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A Case of Systemic Lupus Erythematosus-Associated Hemophagocytic

Lymphohistiocytosis Treated Successfully with an Etoposide Infusion

Sung Wan Han, Kyu Keun Kang, So Hyun Park, Ji Young Song, Woong Sun Yu, Jung Ran Choi, and Choon Kwan Kim

Department of Internal Medicine, Seoul Veterans Hospital, Seoul, Korea

Hemophagocytic lymphohistiocytosis (HLH) can develop following strong activation of the immune system and the cardinal

symptoms are a prolonged fever, hematological abnormalities, hepatosplenomegaly, and hemophagocytosis. HLH can be classified

as primary or secondary HLH, associated with infections, malignancy and autoimmune disease. There is no consensus on the

primary treatment regimen in systemic lupus erythematosus (SLE)-associated HLH. We experienced a case of SLE-associated

HLH in a previously healthy adult. She was initially treated with intravenous immunoglobulin, cyclosporine, and high-dose steroid,

but had a poor clinical response. After intravenous etoposide, the patient stabilized and has been followed for 1 year without

reactivation of the HLH or SLE. (Korean J Med 2013;84:613-618)

Keywords: Lymphohistiocytosis; Hemophagocytic; Etoposide; Systemic; Lupus Erythematosus

x
rhu

ZagZolaty L& A=A

TR Aoto]A

74EA, R4 4919 HLHE % o

YLaLA] 3 2 RG22 212 (hemophagocytic  lymphohistio- 2| B A AL Aolo| A YHAEE SLE
Agon @x) BEAZAL

Aoz FEsol =L

HLH®| ofjof A 2

9 % 92000 helke okolet

Ae el A AlA pom, = H Ao A 2AIEE SLE A3 HLHo|| 4] HLH-2004 X]=%]3]
ol A= A0 749 W A A ZHEE3E A (systemic lupus 2 225 E etoposideE A3 o=

= o\:lj s i
erythmatosus, SLE) 17 HLH %7} 2 1% ¢ltk. HLH-2004 o4 SLE &3 HLH 1oflofl A TV

- AARES A
2E2E, AERAE

Received: 2012. 5. 14
Revised: 2012. 7. 13
Accepted: 2012. 10. 5

Correspondence to Choon Kwan Kim, M.D.

Department of Internal Medicine, Seoul Veterans Hospital, 53 Jinhwangdo-ro 61-gil, Gangdong-gu, Seoul 134-791, Korea

Tel: +82-2-2225-1491, Fax: +82-2-2225-4374, E-mail: schenics@naver.com
Copyright © 2013 The Korean Association of Internal Medicine

This is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http:/creativecommons.org/licenses/by-nc/3.0/) which permits

unrestricted noncommercial use, distribution, and reproduction in any medium, provided the original work is properly cited.



— The Korean Journal of Medicine: Vol. 84, No. 4, 2013 —

Y, g 2E|Ro|= 5o MRel YAPE Aol gl
cloposide & A3 F YFHOR HLHE X zokglr]o] 2

Azt g Wasks Hlolck

ol
m

XL S50A], o=

o AN ik
0F

N
P
il

EOR - 0 O

22
ox
fu)
e
° o ol £ s

rio
_O'L
52
5

|
3
o
e
ok
|V
lo
o o
32,
a

o
&2
)

b
&or
:

52
52
i)

N
I
Am 4

o
]
™
olo
il
il
=
o

mmHg,

H
1o
i
-z
olN
B
)
ftjo
H
8
T

ZAKY A TP Aol A WET 4,170/mm’ (FA4
- 56.4%, HIZT 30.0%), DA 79 gidl, AT 67,000/mm3
itk duk Aslsr HARo A AST 105 TU/L, ALT 37 IU/L, &
¥2]=4] 1.0 mg/dL, LDH 1,036 IUL, & thil 64 g/dL, 2H:in

Figure 1. Cardiomegaly and bilateral pleural effusion are seen on
computed tomography (CT).
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Figure 2. A few hemophagocytic histiocytes with degenerated
erythrocytes within their cytoplasm (arrow) are seen in the bone
marrow (H&E, x 400).
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Figure 3. This figure shows an overview of the treatment and
clinical course of the patient. After intravenous etoposide in-
fusion, the fever and seizures subsided.
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Table 1. Treatment and outcome of SLE-associated hemophagocytic syndrome

