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Target tissue-specific delivery and transcription of foreign genes are desirable for safe and effective gene therapy.
Two approaches for this purpose, ‘‘Targeted Delivery’’ and ‘‘Targeted Expression’’, have been mainly reported.
Among ‘“Targeted Expression’’ approaches, microRNA (miRNA)-mediated ‘‘post-transcriptional de-targeting’’ has
been recently demonstrated, and much attention has been focused on this approach. MiRNAs are an approximately
22-nt length non-coding RNA, and bind to imperfectly complementary sequences in the 3"-untranslated region (UTR)
of target mRNA, leading to suppression of gene expression via post-transcriptional regulation. First, in order to reduce
the hepatic transduction by Ad vectors, complementary sequences of liver-specific miRNA, miR-122a, were inserted into
the 3’-UTR of the transgene expression cassette. Intratumor injection of this Ad vector resulted in approximately 100-
fold lower hepatic expression than that of the conventional Ad vector, without reducing gene expression in the tumor.
Second, complementary sequences for miRNAs selectively down-regulated in tumor cells were inserted into the E1 gene
expression cassette in oncolytic Ads, which exhibit tumor cell-specific replication and antitumor effects. Recent studies
demonstrated that expression of several miRNAs is exclusively reduced in tumor cells. Oncolytic Ads containing the
miRNA complementary sequences showed reduced replication in the normal cells, without altering the antitumor effects.
MiRNA-regulated gene expression system mediates ‘‘post-transcriptional de-targeting’’, in which translation of trans-
gene is suppressed in a tissue-specific manner; however, tissue-specific transgene expression can be achieved by taking
tropism of gene delivery vehicles into consideration and reducing the transgene expression in untargeted organs via miR-
NA-regulated gene expression system.
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(@ Active Targeting
Transgenes are actively delivered to
targeted organs by using tissue-specific
ligands or antibodies.
e.g., Glycosylated liposomes

~ Targeted Delivery <
(Regulation of Distribution
of Gene Delivery Vehicles)

L @ Passive Targeting

< Transgenes are passively delivered to targeted
organs (tumors) through the enhanced
permeability and retention (EPR) effects.

e.g., PEGylated liposomes

©) Transcriptional Targeting
Transgenes are transcribed in a targeted
tissue-specific pattern by tissue-specific
promoter.

e.g., Tumor-specific promoter

\. Targeted Expression
(Regulation of Transgene
Expression)

@ Post-transcriptional De-targeting
Transcription of transgenes is suppressed
in a tissue-specific pattern by utilizing
tissue-specific miRNAs

Fig. 1. Strategies for Targeted Organ-specific Transgene Expression for Safe and Effective Gene Therapy

OEEREIRELRTEA - BEEINZHFET 51213,
Fig. 1l TRTEHRT7Ta0—FnEZEx2605. £9
BEFEELOAERNHEZGIH T 2 “Targeted
Delivery” &, #faFFB & #li#Hd 2% “Targeted Ex-
pression” EIZKBITES. & 51T Targeted Deliv-
ery ICBIL TIX, AR RAR Y T > ROHUR
ZRHATZIELIREDEHMICER T ZXET D
“Active Targeting” &, D PEG (Polyethylene Gly-
col) R ETEAMTSZEIcLD, EPR (Enhanced
Permeability and Retention) %h5H1Z &k 0 liER EiZ
BT Z2EET 5 “Passive Targeting” & I24301T 5
5.2 —J T, Targeted Expression {ZB L Tlg,
INFTHEEBRENTOE—Y — %2R0 &9 5%
BB 7 0 — 4 — % AW TR LR B8 &
FIB (#£5) XH % “Transcriptional Targeting”
MEEAITIHZEENTE 2.3 LI LIRSl e, K
22 ¥ X @ non-coding RNA T & % microRNA
(miRNA) ZFIHT 5 Z &Ik D, FEANEZ R R
Wil B (BER) X H 72y “Post-transcrip-
tional De-targeting” DA SN, K/l
HEHEDTNDS O 2 TARIIBWTIE, £H5
DYEAERE ST ZE 2 HE 6D T % miRNA [T X %8
EFFBHE S AT L2 B3 L 2B ETHERA Y 5
JUAINA (Ad) IZDWTHENT 5.

