as autoimmune 

pancreatitis, retroperitoneal fibrosis, tubulointerstitial 

nephritis, autoimmune hypophysitis, and Riedel’s 

thyroiditis(5).

 

Conclusion
 A 65-year-old Thai man was clinically 

diagnosed asMikulicz’s syndrome because of the 

enlargement of bilateral lacrimal, parotid and the 

cervical lymph nodes. The pathology of the lymph 

nodes werefound to be hyperplasia and later Hodgkin’s 

disease. And he responded well to chemotherapy. All 

masses disappear within one course.

Reference
 1. Schaffer, A, Jacobsen, A. Mikulicz’s syndrome: a 

report  of ten cases Am J Dis Child 1927; 34: 327-46.

 2. Yamamoto M, Harada S, Ohara M, Suzuki C, Na-

ishiro Y, Yamamoto H, et al. Clinical and patholog-

ical differences between Mikulicz’s disease and 

Sjögren’s syndrome. Rheumatol (Oxford) 2005; 44: 

227-34.

 3. Lee S, Tsirbas A, McCann JD, Goldberg RA. Mi-

kulicz’s disease: a new perspective and literature review. 

Eur J Ophthalmol 2006; 16: 199-203.

4. Yamamoto M, Ohara M, Suzuki C, Naishiro Y, 

Yamamoto H, Takahashi H, et al. Elevated IgG4 

concentrations in serum of patients with Mikulicz’s 

disease. Scand J Rheumatol 2004; 33: 432-3.

 5. Yamamoto M, Takahashi H, Ohara M, Suzuki C, 

Naishiro Y, Yamamoto H, et al. A new conceptu-

alization for Mikulicz’s disease as an IgG4-related 

plasmacytic disease. Mod Rheumatol 2006; 16: 

335-40.

 6. Bhattacharjee A, Uddin S, Prakash R, Rathor A, 

Kalita S. Diagnostic and management challenges in Mi-

kulicz syndrome. Int J Head Neck Surg 2015; 6: 139-45.



191Mikulicz’s Syndrome: A case report

 7. Vitali C, Bombardieri S, Jonsson R, Moutsopoulos 

HM, Alexander EL, Carsons SE, et al. Classification 

criteria for Sjögren’s syndrome: a revised version 

of the European criteria proposed by the Ameri-

can-European Consensus Group. Ann Rheum Dis 

2002; 61: 554-8.

 8. Tsubota K, Fujita H, Tsuzaka K, Takeuchi T. Mick-

ulicz’s syndrome and Sjogren’s syndrome. Invest 

Ophthalmol Vis Sci 2000; 41: 1666-73. 

 9. Takahashi H, Yamamoto M, Tabeya T, Suzuki C, 

Naishiro Y, Shinomura Y, et al. The immunobiol-

ogy and clinical characteristics of IgG4 related 

diseases. J Autoimmun 2012; 39(1-2): 93-6. 

10. Yamamoto M, Takahashi H, Naishiro Y, Isshiki H, 

Ohara M, Suzuki C, et al. Mikulicz’s disease and 

systemic IgG4-related plasmacytic syndrome (SIPS). 

Nihon Rinsho Meneki Gakkai Kaishi 2008; 31: 1-8.

11. Masaki Y, Dong L, Kurose N, Kitagawa K, Mori-

kawa Y, Yamamoto M, et al. Proposal for a new 

clinical entity, IgG4-positive multiorganlympho-pro-

liferative syndrome: analysis of 64 cases of IgG4-re-

lated disorders. Ann Rheum Dis 2009; 68: 1310-5. 

doi: 10.1136/ard.2008.089169. Epub 2008 Aug 13.

12. Takahashi H, Yamamoto M, Suzuki C, Naishiro Y, 

Shinomura Y, Imai K. The birthday of a new syn-

drome: IgG4-related diseases constitute a clinical 

entity. Autoimmun Rev 2010; 9: 591-4.

13. Himi T, Takano K, Yamamoto M, Naishiro Y, 

Takahashi H. A novel concept of Mikulicz’s disease 

as IgG4-related disease. AurisNasus Larynx 2012; 

39: 9-17. 

14. Ihrler S, Harrison JD. Mikulicz’s Disease and Mi-

kulicz’s Syndrome: Analysis of the original case 

report of 1892 in the light of current knowledge 

identifies a MALT lymphoma. Oral Surg Oral Med 

Oral Pathol Oral Radiol Endod 2005; 100: 334-9.

15. Uehara T, Ikeda S, Hamano H, Kawa S, Moteki H, 

Matsuda K, et al. A case of Mikulicz’s disease 

complicated by malignant lymphoma: a postmortem 

histopathological finding. Intern Med 2012; 51: 

419-23. Epub 2012 Feb 15.

16. Palaniswamy C, Selvaraj DR, Chugh T, Dudha M, 

Kumar U, Guleria R, et al. Mantle cell lymphoma 

presenting as Mikulicz syndrome. Am J Ther 2009; 

16: 459-61.

17. Morgan WS, Castleman B. A clinicopathologic study 

of “Mikulicz’s disease”. Am J Pathol 1953; 29: 

471-503.

18. Imai T, Yoshihara T. A case of Mikulicz’s syndrome 

associated with sarcoidosis. Nihon Jibiinkoka Ga-

kkaiKaiho 2009; 112: 25-8. [English Abstract]

19. García-Carrasco M, Mendoza-Pinto C, Jiménez-Hernán-

dez C, Jiménez-Hernández M, Nava-Zavala A, 

Riebeling C. Serologic features of primary Sjögren’s 

syndrome: clinical and prognostic correlation Int J 

ClinRheumtol 2012; 7: 651-9.


