55194 5 6 P 5 AL A Vol.19 No.6
2017 4F 6 A Chin J Contemp Pediatr Jun. 2017

doi: 10.7499/j.issn.1008-8830.2017.06.004

F - RS

JU s BIRS 10 A L AL 2L 2008 7 34 Bl DS 50 B

1 FE xR
(AT AR ILE P ERDILLR S MBA, Wil &3 610091 )

[y
oy

[(WZE] B WIPLEI T 24 A RE (LCH) MG RAE SIS, DU S LCH 297
K. ik X34 Bl & LCH LB H AT R HT . 5R 34 BIRE PO 145 A (22d E601H ),
Ho~2 2892301, >2 289 11 #; mfadl 17 6, AUEH 17 4, 30 BIEEREZIT, 6 FLT BAH T 67%
(20/30) , 1240 HBARE8T% (26/30) , 34ERALE (0S) HHy 86% 6%, 34FETLFIFAEL (EFS) FH
64% + 9% ., 1 e 2H BB 6 AL TR A 46.7% , 34 0S } 72% + 12% , 34E EFS Jy 46% + 13% , YK TG 2H( 86.7%
100% ., 82% +9%) , 22F G2 L (P<0.05) o FfE4l 12 N AMIFAERCR (80% ) SIKE4L (93% ) 1)
ERRGHFE Y (P>0.05) ; BERBEHIETEI N 27%, MRMGHEITEKFIET:, 4518 LCH BIREfERE
. HEfad 6 AT A RCRAR, ImmE 2. [ FESRILRIZRE, 2017, 19 (6) : 627-631]

[E89A ] DI ER IS anss e ; )7 Ba; JLE

Clinical features and prognosis of Langerhans cell histiocytosis in children: an
analysis of 34 cases

LI Dan, LI Hui, SHI Hong. Department of Pediatric Hematology and Oncology, Chengdu Women and Children's Central
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Abstract: Objective To investigate the clinical features and prognosis of children with Langerhans cell
histiocytosis (LCH). Methods A retrospective analysis was performed for the clinical data of 34 children with newly
diagnosed LCH. Results The 34 children had a median age of 14.5 months (range: 22 d to 60 months). Of all 34
children, 23 were aged 0-2 years and 11 were aged >2 years. There were 17 children in the high-risk group and 17 in the
low-risk group. Thirty children received chemotherapy, and the 6-week and 12-month overall response rates were 67%
(20/30) and 87% (26/30), respectively. The 3-year overall survival (OS) rate was 86%+6% and the 3-year event-free
survival (EFS) rate was 64%+9%. Compared with the low-risk group, the high-risk group had significantly lower 6-week
chemotherapy response rate (47% vs 87%; P<0.05), 3-year OS rate (72%+12% vs 100%; P<0.05), and 3-year EFS rate
(46%=13% vs 82%+9%; P<0.05). There was no significant difference in the 12-month chemotherapy response rate
between the high-risk and low-risk groups (80% vs 93; P>0.05). The high-risk group had a recurrence rate of 27% and a
mortality rate of 27%. There were no recurrence or deaths in the low-risk group. Conclusions Children with LCH have
a high overall survival rate, but the high-risk patient has a low 6-week response rate of induction chemotherapy and poor
long-term prognosis. [Chin J Contemp Pediatr, 2017, 19(6): 627-631]

Key words: Langerhans cell histiocytosis; Treatment; Prognosis; Child

A% 5% 307 200 B 2H 29 40 9 89 A2 SiE ( Langerhans LCH B ZH AL T- K & ik 40%; LR amE Z 21

cell hiQ’[iO(‘y’[OQiQ LCH ) J&—ii AN i SR T LCH BB AR/, (B H Y e dl . &2

BERZPLR N ) e R e, LESE Kk (A% 20%~30% ) K AJGBAE &L, 4

, Ekﬁ%é@ 3~5/ 15 )" LCH IR E M E T K, 4\ LCH {67 BB OR FEARAE T3, I 52 A FK

R E AR, B NN T RS, BUE&A JE AR A A . LR T i 2 L G 2005~2016
. WA R . A ERa B2 RNE RE @IEﬂLlﬁl{n LCH JLEE 5 34 ], IFHES R,