2. microRNA (C & 2B FRBITHIEHE

miRNA 1%, £ & 17-24 ¥ X ®D non-coding RNA
(—4$ RNA) T, EZEMTL<IHEBELTHD,
FIERL NIVIZHBWTENE LR T ORB Z2HH T 5.
miRNA 124 / A & D FEIZ pol II promoter IZ & 5
THIERIK (pri-miRNA) & U TG 3N 5 (Fig. 2).
Pri-miRNA T, ESINEICEET 2 H #5170
CTARBHERR TS ZEICKOATE I T HiEE
& %. Pri-miRNA &, B WNIZ3HB T microproces-
sor &1k % £ > Drosha IZ & > T Pre-miRNA N\ &
SOt I NEDE, Exportin-5 12 &> TR
NEWEIN D, Pre-miRNA 13, 60-90 ¥ E D
AT L= —T7HEZAELTHD, MRED
RNaselll %3 Td % Dicer IZL > T3 Z
EI2X D, miRNA duplex &725. D%, Ar-
gonaute 2 ZEA I >R —*% >+ &9 % RNA-in-
duced silencing complex (RISC) IZEDAEN=D
5, —HOEMNTIK IR EINS I LITXD, Bk
FAL 7 RISC &72%. RISC X, miRNA &1
KRB S 2 A 9 % mRNA O 3 IERRE BRI/ A
%2 EITXD, BERIEE U <13 mRNA 77k %
FETHI LKV ERTREZNGHITS (X2
ALELTREABET IV RHRESINTVD). 1
FED miRNA 13 100 A L OB T ZHIHTSHE LD
2, REET O 30% 5 miRNA O 5 B il % 52
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Fig. 2. Mechanisms of MiRNA-mediated

Post-transcriptional Silencing in Mammalian Cells

Exp5, Exportin-5; RISC, RNA-induced silencing complex.

FHEEZSENTNS, BEIZ miRNA X, #lfd
B, 7R b—I R, RIEIRNE TR ERk & IR RS B &
FlET 2 EMHEINTHO, EmiGEHTBIT S
ZTOHEHITIETETRERBDLLRDDDH 5.
miRNA 7% Post-transcriptional De-targeting {Z Jix F
T 5 L THE/S miRNA ORI, 2 OMRERDY
RELETFRERBE IO 74V THAS. Tablel IZ
13, MR T O T vV ERTRENR
miRNA Z/RL 7. ZDLDIZ miRNA D% < 13H
fk Gl FrRWBRIICX VD BLRTFHREZKEIIC
FE L, 2K DMBEOAMEE ZHERL TW5
EEZBN5.

EiR D& 512, miRNA T & 5 &2 T 56 B il 8
3, REDELETOHRAZIHTLHDTHS.
& NPT U THAL R BAE R TR BN AT TR
T5D, EWSZETHHN, HlZE, HHERT
BARNT Y —Z invivo 5 L&A, EREE
ThHhBMEas AT TR, e BBV THER
FRENERINZET S, 20X DBGE, ke
B IZR BRI 5 miRNA OEME S Z 8 5T
BBy MCHATSZEITXD, ke AITH
FABLRFRBEEZHGT S &L, e BIZBIT
LEETRBZRREAICHH TS Z ENEETH
0, FERWICHS A RFRENSERTRBZESZ
ENTE2 (Fig. 3). BETEANIZ Y —D%<
1%, ZOXRZE—NIRkEDETHYMFEN - £
FHIREICR D, FEDIREGITBITLENE WS 2
“lEaste T 2T 5. HIAE, AFFMHEUR

-
—

Table 1. Tissue-specific MicroRNAs

Brain miR-9, miR-124

Heart miR-1, miR-133a, miR-206

Blood cells miR-16, miR-142-5p, miR-142-3p, miR-223
Liver miR-122a

Pancreas miR-375

Spleen miR-142-5p, miR-142-3p, miR-150
Skeletal Muscle miR-1, miR-133a, miR-206

Ovary miR-351, miR-542-5p

Testis miR-204

V—LM5RBURT Ly 7 AR EWBITRE
RTL, BBRDOXDIT AdNY & —IZFEICH L&
WEEZRT. ZOXDIZ, TOBEBTFHEANY
& —DEREK D EWRAME 2 R iR DR T dH %
BEIMOED WD, OO EER O
BAEINL, TOXRTZ —PNE BT E R TEER LA
N ONEERIZHB T 2BETHRBAZMHT 2 L8N D
5. TOXSKEAE, @ miRNA ITXK S Post-
transcriptional De-targeting |Zf> THZ TH % &
EzoNnb.

