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W75 ICHIH>TOEEEIEERFTYIVUAMCOWNT

STTUACHTEIL 200mg (LUF. RBIEWWET, ) (F IR ZENBEHENELOIEN
5. —REINEITNT . BESEENFIBUL LT, MREBDBEADMICNRIAFN S ERFE
B/ RIREF/NSOMFRCE DS EE TR DINET,

BAESBEOEBICEOAROF HERBEZILIET B, BIMLE DBEICFA T DT IS
HFEVVZLET .

O RIRERERECHITDITIE

1.

545 TUACHT I, 200mg DTS (CHIHTOBRHEBIRFTYIUZAN (RE AT K
EREVVET, ) O <EEHRER> & <BFEIgMHIEHR> ((XHIINBLELAITRTL.
W BEDORIEZE T, EEENSBENF LI IEF[C TP IVECLIOAEZLEE
IREAVFEIBIROD 2 AZX TR, TR, EEMIEZEIRIOGX(TTDOEFZiLEHIT
(__’.to

AREFEREDWFEFRAKRD 2 mzIr)VE DX UEEBIOX{TIBE,

O RREBCHIF DX

1.

ERMENSAL S ZIBIMOX 2R IR B G AERBRIR TN TS L 2R
IBHIL, TOIR, <EBRHERIBHR> & EREBIR> ODANABCHME (FIyIiRn
F) PRVCEZHETHERIDIL,

ERENSILSGZREAZAFIBETORIE, TrI)FCIDXENANS E2F
BlEmE (BBH0 35 515 146 5) 56 23 {N55E 27 & EXm. EFEKZEFDm
8. B RUREEORRF(CEISERE (1B 35 FAEE 1455) £ 49 %
(CHITBAHBEEHBRUTGHRIFZITIL.

B SRITOIAARPNC (MBFERAIETS)  MSD MRSt S5TUAESRE
>A—OARFRCIES T, S BEDER LB zREFRT I -(CEFRIT DL,

B RER B A (CEE BB N S A E R AL S ZR A Z AF U LFICTr )2 IUFTIX
ENEASHRIBIR, LHZR/IMECBITREIT DL,
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(IRFREELR — RIRER)
S5 7UA®HhI ) 200mg
WK ICHIEH>TOEERIEIRERFIVIVA M

<EEHETRH>

RIRERAEED
PREH R iR

WHERR

BEES ( ) -

<iBFTEIBHST>

AB IS BLZBEOEEIEBRECONT, FIVIERFEFETTAZVXETOM
[CERAFEEFYIN A TNBTLRTHEEREE W FHLOMS@ONT(E, HTFIVIHFASTL
BTLECHERRCIZEW

M5ERMERHR £F B =
1R 5
OSARS-CoV-2 [cLD O] (&0
Ve 0 WOR
T [0 AEIOR D UBEUEDEHEEDSH 2B E TIFRL)
- O 1R HFELTOBEIEEEDSH B L TIEEL)
[ TR0 F91)L AR LB BRI D ER

MR R UZEBADESD(COWVWT] (B3 FE 12824 H

SARS-CoV-2 (C
g 0V-2 (&3 EESEEBIEER) ORED. 2000 CRHBO

Egsn- =L |

A GRS EELUZIERFE 1 DU EET3
[ _EEICEZAELEBWN

@BEIREZNSD

1 &b
[ =HUS
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<BE>

TELSL.FEVDRESHIC

Ministry of Health, Labour and Welfare P ress Re I ease

) BEsEs

S ERE LR A

SM34EI12H 24 0 (4)

[H=se]

P - ARTEfT AR R = 38 S A A B R
AR R (PR 2746)
FAFEE ) mE (PR 4233)
(FEFH1F) 03-5253-1111

(B ERE) 03-3595-2431

FHEREAOFTOAMILAEBEREDREHAZEIZDINT

KA UTOLEEY oot A0 ZARKGE ISR D IEEIKIZ OV T,
7 S L A SR VR 14 42D 3T S B BAGR ATV E LT,
2B, WA SCEIIRRO LB Y T,

W54
— 4

G

HEEH -
HEE © 5 -

Z 77 4 H 7 200mg
T XE T BN

MSD # S tt:

