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[Abstract] Objective To evaluate the clinicopathologic features of Rosai- Dorfman disease
(RDD), and elucidate the potential pathogenesis by whole exome sequencing (WES). Methods  Clinico-
pathological data of 23 RDD patients diagnosed between 2010 and 2018 in Changhai hospital were
reviewed, and 9 paraffin-embedded specimens were performed for WES. Results The median age of 23
RDD patients was 47 (10 — 79) years. Of them, 19 cases had extranodal lesions, 3 had nodal lesions, and 1
had nodal and extranodal lesions coincidently. All patients received surgery for lesion resection.
Histiocytosis in lymph node sinuses or in extranodal tissues accompanied by lymphocyte phagocytosis are
typical pathological features of RDD. Immunohistochemical staining shows histocytes are positive for
S100, CD68 and CDI63, and negative for CD1a. mTOR, KMT2D and NOTCH1 mutations were detected
with WES in these cases. Conclusion Mutations in mTOR, KMT2D and NOTCH1 genes may be
involved in the pathogenesis of RDD, and their clinical significance needs to be further studied.
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FH . TESNH S5 rhIE S KMT2D HE K 26 376 s B 24
L 7 EL 90 /0 BRURSE RY Jie 1  AET . @3 ) iR
(33% ) A7 7E NOTCHL JE R 8 L5875, 735l Ky - 345
A 5 T ¢.7128G > C (p.Q2376H) Fil ¢.6959C > G
(p.P2320R) ; 4 5 # & ¥ ¢.555G > T (p.K185N)
NOTCHL{F 5 %) 12 Z 5 4 M i 534k 14 58 A
TAF LR, 76 22 P IR 2R 0 0 1 e i H At ST 4 e
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th NOTCH1 & [H %€ 4% , 1 76 LCH & f & 3
KMT2D .NRAS FI NOTCH1 575 , £ J: P 545 7] fig

2 RIS AR U 200 i g 2 28 AT Bkl . RIS 2,9
il RDD F8 3 YRG0 H 3 R 2848, Herp 5 431 [R] s A7 7E
TP K L b FE R 28 A8 | $ 7 22 BE PR 28 A8 1] B8 3 ik
AR A EAE 3L A B RDD &/ . X SE 5 AF (1)
FLAR I PR SCRTTUS 22 18] 1) 56 R 8 75 2Lt — 25
580 WANRATIFBEA & PR AE SCHRRGE 19 NRAS
KRAS. PIK3CA. TNFRSF6. MAP2K1. BRAF.
ARAF % SLC29AC &g AR sets)

— A A RDD J& T H BRYER , 2800 145 H
BRAEN AATIHIR (A D E0s 6 2 & 5 B0t
T2 1697 L, RS2 45 Nl 455 RDD , X B &% ik 1]
Z F R FARYUIBR , B Hb SCHR i 18 +5 28 22 i 20
80% ~ 100% "% A YT 7 V0 B e R TIR
Jie it 52 K MET RDD A 44 Pulsoni 55 438 ity 7
BRI N 33.3% . Jacobsen 27 1 1 5 A Rz R
W IRTT G Y RDD, {4 ¥ % B KRAS
S g A | K 222 MEK #1141 551 cobimetinib {7
24 HIKBIZE# . Lee AL 3 4401397 1 RDD
SN 1L-6 7K SFHRCHT AT A B S T B, 6 1451030 i
TR T R A K AR R T G S 1) SR
FH IL-6 45505 siltuximab, 3697 1A A W15 E s 5
SEALRAR . AS4H 23 1) RDD Y947 F AR I, A2 1 4]
HBF ARG T CHOP 7 % 2 N P FRULIA , 19 1l s & vp
Pk 244 H & — O] Bk WA K

A2 ,RDD J& T B 2H 40 o 1 A= s, I
Rt e T [ R TR R B A FRAE 55
I B ] BEAEAE FE R PR S Ik Ar . AR FRAT T & B
B4+ RDD ££7E mTOR . KMT2D 1 NOTCH1 & [ 2t
A5 —ERA

2 % Xk

[1] Abla O, Jacobsen E, Picarsic J, et al. Consensus recommenda-
tions for the diagnosis and clinical management of Rosai-Dorf-
man-Destombes disease[J]. Blood, 2018, 131(26): 2877-2890.
DOI: 10.1182/blood-2018-03-839753.

