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TR —DFRHFPmultisystem LCHTE WEH #H)
£ T, X512, GSE16395°°GSE35340%% (OmRNA
F— 2 OEMENTEZ L, LCHHAIZAW T, TLR
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MCPyV-DNABEHE 238 BAZFR O b LT,
MCPy V%2 3 135 0D L & FLRI R P 2R 120% T &
LONERS & B U, REAMERGEOIREET
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720 BREME R RET B,



el
JEIZIZHE 5 BRI DTGB & € DR TR

BERFRFEFERERNE  ZEERH

B VX IE 5 S ME A [ MR O = » F 2 AL LU B MIA O#ER AT IOE I/ NRE N EL
595, 2RMEEHEIL. BICBMEZELEITHEOBWERE 2R L., BRE ) s
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FEEERE AR ST 5 720 BB & B ORIEEE - OBDb Y 280 R EaNRT e —F%
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Patients characteristics

All patients had newly diagnosed muiti-system LCH,
which were confirmed histo-pathologically by positivity
ast 5-100 or CD1a.

LSG-96
31128
E\{}m

Male/Female

median
{range)
median 5v3m

Ageat Tx. 1y6m

8vllm

= ' ) y |
| Follow up time (range) (Om -10y0m) (5m - 13y0m)

Risk organ

involvement  Positive 617147 (41%)

34759 (58%)

* Risk organ involvement defined by HS LCH comumittee in 2009,

(Om - 17ylm) (1m-15y11m)

Resonder ™ Regresion >50% ofsg
egression of signs or
Ri";artia; symptoms of disease without AD
eg,’g? " organ dysfunction and new better
b lesions.,
Nons Regressim *654}% of “sigos or :
Response  SYMPptoms of disease with or AD
B !g{{ witheut organ dysfunction . intermediate
R 13 ‘f‘?’"ﬂ ; _(‘ , } and the ihsence of new lesions,
csponder Progressive  Progression in the signsor AD
Disease  symptoms of disease and/or ey
{PD} the appearance of new lesions, worse

EiES U—27 v a v 73 MRRERE

Background

Therapeutic outcome of multi-system childhood
LCH has recently been improved with an
introduction of prospective multi-institutional
therapeutic trials.

In our previous JLSG-96 protocol study
conducted from 1996 to 2001, we attained a
significantly low mortality rate {:’a.l%) in Japan.

However, the low event free survival rate (about
30%) and high reactivation rate {(about 50%)
remained ssnsansf actory.

To further improve the quality of life in multi-
system LCH patients, we started a modified
treatment protocol (JLSG-02) in 2002,

Treatment strategy of JL.SG-02 protocol

PSL dase way increased
from 3 days every 2 weeks
to continuous 4 weeks

L administration.

Total treatment duration
84 weeks in JLSG-02
30 weeks in JLSG96

! Induction B
ADR/CPMVCRPSLS

Maintenance B
ADRVCRPSLEMINPSLACPMVCRPSL
) 24weeks

111;'1:3'
123147 NAD (99%) 26
{84%) i o (25%]“
. 12/123
failure 10%)

240147
(16%)

; Nap 3848
asize | AP 3G
(76%) |

faiture  (JE45

14/59
(24%:)
*Failure, not attained NAD atthe end of t!u treatment.




Event Free Survival
JLSG-02 vs. -96

JLSG-02 (n= §:§7 1576 + 4.3

Event Free Survival in RO(+) patients
JLSG-02 vs. -96

JLSG-02 m-' } 44 Sk 0.6%

isk organ P
: | to Inductic
nvolvement |

i’R partia nsgmm( \R nem-m«pumv. ll
AD, active disease; TRM, transplantation

Event Free Survival in RO(-) patients
JLSG-02 vs. -96

100

907

80

70

JLSG-02 (n=86): 675 %
at 5 vears

Years

Qutcome of patients with NR/PD

to Induction A at the 6-week in JLSG-02

Response to
Induction B ;
GR/PR S/T{T1%) S5/5(100%) L
Others  27(29%) 22 (100%) U]

Total 7 (100%:} 0%
GR/PR 917(53%) B8O 89%) 1M9(1%)
Others 817 (47%). M8 (38%}) 58 (62%) |
‘ Total HAT(65%) 6117 (35%) |

*Cithers, including NR/PD and net applied Induction B

Overall Survival
JLSG-02 vs. -96

wee JLSG-96 (N=59) 94.942.9
JLSG-02 (N=147)95.2+1.8
at 5 years

p=0.975

Years




e 111 of WHO score

.s~{§2 prz;musi
éid:ﬁ(p% smé}, i: wWas more pmzmmm m RO (=)
patients,

However, more than 20 % of patients still had
ation, and 33 % of RO (+) patients with
Incidence of Diabetes insipidus | ND/PD at the 6-week died of disease.
3 Novel managements are reguired for further
reducing reactivations and rescuing  poor
responders among RO (4} patients.

