EEI'I'ET + PHARM REVIEW

©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center

2|0 z|=Aj2] =Ll-2| 2| HE S

=5k
o o

Azr A8

BCNSP, KBCOP, KBCCP, KBCIDP

(gIEH:HoI'_I ] °_| OFZ"_'_

ofstEEY ShanEl

LH 65M| Of& z|of
2030%F 1362 &, 2040 2172t

2| HB2 20203 172 S Holk
£ AfAlsk= E2310[Ho| Chgt

Ol AR SIS 47S

O.'E

a2 27t ZAol 42

2455t gt

o™/ —

At 71Xt
|:||-E_I- 2 L

o apQIAtat EFR (hyperphospoh-rylated tau)S Ol
Qoloz H7 9
Ef7Hol Z|His AB
43t 5 CHYHe|
°fHE0| B

z7%

THHZ ERES B ZRA|, MEZA,

0!}V 1

ClE

—_

7tedl 20213 6¥ ZE3Cl
Yozl

sCt Jefet

o]

—

FDAS]

ol

= UL Z0f - 2| =A|7t

A

ol
L =

el o+ U

modifying thrapy, DMT) &

9I80| £ln
2A210]| CHEHAE 2
| 40l ZHsHe OFUZO|=. HlEHamyloid-beta, AB)
TR0 k| S0 40| SASHE %S

ULt AS7Ale] Z[0f AzE= SHASAZ =242 A A=7b £[A] ZCL

LAl A=ERoL FEES HERHA] XZSHAL

Z|2XH2 aducanumabO]

OH 20|

= 71—

3l 012]7]50] OHA
021" EOAM0| 2w 2
1922 LRt It
2 2350 2txof2

QICt. z(ofe| 76%

CIRUR|T, BHAO| K|

0'|NN

-IO

2T A|A]

=
T

=2 ]

o

AlZ4ct

MAXME LY B, microglia
280z Qlsj JHo
22

2HZA 2|24 (disease

A0|2t= 7ItHE 7M=L

2U=3510|H Z(Of, OFUZ0|= HEHamyloid-beta), EFR THHRI(tau), 2

I_%7é-l

Z|=A|(DMT)




TR 1+ pHARM REVIEW

| M2

2|0 (dementia)&= ¥ 25}0|H (Alzheimer's disease, AD)E East= ME E[RHN Zstoz 2 24y
A Uct. LZ510|H (Alzheimer's disease)= Z[HE Y27|= 7t S5t EllY x| Hete=z, = 65
M ol zof 22k 48 F 32 LR5I0|H Z[ojo|ct. 2t Z|0(vascular dementia), O|0FAALE
Z|0f (frontotemporal dementia), 20|4X| 2|0f(dementia with Lewy bodies) &2 &C= LUHE

= LIEH, ¥ZX510|He 2 7|Y=H9| ZEIE HO|Cht Moz BA7F 2B Al Al

o
o 20| 27ISsHAIH, A0 SHE &7|= STt B A= LZXSH0|H FARRH &= HEHHA]
T 719Hol= FY¥S 2 DIRH, O|0RHAIE zii= A, dAHQ| HalE 7tM1 AOHAN o2E

o

Ho|H 20|23 z|0i= L2510|Het FAlSt 2H2faf EHE SHE LEHHCE

Y=510|H z|0i2| Yekot TE 7|t @Rl0| LAl RAR|A] AR, LFHesHHoz LR35}
O|HE OFEZO|E H|Ef THE4ZIO| HAE|0] Y7|= OFZ20|EH(@amyloid plaque), ERR THEHZIO[ 1}l

ASz|HA Ml MAMRH0E|(neurofibrillary tangle, NFT)7t ZHREICE &abd z(0fs 29|

Zojst LEFC = Qlst ko] ¥R ZAE 20|4, O|0RHAIE o= ¥H F SFEO| Aoz &4
O HAELCL FO|AH Z[0fe| H<L HAQ| g-synuclein?| FO|AA7t w2 LHOIA ZZEH ERHS

(tauopathy) = ZH2HEICEH

Neurodegenerative * * Non-Neurodegenerative
- -

- - -
Toxic Metabolic Nutritional

Frontotemporal Alzheimer Disease e
lobar (AD) p-synucleinopathies
degeneration N :
A-f} cascade o
hypothesis

