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Abstract

Intrahepatic cholangiocarcinoma is an uncommon
malignant tumor with a poor prognosis due to an
incomplete understanding of its molecular pathogenesis
and a lack of effective treatment. Precision medical
planning and cancer genomics can help to understand
the molecular pathogenesis of cancer and identify
potential therapeutic targets. With the deepening of basic
and clinical research, accurate targeted therapy will be
able to improve the prognosis and overall survival of
patients with intrahepatic cholangiocarcinoma.

© The Author(s) 2018. Published by Baishideng Publishing
Group Inc. All rights reserved.
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targeted therapy; Molecular mechanism research; Clinical
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KEER: FFRIREE; S FRAIGT; 4TI, kR
B R E

%OIRE: AT A2 F(intrahepatic cholangiocarcinoma,
iCCA)Z — ARtV Ieg Bt fib 5. o T8 T 24 F £ 9%
AR R Bk 2 A 247697 ik, I MiCCA# TR
J& RAE. A9 R AR mb Aol KA SRR, Ah R 8y 6 77
R I HAEEETUG, R SARE

XA, Bk, ENE. FREBEENDTEBaaTHE. BREA
VTS 2018; 26(29): 1707-1716 URL: http://www.wjgnet.
com/1009-3079/full/v26/i29/1707.htm DOI: http://dx.doi.
org/10.11569/wcjd.v26.i29.1707

0 31

JIH%& 9% (cholangiocarcinoma, CCA)&—F A A A HE
SR SRR )b R 20 M R . CCARR Y A o &
A] 43 9l CCA(intrahepatic cholangiocarcinoma, iCCA),
FFI1E#BCCA(perihilar cholangiocarcinoma, pCCA)FIIZE i
CCA(distal cholangiocarcinoma, dCCA). &EF I R HRA Sl
FRRAT IR 7, AR5, TS A pRIG YT S, i 211
ok, BERCCATHAZICCAIIRIFRZA g ™. iCCA
LEZR N NHE W, £ EE 105 Ah A 10 K. iCCA
21T CCARI10%, ‘&K H H-S2 5 i 8 FER A, 52
I RBNRE LS. 2H21% , REHCCAJE T, H
R T R IR B R 15% 83 fEEFARYIBR AT RE
Y, I B A AE AP AN T 34ER X F i s AN T )
BRI, SRR 4 Sy 2 2 B T ki, (HRYT
RORAE. ARG LR ST THRI PR H AT K e i R R 4H 2
FRIRIE S, XoF Ji IR 23 5 AR LA () T A AN TR N, I
TREWERITHS, BT EANSMEERHITRERT
ICCAZ> THLFATT I PRI, IX LeRfT L th IS 1 4L
AT E RS R. RSO CC AR 4> T3RIyE TT i R —
FER, ik — IR TR S

