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1. ME

SAMX B0o|2F DNA R =8} Y} (recombinant DNA technology)2 O[30 ME2 &
X X} functioning gene)E EAIS| MEZ ¢to=z FYUAIH FHXA AT (genetic abnormality
birth defect)& XF A|7|Lt MZH MER 7|s& FI/HAIA A= 2UA Mz &3
B8 (genetic modification)8 E& &, A A, 12|71 autoimmune disease?} &
TE RN AEYES ogfsiu X2l s el RCh  EE 2 Z2oE= olet A2
A 2Yel Jidol &#azof A& NMYEl= F3AH ZY(inherited genetic
disease) 0} OfL|2} HIV(human immunodeficiency virus) Zt&Hof 28t AIDSQt 22 FHA
35 ZY(aquired disease)?| A|ZRO= HSE =+ U, O Lot} olFE Hol4 RAH
& (genetic correction)0] RFA AEE 71X UE M=E(defective cell)}2| AXE &
sfASE o|F0 X|X| 1 RUCL CIE BY, o=l RIXL FR, FHA oMo Us
pancreatic islet cell® ZASl= ZEC} MAtA| X (endothelial cell) O] O SAAE =9
Al L8AFlE Aol H=Y XRE It 0 S0 S8aFo[at= Zo| e Rt
o[2fHES FEAHAM JHE St B2 KUK MY 7|0/t Yoty SNz
AR0 B8t RVXE st 2UX MZE Qo2 =YUAIHA UEHAH = oy, =gE &
MAte| diio] ot XMoo R UHEO, olga Yot W2 N9 target MZE ©OF
SR X2 RIUAE M £ U=Tt e B R Y] YHE zRsH= 28
Rolo|Ct, HE=Zdto|B2HE A|AF (retrovirus vector system)2 LCIE gene delivery
system2t= 2| @8 7|zt 52, MZ 2ol dojt Flol= 1 KRR} WHE FAAZL
£ e =Fo] U, o] Holz CIE viral vector system0f H|8H, U2zl FAK0|
insertional mutagenesis 0[2(0lE= @12, 0|83t insertional mutationOf YL HET
0 S0} ®A gene therapyE {3} J71&F O|AMA QI gene delivery systemSZ 2tz db3
QUCE ol2t S retroviral vector system2| XA 20| O/= NIH2| RAC (recombinant
DNA advisory committee)E2FE &7} 22 human gene therapy0ff O|2% £ Q&= gene
delivery & Z0|A] Cystic FibrosisE R|25}7| 98t adenoviral vector systemS X| 2|
8l21= 80% 7i7tole| AN RMAIRYE protocolO] retroviral vector systemS AFRS}2 U
Cho1981E AZ HLE=Of 2F |RTXNE S8 M=o =stol UAF &= O 0IREUH
retroviral vector system 2 109 %F{2! 199040] adenosine deaminase deficiency® X|E
8t7] 28 2[Z 2| human gene therapyOf O[SE|0 I S24 2 ClFEUCt =5 Qiztel <&
4 23 E 03 oncogene (2} RY RTAP I} tumor suppressor gene(Z AX FHALEO|
YHAEIL, O3 {EUALES| HO| (mutation)o| Zitz o] RYEICHE AtAMo] YWS{AIBEAN |
A 2gs ST Lol Az Oigh 23t ggto] AxET MAE Y2 SRS |
A =S 8% ol RZof ciEt MEo| 22 UCh 1995HWIA| 0|2 RACERE 87t
106 7tX[Q| human gene therapy Al Al® = 51 JIX|J} 2o R2E 2XE 51
Al™o|t, U X| 55 JtX[e] AE 0| AIDS i Cystic Fibrosis®} H2 etof ofd c}
ol X|2E 28 MHoIch 0] & AIDSQ| X|=Zet X2, 122 oy JIX KAy
RE S22 5712 76 JIX|2| human gene therapy ME& 9I8l retroviral vector}
R =S I vector system22 AFSE[2 QUCH 0[BBH AMM2 MHA UolAel A
2 SSAMHOIAM retroviral vector system®| QXM SEME USsIe =& oa &t
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| 7t o] M22 X 2dHe S8Ys Zo{FX| 26t UCh HHX[ X2 #ix[e] AlEEY
= REARYS| oMM Vsl M 2 HIME Rog & US &, =23
of cHEt o™ FHIt= OFX2 Al7[at=Et= HE AJAIBICE o[3{8t AN dMo=zol S0
N fEAteEel oAt BHH2 Hote QUM MZ == ZXo=2 SN SR} Mo
OtZl2 Oo{ECt= HOIAM Jigleict. J3=22 RIAXRLYO| MA AMSFoM M7
aliME HA UNM=EN SN2 FUAE = MY £ UxS #HAY AISE2 Us
FOUX MY dEo| HIN S Hatstil MER WS Jfwste o] ME=|ojof Btct.