Jor-
Vascular cognitive
impairment

" Cholinergic & oxidative
¢ . Stress hypothesis
L]
Tau
Hypothesis

Inflammation

B e e e e

% 1. x|of HefM2| 7Hd (2% Biomed Pharmacother. 2022 Aug;152 :113168.)
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A Z[of Z[=0| MBEE %=Q| FRE HUS AURS|ELE AA7ISE WUAFAFE 422 Of

MESZ2Ea AAAH' 'NMDA 84| Z2YH' & 77t AUtk S s7Ie =9l A=A}

= HAE IFF37| LSt MR 552 L=5H0|H HEjMe|PHES 7|Hez St oF=0| JHHED U
Ch (O™ 2, #1) 2242 Ao X=2E lsiAM= z[ofe| Q10| == S&EC| Wds AAste o[o| Tt
=012 22S MBAMM HAHSk= W0l = sttt I130A OfZ=0|E H|Et 3! EtR THES EMIC=Z
St 2HZRAE A &AH (disease modifying therapy, DMT) ¢57f &dts| 21 SOICh 123 7H2L|
20219 63 70| OtZ=0|E HEt HUZE A2 aducadumabO| 2003 memantine 0|2 184
M0l FDAZRRE] S0S HRUCL CHE A 2|EQ! lecanemab2 SZf FDALS| ®AE # oM

donanemab, gantenerumabO| FFH0| =02t ULt 2 7|CHE 20 LSS LTHA 20f X
20| M2 AHS HAAD aducanumabT 13| ECIA|I7 AR5 1710|1, 2185t & 7o UM =
H
]

ot JHOIME EE ER7| WEH 48 7t ddE EeAoR £YE 2 104 2 AMESE 2A

Alzheimer’s diseases
Normal state

Neuro
Inflammation
Tau \
P‘rntems Microglia

T Inhibitors :lcl‘_ivatinnl

P secretase ‘

@& Acetylcholine

D AP oligomer secretase

= —y
= AP oli emer\ IL-1 ==
Neuronal survival e ® e - o . e - B - & ‘ -
Symaptic .q = e '0
pl';lsﬁlzit}’ 2 sABPP s ﬁ . - e : "
Learning and - = - .. Inflammatory
memory - e /‘%”ﬂl?— cyvtokines TNFa
T e s ||.Fs
- - 2= nAChR X
' Iosulin mAChR

l.nsnﬁ:n

- nAChR receptor "
mAChR g’ renetar Lipad \
peroxidastion / N ROS
% formation
Damage
\_/ = membrane Oxidative

121 2. tHEjARZ|0) 7|EF X|Of EFAl (23: Biomed Pharmacother. 2018 Feb; 98:297-307.)

“* Mitochondrial
dysfanction

APP:  Amyloid precursor protein; AB oligomer: Amyloid B oligomer sABPP: Soluble amyloid g
precursor protein; ROS: Reactive oxygen species; IL-1: Interleukin-1; IL-6: Interleukin-6; TNFa: Tumor
necrosis factor a@; NFT: Neurofibrillary tangles; nAChR: Nicotinic acetylcholine receptor; mAChR:
Muscarinic acetylcholine receptor; DNA: deoxyribonucleic acid
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B 1. HEAE|of 7|tket EFA

k= (&% J Korean Neuropsychiatr Assoc. 2018;57(1):30-42)

Therapeutic strategies in Alzheimer’s disease

1. Modulating neurotransmission
Cholinesterase inhibitors
N-methyl D-aspartate receptor antagonism
GABAergic modulation
Serotonin receptor modulation
Histaminergic modulation
Adenosine receptor modulation

3. Tau based therapies
Tau phosphorylation inhibition
Microtubule stabilization
Blocking Tau oligomerization
Enhancing Tau degradation
Tau based immunotherapy

9. Others

2. Amyloid based strategies
Secretase enzymes modulation
Amyloid transport
Preventing amyloid aggregation
Promoting amyloid clearance
Amyloid based immunotherapy

4. Modulating intracellular signaling cascades
5. Oxidative stress reduction
Exogenous antioxidant supplementation
Augmenting endogenous defense
. Mitochondrial targeted therapy
. Modulation of cellular calcium homeostasis
8. Anti-inflammatory therapy