3. 7T/ 74X (Ad) XY 9 —DBELEFE
A

INETRIUAINA - FIANNARNT I —EDH
2, BESDEBELBTEANIZ Y —DNHEINTE
. TOHTH AdRI & —1X, TOENELET
HARFED S B AR T IR R DK 24% THEA
INBHRE BRBNHAINTWERIY—TH5.

-
—
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Transgene Expression Cassette

Organ A Organ B
(Targeted) (Untargeted)

Transgene Expression Levels

Fig. 3.

—RICHEAINTNSE AdXRXIZ Y =13, TAILAE
LT OMFNEA TS SR ~ Ad Z2HAEHK &
LTHD, JMIIVADOHCHEICHKAD E1 BI5T
ERIEBIEDHIEITED, HEHEMHZAREICL TW
5, AdXNV & —1F, BETFEAXRISZY—-LLTE
SOEMZEALTVWDY, BERDO1DELT, &
WHFEFE MME R SN T s, @HED Ad N7
Y —%IXTADRHIRE O 25K5T5 &, #E5RE
D 90% LA LXK C L, 0 Tl Dl as &
g U 1000 50 L@ WER T RBEENEHRZ I N
5.0 Ad N7 & — O lEiE D Tk <, Ad
Ny —ZBE IR G LEBETH>TH, E
BTENBRTHRNEEZRT AT, HEGHALEKD
Rz Ad X7 7 —NeGEEANEBTL, K
WHEETHEEDIT, BVBEILETHEREZRTZEN
WMEINTND. Y Lo T, BABERETH
BERTREEETFRBMICE LEEZRT XD
BREETERBEI VGG, DAMITH L &0ni
JEESRENEENDHOD, FFRICBNTHEWE
MEE R EEEDSTER SN TN S, %10

4. microRNA (C& 2 BETFRERHE A T7L%
BELILTT /74 LARY 7 —DRS

T TEHESITAARY Y —IZL DK TDOER
TR ZERITNHEIT D 2 &2 I, PR
) miRNA T & % miR-122a 1259 % 5 2wl Bl 51
BRIV T2 T7—EHBE Ity b 3 IERER
I 4 O —#i AL 7 (Ad-L-122aT) (Fig.
4. W FEERINVINS T T —EREEEMIET D
ZEEAMICYISAITIN S 77— RETt

»

Complementary sequences to miRNA
specifically expressed in organ B

—_———— - ———
[ —

Transgene Expression Levels

“q.

Organ A Organ B
(Targeted) (Untargeted)

MiRNA-mediated Post-transcriptional De-targeting of Transgene Expression for Targeted Organ-specific Gene Expression

miR-122a complementary sequences (4 copies)

Fig. 4. Schematic Diagram of a Replication-incompetent
Adenovirus Vectors Containing Four Copies of MiR-122a
Fully Complementary Sequences in the 3’-untranslated
Region of Firefly Luciferase Expression Cassette

FLuc, firefly luciferase; RLuc, renilla luciferase; pA, poly A signal;

CMYV, cytomegalovirus promoter.

v k% B3 RIEHEBICHE AL 7. miR-122a {3 i
THROLBEEBFL T2 miRNA THD, b MFEHY
IR T 1 MRS 72 D 135000 I —, <7 ZfiTfiE T
H 1HIfES 720 66000 I —FHIHL TS (Dl
FTIE 50 OB —LDIF). 12 FAAERIZETS, &
AT % miRNA EREA O I —#ICEE L THrET L
&ElA, 4TJE—HATEHI LK Mo kER
THRBENFDENGSND I EE2HRELTWVD
(data not shown), A Ad X7 ¥ —%< 77X Bl6 &
THER RS L, BRI HT 28R
TR EMmGFLzE 5, 5 TORETIHIITN
flansdZ &<, HRTOBERTRIEZMNKD
AdNY 7 —IZ XD BETHRBEDK 1% £ THIH
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3.0x10° VP 3.0x10'° VP
= 10! = b 10'E
g § 1071 § % g % 101 §
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tumor liver tumor liver

O AdL N Ad-LcontroiT [l Ad-L-122aT

Fig. 5. In Vivo Transduction Efficiency of Ad Vectors Con-
taining the MiR-122a Target Sequences Following In-
tratumoral Injection

B16 tumor-bearing mice were intratumorally injected with Ad vectors at
3.0X10° VP (A) and 3.0X10'° VP (B), and the tumors and livers were reco-
vered and subjected to luciferase expression analysis 48 h after injection.

