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The present and future of agonists for a nuclear receptor, retinoid X receptor
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Summary

Nuclear receptors (NRs) strictly control genes that are involved in physiological functions such as development,
cell differentiation and proliferation, metabolism, and homeostasis, being closely involved in the development
and treatment of various diseases such as lifestyle-related diseases, cancer, autoimmune diseases, and
neurodegenerative diseases. Retinoid X receptors (RXR) is a member of the NR superfamily of ligand-activated
transcription factors, and controls a wide variety of functions via heterodimers formed with many other NRs in
addition to RXR homodimer. RXR also has extranuclear non-genomic functions through the interaction with
functionally active proteins in signaling pathways. In the context of physiological function, RXR is one of the
most critical NR and is an attractive target for the treatment of various diseases. The path to drug development
is not flat. However, natural product research has gained new attention to drug development in recent years, as
several technological advances helped to overcome many of disadvantages of natural product research. This
review aims to briefly summarize the key features of NRs and RXR in addition to synthetic or naturally
occurring agonists for RXRs, and overview the recent advances in the study of potential RXR agonists as

therapeutic agents for Alzheimer’s disease in the second half.
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Fig. 1. Structure and function of human RXRa.

(A) Map of human RXRa functional domains. Like other nuclear
receptors (NRs), the RXRa protein has six major
functional/structural domains. Beginning at the NR N-terminus,
these domains are: A/B, which contains a ligand-independent
activation function (AF)-1 to which coactivator proteins (CoAs) bind;
C or DNA-binding domain (DBD), which mediates NR binding to
specific sequences of DNA in the promoter regions of genes; D or
hinge, which connects the DNA and ligand-binding domains; E or
ligand-binding domain (LLBD) that contains a ligand-dependent AF-2
sequence to which CoAs or corepressors (CoRs) bind to regulate
transcriptional activation by the NR; and the F domain, the function
of which in RXR remains to be established. (Ref. 4)

(B) Structure of human RXRa ligand-binding domain in apo (without
ligand) conformation (left) and holo (ligand-bound) conformation
with marked in gray RXR agonist SR11237 (right). (Ref. 4)

(C) Mechanism of action of RXR. NRs (type II) form obligate
heterodimers with RXR and comprise the functional transcription
factor. The NR complex binds to the response element (sequence
specific element) in the promoters of target genes in the basal state.
Corepressors are bound to the heterodimer complex in the basal
state, thereby repressing target gene transcription. Upon agonist
binding to NR or RXR, conformational changes lead to the dismissal
of corepressors and association with coactivators, resulting in the

transcription of target genes.
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Fig. 2. Members of the NR superfamily that function as

heterodimers, homodimers, and monomers.
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Fig. 3. Proposed physiological RXR agonists.
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Fig. 4. Structures of synthetic RXR agonists (rexinoids).
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Fig. 5. Structures of naturally occurring RXR agonists.
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PPARYDERE(E T (aP2) DORIAFHE LI 9,

Inula helianthus-aquatica X° Inula hupehensis 7>
LHEEEINZEAXTF L2057 k2 bigelovin 13,
RXRa#z ECsofl 4.9 uM TiEtE(L L7z, BLBREWNZ &
12, bigelovin % PPARy/RXRo (&{&E (L3 % 28,
RXRo/FXR IFIEMALE T, & 51 RXRaFEX A ~—
KO RXRo/LXR 13|32 L9 RXR~T u ¥ A~
— K OREZ A ~— @R RIEGIEMELEEZ A L T
72 46, It bigelovin OFUEBHEIEIZEE T 50 < 20

OH|ENH Y, RXR 7 2= b & ORSEME
TR WA BLBRZE Y 47,

F 72, in silico A7V —=2 712XV Valeriana
officinalis \Z& A S5 valerenic acid 23 RXR 7 3=
Z k& LTRSS, Valerenic acid iX, RXR 7
247055 RXRB (ECsoff : 5 uM for RXRB. 27 pM
for RXRa., 43 uM for RXRy) % X 0 &IREJICTEME L
F - OENZ AR RAR, PPARs, LXR, FXR, VDR,
PXR., CARIZIEMEL L2 ENFESN TN D 49,