~N O

Gonadotropin supplementation, Lipid modifiers-Statins, Growth factor supplementation, Metal chelation,
Epigenetic modifiers, Caspase inhibitors, Nitic oxide synthase modulation, Nucleic acid drugs, Multi-target

directed ligands
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2 33.6%, AMEAt
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AHZA 2AZAH0 O|0jA AloF A4 I 2=zH =2 2R|7|S L3HA|(cognitive enhancer)Zt 9.8%,

MEHLME SA FHMA| (neuropsychiatric and behavioral)7t 6.9%= LIEHCE,

2022 Azheimer’s Drug Development Pipeline
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S|, &838 EflIez Sl= AUd 39| 2 ¥=s5I0|H 2|=0 Chist 2k=0| EXEZ LI &
ZECE 3170 A4S (YUY & 472) & FHZRE ZZRH(DMT)7t 67.8%=2 EES ZHAISHH, S42
A (neuropsychiatric symptom)7t 16%, 2A|S2I2FE (cognitive enhancer)0| 16%E ZHA|SIRALCE.
20, 2HZZ X=4(DMT) Yd0li= L2st0|HHO| 2ot A0l =2l OtfZZ0|E H|EtE & &

A(29%) 22 5HH, MEA 7tAd & ES(synaptic plasticity/neuroprotection, 19%) = B2

SFRALCE.
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Oxidative
stress
— = (n=3)
Vasculature Gut-brain axis
(n=1) (n=1)

B, Inflammation/ R
Neuropsychiatric — & b 0 Immunity "‘-"“- .
Symptom Tx (5 i 68 /6 (n=1) Sk
(n=3) Dispase - Metabolism/f

Bioenergetics

Modifying

(n=3)—=
Therapies I
Tau
Cognitive Sk
Enhancers Proteostasis/
{n=5) Proteinopathies

n=
l 1 Synaptic plasticity/

Neuroprotection

(n=4)

2 4, L=310|H A 3EHAo] ekE 8 Hu (Zx]: 2022 Alzheimer's Dement. 2022;8:e12295)

| of=ol= B og

OfEZ0|E HE|E Hddat SHZ AAVIsE EEAZIE Z7Isit AldA Zkad(synaptic

o
plasticity) 0l S22 &S =Lt

s i) | Cranezumab (i)
Aducanumab (IV]) Gnnmnorum.h (1} 2 W

Gantenerurmabs (1) BANATO (J'H)
——1
_— ———
Solanezumab (il | —' ’
[CADT0E) / Fibrillar

oligomers Protofibrils anls Amyloid plagues

o
Dimer
T .o — 9
Trimer Mon-fibrillar :
o oligomers HMW oligomers
= y-secretlase |
AB monomers L—-.—---_—-—.w ----- . 1 inhibitors .-‘n'-odulal.urs |
d f " inhibitors o R SErnagamsra: PR
m Il a hehf?:rfg?msr I—?— EL! e e EGCG f.ffﬂ.'.u Avagecestal ﬁmﬁ; ()
i . Acitradie (1) Tarenflurbd |
loid Lanabecastat Bryostatin (i)
Amyloid B Elenbecestat

APH-1105 (1)

{1-37 to 44)

101201 (1) -
sAPPR B-secratase AL 0 ,
-— a-secretase

I s bnl b Ehiwph bsalh 1 b o e ol

AlCD CTFR (C99) APP CTFa (C83) AICD

J% 5. OJUR0|E BH k=2 (4] Ageing Res Rev. 2021 Dec; 72:101496)
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Hr

SHEL ZHA|

OfLZ20|= H|Ef THHZ OFLZO0|E HEF 5 THHZ(AB precursor protein, APP)Z2FE HEl ZH]|
24 (B-secretase)t Z0F FH|EA(r-secretase)?| 4802 TP L= ESMOICE Yo RH|gA
(a-secretase)= APPO| H|OIUZO0|E A== AZS SiCt 0213t O|/=E H|Et FEH|EALL Z0F 2H|&

20| Aot 2Ot 2H|EA0 EH0| AAA A=A JHEe 20| 2 & ACL

1) B secretase inhibitor (H[E} 2H|&4 2AA|A)])

OFO|SZE AR & 0.5% dZ= APPO| =HOIZL QU0 O] B secretase inhibitor7t & &-83tA|
otk sh=d, O|S0M ZZ=5H0|He| L 0| CHA BiLE YCh= Aol 25t B secretase
inhibitore| 0{2] X =2 (verubecestat, lanabecestat, atabecestat, umibecestat, elenbecestat,
LY3202626)0| 7HL=|0] ULAIES ZIASIACLL L[QIZ| 7|SIHME HOFA| Xl SM= 7+ LHO|

ST SEoICt.