olof 2310IME retroviral vector system@| 7|& 2[t A FEXRIRY AHOIM
HO{X[= retroviral vector systemS| RR|XHEI} et ol s 25X Bho}.

2. JEZdio[HAYE ALY Aot 7Y

d EZHI0|2| A= single-stranded RNAE RTSEZE JHX[21 Y20 DNA intermediate
E B3 =A== RNA Hlo[z{2o0|Ct dEZH}O|2{A2] DNA intermediate (complementary
DNA: cDNA)E =FMZEQ chromosomal DNAZ £IQ| (integration) E|0{ provirus®| FHEj=
ENIHAM Aile] REXE of? SN2 UHAY = UCh ot 242 ==3t gE=
Hio[a{2Aol BX7|3tE 0|83t MEE2 FZHAl (new genes or exogenous genes)E SSA|
Z 3 oRIME teZ =AM HREQ! FEXIUS (stable expression)8 REZE &
= dEZufo[2HE AIAHEO] 1980H0] FE JHESIT] AlZSIUCE RIUXAQLES 98t
retroviral vector system2 HIO|Z{AQARHE FAsl=0 WRP X U 4 XIS A
&38H= packaging cell line(SEE helper cell line)d} X|RJZINE LEIAY| 9lal =252
3 8= RTUXIE codingSHe replication defective retroviral vector DNAZ FAIG| O U
Ch YEtNoz A Y==2Hto(2{AHE2tD 313 RNA RAEXRIL| Txot W z|&t0l
&8t simpler retrovirus system® 2|0|3}=0, {7|0l= murine leukemia virus (MulV),
spleen necrosis virus (SNV), 2|21 avian sarcoma/leukosis virus (ASLV) S0 ¢oH,
0l & BA FHAI2YO AISSl= X2 MuLV vector systemO|C}H, '

replication defective retroviral vectorOfl= HIO|ZHAEXN O Ledt KX} 25
HAH=lof A7 W20l EXMZol RHUXE MLty 2t M= YE=dfogA AXIE
EtE7| flsiA= [ME gag, pol, 12|21 env RIAIS| UHE NZ8of Stch. ol sl
19800 Z=7|0l= F2 helper virusE ALSSIRXICH, of S AEol olgd] JEX| HMefo
7| W20l A= o] Hio|YAel RTEXEO| MEQtez= =Q(0f CHAE|H YEHE=
helper cell line (packaging cell line) &0| d2| AF2E[2 QUCt 0|Ft helper cell
line®| MZ=OIAM 7tz BRE 22 dio[H 22| FTAIE codingdt= RNA E0| AMZ2 H}o]
AL XIE packagingO| ElX] I & design 8HOF3tD, EE3t packaging signal® E&6I1
Qe M8 diojAHE DNAR' recombinationOl| 2|3l replication competent retrovirus
(RCR)O| 2HE0] A £ U= HEE F2s AP Yoz Yy=ERH0[SA FHXF U3 4
E{E M| =310{ packaging cell line® AN|Z3t=O ALSs{o} BtCl. O[F 9[sto] BX AIB:
3 &= 2E packaging cell line2 packaging signal ( ¥ )& R|7{A|Z] HIo|A SEX}
o WHHEZ FE Hio|x CHYAE MASID, UFE gag-pol RHAF U3 #HEQl env
FHA ¢4 UWHE 2 N80 TS0 recombination?| HES ZIAA[Z] (split gene
expression) A|AEIE A28t QUCH X[2VX| MZE|0f AF2ElT QY& packaging cell
line§2 X8 (avian)2l MXA|H (murine), 12|31 YZEHF (primate)of AHst= YE==uf
ol8i&o| REAE W= WSO0ICt O] 5 MULVE env AL FHE #olo] 2fsiA
CHYS T M Zof 2EE = Ao YEZuto|a HEA| A0 2tz Yol o[8[ ULt



