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Letterer-Siwe disease, Hand-Schiiller-Christian disease and eosinophilic granuloma of the bone are merely different
clinical expressions of one disease. Lichtenstein grouped these three clinical syndromes and proposed that this disease be
termed histiocytosis X. This grouping was based on the histologic similarities and the possibility of transformation of one
syndrome into another. The cause of histiocytosis X remains unknown. Histiocytosis X is a condition that presents single or
multiple lesions, distributed in the soft tissue, lymph nodes, various organ and bones, especially in the areas of marked
reticuloendothelial activity.

The authors reviewed the clinical findings, radiographs and the treatment of the twenty-six patients with histiocytosis X
diagnosed on the base of pathologic findings at Severance Hospital, between January, 1971 and December, 1980. Among the
twenty-six patients, twenty-one patients could be followed, ranging from one month to six years, with an average follow-up
of 1.6 years. The results obtained were as follows:

1. There was a slight male predominance (61.6%). The age ranged from 2 months to 42 years (average 8.2 years). Sixty-

five percents of patients were the child under 4 years of age.

2. Hand-Schiiller-Christian disease (50 %) was the most common form of this disease. Letterer-Siwe disease developed in
the youngest (average 1.2 years) and eosinophilic granuloma in the eldest (average 20.4 years).

3. The common manifestations were hepatomegaly, skin rashes and anemia in Letterer-Siwe disease; palpable mass,
pain and exophthalmos in Hand-Schiiller-Christian disease; pain and mass in eosinophilic granuloma.

4. The common sites of the skeletal lesions were skull, spine and femur, etc.

5. The patients with single skeletal lesion improved regardless of the methods of treatment.

6. Vinblastine, methotrexate and/or prednisone were valuable agents for the multiply involved patients.

7. Prognosis was poor for the patients who were young at onest, or who had multiple systemic involvements, but in case
only with skeletal involvement the prognosis was good. Eosinophilic granuloma is the most benign variant, while
Letterer-Siwe disease is the most malignant type.
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1. MY ¥ AYEE

AH Bz 26WF Gz} 169(61.6%), I=7F 109
(38.4%) 2 3ol A wo| WAt AL EE 2
Yoll A 424 Ao (HF 8.24) 2 26%F 44 °|3t7t 17
(65.3%)2.2 Fsrt F2 e Aol BAHI
o}, ez 104 wlgte] 1873(69.2%), 104all4] 204
A7t 59(19.2%), 20414 454 Abol7} 3 % (11,5

%)l et (Fig. 1).
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Fig. 1. Distribution of 26 patients by Age 1 Years.
2. Ago FHo e wasls U AUER

Letterer-Siwe ¥ ©] 8 =(30.8% ), Hand-Schiiller-Chris-
tian® o) 13%(50%), Eosinophilic granuloma 7} 5% (19,2
9).2.2 Hand-Schiiller-Christian® o] 7} gokc}, 8
3 7 Sl e AP B EE Letterer-Siwe o] 2714
o4} 2 Al(# 3 1.24)), Hand-Schiiler-Christian®¥-¢} 5
Aol A 2141(3F 7.84]), Eosinophilic granufoma 7} 3
doll A 424 F 2044)) 2 Letterer-Siwe® o] 713 o]
2] odelel WAl 1, Eosinophilic granuloma 7} ¥] 23

2o ool 4] WAlEd ) (Table 1).