A 34 12 A 3 H
SARS—CoV-2 |Z X % JYuE


noriko-komatsu

＜参考＞


20214E12A/ERR (55 1 k)

| R — PR |

B EERROEES
87625
Bk SRR oA ILRE AGRES [30300AMX00467000
AR : 2488 A BRFSBEMA | 2021412
ELXESEILATEIL
— \N \‘I ® o
%7 TV 57 +200mg
LAGEVRIO® Capsules 200mg

PEREFHSKRE5TDI L,

FKEE, AFMTHPIESESNILBDTHY . ARFICHBSVTENME. T2l REICRIBERFIBSNTHEY., 5IEHEFERENEFTH D,
ZOfeH. FEIDFEAICHE ST H5SNUHBEENERBEEC, ZOEALVICHEMERTRLEICETZBERZTHICHAL, XEICK

LB
TEEIES | FR—EMEONSFEICLVEATSIL

2. 22 (ROBEICIFERSULREVNT L)
2.1 BRIORS I UBBUEO BB O » 2 BE

2.2 FRESUSHIR LT W B ATREME O & 5 &t [9.5 ]

3. #8RY - IR
3.1 #88%
HR7E 4 I 7 ) #F%h P 200mg
BRI ELXEIE L
nE ELXESEILELT200mg
HNEY e FuoFsFubiltilio—2, Et
Na—R, JAAANLATO—AF MY T L, AT
eIl TU VBT TR T L
AT e Furu—R, ZZE@bEk. BLF
5
3.2 "HEIDMHEK
HRoE 4 47 #9577+ 200mg
v . a3 5 7w IVAl
AE - iR A ETRE
ala— R =L < 32
AN I:D S
S8 0
EF (mm) 21.7
581% (mm) 7.64
KT VB
DE&E (mg) 2857

4. FHREX SR
SARS-CoOV-2IC & BRFE

5. MEEX FHRICEHET 2ER
5.1 BRHRBRIC BT 2 ELBR SRR ERE X, SARS-CoV-212 &
BBIUEOEIE(L Y AV HT%2HT 5%, KAIDEGPREE
EAONDEEIRG TSI L, oy FHOHRGHRICOV
TREHOHA RIA 285BI THI L, [17.1.1 BH]
5.2 EIEE DB VSARS-CoV-2IC & 5 BPERE 1T T 2B 21
FHESZ LTV,

6. BENUHE
EE. 18R EOBFICIE, TLXESELE LTIES00mg
Z1H2[E, SHERO®ST 5.

7. BERUHECEET 53R
SARS-COV-2IC & 2 BIVEDERASFI L T2 5EP» IS
2BIAT 5 & BRREBICBV T, IERFER S 56 H BRI
BEEMBLCBEICBI2EMEZRMF 2T -2 3F5N0
Tuil, [17.1.1 28]

0. HEDERZEI BEBEICRHTIER
9.4 £JERe=H Y BE
PRARFTREZ 2R IC 0 L T ARG R P RAE&HREGR—E
HIRNGET 2B 21T 5 KO BT 2 2 L. [2.2. 9.5 2]

1=

€9 MSD
9.5 it®

R IIEIR L T W ARIEE O & B I iz &5 L nwz &,
BYEBRTHRESEIRESATVS, FRET Y FOBEER
BREICELIETELERE L-ERICBWT, N-k FaF
V¥ F VY (NHC) OBERBEZEEOSMBZICHNT »HETHE
MR O - BBRBFEA . 3MELL EICHY T 2 HETHKRE
DOFREBENZO 5N T VWD, T, FRY Y FORBEER
HICELXET UL EZERS LIZFEERICBWT. NHCORKRE
BREOISHICHYET 2HETHREAEORKEIZD ShTW
%, [2.2, 9.4 B8]

