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(TV. IBEIZB 35 E |OAZRR)

5. BT AR, OB PeAE, Se KM E PASHIE It RACHTHE 5 E U IR e et WAt R L LT [H
R T FHFER (TMD18-PHV-301588% [ il 38755 SR ELAD I8\ T, U RE & 55
T- W5 (2361)) (IZRST A /VASEGZ LD ABRITFRD BV ~7-,

(TV. BRI 2 A | OHZ )

6. ERREWEREL CTrayy, 7 747% 2 — (WG HE AP | il M (B AR 23d 5o
NDZEN DD, TRENWEM LU THREEL, AL, Ik, TR, P R EE, iz, BAROER Y, &2,
S, BB 895 FTRERER A SR | JEEN TESTERALEUS . IR . VAV RS (R B
0.1%LL E) AT SnTnD,

(TVIl. “Zz&=PEIZBI92HA | OES M)



3.

4.

5.
(1)

(2)

i D RFIFHI RS
1. ERHEA CHOIEMRBIER R ZETHD,

2. RSUAVADGE LA e 4 DRI BB Bl RIS Fo A A BEICAF RIS A L. SV B

% ~9 (in vitro) o
(TVI. SEZNIEHIC B3 20 H | OTHSIR)

3. RSVANWADFIZAEEDY T HAT A BOMFEIZ L THRRAEMZ R, AL AOERLE O

FEZ 35 (in vivo: 7 B) o
(TVI. SEZNIEHLIC B3 2IHH |OITHS )

4, RSUANADFATEZ8@L CTH 1EfANICER -9 5,

(TV.IBEICBT 2T E OEHEZ M)

BIEFERICEALTRAMY NERIE

HIESE BT 2 &4 =l

Bl HHEE N AR | 1 FANY. BIRE
RMP i
BIMDYAZ e/ METFEBELT |
TER SN CDEM
ol HHEET AN T A fiic

RBGEH EoRESEEEA | 8 |(TX. 4R EOEE ) 0EHBR)

AREHRURE - ERALOFREER
e S

RZH LR

i A L OHIFREIR

A% L7

. RMPDOH#EE

AZH LR




I. &3 2EE
1. BR5c 4
(134
LT VAOHHIENL 50mg
STV AMHIENE 100mg
(2) %4

Synagis® Solution for Intramuscular Administration

(3) B D%
KIEDIRFES (SYNAGIS) DA FRIHEL T,
RSP 1/L A (Respiratory Syncytial Virus) 0*syn” =38 s 2G5 415 Wk T % agis” |2 1 7%,

2. — k4

(1) #4 (854 %)
AIER=T (BET#H#Z) (JAN)

(2) %% (8% %)

Palivizumab (Genetical Recombination) (JAN)

(B AT L
EMbBE /7 —F LA —zumab



3. BERANIFRMER
NYEXITDT =/ BRI
|
QVTLRESGPALVKPTQTLTLT?TFSGFSLSTSGMSVGWIRQPPGKALEWL

I
ADITWWDDKKDYNPSLKSRLTISKDTSKNQVVLKVTNMDPADTATYYCARS
MITNWYFDVWGAGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVK

DYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQT

|
YICNVNHKPSNTKVDKRVEPKSEDKTHTEPPSPAPELLGGPSVFLFPPKP

BESH 213 THEH 229 HEH 232

KDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY@
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP IEKT I SKAKGQPREPQ
VYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

L E30e
DIQMTQSPSTLSASVGDRVTIT?KCQLSVGYMHWYQQKPGKAPKLLIYDT

I
SKLASGVPSRFSGSGSGTEFTLTISSLQPDDFATYYCFQGSGYPFTFGGG
TKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVD
NALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGL

SSPVTKSFNRGES

H§H 223

BEHFAB L OEBPDRAD LT FRENRKEION E TS —SHEAICL0ES T 5,
FESHDFE B I ThHHESLDAsn-300% [ TR AR LI,



4. 2 FRARUHFE
45 -2 888 (C1026H1589N2690329S8)

FHHH (C2209H3439N5810675517)

4y 51 #9148,000

5. L% 4% (a2 iR) XIFEE

4

Glycoprotein (molecular weight : ca. 147,700. four-chain form > 98%) consisting of two molecules of
light chains containing 213 amino acid residues (CioasHissoN269O320Ss ; molecular weight : 23,212.72)
and two molecules of heavy chains containing 450 amino acid residues (Cz09H3430Ns810675S17 ;
molecular weight : 49,480.53), produced in mouse myeloma cells (NSO) transfected with cDNA
encoding humanized mouse monoclonal anti-respiratory syncytial virus protein F antibody consisting
of a complementarity determining region derived from mouse monoclonal anti-respiratory syncytial

virus protein F antibody and a frame region and a constant region from human IgG1.