1 FFRAEE MR EAYD FHHIRIEE

ARk, B AR 55 7 T RINEOR B Hia5e 3%, —
SBRIF 70 K 22 20 2 5 7256 C C AR B TRt K ik i b AT
T, BN FTR, R T KR DG I 5L R i,

11 FArAR R A ABH R T AR A
(Isocitrate dehydrogenase, IDH)& 2 5 40l 5 2 AU 1) =
FRIRAEIA o 1) PR, (A0 T R IR L IR A N o
fill [ — 12 (a-Ketoglutarate, o-KG). 1%+ [E 103F11CCH
P e R B AR 1R 0 e 45 SR 7R IDH /2 88 1 1
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RIS AR L) 5 BT ICCA B 1110%-23%, HARX
FFANCCA R A B EY. B RiiT 7 R BIDHZR 2R &
H2-HG/KF L3, {21EHIF 1o ML 3%, DNA K5 H
AbTF i FRSEAOIRAS, 51 JE R 20 5 FR SRS A g 2R W sk
LA A R ) S Ak, TTRER S BCCAR AR E
F1 Ji EAI T,
1.2 R mpe £ K A F 2 RaE R TFR, Bk
PR AE 4R 2 B R 2T 4 4 i AE K BR] -F- 3Z 445 (fibroblast growth
factor receptor, FGFR) &3 LE it (I IK B FE A, H H.LA
MR DT SCAERE PR A A AR R, 8
SR L RETEE S . RS N (R 2256 8
Pesk b Rz ARG AL . ek i e A i e 2 5 IR A R T
2 FE e B R S 5 iRl R A R R R ) 22 D IR,
{EAH A BT UE S FGFRIG 5 18 B 7F F S i SR A b LA
s g (1 T B Wu s A AE20134E 3L HUEFGFR
TEICCAHIRIL, IR I2IFGFR2-BICC1 & 1) 5+
W #IE. NakamuraZ: '™ AX$260MHEE & (biliary tract
cancers, BTCs) &34 AT 1 4 M IR K504, KINA0%
)5 457 LA 380 o) DR ) 50, HoHFGFR27EICCA 2 31
HERIE.
1.3 AR R R AKRE T Hh REEKRFZATIZ5
TN AN, AT, BTN, £
JR AN AN O R T, PR AR SR AN SR A
FR R R A B AR L LA R Al i R R
R TG, T (R R 4N N g, R4 R
T2, (R PR A I AR R R AE KR T2k Kk 5
iICCAR RECNEYN 2 bR A KK 752 4 (epidermal
growth factor receptor, EGFR), HFiCCAEE FHIKZ
R FRIE, (HIAE— BB W, EGFRITEAL AT B4
RICCARRH M R AAF, FFTHOR HAFEM B
AR,
1.4 RAS/RAF/MEK/MAPK:# % FIYF 2 HAbJERE —#E,
RAS/RAF/MEK/MAPKGE 7 CCA 1 H # ik 7wt
1238 %m0 R BA R T SR 1 (Wip53, p16 INK4A,
p21 CDKN2A)HE A FH i 4240 i i 301, -1 BCL-2
S5 SRR I TS, KRASAXERAS-RAF-
MEK-MAPK# #% H e B ZAE A, L RERZMMPI3K/AKT
K, DR EA R ) . KRASTERIFEICCAH
R4S R N8.6%-24.2%", HILTRA HHAIRIE. 4
i, WG A RA %", BRAFEKRASHI RS, 15
FEICCAH IR AT, BRAFZEAR (472 o A 24 K
{10 Hh AR S, A N S 043 200 0 EE g 25 2
A X PRI M E BB A%, LR
FI0%E.
1.5 PI3K/AKT/mTOR:#&% PI3K/AKT/mTORIEH J1
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FGFR1-3 fusions, mutations & amplifications (11%-45%)
TPS3 mutation (2.5%-44.4%)
IDH1/2 mutation (4.9%-36%)
ARID1A mutations (6.9%-36%)
CDKN2A/B loss (5.6%-25.9%)
KRAS mutation (8.6%-24.2%)
MCL1 Amplifications (21%)
SMAD4 mutation (3.9%-16.7%)
MLL3 mutation (14.8%)

BAP1 mutation (13.0%)

PTEN mutation (0.6%-11%)
ARAF mutation (11%)

RNF43 mutation (9.3%)
ROBO2 mutation (9.3%)
GNAS mutation (9.3%)
PIK3CA mutations (3%-9%)
BRAF mutations (3%-7.1%)
ERBB3 amplification (7%)
MET amplification (2%-7%)
NRAS mutation (1.5%-7%)
CDK6 mutation (7%)

ERBB3 mutation (7%)

PEG3 mutation (5.6%)

XIRP mutation (5.6%)

RB1 mutation (5.0%)

MET mutation (4.7%)
BRCA1/2 mutation (4%)

NF1 mutation (4%)

TSC1 mutation (4%)