9.6 &3
BEEOFRERCBAKBOAREZZE L. FAORS
XigHib e afd o 2 Lo

BMICBVT, ELXETELOANBITREIIER L T
59, b b HFANOBITOERKROCATEENDFEICH
TEHT—Fdm0,

9.7 INE
18R 2R & U7 RGBT FEM L Tz,

11. BWER
WROEWERDBH 5bNBENHHDT, BELZTTITITWV.,
BEDRD S5 NIIGEIRE 2 hIET 5 7% St 2 A0LE 21T
5T &,
11.2 ZDthDEIERA

1%L 5% 1% SHEEANA
B AL ED NPt
MIEREE  FEfEo ., R
B8 R O R, e |hEERE
LAk B

15. ZDHDFR
15.2 JEEREREBRICE D < 1B

15.2.1 FL X5 ELKRONHCOME % V722 RFEERHRB O
WRIIBETH 7. LA L, ToEEZAV2EOE
RFEMRE (Pig-ailBi %k U'Big Blue® b5 > AV =y
78 % W cIDRBIEF RIS BT 5 RER) 2L 7-
B OERBEHEIROONGZD 5T In vitro/MEREE R O
v M ERWIMEGERBORERIZEETH - 72,

15.2.2 3» AR E5HEERBEICB W T, NHCOAUCICE S [
REBEOSAMEICHYT 2HBORETRHICKELT
W5J v bOREEROEE ICEREKERERDEES
BOON, FAOZEILIZ. Sy bl » ARKRSRE
(BZRI LEHBEREE) Eicvy A (BREBEEZEE
D19EE TR 1 » ARKS) RUOA X (BKRBZEED1.6
BETr14HBE®RE) OFBTIERD 5N TR,

15.2.3 4 XINHCOBEKRBEEDO0.ME LTS T 2 HE 2%
5 L7BCHEERD 2 E8EE (T XTOBEMRME
ICEE) PROLN, BLXEIELETHRBS L
BRI B BR 1ML 0D 1M 3R R A R 2508 OF I/ MRS B B D 3> 8
A5, 4B OHS THERIMIC K D EEOE(LLHS
Niz. ERROZLIZMhOBEETIIFRD 5N TR,



16. EYENRE
16.1 MEE
16.1.1 B2ERAIA
ELXEIENLRINHCOFU RS v/ ThHD., LEERATEY
BHRNC EBERE T 5 NHCAIIKD R S AT ICEL D A E h
e, EHERMTHH YR RZ) VEE(bE (NHC-TP)
1) v ksn s,
(1) B2Oiks
R AICEIL X T EL800mg % HEFE# 5 L 7 BONHCO
MmEgEFEEREE 2RI, MEEPEYEHRIIST X -5 2K]1ITIRT,
ELRXETENL50~1600mgDHiFH T, NHCO CmaxJz FAUCIE A
LCHEICHFILTEMLE: BHEAT—%),

X1 EBERAICELIESEL800mga HERFEOKRS LD
NHCO MEEFRERER (TofE-+HEERZE)

10000 A

1000

100 o

M 3EPNHC R E (ng/mL)

800 mg (n=6)
0 2 4 6 8 10 12
&5 & ERi(hr)

£1 EERAICEILZESEILE800mgZ BERE %S Lz EONHCO I
ERSEBIRE N T A — %

Trax T Chmax* AUCo-120r%
i (hr) (ng/mL) (ng - hr/mL)
6 1.75 2770 8190
(1.50-2.50) (13.3) (21.5)

TrhoRE ()
PRy (ZEH75%)

(2) Rig#ESs
BERAICEILX I EL800mg % 1 2/ & & 1 REROHRE L7-
BEONHCO MiEHEYEIEE/ ST X — 4 13F20 LB D ThH -7, 1H
2[E D RAEFREO# 5 T/ 5N 7= NHCHOAUCo- 120D BFERRE (1.09)

16.6.2 FTHEHEIEES
T REREZ ICB 1 5 IV X T EIL R UNHC O ZY) B RE 0 37l
WFEM LTV, JERRRBOME. NHCOFEE 2 IHKERIZ
FRETEZVwWEEZEZION, £/, ELXETEINIEEICHEE
ERUFETNHCARB# SN E—T. ELX T EILDONKSE
1B BRI AR RIS AR LT WA 0, FFEREREE
MELXETELRUNHCOBERICHE KT REEIZE L,

16.6.3 Sina
BRI B R OF R, miRE 2B 2 NHCOEY BRI
FEFHLRAETH-T GHEATF—%),

16.7 EYIEEIER

16.7.1 In vitrostERpiiE
ENLXETENKRONHCIEFE L EYRMERR O N T Y AR~
Y —DEETIRZV. £, ELXEIELKONHCIEEE 2%
PMREMERERO N T v AR—F — 10T 2 HEMER I HEERM
RSB T.