PLEIZH <72 RXR 7 =& D& 1T L ~L T
OEMIFEHEORFITI SN TWB A, in vivo TOAEZME
WOV TR 22 STV, A 15 OAFZE N HIFE S
s,

TR S

7.RXR 7 3= X DRI RIS EWEHE
1) AD &N SRIE

Bl 10 FFORNIC, MREMREBIZB T 2ENZ AR
OBEIZBEI LT, AD, /R—=F%2 YV, NrF b
W EORBIHETAEHANTESFRINTE T,
AD [TETHEOMBRENRE TH V REEDJREA &
LT 50~T70%% 5503, BUERAR 72 GRS IXTFAE
LTV, AD ORIERTFIIREHSICH 6t En
TRV, ABDIMNTOIRE (BABL) 25|& 4L
720 SIEROS A EAL S, F OB IR & 7 & v
N7 EOWENR Y R X DR FRER LA &

. RSN HRIRE RN FE S NS ETH [T I A
R Al — NG RSN TE 7249, L LI,
ABILFE & I/D X 2 30T ABHLIR & HIV 72 B AR A
JET WVT IR & EE O AD BIERAERE (2T
DHEDENTEH CX e olo 2 & X0 RGO 41
DR S LT 5 5050, 2D, AD 2RI D%
%@E%M%%Lt?im4%ﬁﬁ_ié®ﬁi&<\
WIRMED ABA ) Tv—l ko THEESNE LW [T
IrA RpAY Iv—IRii) BEXFINDLIIT-T
7282, Ol ORZETIE, ApA ) S~—DEE AW
TEPESRTMEN A SN SN TE TN D 39,

—7J5. AD OJFFRERIZEACIZEERAEIR 2N HE4 B 5+
ERIP LR SN B2, AD 2WEETHES NS 7
L7 U =h A (BRRFERHELRTO AD) & 5 W X E
RABEEICB T A2IRENEDEEZEZOND X HITH
> T&7= (Fig. 6),
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Fig. 6. Postulated stages of early and late central nervous system
inflammation in AD pathology.

Early inflammation is likely to start as soon as there is a threshold
of accumulated AB oligomers, before the appearance of amyloid
plaques. On the other hand, the late inflammation should commence
as soon as the first amyloid plaques are established. The two
processes should overlap mainly at the later stages of preclinical AD
pathology, while at clinical stages the late inflammation and

adaptive immunity process should predominate. (Ref. 54)

BIEOMETT Lo U = VENICIE T CIRBRE O
RIE & b 2 REF RN THBZZ S TEY . AB
FV I — DI TRENERLIND 39, $5
VN, Inn, R, IMREE . A R L RZRERRRE 2D
2 a7 T REEAL SRIES A S D ATREE DS
EZHNTNG D, £, 2 BUBERE, SR LIE, th
JEIF B 7 & OATEEERAS AD FIED U A7 &)
LN TETEY, ZNULHAEEEFO= R
MUK VFE SN D EEMHEIIEN, KIEMEA T ¢
T— & =% U TCIMNRIEZ Bt LTV 5 aTREEA /R
BENTND 5669 J bbb, F L7 Y=ok
AT D hOREMEIC L VEELESND IL-1p7 &
DORIEMEY A M IA B, T IvaA Ry 378
(APP) X APP S fRFZTH LI/ L ¥ —E
(BACEl), y &7 L ¥ —7F (presenilin) ##H&E, %
AT 2 Z & TN ARZ IS | 59, 2Rt REA X
NZARA Y I~—NI7a s V7T A aYA M &
TEMEAL LREZ B ST 5 &0 ) BIERAG &
EhatEzxohs (Fig. 7)., EBIC AD BEORE