RADIL mutation (3.7%)
NDC80 mutation (3.7%)
PCDHA13 mutation (3.7%)
LAMA2 mutation (3.7%)
EGFR mutation (1.5%-2%)
CTNNB1 mutation (0.6%)

1 FFABEEEIERNE.

AR — 2 0 B R R I I R R, P ek
iCCA!'". HIRAS-RAF-MEK@ I —#¥, %Il ZEGF.
1A P 2 A2 K [RlF~(vascular endothelial growth factor,
VEGF) M40 A A R 7 K SAR 52 1238 % ) i
WiEBCL-2FEFE Wicaspase-9i&iPE, FR3FiR 4 i 4 T
T2, IR IR REAR AN A H 13t F A i A B, 38
AW TR PIBK/AK T/mTORIE #% 2 55 115 54 i 4 J 2=
IR AR, XA R R 2% rh ke EE R A, F10141
iICCAMIIF R /~p-AK T 1 flp-mTOR ) 57 RIAV 5 R
PEFIUE AR,
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XD, 5. FFRIESE0D S EeHRE

1.6 Wnt/B-catenini@ % Wnt/B-cateninil 25 T 4112
FAER IR, 7£15%iCCARIEE F, B-catenin EI
Yl A% = R A PR R IA DY, Wit BB BTE 5 CCA R
TS R e B A B e PR AT i 24 AN R 4 B 5C2, J AL
W n I 1 75 T 4 A R R AR TR 250, TR
I HAH ICC C A ) RAR 4 J: PR ZH 0 i 7 A R I Wnt
T HHRNFA3 5 A7 1E9.3% ) J AR,

1.7 HGF/c-METi# % c-METH A AR ZE A K
BTSN, HGF 5 H 2 e-MET A B FH s HoAth
B IRIL, WIMAPK, PI3K/AKTAHISTATZ™. METYE
ICCAH £4-7%id FiE, £t 5t i LA KMETHY
o B 2k 5 EGFREE A 5 i Fik ik R 75—, JF
HRIHGFEICCAIL AR b ite % 8 E/E Y,

1.8 Hedgehogid - W51 K I AEICCAH {7 1EHedgehogifi
HEAHOGIE DR ) 2k, I LR BLid i #0i] Hedgehog i
TE/NRCC A AR R IR Hh (1) 208 v 4] b 5% [ B %4k
A R AR R ITIX — @B TN —ANELER
T HTHE A

1.9 KEARXAH SR AEICCARIFHLE]H I CER R R
2. RPN MR FTL-6 R A 40 DA 2 b 5 55 4y
WA 75 3 7 5 E AT 430, FF AT R A S S IR 1
FE TAK/STATE 5 IS /EICCA 50%, F AT 520
L 70%MiCCARET AP 1L-65gp 13052 4R )45 &
Al R 2k R Ak, 53 ep1304H R T AK IR AKI,
JAK2FITYK2) )05 A B8 J5 IR STAT3 0, AT 5200 Jif
RN BE R T AH G T2 S RCAR(TRAILY A5 B 40 7
T, S K, ORI, Ak, TL-638 n] 3 0
R EE, (et MRkl 2, S S5HEKRE T2
E(BFEEGFR) B, AL 2 Hlet-7TXK imiRNA
IES N

1.10 2% & A%, VEGF{ERN—FhaiA 1) i A Bopl i
BRF, TERRIAH PR3 U A il L EEMEH, BT
PRI N B FI = AR, FE51 S ENTmR B I T
¥, s S A SRS FR I, AT AR ik g A AT
1R, HF R R BIVEGFEICCA T £I53% 1t %
%, ARREKFSHEA RAHSK,