O SR8 MHE®, ecotropic MULVE 2% mouse®l rat MZolZt ZFE T £ U,
amphotropic MULVE AIRIMEZESE EXS olHZHO MZol WY 4 AUk of o=
xenotropic (infect human but not mouse cells) MuLV2} polytropic (infect mouse and
some human cells) Mulv S0| EF=0] CiYst SFHE LEtACH ojt 22 Cist =
9IS UEHE A=2uloldAs] MEY YUY SolA Ao Yest W22 SA
g =AM mEXMZol zYst=s =E=2diolefs YHYWAHFZ WS packaging cell
line Qto2 MUYl Lest REAL ZEE MY Y==2dlol2{~ e DNALL H=E 3
EZdio|g{a YUKE =UAIH A2 Hio|3A Mr MEF (virus producing cells : VPC)
MY sfstH sk ERMZO 2Hstol ME2R2 FEUXNE MY YUHAH ¢+ U= o
ol M= MEZo[L YKE MM £ U BCh I2E AUE TMeE 5§}
REUARBOE AtRIMEO ZHE o U= amphotropic MuLV env REXIE WEHsH=
PA3170|L} GP-envAml2 pacKaging cell lineE0| AI2%(a1 AUCH

B A defective retroviral vector® AN|=&H= o= ofd JHX[7} oL, BE gt
Hol ISz, I2ja UsHER 2FsE U2 YE2H0IH2S]  reverse
transcription, cDNA integration, RNA dimerization, RNA processing, 12|21 retroviral
RNA pacKaging®f ZR$F DE cis-acting sequenceES2 ZE&isjjop $tCch= 2do|ct, =&t
helper cell0f QU& HIO[B|A CHEZA! H3{E 2|5t DNAQI2| recombination2 %4 31817] ¢
3 sequence2| homologyE ZUIZ SIiFE AlZJb AS=0f ot oladt =zio] E5E
retroviral backbone DNAO| &}Lte| RHMAl, == F J ojate] RAMAIE cloningdte] A=
2 d==dfolz{~ e DNAE R =Btch YLHHo=R 028 retroviral backbone DNA2| 3
7/&= 1.5 kKbOllA 2 kb AlO|H SEs2=2 2F 7.5 kb U2I2] 2% DNA =28 QAL 4
ULt
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3. AP AZElE HER2uio[HAHE AJAHIS BEAXI HMY
3-1. Low titer of retroviral vector

HA ASE diot Zo| FAKYHA JIE E2ft FES2 X ME Jisoict o
oLt BAXeR X R0 URE REUXE fstE QA MZ toz =QA|IH UHAIY #
U, = SAel WHo| YntLt XSz W0, o223 Aot U2 QX9
target MEZS QtoZ2 X2 RUXE HYEY = Ul st BNII KX Y| MIE
2ot 228 220(ct. a8L #X AMSEIT U JERdlo|YyA HEHAAHS o2
Bt /A MY S22 F VK] ENEES X3 Aot 2 F siute &8s g2 2
target MEZE U222 |FUA MLYS IS & &+ UE S 2| vlolzgj2s8 otE
7| ofgck= ZHo|ch CIA] 28 dio]8{A EXMZE (virus packaging cells or virus
producing cells)2FE| MAtsl= =T dio|HAS! titer7t YstHoZ 10° - 10° cfu/ml
ghol =& ofot Sl QI MZ=o| REA} MEo0| ofcH= HMolCl, aB2=2 ot
2 ztof 228 223l AlF7] HMME HA &2 titer (> 10" cfuwml)Q =T ==z
HHOIR{ A8 QHHSIA MASHE virus producing cell line?| M|=J} Zesict, X{ZS7HX| &
EZdio[3{A2] titerE £0[7] 2I5t0] A|=E YHE vector DNA sequence®| &,
packaging cell line2| ¥1¥, retroviral envelope glycoprotein®| X|&, HEZH}0O[RAQ
SEYY MY, ST e Y=E=Ho[HAE MASHE § B5FQ virus producing
cell 1line®| cocultivationOff 2/8f vector DNA2| multiple introduction §= 50| Uc|.
J2u YEtN ez FYAIR[Z0| AFSSI2AL 8H= vector DNA sequence®| CHFA] mRof &
E 20| A 2] titert= Packaging cell line 2FO|A] HIO|A KRAXISI vector DNAS| &t