HAL = AP AL — R — 3 23 LW ¢ VAR L R ) 7 —F )V HUR O FR A e B AT

6. BER%&. hl4%. Bs.

J e MgG1E f 80 e OV A] 2838 7 L — ARSI B kD EME~ T AHIRSY AL /878 ) yma—
TG EZa—RFTHDNAZ E AL~y A3z — <l il (NSO) b REAEIND
2131 > 7 2/ 1k 7% F (Cro26H1589N2690329S8 5 531~ 52 23,212.72) DHEREH2 53 F-L450fE DT/
g% (C2209H3439N5810675517; 771521 49,480.53) D EEEH2 4y -0 O OREZ L - E (4 15
#J147,700, 4A4E5198% L) |)

CEES

anji

18R 5 ABT-315



. ARSI 5IRE
1. MEBIL R E

(581 - 151K
BB SUT DTN A BERA ORI R 250K

(2)afEM%
BN

(3) i %
BAADANA

(ARR (DEER) R RER
AZH LR

(5) ERIG R AERE T2
BA1UANA

(6) D ECIHREL
PPN

(M) Z DD ELRIENE
U E Rl

2. BB D DEFRERTICE TSR ENM

AR U L ¥ RIFIERE PRATHI R i R
EWRFERE | 5+3C — W | AT UL AR 12 % H RN
34 HETIX
FEEN

TR 25+12°C| 60%RH | #HX: | AT v L AR 6% H
2]

BRI H MR, P T — SV ERIKE), G R PKE), HPSEC, /Ui (ELISA) | 7A HE & &
3. BRI DIERHRE. B2
ffeRdaliRys : OF v 7V — 7 VB Rk ERR G2, FEiE )
©@% B A E KKk E) R
E B 7oA VB A iR (90~120mg/mL)



V. 8%|ICEEd5EE

1. Flfz

(1) FRZ DX A

IKPE S5

(2) HE DN B R UMK
Woe4s T Y A FHIERKSOmg Y AFBTER100mg
YRR EAE IO T NI A BEREOLARE BT DK
Pallvies A (A T )

() AIa—F
BN

(4) ®HEIDYIE
pH:5.0~7.0
TZiB L 0.1~0.2 (R RHIKITST5E)

(5) F Dt
AFNT~ A3 o —<fifa A L CRIES N T5, B TR T HE ALY O —ERI 7 ik
kS (FFv A7)y URTaTr Ay TIATIU) EERLTVA,

2. KFNDFERK
MAEHBS GEERD) DEE RV FHME
iE4 CF VAR OMmg | U Y ARHIEK100mg
CEp % NYERXw7 GBE7HEH#Z)
P 50mg 100mg
BE (134 7 10.5mLH1) (1354 7 L1.0mLH)
L-E X5 1.95mg L-t 2FY> 39mg
RN TV 0.06mg I 0.12mg
pHEH i pHA A
Q) EREZDRE
A% L7
Q)B=E
AZH LR



. RHARBROHEBRUVERE
BALPANA

ki
ELISAVEIZ L AFT- A BB fb A RE A YE 5L 1126 L C60~143 %,

GEANTAAREE D H SR MY
B R L

 HADERZUTICETIREN

PRATSA: (
i I X | mippE | REER R
R ER 5+3C — FEE 364 H RS
s ER 25+2°C 60%RH S 12% A FEEN
INA TV
— it 543°C — G R *2 364 H HIFEN
PR #ﬁﬁ 5+3C — — 364 H FHEEN
il fig 3

AERIEH MRk, pH, ¥ TV —F VERIKSE), % E R X UKE), HPSEC, MEFFER ™!, J1Mli (ELISA) , A HE & &
* 1 MR RBRIT, SSCOBAARE, 24 8LV 36 » A THif

%2:25+2°C, 60 5%RH T (FaFREE 120 75 lux-hr & OV UV FRE 200W-h/m?) 2RI L, 2D, 5+3°CTIRIF
%3:—20+10°CIZ 1 HERFFLERESH, 2522°CC 4 WFLE L CRMIET 5, Zhva 3 BT, £, 5E3CTHRIT