reactivation deve u;mﬁ secondary M E),

zrxmplaumnun for poor responders with Rﬂ +)
to reduce mortality.
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LCHIZBE4 5 %%f'i/ ?‘%#& (http://www. jlsg. ip/papers.html)

Ho0[E  HBTFHIE S (2012, 09)
1) (RRALCHEBHIZBIT 5 EBHBEDOR |

Reduced bone mineral density in adult
patients with Langerhans cell
histiocytosis.

Makras P, et al. Pediatr Blood Cancer. 2012
May;58(5) :819-22.

Z OB IR T, BRALCHERE D& E
B AR LTz, 266Dk NBE L 25N
DORISRTBIZRB T, BEE L FREEEZ
MG L7z, BRE D20%IL, BEEMEDS, Flni
I FREhDIEHE (-2Aa7= -2.0) U
TTho, FiZ, BAREZOLM L0 LD
BEPEOBRETCT, FHRREE ZITEED
JED LS LEFRDT, HEHMEREDH D E
FCIL, IEEMHRE O 2V EE ORI A
T, Z2Aa7 —EEIEL ot (LFRE
BT AR OBETTT, BREHET
LCWe, BHERECERT 2B, &
BIZER D305, IB AFEDMIZITIe -7,

2) TRRADLCHIZBIT B MEAARAT AT 0T Y
= U > LRANKL., Dkk-11E|

Serum osteoprotegerin, RANKL, and Dkk-1
levels in adults with Langerhans cell
histiocytosis.

Makras P, et al. J Clin Endocrinol Metab.
2012 Apr;97(4) :E618-21.

[#52] LCHIiZ, VA B A > OFHAR RN
T DB FASEER 2R RIB S LD R
KRHADENRFERTH D, [BAY) BALCH
BEIZBWT, miEF Dnuclear factor kB
ligand (RANKL) & osteoprotegerin (OPG) .
Dickkopf-1 (Dkk-1) fl% . #kx 72958 H] THHME
T5, [FHA ) 12,252 150, BHHEE
EN T ALCH= A — MR 2 BB a9F 5t
[FxE] sk, [x4:] LCHE MEER T S
NIzl NBE ., BRO, 50 ADXISRE
B, [HA] ¥ _CoHHEIc, Bl - 22E
BRI A B o7, [EEERFEEZE]
RANKL. OPGH & O\Dkk-1fE% ., B3 & kTR
TR, BB A—F L OBE S i L
7o [FE5R)] LCHEE XX FRICHER LT, Mmi&
OPGIEIZEEICE < (3.0£0.2 vs. 1.7%0.1

pmol/L. P <0.001) . RANKL/OPGH:ITH EIZIK
27 (0.201+0.041 vs. 0.471%0.072,
P=0.02) , OPGEME (MiEA > Xk, 3.431,
O5%[SHE X . 1. 329~8.924) & RANKLAEAE (4
EAy XH0. 144, 95%SHEIX . 0. 034~
0.605) 1%, DT XTONRT A —F L
Th, BYVRT 4 v ZBEUFSHTICE - T, M
SELUTCLCHE BN A b vz, Dkk-11%, B3
LR TEN o, [HEEE] B ALCH
BETIT. MIBEOPGIEITE < . RANKLAEIZIER VY,
O BESE & Bpy  miEDkk-14EIX, LCHRA
F LB TIZEN R,

3) [FDG-PET/CTIZ X 2 UV AMERENEIEDOHE
E B ICB T ALCHOE @D H UVl
)

Measuring diffuse metabolic activity on
FDG-PET/CT: new method for evaluating
Langerhans cell histiocytosis activity in
pulmonary parenchyma.

Szturz P, et al. Nucl Med Biol. 2012
Apr;39(3) :429-36.