WAL IEH b7 a7 ) 7T A hadA |k
DERL, e D T MR35, TNF-a
IL-1B. IL-18, A > % —7 = (IFN) OFEA R

KLTWD 60, ZLT, ZNHDOHA FIAUh AR,
APP, BACEL, presenilin O3 IREFHET D Z L2
fJav L. AD ET A~ ATHLMICES 6V &5
(2, P IL-1BHURCHT TNF-of ik OB 51 & 0 Apikss
DRDLCRABRED W HENHLE S TS, Ll
IL- 1ROk 7 BRI RN I 7 v 7Y TR LT
APDOBREZMEE L AD JHELZWE L2 L T H5HER,
TNF-RIT Z#EKE2KIBEED LIFENELT D L0 D
WY 5, Fo. NSAID 72 E OHERER % 7= 15
REBRIZ N FETRIIL TV RN 62 Fhbh, Kl
WFZE R QSR BT T VMW & WSRO T — 2 13, RIE
PEV A M A OBREN AD JHEEE T 5 72912
ED & HIRTFRHEE CTH D Z L ERB L TVAHN, E b
OB EZZTZGEITRROZA IV TRONHAD Y
7 AR R B ANH L7 O EE BRI 2R IR IE 2 B 2 D W
ERb D,

O 0=
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Fig. 7. The cause and consequence of inflammation in AD
pathology: a hypothetical model linking the inflammatory cytokines
(especially IL-18) activation to AD pathology. oAB, oligomeric
amyloid-8; GSKS3, glycogen synthase kinase 3; LTP, long-term
potentiation; BBB, blood-brain barrier; IL-1B, interleukin-18; ROS,

reactive oxygen species. (Ref. 60)

2) BNZRET I=2 h® AD {GFRICB T 5 nlhEr:

INETICAD T VBT A NS BIRE KT
I=R b OH RS S, LXR, PPARs, RXR &
U'RAR % 3EBE2MIER & LIZHRIBEDN A CTH D Z LR
FERENTE Y, Lo, BNEZRKT A=A F0%
<L B FTORMED D WITRIVER ORIET AD 155
WL L TOREAPFIEEZI TV 5, Bexarotene iHE{JP“j
T apoE ° ABCA1 O¥BLEFET 5 LI . AD
@ﬁ@@*ok%i%hf“éM@%ﬁ%ﬁ@éﬁé



T LIk BEERE A UGET 5 2 & AD FIE A Il
LT ERFEINTND 8, Lo, £ OFFEEIC

BRBRT ABOZEHOBLNBEINT.
WZEB7IaA RAARS— REGHICHES<
AD OUCEERIZEE SN 69, L L, Z0% b %<
DHFFEIZ LV | bexarotene M FEEHIL D R EARHENEH
SR IS O PR RAE A A SE O MBIER 2R3 2 &
RENHE SN BT T L CEE S N RAMIE DK
FERZEMT BT — 2 NEH L TE o 667, Fi-|
W DDA PPARYyR° PPARS T == 2 F A3 AD D
BRI L L TH R ICHERERBRICA S 722 Y PPARs ®°
LXR o7 =2 hDO#H AD ERAXHIFENTEY .,
RXR 7a=RX FE OB LV EWEIMEZRTZ &
HLEZ LD, A7 AD IBRERNTEE L WEE,
TR IR IE M & LTINS RIE T S =2 MNIFET
borEEZLND,

bexarotene

3) RXR 7 Z=2 r®$i AD {EH

INETICHMESNTEBERNSHEERT T=2 NOAFE
RYEH® 5 HHAD fEHICH ST 2 b DIE, <1> ABD
bRz, <2> ABDEEAEMIG, <3> FIRIE. <4> PRIEHEAE
DY, DADIIHETED (Fig. 8) 9,