[k A T 2016-12-09; [ 4252 H i1 ] 2017-03-21
[ &N ] 20, L, it @IEATE,

1627



ERCEGE- N
2017 4F 6 H

b E %A ILA R E

Chin J Contemp Pediatr

Vol.19 No.6
Jun. 2017

TIFPRER R T . TRV IR R B, AN
TRIT I R PR FUS R s, #2248 & LCH
IR, AR SCHIEX A8 ) HE AT [l e 23 #r
E{Fag I
1 BHETE
1.1 HARIER
2005 4 4 H % 2016 4 11 H # Be JLFH 66 12
LCH A& LR 34 B, P AiAFle 1454 A (224
Z604MH), Hio~22 234 2% 114,
B4k 1.83:1,
1.2 iU R A

HRE [ P 20 2040 [0 Bp 2 1987 4F % Aii 1) LCH
B2 WA 2009 4R LCH IRYT STAf R )
AT W, AT SR 2R R | o LT 4G A A i
MG ETHIZ, I N RS LCH (single-system
langerhans cell histiocytosis, SS-LCH ) 12 filf1Z R4t
LCH ( multi-system langerhans cell histiocytosis, MS-
LCH) 22 i, ¥ MS-LCH & IF ek av B 32 RE (IF.
JAL B IR SRR ) E e fad (17 41])
TfakteE % 2HE XCREH (17) o LCHYT
IS IR 1991 4F [ PR 2L A0 L 23 2 19 LCH
FERCHERRIE ' VR AR/ B ARG 52 4
Ko WG SRR s B MAERIMIR , ek
M. FUE : AR/ B MAER FREefrAE, B
Bkl . FEREECEAL . SERA / S IIESRAT
HERE B EIH R LA K YR A S R E
AR BRIGHIEIGE ., W€ 3 A A
BB oy
1.3 RY¥T

2012 48 DL A B 2 19 e 1 2 16 o, R
LCH- T J5 23697 M, 6 JAA YT JLRGH He R 5 7
EHAET 6, MAEHEEM TR N, mfE
HEITR 12401 pomitgs 28, &R
FRIERS F) LCH-IIL J7 SN

14 % 2012 4 LA i 12 5 W16 97 275 LCH
2012 4T A5 P I — 2RI i, TG RR R Bk
HEJEF B 2y 7 a DAL-HX90 T %

4 BIEILEZ G R T, Horb 2 A e e R
#s 1PDHEILLCH (B3 3R) 5 1 BN B
PSLIRAL, AATIRAERIERA

1.4 P&l
34 il LH 32 Bz bE T (2 Bl fa LR
Vi), BEVIECE 2016 4 11 A, P B
69 (2~130) H.

FRUVEAART DR 2 2 H 20T s e
BE VTR, JCE A AE R BD R LERiZ 2 H 2
Pt o K . SETT IR TE],
1.5 Fit=EaHh

fifiFH SPSS 17.0 A7 ab 2. JEIEAS S
f T R g (JERD) R, dliE
R ABAR R THERR I R RR, R H
% H Fisher i UIMER72: . >R FH Kaplane-Meier 73BT
BT AT, ALREAR R LR log-rank
K. P<0.05 NZESAGI¥E X,
2 %R
—hg A
EfE LCH17 1, B2 4], &5, B4k
24:1; fkfad 176, Biopl, 76, B«
h1.43:1, PRALIME BIA B L 25 53 TR G T L
(P=0.36) . mfadl &g aiaEs 13 (6~20) 1A,
RAE KR PO AERS 36 (1~60) A, LMKE4
KRR (Z=-2.986, P<0.05) .
2.2 IGKRFTM