Table 1. Classification of conditions

Type No. Patients Age at Onset
Letterer-Siwe 8 2 mos.- 2 yrs. (1.2 yrs))
Hand-Schiiller- '
Christian 13 5 mos.-21 yrs. (7.8 yrs.)
Eosinophilic
granuloma 5 3 yrs.-42 yrs. (20.4 yrs))

3 Yasa ¥ &

W 2 QasA o £de e A8 Fyd o
2} )7} Dgtel, Letterer-SiweH ol A& #2243 o
Zhe] A5 7} 8"“‘4(100/0)°§— ZbA ggokm, wldol
6 1{75%), Fol 54(62,5%), 427 4el(50%),
shedo] 3 of|( 3,_5/;), JstAd ZFd, D.IC.(disseminated
intravascular coagulation) 7} Z+7t 2¢(25%)4 AU
Hand-Schiiller-Christian ® ol 4] & Z&0] 6 oll(46,2% )%}
2 F4e $%ol 501(38.5%)% 7t max Az
Zoie} ZulAFEosh 361(23.1%)4 AR

ITEE
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Table 2. Symptoms and Signs

Symptom & Sign Letterer-Siwe

Hand-Schiller-Christian

Eosinophilic granuloma

Palpable mass -
Pain -
Skin rash

Enlarged lymph node
Otitis

Fever

| o oo

> W

Anemia
Diabetes insipidus -
Exophthalmos —
Hepatosplenomegaly
Diarrhea

Infection

D.I.C.

N o

— - W B = BN e W o= 1O
| ~N

D.LC. : Disseminated Intravascular Coagulation

o] 444(30,8%), &%8%F°l1:1(7.7%) 13121} Hand-
Schiiller-Christian® &} A= o] 3] FZ Akl sl F9]
A€, dTFEE Y 2850 2F i de dvx
812l ch, Eosinophilic granulomadl A& #H4A%99 F&
o] 41(80%), FZol 2e(40%)% e 1ol e £
7)ol 2 AP} f43] FAE] Hulo] S-S
A =] A o} (Table 2).

X—A AR ZAA ] Hu g Jebdl A7) 149 0]
Sed 2 F 109004 5o i Jehigm,
490N bt oz Y45 el g, dEsaE 5
ol A FAFol 5ol & 7hA Bigte, 35 34, HEF
Fubo] 7zt 144 Uieh, A W4 E el %7‘}4
¥ 2F Hand-Schiiller-Christian 2.2 $-4%, s

Table 3. Site of Skeletal Lesion

N

A. Solitary Lesion

Hand-Schiiller- Eosinophilic

Site Christian granuloma Total
Skull 2 3 5
Spine 2 1 3
Femur — 1 1
Pelvis 1 — 1

B. Multiple Lesions in Hand-Schiiller-Christian Disease
(4 Patients)

Skull (4) Femur (3) Spine (2) Humerus (2)
Rib (1) Pelvis (1) Scapula (1) Mandible (1)
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F, HZ, AE o8 wo| YelSI ) (Table 3).

% 267%F 239o] AEE Usked, HEH4AE e
d A 109 FolA 4¢3 7lEE WL 8} 790)
A, FE3 stadd YAtz uke s} 39
o], ot WS el Fx 13983 Letterer-
Siwe 8 HellAl& ¥ #3tay & A8e93, Hand-
Schiiller-Christian® 5 HollAll& 544 7}g & 9o 3
b1, %, ey 9 sehsw e e a5}
19, wadey 9 shetedl g e das 249, 4
HA 1A et ad uhg 2335t c} (Table 4).

3}at g W& Histiocytoris X #2} 269d% 129 (Hand-
Schiiller-Christian® 4 §, Letterer-Siwe® 8 )oll 4] 4]
#atdcl, 8158 ¥ A 2+ prednisone, vinblastine, vincri-
stine, Leukeran, methotrexate, antibiotics 52 §of3lg &
o] prednisone € 40mg/m*& " 4 F7F Holda 54
o] Bolwd Zaksle] Fofstgie}, vinblastine & A 3ol
2.5mg/m*E T3l viF 1.25mg/m*H 2747 Eo
A HYpE z2Abske] WET 45} 3,000/mm? o) 8
2 goiA A AY 15 Ay FoJsldt. vin-
cristine-2 "] 2mg/m*% Fd 8% methotrexate = 30
mg/m*& 1 F Yol 2¥ Feddigin),

F=4 45 Yeld Hand-Schiiller-Christian ¥ % Eosi-
nophilic granuloma #2}e] 44 slgE: AAE, 43
€ EE 27e 9 FolAee ARy, SAMde
M2 1,200~2,000rad & ZAMbg&d] 3 oot 5 b
¢ 4Pl U4 scH(Table 5).