<1> ABDBRE : BINZARIZEIC ABOEERIZ L 5
sk cofrE ABDI 7 a7 Y TICX DD AR, B
EEMETHZLICHE LTS, RXR 72=2 h
HX630 iZ APP23 AD EF /L~ AR\ T, Hilldh 5
WE RAR 7 2 =2 b Am80 D317 F CrlvaElE AB% 7
g B4 2 iR (IDE) 2358, M7 3=
A NETE T TIX AR42 OERAE A E I S87- 69,
Bexarotene 135 I /7 u 7 UV 7 RN~/ 77— D
ARZHEE Axl, MerTK, TREM2 DOFHEAZFHLL T
ABDIREZEHE LT 69, = DI LXR, PPARS.
PPARy” == F THBIZZ S, bexarotene & D ILA7
TCTRIZHEBINZ, S5 AD EF v U A
APP/PS1 K (Y 5XFAD ~ 7 A 1Z bexarotene % #% 0% 5-
THZEIZEY WMOI 7 ad ) T ROT T — 7 ([EH
Liz~7 v 7 7—C Axl, MerTK, TREM2 33k <
L, WS, RKINEEICBIT DT 2 aA REORD N
Bl s N7 69, £7-, bexarotene & PPARy7 =2 I
DSP-8658 1%, 27 R UT DAIR Yy —LESH

—CD36 DI AEFHETH L TAPDARZIHEL T,

ZOERIEm T F =X OIAF T THIR S L7z, AER

1% APP/PS1 AD 5 /L~ U A THEIZE S, 22
feb i SNz, & 512 bexarotene (7 A Fu A |
SRR IZ B W T RXR/LXR %4 LT ABCA1,
ABCG1 ). U apoE DPEAZFHEE L, ZOfERAEMR S
72 HDL i3 ABDOFEE &M S, ABDHRIE & /3 fif 4 (2
LT L),

A clearance Anti-inflammation

Insulin-degrading enzyme RXR / NF-KB interaction
Neprilysin . ABC1 + ® TLR4 |
Phagocyvtosis (TREM2, CD36 ete ) L) ApoE 4 & LRP1 4
ABCAL, apok, HDL = LRP1 ¢

IL-1B, IL-6, TNFa ete. < -
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Fig. 8. Effect of RXR activation on AD pathology. The underlying
mechanisms by which the activation of RXR exerts beneficial effects
on the progress of AD pathology are not completely understood.
However, a number of studies have been able to dissect some of
these mechanisms, which are likely to be cell type-specific, and can
be divided into four groups: 1) AB clearance: mainly through
modulation of AB phagocytosis and enzymatic degradation; 2)
anti-inflammatory mechanisms: repression of pro-inflammatory
genes; 3) AB generation: modulation of APP processing by inhibiting
BACE1 and presenilin production or by inducing ADAM10 to reduce
AB production; and 4) neuronal function: increased synaptic function,
neurogenesis, and protection against neuronal insults.

TLR4, Toll-like receptor 4; LRP1, LDL receptor-related protein 1;
ADAM, a disintegrin and metalloproteinase; BACE1, B-site amyloid
precursor protein cleaving enzyme 1; Nurrl, nuclear
receptor-related factor 1; TREM2, triggering receptor expressed on
myeloid cells-2.

ABDIREZEHET D RXR T 1 4 A ~ — /58— hF—
ZRATT=AFE LT, LXR 7 I=2% F GW3965 2
ABCA1 #/ LT apoE #RELL., I7ua U7tk
5 ABOEINIAHZRLI 7 a7 Y THNORTY T4 0Z
LB ABDfRERET D L &bz, MlashckiT o1
VA o fREESE (IDE) (2 & D AaEtE AP oy iR &