34 BB E P R Rz BE 176, K OHERE
ERE . DMK B S oA 32 08 TH A — IR A
KR BUREE, EE T RO RBIHEA IR,
TR LU 6 191, BIPEA 4RI B IR,
o 3 LGB R, 1B AR i
1 BiMES e, 1 FlaER e, 5z 218 fil,
SrUEARSMG R B TR, Z2RI0EE . RE. H
B, WKz B, K 286 s aiinE 13
B, IS EZ RS H; X B, CT s PET A%
B2 R = g DTRe o = €7 NN P [ NG 7 R
o2 BB IR AE, 1| IRBUANE K AT IRE .
Wzt Bofl, HzR46, I M b M
FSNERIEHRE 92 o iRz B 9 ], BN IZIK |
PR P AR B S I AR 2 R
BB A A s AR, A IR B B 2 il
SEPEE AR FLrp BT Rz 3 4, I 2 45
SEVE SN RERERS . FEVI/FVC FEAK, 1 #1453

2.1

1628 -



%194 56 W
2017 4F 6 H

b E %A ILA R E

Chin J Contemp Pediatr

Vol.19 No.6
Jun. 2017

REREAT . — S iR IR N JHAESZ 2 11 4],
Horr 3 B AR UK, 2 B A R, AT
KE 120] (AR 2~6 cm) , i JGHH B IR Ll BE T
Sk, MKRGZE 11§, mEED 2 RFEKZ
B, MR S HIFM (FHEEEFIM 3 B, HBE 3 4,
BRI 241, 6 B/ MR, S BRI D
HREE ST T, 2RI A 1% BRI B 0
B, 2 7] UL 2% LHEL AL, 2 BT A SCIRERBIE
2.3 JrRUFEM

34 il rh 30 iz Ak Y, BT E Y T
14 b7 6 JETEAL B 80K 67% (20/30) , H
Hlif e 20 B, FasE 2 B, dEE. EAL 8 . ALY
12 APEAG, BARCE 8T% (26/30) , HiiAd
18 1], it i i aE 8 ). R EEAL 4 ) (2
BRI IAESET: 1 BIAEF 5 ST 05 3 4,
1 BIFEFFE ST E 341 H ) .

IRfad Il 15 B, ST 6 JEPEAL A &R
87% (13/15) , Gf¥ 134, fse 14, iR, %
b 165 A7 12 4 H IS A RCE N 93% (14/15)
HAhm 106, Grsk 4 6, SRR Fl 5
fa B IL 15 B, fbI7 6 AR 47% (7/15)
RTARfEA B (P=0.025) , Hhifs: 74, fae
1], SERSCEA 7 65 1RIY 12 S HAERCEER 80%
(12/15), SIRfEH 2R TG T L (P=0.299 ),
HAia s 8 i, ik 4 4] IEEECEAL 3 fl,

JifiBaz B 9 ), o fa 1 2% B AU AZ 2 3 491,
6 JEIF AL A R, EREVIAI R R AE;
75 6 Bl ZDA I HADL 1| WfER a2 R, 6 JET
HERN 67%, ZREVIAMSET 2 4], &k 2 #i,

52 B LCH 18 1], 16 #3217, Hrp 3
BLEITRE 6 M H . 136 124015 6 G T A
B 69%, 12 D HIRITAREE 94%.
2.4 [Eik

34 il G 30 Bl Z A T FRE; 2 Bl fE
BULRATIRIF IRV 1 Bl AL LCH (JZkZ 2 )
LT LABETIEE , 1 1 RS A8 A T k)
PR, BEUGZAUERT], J6@ 22 ], 474 3 4,
R AR, BT a6 (1 BINERIGHET:) , EK.
BET IR B4 H BTE R fE 4

4 B KL, 1 T RITRSS R 1 N AR
Bk, RIWNBELRGEZ BEER A EBF,
FIETFERIT, 3 AT 2 B T3 25kt i

[B) 11 B B SR I, NSRS A E Sz, e
OB L 1Y SRANRARYT S 1 Bl TR 1
il 45 7 e Fir Jee 7 ( 2-chlorodeoxyadenosine, 2-CdA )
#RORYT IR RIS S 2%k ( BRI 6~12 M H TG
BR) 5 VBRI 4 A faklias sz BRIy
3ANH G ARG AE COBUIMDRTE 8] BT s, i [E] b |
INIFRI R AN ST IR, SRR AR 2 L BlG
Jiti Ty B A I 4 sl DD RE R R ) I, (AR AZ
RAVE I M B0, RIT4YT, BETA
Tt RS L IR CT JedhZain .,