2 FFAREEMIREIERETSHREHE

ARk, B X ICCAZ T B IRFIR N, iR E
YIRS R R R, IR PR R T ECK. AEHE AR
T REFRCCAR R BB L sl (PR 32 2L
JBY, A T/ ERTHARR IR T T TS, 25
PE R AREIA BATE X, Rp kS S BURAL A, B3
IR AN IS AT B S R A AT I, [RIAAN 2338 K
it e Jed L 1E 2340 . H ATIC CAR 7 THERNAYT
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XA, 5. ISR D S HEOeHRE

(I PRAE FE I T R R i AL TEB T CsHh, /b kAT H
MIFE R, B LATE 020 B0 ) 250 s PR 2 1R A 4R v A
BTCs AT I (R 1).
2.1 IDHAB R %E 76 [ W38, AG120(IDH 17,
Agios)TEEATDH1 SR 1 B SE AR i h R I H R
UF (TR 52 E(NCT02073994), o 52 B 5751 5 PR 1) 14 75 E.
TR FH A G 12055 WLII3 A B 3 4E(5%). 152041
MEHHICCALTE T, UFI(5%)IR1F5 0 2 M, 114511(55%) &
HPIRAE . A X AGI204 [ B [ 53 rh i 2 3|
TEIAR2-HGIK T N99% % %2 73%, Ki67He i 6% 1K %
22%". FABTDH UATD H2 901 751 55 30 4330 A e PR X 56
(NCT02273739, NCT02381886, NCT02481154), I 1E4E
S EAICCAN B, Sl AFE17FBTCSTE N
— R EH A 20 L AR ) R 2 A I I T R A VD B
JEXHFIDHRARICCARA NI R, thsh, kb
JeXTTDHZE A S PR I8 (A T7 AR 2 I HH B 2 ) 44t
JATRIRIRY. XVb & JEAEIDHR AR HiCCA S
o S IEE T H (NCT02428855).
2.2 FGFRi# % i FARIE/ECC A H IHFGFRANH
#7&BGJ-398(Infigratinib, Novartis), X FGFR2f{1-%L
B KINHKR EE(1C50) 1.4 mmol/L. 344 —&ALIT G
FGFR7H MM HICCA B E 252 1T BGI-398 I HAIG IR ik
5, HA i FEFGFR2[ 52861, FGFR25E422/5], FGFR2
A3 8 F GFR3Y HE 151(NCT02150967). Hiff 7t K IiG
I7 ST I () A 188K, 25 LA 2R 22 %0 4= 8 51150 4
LR B B FGFR2AA)PY. 5 s U Wt
FIETT B AR S0 FE DR 5| R R R — 5, IRAF 1A 245 R
il 7l R SUBETR SZ . Goyal &5 1 VRAE 13014
ZBGI398YAYT IFGFR2FH & FHPEICCA B 7= AR Ifm R 3K
PR PEF GFRIPHIFIT 2557, #— 50 90 K ILF GFR2 I
SERIEH I 2 e B IR AR, X AR LR 3 4 A
HRAFLEAIFGFR2 VS64F 3 K 5845
INCC54828(Incyte, NCT02924376).
BAY1163877(Bayer, NCT01976741) L X ANA] i FGFR
4 FITAS-120(Taiho, NCT02052778)%% Hfth 1% bk
FGFRHMF H 7 IEALE B4 CCATE N I S S 44098
B IR BRSSP IR B M 2 TR Isth T 41 %
FGFRAE £, HFponatinibMllpazopanib CWilE I XHLST
FEA 2 PE I CC AN B TR R I TG DY, 25 = Fh
AE ik FMETKI ARQ-087(ARQULE, NCT0175920) H #i 1
AbFEF GFR A I (0 H5F GFR2 @A FHAE I 29697 I
HiCCABE 1 ITARLE H, HATHIHIRET. PDGFR.
KIT. SrcHIFGFRI-3(FGFR2[#1C5050.68 mmol/L). &
— W B/ B By b iR B H0E K B FH AR Q-08 716897 1Y
12451F GFR2E & FAPERE A CCA B & Hh A 3014 35 7)
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IR 2 N 75%) . H RSN 78 IEAE 2 Rk
AT LA AR 24 14 A F G F RV I PRI AL BT (176 )7
HHE.