2) r secretase inhibitor(Z0} 2H|&4 2AA|A|)
20 2H|E4A AHAHZ U= semagacestats CHFE UMAAOA HSHAL} T
2 Z0E|YOM avagacestat FA| &5 HEE1 BRARo=z QUAAHO| SCE|ICt. Tarenflurbil,
o
=

EVP-0962, itanapraced, BMS-932481= &5 A2t 2AE80= QUHAI™

|5t So| walo

3) Activation of @ secretase(I} #H|g4 &4)

a secretase?| 42 APP7t H[OIHZO0|E HAE2ZE £8 APP M40 205l ZUHO=R k|75
25 FWE LEHHEZ 2ot 2H|84AE HstAFl= W¥ez A7ES0| 23w ULt Etazolate,
acitretin, epigallocatechin-3-gallate (ECCG)&= O O|&2 U&A[RO0| ZIHE|R| Q1 APH-1105,
bryostatin2 Y&AIA S0 UCH ID12012 M 24 UMAIRAS 2 =3IRULCE

2. OfH=0|E HIEF(AB) T S AAA|
83l 4 (soluble) Q! Ag T2 Mzt 22|11 (oligomer) & FAMotHA H|EsiM2 MREAZE I3
2 AHE Q5] Cu?'Qt Zn?*e} LS Z£0|20| 22510 metal chelator &S 5t
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kd
=

i'()-" ZIZHE| I:_l-‘

rir

rok
re
1
N
r b
ot
m
£Q

Lt ZFAHA 2 inositol stereoisomer?! scyllo-inositol (scyllocyclohexanehexol,
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IdoLt £ CF R&3H ZIE LIERHR| 234

[e]]]

AZD-103, ELND-005)2 4 24 2=

Homotaurine@! tramiprosate= 34 2t=3YCLt QIZ|IS4 HMO|Lt Lol 7|5 THOIM ELHE
A

8s= HO|A| ZSIRA|, 11 0|2 O|=x0Me= AZAZLZ AIEE|RUCE 242 tramiprosate?| prodrug

Q! valiltramiprosate (ALZ-801)& 24 ¥4 30| A2H Apoed/4 [FUAYQ AZ5H0|H 2HAL0{A 3
o Adds =8 Solct
3. HY z=A|
HH X zAl= 00| MAEE A TS A MA=HE S0\ Sh= ML E JHUE[UCE
1) s&4

[o:]
e |
SHS FUSCZN LAHL| A HEE FEsts saHY(active immunization)2 O|EXCZE=
H HO| 3tel FAUIOZ WM &= o HEE YT 4+ UCH= AHO0| UR[2, THO| LoloM=
(o)

o
ot A HE0| REEA] M= 497t BoH, T A= Qo F280| HZICHH, A7 Ao
Lk
a

20%0IM2E S5t Al BtEE HOl HE FAAUCE SESH A 9SS LEHH AR}
L HHAIS Or2 AJ24O| O} ZO|C AlZHIO| ZtAE

A USE YUSOINUCEL HilS S22 AFRUAM 2513 k[
E|o

ANT792 O|% ZZst el BH| ¥S2 HOR Q=2 CIMQIE ¥ JHo| SSHY A7t YLAES
AYSHHOLF BG B719 H2F ANE UEINA 2o YYAHS SUEIUD, A ABvacd0S 24
Q4 Y FOB MM B0 ChEH JITHEl= FSO|Ct,

2) $5H

OFLZO|= JHM0f 7|5Het OF2 UANE  7H8 WL HIZZ A5

—
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i
Hu
r
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(monoclonal antibody)E 2IF0M FUSIEZ mAA= AHLe| HY A|AHS JiEg 7t gl
SAHE =z YO St= tE FOO| HAZFI} HIEQ| EAI7L URIT, SA7L HAZHN F24E
£ ARRREZ QMY HM= SSHIEL 0|H0| UAS = UK HFSE AR
(pro-inflammatory cytokine)2 A|sl= 7|5k 7H &+ QUCh