LT, ZORER, ABEREE IR AREE LB &
B, FHEEEARE L ™, /2, PPARy T I=X
F BRL49653 13#E =2 — 1 B W CIDE #3538 L



4 PPARST I =A | GW742 1Z 5XFAD AD €7 /L~
U ADKIZBNTRT Y T A v L IDE ORBAFHYE
L7= ™, RXR 7 2 =A [ I permissive 72 RXR/LXR
&Y PPARs/RXR ~7 R & A ~—&EHLTE S &0
IMENRHLDOT, RXR 7 A=A MR /8— hF—% &
BT T=2 MZ XD ARSI RIS OFFE 4 iR 2 JL[F
TERRHIfFCE D

<2> APDEEMS] : RXR/RAR & U PPAR/RXR @
IEMARIL, RMRIC BT Dot 7 L —BiEEE AT
%5 ADAM (a disintegrin and metalloproteinase) 10
DI L5 S ABOELZHD S S 1, PPARa
A /R S 72 5XFAD AD ~ U ATl ABIEE R
%5 ; PPARS 7 2 = 2 b GW505116 % SOCS1

(suppressor of cytokine signaling 1) ##F&E 345 Z &
IZ& Y BACEL ORELZ D S ABOFEAZIHIT S
™ ; PPARyDIEME(L I BACEL DI B A THE L ABDRE
AEMEIT D, ZOXSIAH PPAR 7 A= b
o-MUOB-EZ L X —EBORBEZHIEF L TVHEZ LTk
D, RXR 7 Z =R b7 permissive 72 PPARs/RXR ~
Ty v—OIEELEN L TR LY —BIEMZ
LT ABEAZINEIT 2 RN E 2 b D,

<38> PiKAE : LXR XV H v FEAFIZ SUMO

(small ubiquitin-like modifier protein) {b &4, D
SUMO ka7 LXR £/ ~—ZRKIEEY A b A >
BEfoO7rE—F—@Ek oa) 7Ly h—EEK
ERENANEZEDZ EICEY NF«B X AP-1 X 585 %
P URIEZH]45 ("transrepression”) 79 80, %
72, PPARy G RIARZRBEF CHIRIEEMN 2~ 2 L 234
EEh T 80, RXR 7a=X MIBELTix, 9RA
N BRI YA R A > TSLP (thymic stromal
lymphopoietin) @ IL-18iZ & 2FF&E ZMH L, ZOE
HiX RXR 7% NF«B IZHEHBT D Z LI L DGR
FETHDZEPMEIN TS 8, Zd 9cRA THE
Shi RXR #0 L7z RIEAEROHEKF T
transrepression & 3720 v aanFaf RZE
WLz A MaF U R/RKRT T =R MR EEN
NF-«xB ~DOfEAIC LD b D THo 728380, —J5 RXR
TA=ZA RN L= b7 I3 SPR id~7/ v 77—
CRMNDORIEMEY A NI A CEAZIHI L, ZDOIEM
12 SPF 728 RXR/LXR %/ L CifiE L 7= ATF3 7 NF-«B
A5 Z LIk Y NFkB OEN~OBITZLE L,
FORER RKIEEY A I A VBETOBTEEHET S

10

TEMNRBISNTND 9,

flt . LXR OiEMEbIE ABCAL 2% BIFHE L, 20
ABCA1 AHIMARES 7 F D3 L AT 1 — L D43 & 28
fbx¥ 25z Lick v LPS 7z &2 kX 5 TLR4

(Toll-like receptor 4) ®O 7 F & [HE LHIRIEER
BT I ENHEINTND 8, Bexaroten &AW,
honokiol, SPF 7 & ® RXR 7 2 =2*  {, RXRLXR %
/FLCABCAL 835280, LXR 7 F=X
L RERBE T CHIRIEER 2R TR AE 2 b 5,
Fo, LXR 73=X MZ L VFHFEEIND apoE 1E,
s 7 ) TR EICER LTS apoE ZHED LRP1