23 ARREAKREF A HAlJLMOIT(IT 4
KB N 7 P AT R BV R ) R A S8 M EGF R 5
O B P U 2B B PTIAIT BT Cs ARG #R AL 7E 11 111
PRAE. FE T304 (¥ /N KSR 7 R BLAT e i 8 2%
fif 2. (63%)", ELARIX AN AT 5 1) & IS A TE BE AL 1T
BINGO# 7t 15 BESL, (A FHAh i % & Bhiit &
AT 1) TL NG R 70 45 S — 3,

EKRASHF A BRI HAB TC B #2520 2 B bk &
P REARE A DRI d6) ), b
BB R LB Na 7 B TR [ T3 R 56
13k F174%016 mo PFSHI45% A . {H A5 E F
JEBRPUIA 7 PEARIE R LB EREHLIA I TBTCEEH 1)
AR R IMOSTEE R BIL BETHTL EAKRAS
EN R = =1 VS VENC R 7 P e e b IS L [ 5
KEEHL T BABE FL(Vecti-BILATF 71) ik 7~ 85 44 B AL A 3 110 A=
RIS

BB & AR 7 o HAS R 25 515, 78
— TRITTHA G AR AT 70 133 44 53 Bl B ML 2 P 42 52 5
fb A B R ST B G BB A TBIS & B, Tl
BTCHH —{/rHrif, PFSEOSE A % 7. SR, CCAE
AL SE AT I e B e e 3k as, FLh AT PFS A
3 mo FJFES5.9 mo™, H AT IEERATHE— 5 il AR 56
(NCT00832637. NCT00987766). Hrlif1#: Je H mi e pif~
ST 1 T PAC TR 36 7 R AED il 22kt B AT IE
TEFF R AE I 329 1 11 IR PR3 (N C T00478140), 7
ICCAH I PRAH I FE M AR TT . BEE B CAfE 1
BRI P BoR T fE— R CCABFE H EAEHEY, H
AT IEAEREAT BV B JE G IR AN o P A VBT TBTC s &
T HHHFFL(NCT01679405).

2.4 RAS/RAF/MEK/MAPK &% ]2 # J& S MEK 1]
A, AL HERECC AR 1T HHIF 7 45 S BRI PFS
3.7 mo, HALEAAFIING.8 mol™ TE R JE 1% i 1]
CCAMIbEIR T, FISEE B & PUAEFE A
15T A AT PFSIA $)6.4 mo™. BRAFZEAS thn] & A4 F
CCA(FEZLEICCAHY), TE8BIBRAF V600X K RAFCCA
H, HRBRAFHIGIFILED R i6yT, A 10 EFHTUS T
I 2,