T a4, HrhERIET 1], 2 B3 TE
JEFERAE 3. 6 D HEEAL, FET; 1 l5EIE 42
THFERER . PEREHR . RIBIAT. Sk
MRS | BHE e A v b i i A 2 A AT, R
W, TR 20 SHIET,

ZREVIAN], 3 WAz B8 LRI IR
FRAERY 2 BISERTCZE M s RN E KK TIRGMN 1
BREIR AR, ZEREVTIR B . AR E ARG LY
Pos~Ps.

32 ] B B 3 4E 0OS R 86% + 6%, 3 4E
EFS %8 64% + 9%, &4 1Y 3 4 0S F I 3 48
EFS REEFrfadl (P<0.05) , W&k 1, K1,

F1 WAHBEVELE (xzxs, %)
2151 % 3 4F 0S 3 4 EFS
fRfE4l 17 100 82+9
el 15 72£12 46 +13
P! 4.797 4.039
P{H 0.029 0.044
104
0.8 1 ﬁ-
E 0.6
3
E\T& 0.4
0.2
0-
0 25 50 75 100 125
HAEmstE] ()
E1 SfA. REAEAIELEETF. TEHEFHE

1629 -



ERCECE S ] P E S RILFEE Vol.19 No.6
2017 4F 6 A Chin J Contemp Pediatr Jun. 2017
3 iFig FE, 7T DL AR AT e A8, TR RR AT AR PR 0 4 1 H

JLE LCH I RFRIMZHE . ) iz, Bk
ATLAE AN E | RS, e R AR
ZEURLIREAE . A LCH B LIRS . B2 2.
WY AR P Ll s, BRAAR2E, 5
XA I AR 25 Ty | GRS R = A 1745, T
HED ARG RAT G, MLk 4b
H(hHE) &, A, JFMEZz 8. PR A
X, BWIRAEGZ RS, ZHEZH, 1]
fiE 5 3% BEF A 52 F2 0 RAS B Sl BEAR A AN )
RBUA G, Bk, XX e R R B,
RS LCH, iE—25 SR Ik | E% 22 RUEE |
WA B T8 I R AR B LR AR RS M. LCH UL
P 52 SR AT 3G 0 R AE . AT IR SRR A
P28 R Ge AR I AU T ARG 5 T 8 R
D, AR UL DA PR BRI R 5300 5 5 RN L RS
HASE L LT MR, E. kR
. INHUNAT R S . RS PRI S5l 28 R TR 1T
PERUE N KRR B, "TRE S X SeRE R 1 R
HARAE RIS LCH %0045 56, 8Os T LR
fE, ERKETRE. EABTRZE. MIRA . #f
AR AR SR AR I R, B R A
IR B 5 S R DA i s 30 W Sk /5 MRI, LA
3% LCH 12 Wi AH G -

LIS . 6 JAESIRYT A B DL SE s 2%
B2 BIERM LCH W5 A B2 A, e s i,
AWFFE R LA A 1 BRI AR fE AL /N, 6 A
W RIRITARCRTAR, 3 4F OS I EFS HAR, 5
ZAFF, MR ZE RG% B LCH BE N ZHE 5
Mrigsn, Biidssz Z2IFAEmor Ws &R, A iRz
BEEN S FRAEARN 4%, Tz REH
(1 5 4R EAEAER N 96%" . ARBFFOI IR AZ 2 LCH
HA G fadl, EEIrmsRE, saiffiihsz B
JLI 6 B AT AR, LA R BT R A
Fo X5 i1 I A AE RS 25 B 0 (R Bl a2 BB
PLoRXF T Bl il 57 B A0 MS-LCH HUL, F#GfL
Y7 A AT RS B RIS

IXf& LCH B AR fe i o X 5 B rpoAiX b 22
RAERHABEWNE . BREZEIRLNE RS
AR R, BB LR RCR FH K B AR5 A
BCAALYY, JRmiEy R R, 12 DAY