Firefly luciferase productions were normalized to renilla luciferase produc-

tions. Values are presented as the mean+S.E. (n=6).

TBHZEWTHII L (Fig. 5). —F, 7ERD Ad X
74— (Ad-L) i7NIZ miR-122a O £ EC 41 % 5%
AW AL Ad X7 4% — (Ad-L-controlT) T
i, BEOARS TR THEmWER T RENER
SNz BB, BB ITHFRICEREL 72 Ad XY
5= ) ARIZDWTIIE BREIZRD 5 1 ho
ZEMNS, HAANT Y —DIRNERE (5F) 1T
BIL T3 Ad RV Y —RICHEERZIZRL, BE
A NI B 2B IRTFRBOBEWVITIREH L X
I TCOBETFHEHEDOENTILS Z EAVREIN
7z,

Z ZTRIZ, ER® miR-122a 1T X % T4 =AY
BB T FHIBME > X 5 L % Herpes simplex virus
thymidine kinase (HSV-TK) I X252 AHEERE
FRIEICISHA Lz, HSV-TK1Z, BETHDH >
ool EY BT 5 &Ik D DNA HEl%E
FHEL, ENHEEIRZRT. Ld>T
HSV-TK ¥8] Ad X7 ¥ — & BRI G L7725
&, BmWHEER R %2R —4 T, HSV-TK 23
W CHET 2 LTk DmWFEEZRT. 22T
EHSIZAINT Y —ITHE#E L - HSV-TK FE8L 7
v MIZ miR-122a EEWECH Z AT 2 2 & IT K
O, PiEBSREHSELEZEE, FRICIBT S
HSV-TK Q¥ 2% L, HSV-TK 12 X % F#H M
EBRBETHIENTEDZOTRRBRONEEZEZT-.
HSV-TK & F @ 3 JERIERIEEIC miR-122a D FERY
sz 4 28— ALZ AdXZ % — (Ad-tk-

122aT) Z/E8® L, Bl16 ¥ A K FEEICHAT% 5
L7=&Z %, Ad-tk-122aT 1%, miRNA FEfKfE 51 %
AL T/l HSV-TK #H Ad X7 ¥ — (Ad-
tk-controlT) & [RIfEEDENZHIEEREZRL
2. —HT, %5 6 HEDH Nz B U FFREE Z R
SUL7=& A, Ad-tk-controlT 23§HE /2 [ [EE % 3%
MU0 L, Ad-tk-122aT #% 58 T AFREE N
ZE PBS B GHEFREETHEL T, 5
WCEAANT Y —2HH LT ADERELIMICD
WTHRFL7ZEZ A, Ad-tk-122aT # 58 Tl
Ad-tk-controlT ¢ 5-F & b U, (KREEDIIEEIC
mElEn Tz, DLEOEXD, AFlEE R
miRNA T & % miR-122a D KERYELH| 2 15 58 5 T
D YIERMREHICIHEATEHZEICED, TOFHH
% B R SIS I S5 Z ST L 72, A Ad N
275 —1& HSV-TK @ X 5 [T B M Ik U # ik %
R LI BELETEAVZESICBWTHED THER
ThO, JiBEEDREMFEL2EE, FEEE2RE
SKERRETH S Z EDURSI N,