Table 4. Methods of Treatment

. Op.+X-ray + X-ray +
Disease Op. Op. + X-ray Chemotherapy Chemotherapy Chemotherapy

Solitary Skeletal Lesion '

Hand-Schiiller-Christian 3 2 — - —

Eosinophilic granuloma 4 — — —
Multiple Lesions

Letterer-Siwe - — — — 8

Hand-Schiiller-Christian 1 - 1 2 1

Total 8 3 1 2 9
Table 5. Solitary Skeletal Lesion {10 Patients) Table 6. Multiple Lesions in Hand-Schiiller-Christian

Patient Age  Disgnosis Sng of Treatment
lesion
1 17 yrs. EG. skull  excision
X-ray (1,200 rad)
2 36 yrs. EG. skull  excision
3 42 yrs. EG. skull  excision
4 4yrs. EG spine  curettage
5 3yrs. EG. femur curettage
6 18 yrs. H-S-C skull  excision
X-ray (2,000 rad)
7 3yrs. HSC skull  excision
8 14 yrs. H-S5-C spine  curettage
bone graft
9 11 yrs. H-S-C spine  curettage
bone graft
10 3 yrs. HSC pelvis  curettage

X-ray (1,200 rad)

E.G. : Eosinophilic granuloma
H-S-C : Hand-Schiiller-Christian disease

chab4] w38 v}Eld Hand-Schiiller-Christian ¥ $H=}
59 FollA AX o IS AU 1ol dAE
S Aldeta, WA ey-e 3 HollA 600~1,500rad
£ ZAslg o, 1ol A Leukeran-%, 3 ®oll4] me-
thotrexate & prednisone 3 %ro] Fof 39l )} (Table 6).

Letterer-Siwe®] 8 HollA= =5 3t ad-& A5}

+d| vinblastine ™ prednisone- 5o 8=}7} 39, vin-

d

cristine % prednisone ¥ Fo 3 3tx}7} 1=, prednisone
Ak Eoigh Bo} 4 o] 2Tk (Table 7).

o}

Disease (5 Patients)

Patieng Age Site of lesion Treatment
11 5 mos.  skin, lymph nodes excision
12 3 yrs. skull, spine curettage
femur, humerus X-ray(1,500 rad)
Leukeran
13 2 yrs, skull, femur biopsy
X-ray (600 rad)
methotrexate
14 7 yrs. skull, spine biopsy
femur, humerus X-ray (palliative)
rib, scapula prednisone
pelvis, mandible methotrexate
15 2 yrs. skull, skin prednisone
liver, spleen methotrexate
lymph nodes antibiotics
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s dA we] A4 Agsiolstn Ut

Hand-Schuller-Christian ¥ ol 4] & 105 3 6 o] k3 A}
tojm] 3ol A wgm, ez 19L 649
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Table 7. Multiple Lesions in Letterer-Siwe Disease
(8 Patients)

Patient Age Site of lesion Treatment
16 1 mos. skin, liver, spleen prednisone
lung vinblastine
antibiotics
17 23 mos. skeletal, skin prednisone
liver, spleen vinblastine
antibiotics
18 1yrn skeletal, skin prednisone
liver, spleen vinblastine
D.IC. antibiotics
19 2 yrs. skin, liver, spleen prednisone
lymph nodes vincristine
20 6 mos. skeletal, skin prednisone
liver, spleen antibiotics
21 10 mos. skin, liver, spleen prednisone
lymph nodes antibiotics
22 11 mos. skeletal, skin prednisone
liver, spleen antibiotics

D.IC.
23 2 yrs. skeletal, skin prednisone
liver, spleen antibiotics

D.I.C. : Disseminated Intravascular Coagulation

313l eh (Table 8).
3. X ZHof cHEt Z ot

Letterer-Siwe®] 3 = ol| 4] prednisone # vinblastine &
2odled 2wHollA ZAEY 19-E D.IC. (disseminated
intravascular coagulation) 2 1 7} & =lel] A}=}3t9dc}, Pre-

dnisone # vincristine & o] FoJg 1ol 149
atel Alepdladn, 4 ol prednison g GHEo 2 E
d3gedl o F FTAA] sl5dddd 24F 1L
1849 mbell Al 19 3-4Ye] A A o
o] A4 otst=lof sbm Uk (Table 9).