[1Z Cdiz] FHLCHI., B DOIEENEAI/INFEET
DB L. T D% OIEEENHI T EIAMRE
~NEAET S, ERAREEERERTH D, M
LCHD {E @M % 51413 5 72 12, FDG-PET/CTT
OVE AMEREBEMEZRIE L, B & g EE
HafsEL AT LW HESEE L, [5
£ L J5iE) 1% FEMIC. THORLCHO B3 D4
[8]OFDG-PETF5 & U23[E DFDG-PET/CT,
FDG-PET/CTRa M DBEEEN CEE DM E 72 1 3%
BIND T & LTHE L2 1006 DR iE % 43
WLz, AOBRIRARE (BEf6~8cm) TO
BROEHENE Y ALE (SUVmax PULMO) ¥
L O LT ATFEEORRERE (ERI~10
cm) CTOEKDOEE(LEY IAHRE
(SUVmaxHEPAR) % {7 L . SUVmaxPULMO/ HEPAR
EEEEH Lz, BEEL. &EE DOKRER
we Lz, [FR] MLCHEETHI~T
IZBW T, BEE &R ARE ORI R
ERL L., EEEO EFITEBNEEMET
HHZ EERL, BERGRICEREITET
L7z, 1006 st IRERZ BV T, FEEE
1. 0. 3RIE2380%, 0. 44T £396% (& :
0.14-0.43; 0.24 £ 0.07 (100)] TH o7,
[4534] SUVmaxPULMO/HEPARME ORIE & + D%



RFRBIER 1T, FLCHAESE o R WT L i SUs
PYEO BB Z FIRRIC T 5, fHE CIHREERY
RREITETH D,

4) TLCHIZIB T AHK TH- T RAEEREORH
Tl

Long—term outcome of hypothalamic
pituitary tumors in Langerhans cell
histiocytosis.

Fahrner B, et al. Pediatr Blood Cancer. 2012
Apr;58(4) :606-10.

[T 5] FARTE-TEREREL, LITLITR
HAE & TRAFERLE L RZIEZFI S
I LCHO B & — XA 72 FARMRRIRAE Th D,
VRITIX, EE72 TEEZEEFESFOXREL TE
REDEENRHASID O &R, —HOR
F IR EE % 5| X i 2 R ME
DIEBEALRHHILD, FR TE-T ZREE
&R MEIE I3 D IRE ORI X <
bhroTniew, k] Zo%GHRAFHEE
Tk, AR TH-TRERERH O, 22, &
R T ER- T #AEEORZERE L D% D
72 & B 3EILL EDOMRIBREN{TIOI., KT
—ZDHAHLCHEEZRIGR L Lz, TREWE
F O o7, BRI L OMRIORER)T —
ZEWNE LT, [FER] LCHZEE v & —I12%
FENTHICHRTH-TRERESZOH 5 A
BNl oTz, SEIERIFHIC, £<D
B BIRRIENMTOIL, & A EOBEITHE
BOEEE =T T\, KEHDEE CTES
DIBFENRF BTN, REBIERFF R TETO
BT FRARTERLE VR ZREE 72 13U
BRER R MR MEE DR A DTz, T EAEFIE
HRIVE VR ZIESCHREMEE D S L 2Bl
G 7273 Too 1T RS HR 0 7 AR 2
JENEAL L. 9 BEFNIEIA & R ERRA 72 k1
MREEICE -T2, [Fm] TR TEH-TE]E
JEBE D B B B 1X. RNA[FR 72N R
DEZICELIRNEVEEBbND, HETE-
THEAERBEO® HLCHBEICIX, B8 72MRIK
B L ARBEER L OHRLEFHNT A b
EEDHBRBRENLETD D,

5) ILCHBEIZBIT 2 RFTA huvzr<A
& — N
Topical nitrogen mustard therapy in
patients with Langerhans cell
histiocytosis.
Lindahl LM, et al. Br J Dermatol. 2012
Mar; 166 (3) :642-5.

[H58] LCHiZ, ZIEERcIIT ALCHMAR D £

W RS S T 5, BT, B
iggamld U d g ilo—E L LT, LiX
UiZiERA LD, [BEM] 74 haevx
Vo v AKX — REEEDOERFG & BIWER 2.

IR E AR D B — iR & 72 1 X L gER BILCH

WCBWORIET 5, [BEEFHE] 2ok
HAIRFZE ClE, 1975 H20104EI2 A b
Vxy e v RAE— NEEEZ T, NR106]
ERNAB S L LT, WA ORI
XL E AN 6% (BEFH5~100%) Thot-, [FE
B] 26T, 13INREEEITHS R ERE
B~ sl dufEL2. 37> A (FiPH36H ~1.9
) TEREBMIIET21., ZhbHD 5 H6H
TR ERR LT, REIZIRE LB —fE
BEIOIFTIE, A brY=r s wRAX— R
FIEBIA R I EBIRE P EIT LT, £D1&,