16.7.2 BRIRICH T 2 EEE/EARER
PR ER AR B E R AR BRI S LT W2 b,

) RAOABSNIFBEROHRIZ. 1E800mg# 1 H2[HS5HM&EO#K 5
TH%

17. BRIRRAE
17.1 BNERUREMEICAET 255
17.1.1 ERHESED DHExE [MOVe-OUT (002) iER

18 L EDSARS-CoV-21C & 2 BYUEREZ ZXRIC. ELXET
CILOEMNE, ReEWE2FMMTsIE2BMNELT. T5EFR
RSN 2 (L — B SR T RE R FL iR 2 S0 U 7o AT IE
Bid, #EAL29HE £ TOMEBEZMbDE VT NTOABEILSE
T ULWBEDEEE Lz, BIIHS— FTlE. TELXESEIL
800mg#z 1 H2ME (12T E) SHEEOHRE Lz, EEAMNT
T 5 FREN TR77561 P WAEREI O M Sh. BIER(L29H
HETOBMZET LS (HAABBREIEEN G o7)
TOFEFMEEBOKRIZ. TLXESEL800mght7.3%
(28/385H) RUT T REE14.1% (53/37761) THV . HED
BEMIZE12-6.8% (OSWIEMWXME @ -11.3, -2.4) Th-o7z (£1),
B, EEABZIO TS N14336] (HRABBRESME &)
2B 2 HEN LB TOFREFMERORKERIZ. TLXE
FEL800mgHE6.8% (48/709H1) RV T 5L REI.7%
(68/699fl) TH V. EIEOREMZEE-3.0% (95%EHXMA :
-5.9, -0.1) Th -7 WiRIZ. ELXEFELS00mgh T Al
48/70961 (6.8%). FEL-1/70961 (0.1%) THY. T REET
ABE67/699%1 (9.6%). FET-9/699 (1.3%). ABI1/6994
(0.1%) TH -7z,

ICE S HAERIE3IMHTH > 7 GHEAT—2).

£2 EERAICEILXETEILE00mg % 1 20 & &I REFR RS L2k

DEFIRBIC B 2NHCOMEEHEHEERE/ ST X —5

Trmax" Crnax* AUCo-12n*
i (hr) (ng/mL) (ng - hr/mL)
5 1.50 2970 8330
(1.00-2.02) (16.8) (17.9)
TR fE (i)

TR (ZEHR%%)

£1 FRHEBTOFEFHEEE OFER (Modified Intent-To-Treat®H)

16.2 DRIY
16.2.1 BEDFE
TR AICEIL X ET EL200mg % BEREO#RSE UK. &
i B AEEUE 5 5 TIEZEIE R 512 R TNHC D Crnaxld 35%384> L
AUCREEHE T CRBETH 7= WEAT—%). KHlIZ., &
HEIFBRREEMRETH S,
16.3
NHCoO b ISR T HEEHRIZ0%TH -7z (in vitroT—4 ).
16.4 X34
ELXETEVRINHCOTT RSy 7 THD . 2EEBRAZET HH]
ICEERH#Y THANHCANIKSFREEN S, NHCENREREL ) 39
CORBERCRBE T VU ROV FIUARBEN, HET S,
16.5 Bttt
fEFRRRAICEIL X ¥ EL800mg#% | H2[E5.5 H M KERE DS L
7K. NHCORHHEMRIZZ%TH -7z FHEAT—%).
16.6 FEDEREZEIT2EE
16.6.1 BHEEEEESE
EIXETENKUONHCO FEE 2 HEER SRt cid w0,
BRERES NS ORI E L RIFTTATREEIIERY. BER
BB REFFAT OFER . BEROPEEOBERERE S NHCOREY
BEICRIZTEEROD 2HEIAONE P> BHEAT—%),
EHEBEHERERE (eGFR 30mL/min/l1.73m24M) XILBENR
EREETHEFICBITSELIXETELKONHCOEYEEED
R S0 LT WLz,

EILXEIT LI N
800mgB 7;;;;{’;;)‘# HEORMET | L,
(385ff) s oy | (O5%(EAECH)
% (%) 0
WIEBIL290 A
F COEEERN 28 53 68 | 0001
brLF~TO|  (7.3%) (14.1%) | (-11.3.2.4) |*
A BEES
- 28 52
Ab (7.3%) (13.8%)
0 8
ee (0%) (2.1%)
0 1
! (0%) (0.3%)