Table 9. Effect according to Chemotherapeutic Agents in
Letterer-Siwe Disease

gent Vinblastine  Vincristine Prednisone

Status Prednisone  Prednisone

Improved 2 - —
Worsened —_ — 1
Total 3 1 2

Hand-Schuller-Christian % o] 4 &= A Alo)] th 5w 4 &
£ 494 ke A deld 454 slr g w44y
a2 433 46E Agn, b Hu-g ey of
oA AEASE 1olE A S e methotrexate, Leuke
eran ¥ A8 ¥ e] Hosl Qlgl} (Table 10).

Eosinophilic granulomaoll A+ 2 Ao thEu &2 1}
B AAE, 4atd g FolAg, wald ey o
= et AAgle] 25 2445 Q) (Table
11).

v @

A Histiocytosis X etx Felgxl+ ¥ AP 1893

Table 8. Effect of Treatment of Prognosis

Status Well Improved Worsened Died Followed case
Disease
Letterer-Siwe —_ 2 1 3 6/8
Hand-Schiiller-Chrisitian 6 - 1 1013
Eosinophilic granuloma 4 1 — - 5/5

* Follow-up Periods : 1 mos.-6 yrs. (average 1.6 yrs.)

Table 10. Effect according to Therapeutic Method in Hand-Schiiller-Christian Disease

reatment ' ] ] )
Op. Op.+X-ray Op. + X-ray X-ray Prednisone
Status Leukeran Methotrexate Methotrexate
Well 4 2 _ _ _
Improved — — 1 1 1
Died - _ _ ] _
Total 4 2 1 2 )
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Table 11. Effect according to Therapeutic Method in tan el 3 F3te] Hand-Schuller-Christian ¥ 2.2 &3}

Eosinophilic Granuloma b=
" B Agel Yolol dfslA Lichtenstein®® 2 Jaffe’” &
St\at'llj';eatment Excision Curettage E))(((iisi:;n vicusoll ¢33k Zted ez WAty 3l Fisher?V b
Green?¥ 52 ol {7}z ol F 5ol T4 EulEolA vl
Well 2 1 ! fobi 3h.2v Randolp %Y 2 ofw 354 #& %
Improved - 1 - 7AskAE Falgotn sk, 2eloe FokA, HEhs
Died - - - A2, $447 o) Yok opAE Yalol
Total 2 2 1 A