Ap THHO| N-CHEO| 2-83k= bapineuzumabO| A Hiff THUZE SHAOICt HS0AM S =
SlO|H BASS ez St 24 ALA-NM= 858 EJR, Uil 3d AkUM= &850 €5
A Z5HR L MRl J0M = D& 8F 5o F28 HHO| LEfL JHH0| STHE[UCE 1 Qo=
solanezumab, crenezumab, ponezumab &2 ULARE Z2YsIACLL BUE USSHA| 25t 22

Sl XZrC}

0% YIAH2 SHEIUCL

Aducanumab(Aduhelm®)& 2021 6% FDAO| ZA

YR FUCE =AY ARA 2=

212 o7lg we

—

aducanumab®| Z<0|x,

FELElE =

BN BS L2510|H YR, OFLE0|= HEH HAHUAMS| kgt ass =Qlsty H&ESQ (fast
track) Y BUCLE 2ASTHOE T LRO0|HES Y= o P 3¢ AlFMM S RES
= USHUA 2510, Y 4d= UHst= 2UCE AR 57H(7HESt §Q, accelerated approval) &
U2 YFo|Ct. LI |REY US MR EE MRER 20224 43 20% HO|RHOIM REIAEY
(EMA) S H¥=E 2l Zalsh HE{O[Ct

Lecanemab2 3¢ 22 = A FDA SQUERE 2 JOICh A A2l 7t & R8¢ of
2O|E A HIYAM F4 A (amyloid-related imaging abnormalities, ARIA)O| 4 24 Zatof|

M 10% £22=F, 0|= aducanumab(40%), donanemab(20%) HLC} Y2 ZAIE LERACE 1O 2|

donanemab, gantenerumab S= 24, 34 H7t |0

| e o 53 o
EFD (tau) CHEiZIS AZ LHoj QL= CHHZAZ tybulino| Z&Hst
AYSAF|lE HES BTk L=

~O

ULt

m Z&stod O|A|l2H(microtubule)=

URBO|HHOAE ELR THITO| HIHAHOR QLAslElol ABARTOMR)
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ozt

(neurofibrillary tangle, NFT)E 43I0 M= W OM| 54 f27t &850, MZHE] JALL CHAE
0l S92 dH7Is2 RAIGIAI Z5HA| =0 2= HABME AEZ O|0fZ|A| ECt Ere HHOI HAERY
Of2| (neurofibrillary tangle, NFT)= OtLZO0|E AIAMECE Z|ojo| e Yout o & R =7
St ZZVEA[Q| L2EI0|H ZFA| U2 FE OIUZO|E 7HH0)| 7|85t 0| HACRE ot U2 =
HEZ0| JHLE0| UMAIZO| M0 RACH 2Lt BIHSE UMAY HIHZE 220z EFR 7|8 2=
JHHo| F=E QUCh QLS Bt THHAS RAF= WOz A ALS A8 8AE A5 EHit

Qs EFROl SRS AAlsks SAOILE SHE QS Bt HHAS HHshe HMAHsH:E

o
0%
IE
°
$Q
il

Active and passive immunization
L]
"L ‘wia alecting dfteren! patheays

HEPH inhititons
-
Other 1hesapees Phosphatass Tau ks &= -3
{+ Ant dnfasmmabery [PERA s v absr imhibAory PS

agent erhancars

=Belactive dusl inkibitian 1 " Autophagy

of tau and A} ak "‘“‘"',‘b_’ " ar s
inhibatorsd |

th =) == S
% s < g )
L= = I £ s, ¥ : I'-. J,.I'I
Ce Hastby axon Abctaimer's diiebe Reon %{a k- w

e '-H_q__ -
~Synagne loss

= Cytoskebeta and mitochandrial dysfunction
Tau propagats bnhitstoes - M P

O 6. EF2 BA 24E (E*]: Curr Alzheimer Res. 2018;15 (3):283-300)

1. Et apelitel A

Et® THEH 2t MFEREOE (NFT)= el Q48 (protein kinase) =B
(glycogen-synthase-kinase-38; GSK3B, phosphatase PP2A) Zto| 22 Z=HAo= QI5 LY
M, GSK3p2| it 80| A=s5l0|HY LMo 5t IS st UCtD 0fAHRICL  Glycogen

synthase kinase-38 (GSK3B), cyclin dependent kinase 5(CDK5) &2| kinase?t protein

mn

oII
-

phosphatase 2A (PP2A, serine/threonine phosphatase)?} EtZIO|LCE,

SEAMHNME 2|lE1t WEZM(valproate)0] GSK382| 222 2[5k, Qlikst ERR ChiZio) o|5t
ZME H|7ot= Ol E2tA0|Lt QHE CHACE SF ME0M & 22 25 Supt UACEL GSK3B AA|