sz o& AMECT E 4 Uct. I32x2 =A|Z vector DNAS} packaging cell
1lineO| AXE|YUS [ vector DNAE packaging cell St 2 =Q[A|F|= B 0| virus titer
E AA™sl=0 71 SR8t factor?t 8 £ UCh X virus producing cell lineE M=
817| 28 retroviral vector construct®E EQA[F|E BHORE  transfection}
infectionO| F2 A% Uct Txte| ATHUA o 71X RAUA =YuHol wWE st
o] AL] MASSE XA A 0| & infection HH Ol & O &7 high titer virusB
M AMSH= virus producing cell lineS ME £ QUSM, transfectiond} infection® =Tl
8}0{ vector DNA2| multiple introduction® A|HSIH OIS H2 titer?| HIO|HAE Y
2 QUCHe AMME 2EE £IF Upct o] dols HEujHo=z M0 LH2E HERE
HIO| A Q| stability® ZJA| titer® ££0|7| 9/810{ PA317 packaging cell& 32°COfA{
B F5HOf SEHOIA] 1581 7IX|Qf titer B7HE P& & UUCL JH2E oM AZE o
X HHE xmE sl AMRSIH HA Yetxo=z g = UE titer HCH Y E2 titer
o| Hio|g|AaE g & U=2|2} J(feict

3-2. Low transduction efficiency on human cells

X2 72X il FUXNQLYAIES 28t JEZBI0|22YEE 2F AIRMZOz 2Y
& £ Q&= amphotropic envelope® A}28131 RULCL 23L} 0]2f Y2 amphotropic
retroviral vector? AIEIM|EZEE2C| QRMA HMYB 82 A =Tl mouse celld} H|E}H
0 <of E=zulo|Aaol H2 titeret M KIEXHO 2 FE SO =1 U= AFH
O|C}. O|®{8t SHAE retroviral vector systemO| in vivo gene therapyO &7 AI2E =
g=E sl= ztojeQlo] Eict %3] vfz/E= hematopoietic celldt YR AMEFOM of
F Y2 transduction efficiency7t HEICI Ol AR M=ZoE & Fo ZYsi=
MuLVOl CHBt =&A| (receptor)?} OIF W7 WHHE7| WiFo|at X UCL ofet &S &
HMEE 28517 23l0] AIEE[2 Y= HEH2 CIE ER Q| envelope glycoprotein@ &2 X|
2t#l pseudotype MULVE M =sH= Zo|Ct ®A 0/8{8t |X2Z Vesicular Stomatitis
Virus (VSV)2| G proteini} Gibbon Ape Leukemia virus (GaLV)2| envelope glycoproteinO|
AT S¢ldl, VSV G protein® WS CIAYPt SFHLE LIEIUE A OlA0 T titere| &4
glo] =3 2elo 2 ==E = U= FHE XA U220, GalV  envelope
glycoprotein® A}&r2| lymphocyteO| Cf8t €FAMEl transduction efficiency® EBEOE=Cl=
Zo| £a=|Yct.

w3t e fE2HI0[H A2 transduction efficiency® =0[7| 8l DEAE-dextran Of
L} polybrene® CHA|E = U= MEEZ HIIM JHLol Hesich. BA in vitro &0IA
g E2dio|g{ A0 2|8t transduction efficiency® =0|7| 23l F& polycationic polymer
ol polybrene(Hexaeimethrine Bromide)& HIO|S A ZIHA|o| HIIEtCH SFeF ol EF MILA|
8 AI28Ix] oted diEzdiojg{A0] 28t transduction efficiency= Al A 3i=|oi,
0|22 polymer& A2 = AR Mz O3t B ==2vl0[2{A2| transduction efficiency
&= in vivo gene therapyO] EE&}X| 2 & #0t OfL|2} polybrene AlA|2| toxicity (|2
S8 EXAIY) W0 AEE g2 B |FAUXMLYE AISE £t gict. 13e2
polybrene® CHR|E = QU2 QIAE Cj4eZ2 FOHY = A= M2 HIMHQ HYU2 =
ZHIO|HAE 0|23 in vivo gene therapyO|l & et MAIN & 3 ULt