2 wodba el ol wo] dFdla Qlepitn,
Jd Hand? 7} 34 dolollAdl 2¥%, zuizZd, 3} Cline'* 52 Histiocyte Al AT x TFo4] AFAL
2y wrge dFEE o T IAAEE A ol chaloba) o} HFulel-FA Loll4 ol chal4]
g *L?(—;-_‘F-{F_-—% AYEn Adx BdAS g A= T E Az 22 o] A4 E (tissue macrophage: immature “A”
E Aol A wwolrd 1 o|F 1920\d Christian'® L& 5 macrophage, mature “B” macrophage) & 23} 7}=dl
A ojolellal FAL, HFES, 8EF9 30 FFA o] A WHE Aoy FAlo] s A oo} oA 3t
2 7}A 1elE vnddy $¥Fe Haifa Afel HEd $EAd s ua} gaH Aol FFo] ozA
zurzicty sgend, 19201 Schiller*”? & o] 9} ®l szt Jehdera 5190 2 (Table 12), Nezelof® -2 Histiocytosis
2012 yoshdA A1 HakEA ZlE5 Rl 7]l XA ZAA Ig G, Ig Mo FEA9} 35 galdl A&
sivha Al 7beked Dysostosis hypophysaria 2} stgel, 2 2.4 (C;) & A8 3 Histocytosis X Al £7F xHal 4] 4]
23 192413 Letterer®? &= Zkv] A3 oH, dld ol #5443 Z Al “‘°]“—" Az AMEY dFoletar A,
< el §o} 18 ®23kT aleukemic reticulosis 2} FaAtel vtehd AEEZE ojxpR ) datel e A
3 8tga, 19204 Finzi?® 7F A& A 5Fol eosinophilic 02 velygze sureled.e 24|04 449 Lolrjo] Tk
granuloma 7} A7) ol & B aslge}, ol TEAE Aol 7l xdrdE B 4 gty sy
1 % 19443744 Eosinophilic granuloma, Hand-Schiil- E. 3] Letterer-Siwe ¥ ol A= 3 A} o] 3ol 4] 7} B3 Fo-
ler-Christian®] % Letterer-Siwetj o] 2|z 234 fA} sinophilic granulomla ol /&= fd 7ol @o1} o} x ojio
Ao & gl g2 Pelae ol frlsA el T = B 4 Adgivia goprsienes Aol Ao
AR Fe] ot JAFFFo M ABUAEL Holst ol &3 wixd obAS B 4 9gich, &43-9= Cheyne
e}1o2620 9204 1953\ Lichtenstein® & 3 o] F Weol Bauol o3t FAE, diEHE, HEe ToZ W
372 E&Eo] Histicytosis X2k 42 A el & A QL Ennis'® o o 3} 'T‘7H ‘:HQ‘T’—E. AzkE, &1k
2pe] AFAAE 2oolA Wz g4 Z Letterer- 5T ez ugr 2 °4'_T"°ﬂ vebul 2 3= Cheyne o]

Siwe® o]l A Hand-Schuller-Christian®j 2 2 o] 33w & 23 Axe} FAEHA Jelbskel,
AL vwgo} AdAH £ 2 Hand-Schuller-Chris- Hand-Schiiller-Christian ¥ &] 3t F& Al 5739 74

Table 12. Malignant Histiocytic Disorders: Correlation between Clinical Syndrome and Differentiation of Proliferating Cells

Predominant Cell Clinical Disorder

Diseases with Little or Variable Cellular Differentiation

Monoblast, promonocyte Acute monocytic leukemia
Promonocyte, immature macrophage Reticulum cell sarcoma (poorly differentiated)
Diseases with Moderate Cellular Differéntiation
Monocyte, immature macrophage Letterer-Siwe disease (acute differentiated histiocytosis)
Immature macrophage Histiocytic medullary reticulosis
Diseases with Well Differentiated Histiocytes
Immature and mature macrophage Hand-Schiiller-Christian
Immature and mature macrophage Eosinophilic granuloma
Immature and mature macrophage Localized histiocytoma
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anti-folic acid compounds, nitrogen mustard, corticosteroids,
vincristine, vinblastine sulfate W 2| #= A, 4L3& 5
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—A A&+ 193010 Sesman*Ve] FAHE Aol o
o] A X—A ZAZ £330 AEE 22 HA 4]
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Ae ¥z 3353 gedn Ao, 28 & AT
A tEoz FAW el gl AfellM X—
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3 stgevt 2 Az of g Aated & A=A e %
ket