5. microRNA [CL D EGEFREHE XTLE
BE L -HIREER 7 7/ 74 L RO

Ad R —IZRSETITRTOELRTEAXRY
& —IZBNT, 5%, NAMMEREKRT 2T T
DINAMBLICEBETFEATSDIIRHETH 2729,
BETFEAINRD S ENAMBENEKEL, BAD
BRICDBMNLEBRENS S, KL, FEEH
HEL D TR ) S5 U FE I i & 608 S & 2 il R
BRI OV AN, 588, NG U 7 T
JATHE L 7205, FENMENOH =& G20
R Z LK VEEERICRRETRETH D Z En
5, HEHMNRBRNARERE L TH/HZEEDTNS,
ZNFETIT A, 131D ANJURZATA )V A, 1310 13 Lo
TAIVAITI 0 & B AR ER & U e il RIS
IWAMBEFEINTWS, F055, HIRHEHER Ad
TlE, UAIVAD¥EIHICHAD El Bin T & 5
BRY7O0T—4— [EbTORAT -V HiREREE
(human telomerase reverse transcriptase; hTERT)
TOE—% —ai R EPE  (prostate-specific
antigen; PSA) 7 O&®—4 —7 &) [Tk DEEEX S
28Tk, SRR EEE - PUESSRER
THONEROEHAEIN TS, HIFRHEHER Ad
WSS EMI R OB ERICB W TENZ IR R 2
A9 EEDBIT, BEMKMFENEAITED SNTH
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D, ENZBREHRDBEEIN TS, 920 Ll
BMGMEAED1DELT, EEMEICIBNVNTHIL
LX)V s El BTN ITLZ &I,
Ad NHEIET D fEEE RS TWw5S, E1 ¥ >
INZBIRDETH>TH Ad DE-Z HITHR—
NI BEEHNZAL TS 2D X 51213, HIBRBg5HE7
AdZEE THIEL -0 b 25BRICBITL, K&
UZe AR IRRS, - H96 S 25 Z &t s n T
0,229 HIREET Ad 2 B I /G LB E
TH-o>TH, 2HOMM - MAITHIFRHEAEE Ad A
BT D0EEENH D, LA > T, IEFMIICH
B IR E R Ad DR E MG 5 120E, RS
BY7O0T—4—IZMAT, I6kd “RekE”
PHRETAHIENEE LN, FITEESITEWM
fATEAEHRL, DAMBICTHEEAMETLTNVS
miRNA O ERE 5 % El S TFHEBE I v b
(E1A BIETIZ Ad O HCHEEICLEARAIRTH
D, MOTAINABETFORREZFHEET L) O3
FEBIEREEIRICIF AT 5 2 &2k D, IEWHIIETOH
PREEFER Ad OEELZ X S ITHIHI TE 2D TlE RN
MEEZEZ Tz, TNETHAMME TR REANTFHINL
TLUTW% miRNA B EBZ<HEETN TS (Ta-
ble 2). & SIIMILIAY: - BEEEAERLA & OIHLFE
75D F, hTERT 7 OE—% —IZX > TIREI N
% El Bz THREAE Y O 3 IEREREEKIC, BA
MR B W TR ERITHEBIAMET L, EF#E T
FEL TNDZENHREIN TS miR-143, -145,
-199a, let-7a OIEMELS % 4 2 —§F AL 7= (Fig.
6). X9 NS5 OHIREIEE Ad Z & HFEA AMALIC
EM S8 & 2%, miR-143, -145, -199a @ KZ il
Hl|Z A U 7= il R 34565 Ad 13, miRNA YR
ZA L TOWRWIERDOHIRIEFER Ad & [FRIERICE)

Table 2. MicroRNAs Selectively Down-regulated in Tumor
Cells

Breast Cancer miR-125b, miR-145, miR-155
miR-128, miR-181

Let-7, miR-125a, miR-145
miR-101, miR-122a, miR-195
miR-133a, miR-133b, miR-145
miR-125b, miR-145, miR-221
miR-30c, miR-143, miR-145
Chronic Lymphatic Leukemia miR-15, miR-16

Burkitt Lymphoma miR-155

Brain Tumor
Lung Cancer
Liver Cancer
Bladder Cancer
Prostate Cancer
Colorectal Cancer

RRERL, DAfMilaziksgz. — 45T,
let-7a DEEMIECH 2§ A L 7= HilFRIE5E Ad 12K 2
PUEBE N RIIRE <R SN/ T3, let-Ta
—E DA AR TITIEH ML & Lk U 2 O B &
AL TWEH00, TORHEHEEIZMD miRNA &
L 10 EEnb D TH o =20 EHRIN
7. RIZ, SRR MICHRHEER Ad 2R X
, TOHEFEAIZ DWW THRE L7z, miR-143, -145,
-199a D FEMELF 2 6 A U 7= il fR #4588 Ad T,
ROBO L L, PS5 HBEOUAIVAYT J A
BIERK01I%ETMH SN TV /A, KT miR-
199a EELH 2 A L 285581213, mEatlzd X
TOIEFMIIZ BN THRROHIBRIEHEE Ad & g
LZ DN RESMEIINTNEZ, I TSI
FFig 12 BV 2 Hil R B R Ad 0D B % ] IRF 1 H 7 9
% Z & Z&HMIZ, miR-199a ® & 7% 5 3 miR-122a
DEERIBCET S 5 HOE THA L - Hl R HE5E% Ad Z B
L7z, miR-199a # L < |& miR-122a fERYEC 5] &
5o h—hHEHALLGEICE, HAwze MIRIE
WG (WifRMEERMAE, A0 A b Oo—< ke, T
FEMAD) DVTINITBNWT, o 7 EaE %)
RINED SN Teny, WE OERNESI 2 AL
7 HIFRESER Ad TIEA W EFEM#MBT XTIZEN
TEDOHEFEMN 1/10 L FICRELHHF TN TNV,
723, T miRNA OEMESIZ 4 a8 —7 D, Ft8
JE—#AL CTHHBRMEME Ad 12K B HUEERNR
ICRERFEIIERINR) 2. DLEORRLD,