[2] Emile JF, Abla O, Fraitag S, et al. Revised classification of
histiocytoses and neoplasms of the macrophage- dendritic cell
lineages [J]. Blood, 2016, 127 (22):2672-2681. DOI: 10.1182/
blood-2016-01-690636.

[3] Foucar E, Rosai J, Dorfman R. Sinus histiocytosis with massive
lymphadenopathy (Rosai-Dorfman disease ): review of the entity
[J]. Semin Diagn Pathol, 1990, 7(1):19-73.

[4] Hammond LA, Keh C, Rowlands DC. Rosai-Dorfman disease in
the breast[ J ]. Histopathology, 1996, 29(6): 582-584.

[5] Garces S, Medeiros LJ, Patel KP, et al. Mutually exclusive
recurrent KRAS and MAP2K1 mutations in Rosai- Dorfman



R MR 2585 20194 8 H 55 40455 8] Chin J Hematol, August 2019, Vol. 40, No. 8

<661 -

(6]

(9]

[10]

[12]

[13]

[14]

[15]

[16]

disease[J]. Mod Pathol, 2017,30(10):1367-1377. DOI: 10.1038/
modpathol.2017.55.

Zhu F, Zhang JT, Xing XW, et al. Rosai- Dorfman disease: a
retrospective analysis of 13 cases[J]. Am J Med Sci, 2013, 345
(3):200-210. DOI: 10.1097/MAJ.0b013e3182553e2d.
Al-Khateeb TH. Cutaneous Rosai-Dorfman Disease of the Face:
A Comprehensive Literature Review and Case Report[J]. J Oral
Maxillofac Surg, 2016, 74 (3): 528-540. DOI: 10.1016/j.joms.
2015.09.017.

Fatobene G, Haroche J, Hélias-Rodzwicz Z, et al. BRAF V600E
mutation detected in a case of Rosai- Dorfman disease [J].
Haematologica, 2018, 103 (8):e377- 377e379. DOI: 10.3324/
haematol.2018.190934.

Diamond EL, Durham BH, Haroche J, et al. Diverse and
Targetable Kinase Alterations Drive Histiocytic Neoplasms[J].
Cancer Discov, 2016, 6(2):154-165. DOI: 10.1158/2159-8290.
CD-15-0913.

Shanmugam V, Margolskee E, Kluk M, et al. Rosai- Dorfman
Disease Harboring an Activating KRAS K117N Missense Muta-
tion[J]. Head Neck Pathol, 2016, 10(3):394-399. DOI: 10.1007/
$12105-016-0709-6.

Morgan NV, Morris MR, Cangul H, et al. Mutations in
SLC29A3, encoding an equilibrative nucleoside transporter
ENT3, cause a familial histiocytosis syndrome (Faisalabad
histiocytosis) and familial Rosai- Dorfman disease [J]. PL0S
Genet, 2010, 6 (2): e1000833. DOI: 10.1371/journal.pgen.
1000833.

Matter MS, Bihl M, Juskevicius D, et al. Is Rosai- Dorfman
disease a reactve process? Detection of a MAP2K1 L115V
mutation in a case of Rosai- Dorfman disease [J]. Virchows
Arch, 2017, 471(4):545-547. DOI: 10.1007/s00428-017-2173-4.
Maric I, Pittaluga S, Dale JK, et al. Histologic features of sinus
histiocytosis with massive lymphadenopathy in patients with
autoimmune lymphoproliferative syndrome [J]. Am J Surg
Pathol, 2005, 29(7):903-911.