cortisone X| &0l &} 4 Blahd'? & Hand-Schiiller-
Christian ¥ ol 4] cortisone Fo3 2 7 77} ofjuf 3} o}z ¥ w0
slgd o v} Karlen®, Cox'”, Avioli” %2 Hand-Schiiller-
Christian ¥ ] W} Letterer-Siwe ¥ oll4] &3} Zoldictn &
7893 Bass® ¥ 59 HggalE HadHA corti-
sone 3} corticotropin (A.C.T.H.) o] A= 9] A g (reticulo-
endothelial disease) & %] &3} Zlo] ozl o}& X 54|
ql anti-folic-acid v} X—A ZAIZ-E o}& Hzubyol v
zAZA A7) Ak st
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2 % 1963 Beier”, 19643
Sharp*? o 19661 Sieget‘¥ 5-0] x| &ol Alg3dld utE
otz Rpstedet, 2 F Starling*?
Jones®®, Lahey®" 4= vinblastine, vincristine, prednisone, 6-
MP, methotrexate 5% 5 £ 230z AL3ld ¥
LEAEe 45-60% 9 fAbNM 2F 2 B FE Byl
ohx ghe},

2 dFoA¥+ 3" Al prednisone # vinblastine-& F
APed 290l TASRR 19L& A FAol 4
st A #mollx E3l3 DIC. (dlssemmated intravascular
coagulation) 2 AF43t t}h. methotrexate & £ 39 A&
290l TAHYT 1482 Aol TAH = X e
 FAA VS 3 9sA Ad=le] Alsldet, Pre-
dnisoneqt %= ool A& FF3AAo] 75U 3HF 2
@ o], 223 prednisone# vincristine-2 £ 19 e] Alq}
3}l 3L prednisoneqt £ Yoz 19| FAte] HA A
g3 e}, A Fods 1295 8ol A3}
ded HaAdsde & 9L A= £

Lahey®*®", Henderson®® & ol %7} 3tzxle] o8z}
LA dA7) QR Y4H o3 o] FH 3t
Z2 84 EAo] dFoll AAHA 847} Hepn ok,
Agte] A4 AL volol we} ekt oA A&
oA vl EAA Adlo] Widdln dAve] EFE4F
FAA L Foign EAAN B5oz Arie A
L7} vt} 28| o & Letterer-Siwe® & F 2 Fo} £+
2370l el o8, zha, wla, ek, s, &
o =g Al pho) AW ELAl 57 wfifel ofF Ao
o] 4 Lahey®® & 3 A} ojujell e = 7 9ol 4 50% <] A
-&7t#x ¥ 313}, Eosinophilic granuloma+ F2 T4
Aol g5 & el &= Iy ddE vlxy §7)
ol ¢l F7 Frf,

vinblastine sulfate #-&

v.&d &
AAdista o Fefst L4 Aua "é Ai 197104
1 93e 1080d 129747 loﬁ & o2 A

Hlx welxze3 o 2 Histiocytosis X 2 &35 3=} 26
Holl afled JaA o2 AHEST, Ha 17ﬂ%i°ﬂ"1 3
I 6 d7AA FFoAe] sl 219 HE 2 A
E 2Aso g 22 AES A4

1, A4 &= 2695 F=7t 16“6‘(61.64)5’—1 2 2
ok, A#EEe AL 20U Hx 424(FF 82
A, -4 Alel8krt 1774(65,3%) 2.2 Hb of4te] 4
< d@ ol wAsAt,

2, %o §¥4Hz £ DAdlE+r  Hand-Schiiller-
Christian®) ©] 50% & 7} w9kx, A8 ¥ E = Letterer-



Siwe® o] 7} wrgka (o 1, 2 4]), Eosinophilic granu-
loma7} 7bA Eokoh (3 20,4 40),

. BT A8 Kol e} gk Letterer-
Slwe"'é]4 FzA4e A, s¥aa, o Wl olgl
3, Hand-Schiiller-Christian¥ ol 4 = 2%, =% o) o}
+%%, Eosinophilic granulomaol| 4= 5% o FZo]ol
c},

4. FAA 3HYAE FAF, A% o gEE £ol
31‘4

. EBAA sy AR Yeld Ao 2 aw)
"5"“ AAGlel 25 ZAE
. Bste Aol thall 4= prednisone #} vinblastine =

& methotrexate & FoJ 3t At 4 &3} QLo pred-

nisone "FZ Foigh ShAloll X E ot glgic),
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