Patient No. Age, sex Durationa months Site of pathology Fever Treatment Outcome
1 27,F 125 BM +  MP pulse + CSA + IVIG Survived
2 23,F 0 BM + PD+IVIG Survived
3 18, F 0 BM +  MP pulse + CPP + AZA + PE Survived
4 3I,M 7 BM +  MP pulse Survived
5 31,F 0 BM + PD Survived
6 24, F 24 BM + DX+ CSA+IVIG Survived
7 29,F 118 BM + DX+ CSA+IVIG+PE Survived
8 17,F 16 BM +  MP pulse + CSA + IVIG Survived
9 37, F 51 BM - MP Survived
10 25,F 1 BM +  MP pulse + CPP + IVIG Survived
11 [4] 19, F 0 BM +  MP pulse Survived
12 [5] 43,F 0 BM + PD Survived
13 34, M 0 BM + PD+IVIG Survived
14 11,F 0 BM +  MP pulse + PD Survived
15 27,F 0 BM + PD Survived
16 40, F 0 BM +  MP pulse + PD Survived
17 29, F 0 BM +  MP pulse + PD Survived
18 19,F 36 BM + PD+IVIG Survived
19 33,F 0 BM + PD+IVIG Survived
20 15, F 0 BM + PD Survived
21 28, F 0 BM +  MP pulse + PD Survived
22 19,F 0 BM +  MP pulse + PD + CPP Survived
23 17,M 0 BM +  MP pulse + PD + IVIG + VP + CSA + CPP + antiCD20  Survived
24 30,F 0 BM +  MP pulse + PD + IVIG Survived
25 29, F ND BM + PD Survived
26 37,F ND NA + IVIG Survived
27 [6] 21, F 0 BM +  MP pulse + PD Survived
28 26,F 108 NA +  MP pulse +PD Survived
29 26,M 18 NA + PD Survived
30 21,F 103 NA +  MP pulse + PD Survived
31 21,F 54 NA + PD Survived
32 20, F 24 NA +  MP pulse + PD Survived
33 22,F 50 NA +  MP pulse + PD Survived
34 34,F 102 NA +  MP pulse + PD Survived
35 19, F 60 NA +  MP pulse + PD + CSA + vincristine + rituximab Survived
36 29, M 46 NA +  MP pulse + PD + IVIG Survived
37 41, F 25 NA +  MP pulse + PD + CSA Survived
38 29,F 6 NA +  MP pulse + PD + CSA Survived
39 41,M 48 NA +  MP pulse + PD + IVIG Died

40 60, F 240 NA - MP pulse + PD + CSA Survived
41 40, F 4 NA +  MP pulse + PD + CSA Survived
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Table 1. Continued

Patient No. Age, sex Durationa months Site of pathology Fever Treatment Outcome
42 S1,F 187 NA - MP pulse + PD + CSA + tacrolimus Survived
43 [7] 50, F 0 NA - MP pulse + PD + CSA + tacrolimus Survived
44 38, F 108 LN +  High-dose steroid Survived
45 20, F 1 BM +  High-dose steroid + CPP + IVIG Died

46 62, F 228 BM +  High-dose steroid + IVIG Died

47 45,F 0 BM + PD Died

48 12,F 0 BM +  MP pulse + PD Survived
49 58,M 0 BM + PD Died

50 26, F 0 BM + PD Survived
51 28, F 0 BM + PD Survived
52 46, F 0 BM + PD Survived
53 64, F 0 BM + PD Survived
54 18] 29,F 72 BM +  MP pulse + PD + PE + CSA + VP + vincristine + infliximab  Survived
55 26, F 120 BM +  MP pulse + PD + CSA + IVIG + CPP + infliximab Survived
56 [9] 25,F 6 BM +  MP pulse + PD + CSA + etanercept Survived
57[10] 54, F 180 BM +  MP pulse + PD + alemtuzumab Survived

AZA, azathioprine; BM, bone marrow; CPP, cyclophosphamide; CSA, cyclosporine; IVIG, intravenous immunoglobulin; LN, lymph
node; MP, methylprednisone; NA, not available; PD, prednisone; PE, plasma exchange; VP, etoposide.
"Duration from the onset of SLE to the onset of hemophagocytic syndrome.
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