T SARS-CoV-21Z & 5 BYUEDIERFER L & BMIEAEIM T H E TOMM (3
HEILR /38/M#B) Z2ERIKT & Lz EHMiettinen and Nurmineni.
RO EREKEIF[I2.5% T, FRERITIC K 2 RFREDZEEOH
#BHE L CGamma family® (y=-1) OHEREHERWV: (BEKE
F10.0092)

TR IPME,

SRl TS EIEEEE (Bl BERGE) 1BV 24BN Lo
IBEZITo I EER L.

|| BMAE2L29H B RGO RIA 2 #5655 &, BERTICB LT, ABRXIE
FELELThHY Y Fan/z,

o EERL29H B TIFEL L2 T RTOERIE. ABRBOFECTH 572,

BB REBOTOER - RIERRR20EBD TH o7,



F2 B S— b OERRIR - Ry

BIREHE | 1. SARS-CoV-2/51 (BMEAEI RIS HPAPICEREL L 72 1k
ZHW/-PCREEZICK VIER) .

2. SARS-CoV-2IZ & % BGUE DRERD) FHRAENE A EIRH I BIS
HUNTH Y. »OEERALESICHE W TSARS-CoV-2ic &
5 IBYYE ICHE T HIERD BIOM RO 5N B,

3. UTOERICBI 5. BEREIHSERE.

SARS-COV-212 & 2 BRYED EREE DHEICH W S NIz ER

BHUTDEBY,

[#E] ORVQ%:T

ORDITRTAROENS
MR E A3 2008], /53 Kl DI A0[E], /73K SpO27A°
93%itEc)

QIRDVWTNHRD SN2
RER LT ERO BTN, A2, >3 v 7 RE, %
B e 2

[FE5E] O~Q% TNTiT

ORDH> 5, 12U EFROLENS
FHERED BYI ., BRI 200E], 43 DL 300E /43R D
A 90Ie],/ 53 Bl k1258 73 K

QRD> B, WINPFROLENDS

- SpO2A*93%e)
- SpO2ACEH 5F, SARS-COV-21C & 2 BEHED 7= I
AL/minl FOBFR 52 ET 5
QROVFNBRDSNZ L
TR D BN, RRRY, 3y ZiREE, SHEHER
%
4. RDSARS-CoV-212 & 5 BYHEDEE(L Y 27 FHF %128
+ET %,
- 61ERLLE
C EEHEOSA (REMHIUIEWIETRZ Eb R WA AR
<)
- BT R
- \BFERAZELE IR

- B (BMI 30kg/m2Bl k)

- BEGOER (D2, EEIIRER UL OME)

- FERW

ProfEHE 1. AR U EEIE B ST 2 48 I LIPICSARS-CoV-212 & %
BRYSED 7= DA E L 25 L PREN5,

2. SARS-CoV-2IC & 2 EYYEICN T 5 T 7 F > % EAEAEIR S
BNCEME L7z, IE(EAL20HEE CICEEZTELTL
Do

3. BB AN O ANIERH & 72 5 725 [EDSARS-CoV-212 Xk 5 &
YUEICNT HE ) 70— F UHURIC K BIBEREZET 5.

a) BARRIZEROBE S L

b) . WHEEE. BB, BUK. H{EROBEINSUIRFIRRE., 5N i3 ED
A EH . FEF (38.0CH). BIE. . BD. B, TR BEH
Ko BREHER

FEHNTXIZSARS-CoV-21 & 2 BIYELANOHH THRAREGENTED
SARS-CoV-21 & 2 BEUEDERHAEBILIGE ICRARBSERS A TR L
REBIZ BT 2 5UE

ROO~@% 12D EHET 256 : OXENHER A LIRS QR
Za—LEAVvcERERFEE (RE20L/mint8, BFAEE0.58 ).
OFRBIFZELS. @ECMO

BIERFBSERE X, EL XTI EL800mghET12.4% (48/386
Bl) cHH. ExalER (EREE1%UE) . TH3.1%
(12/386f1) . Ei2.3% (9/386fl). FEHEDF111.3% (5/386
Bl). BER1.0% (4/38661) TH -7z [5.1. 7. 2]