10
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fol

A2l tideglusib2 = IE= FZAI7IE= 82 Bt ZF EYOLt A 240M HHHez SHA
f

a7t HO|Z| 2ot SAI=IAC

ZE4 NAD+| T2 LIOJOM (Vitamin By)E DIMZe| S22 oidstol Qlitet ELS Bug 2
Ol TS 30 SBTHTOINE ARTKS MO ATOHD HUED] FHAY ZOI3 Y230 BAS

o2 24 YA SOILt St BAE2 HUER| UL

Heat shock protein 90(Hsp90) inhibitor®! PU AD (PU-HZ151, icapamespib)= Et$ T

9| nfolitst et SRS AAsk=s 22 M 2¢ o SOICh

O-GlcNAcase inhibitor@l LY3372689, ASN512 Ef? &t (tau glycosylation) 2 EtR 2fQIMSIE

AAISIH HBHRIOZI(NFT) HES FLA7|= 7|Me2 2427 24, 14 YA SOICt.

m
0

1o

olo

X

mjo
/-
=

_O,E

2

r>

oM

).

IRYOZ/(NFT) YHS St 2B S3E 7| I3t AHS0|
Zo|ct. M2l 22 (methylene blue, Rember®)7t 4 24 & Z2| ME{O|CE. Rember®2| JHMA|Q!
TRx0237(LMTX)7t 4 34 2A=(oLt 22 3HA ZUE EO[A| Y= A2 BENE|UOLL HE
3[AIRl TauRx &2 CHE AUE0| HE FOHER| ¥2 = A= AE0M= 27 U= A= Hi 5t
RACE J2|2 oM MER Z2EE2 A 30| UL

3. EI 55HE Y

OtZZ0|= H|EtO]| H|o EfRE EMACZ Sh= W4 L2 27| TAHOIH, N-ZTHOA 22 B2 &
HE ERICZE  ofojikft  294-305(KDNIKHVPGGGS)E YHZHE R (epitope)2 3t  THE=

AADvac-1 (Axon peptide 108)2 L& 2&7A| =310 FHA ZAWME LIEWHUCE 196FHe| 43 &
Z510|HE 2At0l|A| 'AADvacl’'E 24718 S Fojst Zat, 9| DINLFEHF FM(neurofilament
light chain)& &5 B7Ist MBERYY HEE 58%0UT LUAAZICH L|ZpHof|Mel Efe THEEA
(total tau, phosphotau-T181, phosphotau—T217) ZAAZICE Eo| #2 2AO|AIM 07t FE
SHA| LIEHG O, 20 Histe Ueh S0l E A=t MRIGIMC| L[flS=: B LEHGCE ESH 84

Fof0f| e oA HES: EE5H LEIGCH QHHdE SHISCE

ri0|-

r|0I|

1
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S396/S4047} QIMBIEl ELSE EAOR B 2IZE Jlut 5SS HAQl AC-358 U 24 43

SOICt,

4. ELS B3
OlUZO|S HENY Hal EFSE EINOR St A MWUE 7| THAOIB, S422 Q1A EFS(tau
phos-phoepitope) & QIAIsH= SHI9l RG7345(RO6926496)= A 142 2A=BIHOLE Cf O[A)

ZIH0| O|ROR|R| Z3ULY.

N-ZTHOA E2 EtR7L EtRO| MOt J¢fof| HHECh= 020 7[EH5te] JHHE 4| gosuranemab
(BMS-986168, IPN007)2 ZIs#A sHADH|(progressive supranuclear palsy, 284 mZl& &
)eF UXSI0|H ZOHE ooz Y 245 2A=SIULE ASIC FEQIZ|Z(MCHet 345 &
SIO|H SHAtE Ciee= St UMM 12t H7EA| &7 AHR[0fAH = (CDR-SB)2| 78F 7|RAIE SFAI7|

Al ZSHAMEL.

Jo

[N
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