HEERUVBEBRROTEN
A% L7

AFIEDE S E L (MR EHEL)
L

B ankics
BALBANA



10. B
(M FENDELRR B .NEHIERLERR - BEICET SR
M ER L
(2)Bn%
(UF D RAFFER 50mg) :0.5mL[ 1317 L]
(OFRAFFER 100mg) :1.0mLL 1317 /L]
Q) FHEEE
PPN
4)BHRDME
k= QU <R BN
S O
INAT IV T A (BT T AHH)

1. BRSNS EMEE
LR

12. ZDth
BrizZpl



V. REICEEI5IEH

1. EEX TR
TREDFHER. ALREIUVHRIZE TSRS A LA (Respiratory Syncytial Virus) BEICEHEELT
KB TR B D FEAE I
RSVAIILARERITANHAICENT
OERREAR28BU TN RET, 120 ABLUTOHERSLUELIR
OERHAM29E ~35ENDRET, 61 AMUT DFEREIVELR
OiB%6n A LIRNICKEXMEMBIE (BPD) DAERER T-24n AEUTOHAER. LRELUHR
O241n AELUT O MITENREIZEE D HHEXRMDKE (CHD) DFAR . FLREIUVHR
O2UnAEMUTOREFEZHIFER. LREIULR
O24n A UAT DR I EEBHOHER. AAREIUYR
O24n A UT ORER R ZF 5 ER. ZLREIULR
O24n AU T OREREEZHIFER . BLREIUHR
O24nAEUTOAEXRMBERBENHER. BLRELUHRE
OUHABMUTOAERKBEREDHER. LRELUHR
O24n AEUT O#REFEEDHER. LREIUVHR

2. HEERX I RIZEET HFE
5 MEEXR EZRICEET HFE
51 AHFIOFGICEL L, FEEPDIRESN CODHARTA L E BB Ll 2 DIEFIZ
LICARRIOBEAEZET DL,
5.2 BEIZHIELT-RST AV AEGLSE KT D AHN DIR I RV TR LS AL TURL Y,
< i >
5.1 AFNOwEMICEEL TUXFERENOIEE SN COAAANE ST 2T ARTA L S5 0§ 5 E 1T
T A2 DIEGIZ LICAKI O 2B BT DL,
MHTARTA L5
@ H ARIZBITH\IE X7 DRI T oa o P ATART A
ANASAEEE N B A/ NRR S PRIERE R YYEXT R Z B ST A RIZEB T/ IE X7 O
BT AHARTA L JRETR T —F L 77— 2019 4E 4 H | AAV/NRRI AR —L—
(https://www.jpeds.or.jp/)
Q@ L RMELERBIICBIT AN EX~T OIS 2220204 K74 (2019 4

WETHhR)
HA/NRIEREFFRTA BT A UERRBE. BA/NRIEER R F2MESE 2019;35(suppl 2): S2.1-
S2.7.

@ KIFIZHIT DMK, KaEseas, SeRMEREMFSUE, Jo R REER X O KR
W2k 3 2 %) B X< T HHAOFF| &
— AR AN B A NRRYYESR S A BT A4 U AEREZEESTARINICBIT 530 B X~ 78
INERE IR DO T & WER T —F% 0 77— 202443 A, HA/NRIEYES
DR —LX— (https://www.jspid.jp/)
5.2 ARANIRSTANADEGU LD EE /R FRUB TR BROIAEZ T T 553, BEFORSY A /L ARRYLEIZ
KT DR FIT AL T2,


http://www.jpeds.or.jp/
http://www.jpeds.or.jp/

3. BiERUHEE

M BERUVE=ED#E:R

6. BiERUA=E
NIER=7 GBIn i z) LU TR E kg 720 15mgaRSY AV AFATHIZ 8L T H 1R
WNIZE S35, 2B, R EN ML B A5 A3 E L TR 535,

(2) BERUVRAEDRERZEEZ - RN
O EAFI28ELUTDRET. 120 AU TOMERSLUER
O MAAMI29E ~ 35BN R ET, 61 AU T DFEREBIUVELR
Oia%6s A LURNICKEX M E M AIE (BPD) DIERER T-24n AE U T OHAER . LREXUHIR