Al 8 RE B AR Y TR A K HMETR R R A
AR IE . 2 R4 LCH #NRUA I HERE e h s
RN AR R — U R R Y AR B R
BIL 12 N IRITABCRIE 93.7%, BMER &, H
BARBIER AT Z R, FAITIARAS R4
Jao FAMRATERER], B2 BAERGY LIRE
BN, 6 JETTAS B 22 B el s A0 A U 2 BH 2 4 /)N,
HHAMESE RGUN 5, i ALERRRYT G 2B AR
Z VAEA P X Al CT WA 4% . R4t
EIE 6~12 JAALIT G G R AbE, AHEFER ik
Y7 i B R R T R

X E e B, E bR AN e B s AT
I RTIEYERFSY LCH- T . LCH- 1T, LCH- I % H,
HONIRY YR | eI LR IR T I R ARG IR ]
AT R R AL T A RO R AIBE T R_ NAE o 1,
BN WA RS R LCH- T, 2k B LCH- T, R
DAL-HX83/90 %5 J5 397 By s i 38 "7 i
XA PE G fE gl B, TR AN 2-CDA L 2-CDA
BXA BTBRI 5 7 fRaRyT B, AEEfadlh
FRMEERIN TiA SRR, 6 A SIRIT AR
RAIRARIE 50%, HIRIT 12 4 H PP, Jr st s
THE 15, ATRE 6 JEIEATIEAR AR R . T Ah,
X T HE K WA IR T YRR TC AR B0 AT 6 SIS
W TEHE R Y, TR YT 7 R TS 15 B
BWF5ERIE, BRAFV® R4F 5 L #E & & LCH A
FUIRFR, AR 0 2 M 3R I Hh R AT I
D 25 R AMER 5 R A%, 278 W H BRAF il
il 77 B 565 2 BRAF 1 il 57 AT MEK #1157 (2
i T RN ) ATfEE LR &S LCH AYA sk Ruih
g 2 ARE T 4 T R A ER R EZ R,
R NT 18 N H, BHEz2 bnife—Ze by Fit 2
DL B RN RIB T T R, A fERE 52 BRAFVY™
AR I, Al AT A B e YA Y 3R A 45 R

T ARk JLE LCH 1) 7 20 1 )5 45 2] T 1R
KRB E TR BRI A RCR R 3
70%~80%, 5 A1 IR F] 80% LA 1, & AR
& 25%~30%, AT HERE 10%~20%. AHF5EHST
TBI7 BABCRIENT 70%, 1 FEZ&HFR (AR ) &
90% LA I, 3 FAFTERIE 82% Lidi . Jr WA K
B R, HE G LA A B W XETS F A
K BETCHB, ARG 0 SR RE, kDL

630"



5519 % 4 6 1) PE SRR E Vol.19 No.6
2017 4F 6 A Chin J Contemp Pediatr Jun. 2017
“j"ﬂjfﬁﬁ% S5, T Rl i a7 B improves outcome in multisystem Langerhans cell

MERLGLRE
af JiEROULEE I ] R e G BE IR YT I,

WA B Y LCH UL, R A7 om

ity 2tk

—AIFEZ L IRRDTTE, LASFSK LCH ML)
977 S AL AT it G T

[10]

[11]

(& £ X k]

Allen CE, Li L, Peters TL, et al. Cell-specific gene expression
in Langerhans cell histiocytosis lesions reveals a distinct profile
compared with epidermal Langerhans cells[J]. J Immunol,
2010, 184(8): 4557-4667.
Minkov M. Multisystem Langerhans cell histiocytosis in
children: current treatment and future directions[J]. Paediatr
Drugs, 2011, 13(2): 75-86.
Haupt R, Nanduri V, Calevo MG, et al. Permanent consequences
in Langerhans cell histiocytosis patients: a pilot study from the
Histiocyte Society-Late Effects Study Group[J]. Pediatr Blood
Cancer, 2004, 42(5): 438-444.

A RLEL | RS DU A I 2 2R A A IS TR Y T
[J]. SEHDLRHIG RZR A | 2006, 21(15): 1037-1040.