(LDL receptor-related protein 1) (Zf5EA LT, KIE
YA DA OFEAEZIRIT 2 Z LN RESNTE
D8 ILXRRLRXR 7a=ANMIIZual U TRT A
FrHA b T apoE OFFEEPHA(RET L Z LI
D. 377 ) 7TICBTO2REZIMHTE 50 Lk
W,

fxiT. RXR/Nurrl /X bexarotene 72 ¥ RXR 7 2=
A MTHEMH b shD ZEBbinole, =7 7 VR EK
O Nurrl 1T 707V 7R7 A hatA FCRIEMY
TFMZEFES, NF«xB EBEE T ORI E
transrepression (Z X U I L, FLREMIZEI Z &R
wEINTWS, Lo L, Nurrl &€/ ~—& LTHE
HALTWsLEEZHNTEY, RXR OBEIIRHTH
% 87,

ZiVE TIZ PPARs, LXR, RAR, FXR, RXR 72 ¥
DT A=A FHPRTREIEFEMCHET 2HEIZ< H
203 RS E TRE LB T 2 #8091 L 72 i i3)
TRV ENZFIRT T =2 b 2 RN BIRHR I A
THLEDITIEE LR DMFARMETH D,

<4> MREBEOUGE I A T — T @ AD FBES AD
EF)L< 7 ZZEWT Nurrl OIEITED LTED .
PRER DAL, PRRAIE ., MERIERE L ORI IC 1T 5
Nurrl OBERREBIN TS, Nurrl ERIEE Y
H R THH amodiaquine (L, 5XFAD ~ 7 X {ZHW
T, ABILAE, MMl R, I 7w 7Y THEE,
TR Pl PR 2 ot U B 7R iR B RE IR S s L
7- 88 89— 5 1% RXR/RXR £V
RXR/Nurrl %z & V@IRMIZIEMEAL LT, FR3v ==
—arORE, HRFERET S Z LRI 0, R—
F YU R0 AD 6972 SRS MR BRIk A A4
HERHE I N TWD, £/, bexarotene 1L, 1) == —

bexarotene



o A BRI RIC R 5T D BUn FREATE L L
PO THIREATELR 2 0 & RO 5B
SEFEDNEEIN U T A HE 7R BRI 1S O & fleste L7z 92,

YA RN El I

2) MIRMLICEE T 2B T OBEEZ T Y = X7 4
v 7T 52 Lk v APIZ X AR ia <
RO DR E 2 U LTz 60, 3) 5XFAD AD £5 /L
SUATY ST ZADOREKEICHET 2 PSDIB X
synaptophysin OBEFREAHEML, = o —a D4
g L HRE A U LTz 67,

Zoftiiz, LXR 7 2=k GW3965 /% 3xTg-AD ~
URACBWCRAEREEZYEL 9, TOBRIE T
AREREICRE4R2 95 Syp, Synl, Dig3. TN, #REH

2B 595 Hmgb3, Rbbp7 75 £ Oigin+ D A F AL
K22 BEFRIZENIED 2 ENHRES
T3 9% PPARaT == A b simvastatin iZ 5XFAD
~ A PEEEEYLEL, WEICB TS5 CREB

(cAMP-response element binding protein) D& %
LT oAl R Ml o Bk R & B #i 9 5 BDNF

(brain-derived neurotrophic factor) #¥giN=t51E
HaERLEZ 9, ZOLD ’%‘@@F’Wﬁﬁﬁi'f T=
kTSR OYGEIZET 2 MmENH Y . RXR 7 =
A MZZiH O RXR/LXR X° PPARo/RXR OIEHAL %=
LT, ARRERZRTAREERZS 2 O,