18. EXNEIE
18.1 {ERRE
ELXETENITT RT Y 7 THD . NHCICRHE S lAIcE D
AFENE EHRITHANHC-TPICY V{35, NHC-TPAS
7 AV AHFRRNABERERNAKR Y X5 =12k D 71 )L ARNAIZHL
DAENTFER, VA NVAF ) LOT T —HENEML, VA ILAD
HHEMBHEES NS 2,
18.2 In vitro¥i o A )L A{EFH
NHClxVero E6ffifE% Fv 7z flifats# 2 TSARS-CoV-2icxt L THt
TANZERHZR L. 50%EMEE (ECsofEl) 1£0.78~2.03 umol/L
T& >7z. NHCIZSARS-CoV-20%Ek# (USA-WA1/2020%%). if:
FICZDERKETH AB.1.1.7 (atk). B.1.351 (B#K). P.1 (y#)
KUB.1.617.2 (6#) KN L CHBEOHY A VAERA%ZR L,
ECsofiizZnZhn1.41, 1.59, 1.77. 1.32%0'1.68 umol/LTH > 7z,

NG

C

d

=

18.3 In vivoino A )L A{ER
SARS-COV-2IEJY 7 A, NLAAY =RV Tz Ly bEFILEZHANT
ELXEITELOT T AN AR Z KR Lize YT ATIE. ELXE
FENET A IV A Z R L b st T DSARS-Co V-2 i@y
ANV ABZRDSE 7, SARS-CoV-2BET7 = Ly MET I T,
ELXETENIE EKETDSARS-CoV-20 G 1 L 2 & %
SE, FBSEY AN AEEBEN IR S B TOBGEY A LR
B (BR7 Ly M2 oRERIEE) IHRERAERBTH > 72,
SARS-COV-2IES ) 7 UNLAY —EFLTIE. ELXET LR
T A L ARNAR OREGHE A L AR 2D S/, BYRICH
H U 7z i ORI R E T AR IR L TELIESE
IVBETIZSARS-CoV-20D 7 A )L ZHR B DT K iR Z O E AT
HoNTz,

18.4 FHIMmiE
MRS E R TDSARS-CoV-2ONHCIZH T 5 it D FFEI DWW TR
B LTWiw, fioaaF 4L (MERS-CoV) % 7Ttk
FEHB TR, MRaREER T30EMER L 724 R, 2EEEORZED
ERFRD SN ZD30EHE L7ZMERS-CoVTIZS /) L&k
T YT LIERPRD SNz,

19. BaRD (CET BIBEFHRR
—REHIEH : EL XTI (Molnupiravir)
it 2 & :{(2R3S4R,5R)-3,4-Dihydroxy-5-[(4Z2)-4-
(hydroxyimino)-2-oxo-3,4-dihydropyrimidin-1(2H)-yl]
oxolan-2-ylimethyl 2-methylpropanoate

2 F = : CisHiNzO7
S F 8:320.31
{3 R EABOWEKRT. A ) —LIZBITFRT L. KITPPREBITP

T, BT F LSBT W,

By
4
Fa
i3
H

HO
N

21. HEERRF

21.1 EHERY A7 B E A2 REDO L, WYICERT L L,

21.2 KA OB G L HIW S N DEFDHZMRIC, HEPLHBEX
EREF CAENEROREEICHET 2ERACE LD > THHAS N,
XEBILLDAREZBTCHIEMDTREENS KD B UTERE
THIE,

21.3 EE T EEMRS SE T HRAIE41 SRICE D K BRIORHOM T HIRIZ.
ARBEPOEELT6r HET %, £/, RHSNLBRZICKD,
ARHEEZ AT T HHENRD SNEEICIE. EEREEERS S
BETAZD2EIBICHE D EARBHOEE 2R T HIENH DT L

22. 2%
401 7N DR, 8]

23. FEXR
1) Crotty S, et al. Nat Med. 2000 ; 6 : 1375-9.
2) Tejero H, et al. Curr Top Microbiol Immunol. 2016 ; 392 : 161-79.

24, XEERERUEVNEDES
MSD#s & MSDA RS 7 —HH— k> s —
A TRHEXUBIEL-13-12
ERBIGEDT 17U —4 1 Tl 0120-024-961

26. RERTEREF
26.1 BHERRTET

MS D# N4

RRHBFAHXNEIL1-13-12
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