Schwartz FH, Cai Q, Fellmann E, et al. TET2 mutations in B
cells of patients affected by angioimmunoblastic T-cell lympho-
ma [J]. J Pathol, 2017, 242 (2):129- 133. DOI: 10.1002/
path.4898.

Shimoda K, Shide K, Kameda T, et al. TET2 Mutation in Adult
T-Cell Leukemia/LymphomalJ]. J Clin Exp Hematop, 2015, 55
(3):145-149. DOI: 10.3960/jslrt.55.145.

Cooper SL, Arceci RJ, Gamper CJ, et al. Successful Treatment
of Recurrent Autoimmune Cytopenias in the Context of Sinus

[17]

[18]

[19]

(23]

[26]

Histiocytosis With Massive Lymphadenopathy Using Sirolimus
[J]. Pediatr Blood Cancer, 2016, 63(2):358-360. DOI: 10.1002/
pbc.25770.
Zhang J, Dominguez- Sola D, Hussein S, et al. Disruption of
KMT2D perturbs germinal center B cell development and
promotes lymphomagenesis [J]. Nat Med, 2015, 21 (10):1190-
1198. DOI: 10.1038/nm.3940.
Xerri L, Adélaide J, Popovici C, et al. CDKN2A/B Deletion and
Double- hit Mutations of the MAPK Pathway Underlie the
Aggressive Behavior of Langerhans Cell Tumors[J]. Am J Surg
Pathol, 2018, 42 (2): 150- 159. DOI: 10.1097/PAS.
0000000000000989.
Cheng X, Cheng JL, Gao AK. A Study on Clinical Characteris-
tics and Magnetic Resonance Imaging Manifestations on Sys-
temic Rosai- Dorfman Disease [J]. Chin Med J (Engl), 2018,
131(4):440-447. DOI: 10.4103/0366-6999.225053.
Mantilla JG, Goldberg- Stein S, Wang Y. Extranodal Rosai-
Dorfman Disease: Clinicopathologic Series of 10 Patients With
Radiologic Correlation and Review of the Literature [J]. Am J
Clin Pathol, 2016, 145(2):211-221. DOI: 10.1093/ajcp/aqv029.
Huang BY, Zong M, Zong WYJ, et al. Intracranial Rosai-Dorfman
disease[J]. J Clin Neurosci, 2016, 32: 133-136. DOI: 10.1016/j.
jocn.2015.12.046.
Joshi SS, Joshi S, Muzumdar G, et al. Cranio- spinal Rosai
Dorfman disease: case series and literature review [J]. Br J
Neurosurg, 2019, 33 (2): 176- 183. DOI: 10.1080/02688697.
2017.1329517.
Rubinstein M, Assal A, Scherba M, et al. Lenalidomide in the
treatment of Rosai Dorfman disease--a first in use report [J].
Am J Hematol, 2016, 91(2):E1. DOI: 10.1002/ajh.24225.
Pulsoni A, Anghel G, Falcucci P, et al. Treatment of sinus
histiocytosis with massive lymphadenopathy (Rosai- Dorfman
disease): report of a case and literature review [J]. Am J
Hematol, 2002, 69(1):67-71.
Jacobsen E, Shanmugam V, Jagannathan J. Rosai- Dorfman
Disease with Activating KRAS Mutation- Response to
Cobimetinib [J]. N Engl J Med, 2017, 377 (24):2398- 2399.
DOI: 10.1056/NEJMc1713676.
Lee H, King G, Garg K, et al. Successful treatment of dissemi-
nated Rosai-Dorfman disease with siltuximab[J]. Haematologi-
ca, 2018, 103 (7):e325- 325e328. DOI: 10.3324/haema-
t01.2018.188441.

(ke H 197 : 2018-12-30)

(A3l X1 98)