2.5 PBK/AKT/mTOR:# ¥ MK-22065& AK T35,
TE8M 28 /1 52 ok — IR A BT I B T C s 23 11
IT I PR 70 A BUAS (1 25 SR e & N R B, T ALELPFS
N1.7 mo, FA70S 3.5 moP!. k4L w] —£% 11 WIwF 50
BoR276) B A 140074612 wk N SEHLMR I 6], H
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E= 7 IRERIARS IREREFASR
DHEE A\G1 20 NCT02073994 1 B8
WEE NCT02428855 I
BGJ-398 NCT02150967 J1g=t]
INCC54828 NCT02924376 I
FGFR BAY1163877 NCT01976741 157
TAS-120 NCT02052778 157
ARQ-077 NCT01752920 ITH3
ip=a=i== NCT00552149 1Rt
Begt NCT01308840 1188
NCT00832637 I
EGFR BEEE NCT00987766 1 53
HDEe NCT00107536 1=t
fOixEse NCT01679405 157
NCT01242605 157
RAS/RAF/MEK/MAPKIBER EE3= NCT00553332 1188
NCT02151084 JIgE
NCT01859182 ITH3
MK-2206
ST TR NCT01425879 JIgE
RAEZT NCT00973713 1188
copanlisib NCT02631590 T3
Wnt /B—catenini@S DKN-01 NCT02375880 157
c-MET. VEGFR2 ~EHE NCT01954745 1188
HGF/c-MET@ merestinib NCT02711553 11 E8
NCT00361231 JIgE
A=zt NCT00142480 It
NCT00356889 I
Cish:uli=Tin) NCT00939848 I1HA
NCT00955721 I
FALHE NCT01093222 1127
- \ NCT00661830 I
[B&EE NCT01093222 1g=t]
Hesie NCT01082809 ITHA
Nfsfte NCT00753675 1127
1BBRE NCT01855724 J1g=E]
e NCT02053376 1B
MIEFE NCT02115542 It
EEFER NCT02711553 ITH3
ceritinib NCT02374489 It
ALKFIROS1 -
Entrectinib NCT02568267 JIg:E
BN ER Anetumab ravtansin NCT03102320 I 58
ribociclib NCT03065062 1 B8
CDK4/6 L
palbociclib NCT02022982 =
PARP niraparib NCT03207347 JIg:E

H AN SR 4 2R T AZPFS 6.0 mo. HZOSH
9.5 mo". PI3KHIl|Fcopanlisib(BAY 80-6946)—%£k{t
I7 IR A T P At AR 1) 1T 39 PR 56 1 A2 E AT

(NCT02631590).
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Dok g A, IE AT RELE T P9 (1 e B e) 2,
2.7 HGF/c-METi@ % {EMHCCA B E 1 11 IH K
96 th R B 1 R X e-MET(IC50 = 1.3 mmol/L)#1
VEGFR2(IC50 = 0.035 mmol/L)}J A s s v, H i
IELE S T merestinibIBe A AR/ 75 VA= — 28 25 W I BEATL
1T #HAfF FE(NCT02711553).
2.8 o R TE DR PLI S 75 V0 Ah i R0 BV R4
IR AB T Cs 11 AN AR I8 H R BLAE AN 1697 A B J5
FDG-PETH4# [ bR A S5 HUE 2 2 PRI, el 2 755040
i ke g it AR, 36 mo PFSH63% 21T
70% 1 HARZ M. DR E OIS B R 7E12% 1 &
BRI IT R, S1% M B F R RE, HAI0SH
9.9 mo, EfHERMIEIXA T IR RS

FEREHL T 322 B 75055 R AB C-038F 70, FRAT T 2
BB 2 GVEA/ 75 VE AR A P b JE A 240 5 e BRI AR L
B RN 19%$E T 3144%, FH.6 mo PFSI61.3% L-F+ %
70.5%. {HRZWFFIARSEE P AIPFS, HJF AT R 514
b JE A T 52 A X 5 22 4 B,

FABTKIsMIHIVEGFRURAME. fER P IARE #2430
O A JE i B B O R 3 T A TR
W R BE R FLHAEBT Cs P R L AL W HTE . %
I, TEREHLR TT A 22 RSN IR A 70 Hh 2= s ol 8 75 Bk
AP S R RE MR PFS™Y. ARG S6BIBTCs i 72N
(&7 Je B e TR PRI 3G R 5 it H A 7 12 Fe i) )
UN1.7 mo, MR M2 N8.9%, J5ifa il 2% A50% .
TE17341 38 AR R LA B 1I/E ) VanGoghff 4t
H R g B RPFSHIEE. M JE(NCT01855724), Fi
K IEJE(NCT02053376, NCT02115542) 18 55 1% B fp
(NCT02711553) [P AN 78 M 7E AT .
2.9 Ay b o Tre iy PHHKMAEICCAEHE
HORE I ) X ROSTAH XA ALK(EML4-ALK)
e &Y ALKFIROS M7 ceritinib H R IE
TE4 52 M T ROS1BH M BLA LKA 14 #E #ip CC AL
iICCA(NCT02374489) 11 I AR 58 PF 4. Entrectinib/
— Fhagk R R PR A 1 ), B HIROSTATALK (LA
JTRKA, TRKBAITRKC))3EPE, H B IEANTE I K i 3
ROS1ELA LKFl & 1) S 44 e e i 1 R A 7 v
(NCT02568267), Hh L FECCATEN.