3-3. Inactivation of retrovirus in human serum

MuLVE &3t O X=2o| animal RNA tumor virus?} AFEIS| serumOff 2|8 Hj2=|,



1 912 serum0 EEE[0{ U= complementOf 2|8t virolysis2le Zio| ™AL 28
o2 A AMEEL Us HEZvto[HAHH ALEE 0|SHAM HZULIHEZE target2
2 8}7{Lt systemic injectionOff 2|8t in vivo gene therapy® Al&sl= 22 42 XN2kol
F WECH gLt 22 0|28t ARl serumli 28t E&A3)} HERHIO[H A2 envelope
glycoproteini} O] HIO|HAS0| MAS[= producer cell?| membrane protein=0f 2i8f |
SEICH= AFM I, o|lf 20{3t= complementT BF& Rof [hab AR EEo| oSt MEA 0|
572l pseudotype HEZHl0|ZAHE A[AF 2 complementOf CHEF HHUAZEEAHE 0S¢t
Hio[2 Aol OrM A B4 o] HAF =2 ULt

3-4 . Inability to transduce nonproliferating cells

Y EZuto|3 AL 3 F sitt= 2Y9sta As MZEA S ZHH5H0 RURNE MY
g Uchz o[t 0|A2 HEZHIOIHAHET HMHEE target2E & RFHUXRY A}
2= e W 2 dEez =H2E £ UX T hepatocytes, myofibers, hematopoietic
stem cells, 12|21 neuron celldt Z0| BYsIT UK U2 MIE targetSR dt= in
vivo gene therapyE fSiM= AIEE + Sl= RXIYHQ ZAFolCt olet E2 g 328
817| 2Ist0] BIA Y EZHIO[HAHEE 0|8 U2 RUARYO| ex vivo WHE A2}
3 QUX[2E in vivo therapyOl H[&] Of2 J7tX] HM<0| Slot ZZHOZ= in vivo gene
therapyE EH HEAILEO| JHL=[0{OF BICt Ol 2f3 8A Xz U= AFE 5
E0|E e S0(= AIDSE {YAZICID 2A2{Z human immunodeficiency virus type 1
(HIV-1) #iE{e] JHgto[ct. CIE HERdio[3{aet Ya| HIVE EHE 3la UX| U2 M=z
OM= SHE & 5 U7 mE2ol ofA HZE nonproliferating cellS target2 =2
8h= in vivo gene therapyOi Ol + UCI JICh=I0, A= MPA oAl HIV #E
Al2EE AIBsIY SaXNoR YK e MEZER RAXE MUYAIZ £ k= daxz
slzoll 218l Hf ACh aBLt HIVE] KRS =HJ|&2t HIVO| o[8t AIDS Wy H=z
7 o SEsta obx AX(X| 42 Fo| Sfob MM LMol HIV #HE A[AZo0] AISEE
™, HIVS| vpr O|L} matrix proteinil Zt0| HIV7} non-dividing cellOf ¥ £ Y=g
Holste AR LB 7 CHHASN i3t 7|22 IF oS g=|of otAsicta Foutg
+ QU&= pseudotype viral vector systemO| JHEIE|0{OF & Zdo|LC}.

3-5. Generation of replication competent retrovirus (RCR)

dEZdlo[yaHEC JHeolM A Z28t QMM ENE virus producing cellZ &
B RCRO| ZtE0| A|=L} &H= ZI0|C}. RCR2 packaging cell?| gag-pol/env expression
vector@t =Q|¥l retroviral vector A[0|2| sequence homologyOl 2|8} recombinationOi 9
of GHEO0f & £ UcCt 3=z UM AHZEt HiQ} 20l retroviral vector system®| Jigh
OlA 71% 528t B2 packaging sequence®} vector sequence AOJOfA| recombinationO|
dojgd HES 243 Al7]E Ziojct. R7J[2| packaging/vector systemOfjA]= SF2 RCRO|
YMIUXIZ, O F Bof JHAM=iof RCRQ| &8 HIzE 0§ WOFSICH 2Lt RCRQ AX|
thzel =@2 A8 FUAIY = UCHs Atdo| ZEEoO wmat s AIRS/E bloj3Aa
supernatantOi RCRS| EXE ZAlst= A2 1 SRSICL RRY EME ZAISHE 7|EQ
S+/L- YHE BS22 AF2SIY 1 sensitivity7t 1R Ho{X[7] 20|, S O/= FDAO|
M FHol= Y S RCRE permissive cell AOfA| amplification BF S0 S+/L- assayS
F85l= 2d0[Ct. 0] HOE sensitiveBt RCR detection2 9|3 drug resistant gene
(Hyg")& 0|88} marker rescue assay?l AI2E2 Yoo, "xie| APRAMMME drug



resistant gene Cf2!0] lacZ gene® O[3} marker rescue systemS I3l O
sensitived|Zl W2 A|Ztol RCRS| =X FFPE QUE = JUUALCE.