SRTE . WIRE DU 2N N 2R A AR Al S5 IR PR e A 2
[J]. Hha LR | 2012, 50(2): 155-158.
Gadner H, Grois N, Arico M, et al. A randomized trial of
treatment for multisystem Langerhans' cell histiocytosis[J]. J
Pediatr, 2001, 138(5): 728-734.
Grois N, Potschger U, Prosch H, et al. Risk factors for diabetes
insipidus in langerhans cell histiocytosis[J]. Pediatr Blood
Cancer, 2006, 46(2): 228-233.
Fahrner B, Prosch H, Minkov M, et al. Long-term outcome of
hypothalamic pituitary tumors in Langerhans cell histiocytosis
[J]. Pediatr Blood Cancer, 2012, 58(4): 606-610.
Ronceray L, Potschger U, Janka G, et al. Pulmonary
involvement in pediatric-onset multisystem Langerhans cell
histiocytosis: effect on course and outcome[J]. J Pediatr, 2012,
161(1): 129-133.
Gadner H, Heitger A, Grois N, et al. Treatment strategy for
disseminated Langerhans cell histiocytosis. DAL HX-83 Study
Group[J]. Med Pediatr Oncol, 1994, 23(2): 72-80.
Gadner H, Minkov M, Grois N, et al. Therapy prolongation

631

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

(21]

[22]

histiocytosis[J]. Blood, 2013, 121(25): 5006-5014.

Farran RP, Zaretski E, Egeler RM. Treatment of Langerhans
cell histiocytosis with pamidronate[J]. J Pediatr Hematol Oncol,
2001, 23(1): 54-56.

Weitzman S, Braier J, Donadieu J, et al. 2'-Chlorodeoxyadeno-
sine (2-CdA) as salvage therapy for Langerhans cell
histiocytosis (LCH) results of the LCH-S-98 protocol of the
Histiocyte Society[J]. Pediatr Blood Cancer, 2009, 53(7): 1271-
1276.

Gadner H, Grois N, Potschger U, et al. Improved outcome in
multisystem Langerhans cell histiocytosis is associated with
therapy intensification[J]. Blood, 2008, 111(5): 2556-2562.
RITTT  wREE WK GF L L LR 52 HR RS DU 2 it
A1 LVAN MG A E 131 I RAIESY [0, vh AR LAR2RAS | 2016,
54(5): 349-353.

REEE, 2ok, FHR, 5 LB 424 J}E
B HEAE 26 11 R 434 [0, I R JLRHAR AL | 2011, 29(5): 4
434.

RN, TUAT, BRAE, S5 . SR DAL-HX83/90 1 JLSG-96 J5
ZEVRYT L WIRE DU A My 20 L 20 IO A 08 199 78 LUK (D). o
[ 5256 1ML 2 2 L 2016, 24(4): 1190-1195.

Bernard F, Thomas C, Bearand Y, et al. Multi-centre pilot study
of 2-chlorodeoxyadenosine and cytosine arabinoside combined
chemotherapy in refractory Langerhans cell histiocytosis with
haematological dysfunction[J]. Eur J Cancer, 2005, 41(17):
2682-2689.

Héritier S, Emile JF, Barkaoui MA, et al. BRAF mutation
correlates with high-risk Langerhans cell histiocytosis and
increased resistance to first-line therapy[J]. J Clin Oncol, 2016,
34(25): 3023-3030.

Larkin J, Ascierto PA, Dréno B, et al. Combined vemurafenib
and cobimetinib in BRAF-mutated melanoma[J]. N Engl J Med,
2014, 371(20): 1867-1876.

Long GV, Stroyakovskiy D, Gogas H, et al. Dabrafenib and
trametinib versus dabrafenib and placebo for Val600 BRAF-
mutant melanoma: a multicentre. double-blind, phase 3
randomised controlled trial[J]. Lancet, 2015, 386(9992): 444-
451.

YKL, PNSLoE . WIRS DU AN N L ZVAR I I A VR 7 HEJEE 71,
IR ILBHE | 2015, 33(3): 291-293.

-

A )

EST