(1) 7 3 — P 7 A 2% 12k ) 2 400 i v 2 08 1 40 il
RMEH, HAECCAT RHERIL, H 5L RIE
PRI~ AN RIS AEAE A O Rk, X R R R 2

RPUR-mas &), ERER S EE RE R ERE
BRI ICCAZBE M T HIIE IR 6l 56 i3k 47 WX 56 H
(NCT03102320).
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CDKN2A 52 Z it 41 Jifa & 390 3F Fe8 ) o0 2 47 3 47
pl6INK4AFMIp14ARFE FI K, EAECCAT LR
PLF SRR A 20Tk B R 5T 52 oK C DKA/6 4 i 571, 4
ribociclibflpalbociclibfEiGITCCARIE /). 1X 251
H T b H TR 7 AU, JF HIEE#T — R 5
Fo A AL F5 C C ATE P I S A 25 B S0 28 e 83 1 i DR
(NCT03065062, NCT02022982).

H AT 78 & IR i B I BR CA1MIBRCA21E
CCAFAAERARS BRCAZRAR (8T8 7 X EADP
FHE R & B (poly ADP-ribose polymerase, PARP)#1iil i
J&. 7E18BIBRCAZTAZCC AR I B E I FAR 43 AT
I SZ PARPHIHIFG YT I VY 44 S8 i oAy — 44 B IR
FrE:0036 97 IS, PRSFFEENT ] 42.6 mo'™. PARPHI]
FIniraparib 1) L FECCATE P TGS fiioRg 22 T
59 IEAEE T HH(NCT03207347).

3 &L

ICCA B2 /DR HIEEME, ER IS WRAK, SRR
o, PRI, PARVIBRFAR LR K, HE A
HATHAMRHA YT EESEERGEDIER. B TiCCAR
KR, NBBLFRGTTRCR, SMRHEEAEA—F
P RFARVIBRVEH, M OIERVEH A3 K BEK T 81
A ], Bt IR D e fif 2 X B L HE R 1
T ARG I RORE S FARIET- A H T4 Sk a7,
RIS RA R, JT R R f, H 2 HURE I T
WM ATALS Y. 2 RE R 4 B TR TR
B, HITICCARITERL. K. REMERELERZ
o1 AME 5 e Sl S 5 AR, RITIEXICCAR

WU ARG IEAEREAT T, HerP it 78 Lo 142
F IR Sk

S HRTHEICC AT AL T BT SR T A
KL, (B KRN TAEFRZRA D58, X
TR REE b B A R 1 AR 2 1 S RS (14 7 SR A
FEAL IR RO 2 H AT M ARB FOE. 0T iR
R BT 5 A% S AR AL 3 2 18] B AR BLAE R 3RAT14TS
AFEA T g, IR 2 A AR W] RER IR BA X
SAE 57 o A2 S it P B A AT LI J B 6 R S VR 9T ) B
VR SCHE. H ATHERNAYT1C C AR PRI FE K H 0 A 4l
WZRE TR TG R, TR B FT M TE B
PIEEESE R, ViR T2 0. KFEARL FEHLXTTE
BB RS NG T 2R Rk S 2 Atk

Wt & K e AR — A S5 AR VB R R,
HEBE 7Y BRI IARHIEAR I RC A
WAL W RG ST K O AT e, AR HESE a6 7R KK 0
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