4. dE

o2 =Zoto| MHIE AEOA FERHIOIHAYE A[ASS S2M2 ofAME of
Xiot gich cizciu 22 S 22 d72f daol =3 U= FEARE EOHA g
EZH0|3 2 HEAIAHO Voize Y2 AFAIL AFSIa UCt O] HE A[AER 1980
Aol = MZ HLE olsf Y2 Ho| EE0 Yrsto] MMM K= Hel =E 7|
ZHFol= 2 HEY0| R RS AIBE = UKL, HREZ AEE OM22 3t R
X EE fdiMe ot =28 Fo| ool ot UCH WU JidiE WoHAM XX oIzt
g Oz 3t |REX 2o AIFE X ofF ot eHo| =IACE 1 St (1996 78 7t
Xl) 143702 A4t |RMX X|E protocolO| O|= NIHZFE I8 U420, MY 0|49
2, ololx, a2l RMY A& FRUK ARE QUUAMU A € QIC 22 FE=
Hiol2{A&E 0|28}0{ wild-typel] p53 FXAHE non-small cell lung cancer EtA(S] b= X|
otoz2 =Ql8l 9 & 3gel X 2ol FEHE HIVE BEAEIRKIBF (Nature Medicine,
1996 98l3) HUXo=z & O SHERN= |AXXZL &t Jidio EM 2 DlR=
AINE HoiED YCH A 8 O{E ScienceX|of = 7|22 (vol. 269 : 1050-1-055,
1995) A1 X|XEH uiet Zto] SEE 7|XHE glol 4R AW AMMES AR 2n, O A
meo| UL Hele MESE E£&= =ZUH2Z SAXQ FAUX MYO| O[F0 XIX| AU
m2o, CiAjZsl HeAa”el X2t O F8 flolels dol @2 MEIHE0| oA
Zolsta Uct. YoMz AZHW=o| d=Zdjo[gA HEAAEHL2 in vitro EEE mouseE
HA22 8l= in vivo gene therapyOffA{= D S=XQ RAUANY U UH =7Y
AUX|T, 2INE Oja=2=2 stH 1 20| P YoXIH g oletdE2 ENME S851
FEZdlo[{A HEA|AGE 0}28 QX RAX Yo BSBME =0[7] MM EHRE
712 vjo|B|A9] titer?} transduction efficiency® &0/ E, oA 2125t ==}
ojae| ctH&E Ji4is{or BiCl= Ho|Ch oMNY ENIZ S S2510{ sfo[3{A YL Al
I E (VPC) 2HO|A| recombinationOf 2[8f 9FS0| & £ U= RCR2 |31 sensitived})f %t
ofd = U= Yz O 2°t=|o{of BiCt =5t YEZHjo[2aHE A|AHe] ZFO0[A}
CtEez X[HE= 2 F9s st A= Hzopt 2AHsie |RUXE MYEY £+ U=
Zolct. A ol=E IS5ty 2st0] HIV HEA[AES 0|28 Y ERu(0[3A HEAALHO
A7t =l UCt

dEX2Z2 HEZo|3j2 HEAILYES o[22 U MZEXY =S Zof #0F ot
2t RO 2B 22 SSEO0MAM 2Z2X 2 BEXFE sfdst=d e RS Alade
2 ABEI U=20{, =P Y2 AFAS0| A HEAlAYe UEES 2SR St <
HE 7l20|2 Ao =} 40| HXE M=E Y EZuio| A0 2Et KR MY g
Ho| & JYE 5 U=z(zt Y=t o|zE FYEZulo|AE 0|ST FIAXHR H|S
otz sj@stz Z=slof & oiItX| 7|&d o] EXEX|gH, MYatstol drcto] IR of
A JtMCH & AY22 e HYS 9F siLtel 2 sgo|g, old O X dA3SS U €2
0] MER AT Zol= Y22 U2 AIEES X[Ogt A4 X[HFQ A+ FAIF AZE
Zelof =&lo| els Aoloh