WAL
o
=
e
>
o
o
[¢]
=
=]
5
[¢]
WAL

P . e

Human Telomerase
Reverse Transcriptase
(hTERT) Promoter

Complementary sequences to miRNA
selectively down-regulated in tumor Cells

Fig. 6. Schematic Diagram of a Conditionally-replicating

Adenovirus Containing the MiRNA-regulated E1 Gene Ex-
pression Cassette
Four copies of perfectly complementary sequences for miRNA selective-

ly down-regulated in tumor cells were incorporated in the 3’-untranslated
region of E1 gene expression cassette. IRES, internal ribosome entry site.
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IE OO0 A
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%st—transcriptional De-targeting
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-
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Fig. 7. Highly Tumor-specific Replication of Conditionally-replicating Adenovirus vie Tumor-specific Promoter-mediated Transcrip-
tional Targeting and MiRNA-mediated Post-transcriptional De-targeting
hTERT, human telomerase reverse transcriptase; RISC, RNA-induced silencing complex.

miRNA [T & % Post-transcriptional De-targeting %
FIHAT 2 EITRD, EEMIETORIREEE Ad
DOEMZ XIS ITHIHIREETH D, PUEBER R &R
Lickxk, etz RE<mEI®5I LTIl
7z. miRNA IZ & 2R TABHE S X 7 L 25
U 7= HIFRBGET Ad T, I MHESRNTOE—
4 —1Z & % Transcriptional Targeting 12 & U El &
RTORBEZEGEL X)) THIET S EEHIT,
miRNA {Z X % Post-transcriptional De-targeting (2
KOEERL XNWIZBWTHZORIEEHIHT 2 Z
EITXD, BWEEEZRTIDICHESNTNS
(Fig. 7). I 5IT451%1Z Ad DIESY >INV B E K
Y5 Z L1 &k D Targeted Delivery Z# A S H
5ZEIZKD, TsizEmWEeEERESIENESN
b0 EHFFEIND.

6. &EHYIC

A F& Tl miRNA 12 & % Post-transcriptional De-
targeting > AT LA ZHEHE LU LB TFHMA AdITD
WTHRNAT L, IRETEUAIVZ - FETAIAN

7 —%BDT, BELDOBEIRTEANT Y —DB
FHINTEED, BENDOBEDROENVEIETIE
BOEBUCANT T, TOERITNTZ2 402
N7 —=IJMRAREL THRFESIN TV, —FT,
HEOHRE LW TEMFOMBITI DL INE
B FHBEFIEEENH S N> TER. Z0LD
12, SN &7 4 DR T FEB I 2 &
BTFBANI Y —IEHAT 2SI EITXD, 5105
WEREHEEANMENHERTEZ SO LRI N5,
DONEOBIZFIBEEMILICBWTIE, B FEAN
7 —DRF - WRIZDOWTII RN E < OWfZEH
MEFELTNWDHOD, “BTIHE (BRE - R
ZWMNICHIBIT 20 97 TS 251D i W EI S
2275, L UASE, “Targeted Delivery” &
“Targeted Expression” 1%, #EfxFEA - FEHH i
ERET20DIIMgTH O, W& OENHlE
HAGHDEDZEITRD, BETIHEDORINICD
N5HDEHFEINS.
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HiEE

ARETHIIT LI2Wigeis, M7 BOE AN E

HEBMATTEETFEARE YO 27 b (B
faflE 7o =7 K, KRRRFREGEARITLR
DTEWETTFIIBWTITTONEZHDTHY, £
I U CTHEW B RE D BERRICIE S E# W2 U X
9. F/= hTERT 7' OE—% —Z##k U 7= Hil R 14 5E
B Ad T 2E BB Z2REL TTFI VL LM
IR EZE - BRI A Z RO BIfRHE DERRIC
ZOHERMHEO LU TESHILFL LT ET.
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