8. BNZEREKTI=X  OFHE (FRBHE)
RXR IZE B THEEHEIK 7 & LT, BT OB
WA D 2 L CAEBMRERT TS Iy s
YRR Z S FEDRERE & v 7 B L D EAER %A
TR REZ A+ % 2 v 7 REM %ma“_
ERroTER, Z2O—fl& LT, RXR IZIIENE
TV T FANEFEELTBY =77 b8F2—Th
LNur?77 IZfEAT 5 2 L1280 Nur77 280 & g
~NEWEL, S b= KU T 0 Bel-2 & OMEERZL
T by Y TRIFHEOMSE A (EHET 5 9, b K
MAMRIZBWTIE, RXRIZG #3728 (Gq) &V A
v RIRTFRCHEA T2 Z LI X D HIEN CaHiREo k
FEMHFIL T, ATP & 5T TXAz N T 5 /MR
BEEAMEIT 5 97, b NNEMIRIZE VLTI, RXR 7
=2 b 9cRA & SR11237 iX NADPH oxidase % [H.2
T 52 L2 X Y NF-«B OEME(LZ K LT, ICAM-1
R VCAM-1 O3 & i3~ 2% 99, £ 7= . RXR 73 NF-«B.
INK, AP-1 72 & ORIEHIRTIR T & OB FES %

11

THAEEAZRTZENREENR TS, LvL
PPARY%D LXR THESNTWDH L H51Z, RXR AU H
v RIEIFRIIZ SUMO b &4, transrepression (2 Y
RIEPEY A NI AV OEFEMEIT 2 &0 5 W17z
Y 80,81

. BREEMROMREIC. N KRNIk
RXR (tRXR) DIFET D ENRAH S TEY | tRXR
1% PISK @ p85afilifih 7=+ b EFEIEMTHZ &
I2X Y, PIBK/AKT ZIGMHEAL U sl fie oo s g 2 g ik 5
%, —Ji. NSAID T& % sulindac ®#FE A& K-80003
I, tRXR WAL TCT h 7~ — D Z MR L T
tRXR & p85adfity MBS &, ZDORER. wEMfud
HWIHZRET D 2 Lo TV D 9,
COEIZRXRD /5 7 2 v 7 i ERANH LT
72 DITHEW B EHIEIA - & LT RXR ORI X,
RXR @/ %7 7 2 v 7 BAEMA %I Ul Hilakkaesm il
AR FETETIRHIC A0 AN R ES OMAR AR N
HLEBIC RIS —F Y FELTOBANEAE LT
T3

9. BbViz
AR CTIHENZBERRXR LRZEDOT A=A D4
TEMEZ M7z, RXR IIREL A v—T I =
=M ZL ONRX— P —ZFRKE~T O E A, ~—%
L TEY, TOHENEMETH D LWV I EHEND
RXR 1ZAI3K % —% > b & LT PPAR < LXR {2k % &
FToNTERRERH -7, LirL, RXR OBEREMATH
WO, 7 Xy 7 ERIED Y Tl /7 7 3
/A (! ﬁ@%iﬁ&“%ﬂ%%f: LTWBIERDNY
B, EHIZE AN M —ZFE T I=A & RXR 7T
T=2 I\f?)ﬁﬁﬁﬁ\ﬁ)ﬂf&bé RIS, RXR &
BIBEX —7y FE L THEREEZEDSOH L, 2 E
TN ZF BRI @ OBIFEZ 2R U NS BRI % ek
FRICIEML TX A5 7 =2 & A2 BN D
LNTEEN LT LHRD SN EMEENE LT,
WICEHERRAERZHE L CXRERDH L, 5%IX
S HIZ RXR OZERBEREOMENT B HED B, KDL
% ERNIE R 53 - O EBREERE D A % BIRAGIZHI i © &
LZRXR7 I=A FOBRBENPMLETHDLEEZD, TD
DI LAY OREERRECH L LEROIEDE
/52 EDHEEETH D MEPEHTERDRETH B,
I OB CRIZEEIR E L COMER TR >ob o



TR OEED SIS Z ENEETH DL LE
25, RN O RO A2 FHIK#HEED RXR 7 2
ZA NEBBRR LGS D2 L IFHNEREETIEH DB F
DOEFITIRENEEZ TS, EFEBIEFEEZED, AD
72 EOMBREMRBOIRREESCHIFE Y — X DERITZ
NETLURCEEENMELTREY . 200 HOWROIH
BRSNS,
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