IR II5ERICTHIE L2, Zigesil
B Lz, odpoBEILRFICT A hrdx
Vo v AE— NRIETCHREREDUELHT-
2. ZIESERI~ER L, BEX, TA be
Tz w AL — NEEUAOATIRE &
BB A= =, L> L. SBIDEE TIE,
RIETRIEDWEIT bbb b LlFEesi~ &
ERLE, 202 ik, BEREDOIRESIR
T A hede A Y — ROBITEEICL
HZLEIRBLTWD, 6BIOEEIE, T4 K
nYxy s v AKX — R L AR SR A
FBIEL, [#w] 71/ hedzy - <wx¥
— RO RFTEEIL, BREIZZ VR, M X
OREA D B BLCHIZ % LB RG> Z & 721R

WEEZD,

6) [HHRARICER L - EEEHARZEEIC
x4 B 2-CAATERRICHSE LT, HIE - EHatE
N
Severe persistent bone marrow failure
following therapy with
2—chlorodeoxyadenosine for relapsing
juvenile xanthogranuloma of the brain.
Yamada K, et al. Pediatr Blood Cancer. 2012
Feb;58(2) :300-2.
2-CdAIE. BEIGMEDLCHOEEME A IR
(JXG) o/NRBFEIZHT 2P NAN—VRIEL
LT, AERHRE I N TS, ERHES
[BHEMETH L R ERIARINH Db DD,
%< DFA, 2-CAMIRIER S ERATE B8,
EMIC b 2 BRGSO AEMHEER b 3RS
ENTWD, 2-CAAEIEEIT- T, BHRMES R
PO PR R IXCO BEIFIZHEST 5, A
BIIE LM/ LIRS, 2-CAARIEs = — A&
W2, BEOBRIMEKGEOERASERIE LT,



BT, MRS L RTLE T, HLA—B D
R D BB E = T Eh LT,

7) THELCH : /N & B A DCTRRE D LB 4 |
Pulmonary Langerhans cell histiocytosis: a
comparative study of computed tomography in
children and adults.

Seely JM, et al. J Thorac Imaging. 2012

Jan;27(1) :65-70.

[B&9] LCHIZ, KEIDHZHMES, B—5H 5
WX ZIEESICRIET 5, MR RRERETH
%o LCHIXTZFEMRTRIET D ATREMENH D, i
LCHiZ, /NEX Y BBV THERE S,
FLIHEINTWD, MLCHOCTET AAZiL,
WEINERE., BENIEERER (LIXLIETE
IR | BEREEOMMENH D, AT
ZeD BN, FRLCHO MIESCTRT 7.2 A & /R
BETHERTHAZETHDE, [HBRLFIE]

#% HREIC—EO/NRTH & B 1261 O B ER

CTRT R &2 #T LT, 2 ADERIDRI & 12250
CTHTRZFHMm L., Z0%, £ b OF % L
L7, MEHIRENTIX. 7« v Y — DIEHERE
KREXHWE, [HR] EHEERIE. NE
BT8R (302 H~165%) . BARET39R (21
~59R%) Thol, MSNEEZ. /NE3H

(43%) . R (8.3%) 1Z#&Diz, FRAD
EEINEFEE G, NROM (165%) (ZHEUEEE
otz CTRTRIT, /NRBEE BRAEEE BT,

., B, FREIRESRERIT, K&
RIERITEL TV, UL, GfidEe-> T
W, ERABETIE. BB BRI OMIE T O
BEITRBIZA Lo 7o, /DNREETIE
FITHRERA BN, [#5Fm] FLCHOCT
AT, BRSO MR T O REITEA
HECTIRERA LN W/ TIIA D
HZEERE, RABE/NEETRETH -
7o

8) [/NREDHZEER A : LCHIZI T HB-RAFE
BTFDOEL]
B-RAF mutant alleles associated with
Langerhans cell histiocytosis, a
granulomatous pediatric disease.
Satoh T, et al. PLoS One. 2012;7(4) :e33891.
[%5] LCHiL. CDlatE oMl d 25
LCHAIBR DIFAE & R & T D RIEME RN ZFE T
5, B, Badalian-Very 5%, LCHAZF[E
DT T 4 AR AERRRE DTN, L<HD
TV BB-RAF V6OOEE RO FIEZ HE LTz,
B 5 DRERERIET S & & b, LCHEAE THR
H SN2 DF - 72B-RAFE R 2 HET 5,

[FFiELER] kit ry—r vy
N ko T, 1661141 D A ZERE R D> HB-RAF
LENBRHENTZ, I TIE, FEINT-ELE
IZB-RAF V600E T ~7-, 26 TiX. FHOE
Rk -7, B-RAF 600DLATHE AZSE X, B-RAF
V60OEZE 2 L #iE R L OMERE Bl L Tu T,
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