PIRST AN ARY 7 0—F VHR CTHHRSV-IGIVIZL, ik H ORST A /LAY T~ MET AT
T, RSTAVAEE 10053 D 1AM 2D SE- L&D MiFHERENEMIB O THELND KK 5
T, RSYA VARG LD BB /R #n R RO FIEMFI R AR LT, NI X~ T Dy Fyhk
JEYL T B RRBR IC BN T L RS AL AR A 10045 D 1AM I S8 -2 i3 i B (30pg/mL) 13,
ERNTIE7.5~15mg/kgD$ 5-Tly A MOV R SN A ZEN TS,

WM BT DI RN Z B L U256 T ARBRICE VT, 10mg/kg THR5-%30 H B 0054 iy S
VB R 7 YR E330ug/mLLL EE7RL . 15mg/kglh ETIRIZIE2H]T30ug/mLLL EZ2/RLT-,

B MAHRBRE L CHRER B LOBPDZA T 0N A REL T2 A, (RNEIHE RST A /LAY
O EEALINHIZD B AT U745 F . 10me/kgds L O Smg/kghEIC BT A A BT BRI T, #5130
H H O Mg Ve X< 7 R T BFEEL7230pug/mL% LAY | F7:i215mg/kght TlEplalie 5.4
X0, mHEOHERE CZOREE ERIDEAENEON, SHIZZOHETRSY ALV AEGZEID A
Befsili372<, 15mg/kgh iR 2 H &L HEE SN, ZNHORE RICESE | HIMHRHBR T IE X~
7'15mg/kg 30 H 1[5 AN G-L 7T AR5 CRSY AV AEYZ LD ABefi ki F3EiME B &L
THHRLTAE R, NI XTI 7 7RI L CH BIZABEHEZ254.8% A S W72 | (p<0.001) (2,
ZaVEL B 15mg/kg 30 H 1R AN G L8 h kL 2 etk sGE &z,

E N OGEH AL D5 T FRBRORE R, 15mg/kg: CRARMEICIIRIE L IKNENRED AL O
HRRA ERICE M 2R U722 X0, s EREE D FRPE R LIZBPDZE A T2 3L%h IR 12 15mg/kg% 30
HAZEIE 2B AN G- LI fE 5, B 5-%30 0 B O Mg R E B L O 30pg/mLE R L7-#kER
FHOEIRITELIHFESNOFE T - MAHRBR AL TN &2 805 WSO BEERBR RS B A
SMEHRDES 2 W ERIU L A E&EL TERRO LB EL,

O241 AL TOMITHRERIZEEDHLHEXRMIMEE (CHD) DFAER. LREIUSR
MATENREIZ S DHDHCHD Y BT D/ X~ T OIS L e 2R T oL 2 B YL
LT, NUE X~ 15mg/kg 30 B 1A AN G-L 7 TR 5 TRSYA VARG LD ARl &
PRI TE B & U Tl Lo ipsh 56 ARRRBR LD | FLPE R 72 ONIBPDOVER & 32 1 T2 R [FIERIZRSY
ANVAIL LD EER T RGBT BIC D ABTROMGIZh R & M st Sz,

FENIZEB W T B ANTBIT DR EMEERCK A LD I iE PR E O iz et 425 B CENEI
FREG R ER A FEHE L, WA BT DT — 2 LHRIL T D e RS, FRE 72D NZBPDD IR



T RERUME HEZREL,

O24n AL T DRETEZHIFER. FLREXUHR

O24n BB LL T DA I EREDFER. 2, :sotuzm
FPENL | BPDOIRWR &% 7= B L OMATEN B I B OHHCHDE A 5 A R A%t R L LT iR
BRI, S AR A BRIV THRS 7 A LA @%’E%?&ﬁﬂﬁl CTELHRELFEREDMFHF Ve X
7 7 WREPFOLIAUT, B R RIBIZENHDHGE THRS 7 A /L A RGO AL I 2 51T
FFCEDHEEZDNT-ZEMD, REARAEEEBITIZB O TH, RUHE: AREEZEIRL M12-42034
L ey By
%@F% ARFNTSE R BE DB L T, RER /2 IIBPDOIER & - L B L O A TH) g

W DOHHCHDEH Té%ﬁ&iﬁéULtﬁu%tPﬂ) ERX TR (M7 ) 23 2 e MRS

ﬁ%ﬁ? DIRFEZ LRI LIz E DM E Ve X~ TR E (T 7l) 1ICb RERET o7, £
7o RHNDOE G- HFIZRS U A /L ARG I ABi A 22 e LT BIRITRRO BT Btz
TRHIREE 7250 DITERO LIV 2T,
PLEED | KA D GfE A4 %1#5%)?@%‘ FIR B LU RICx T2 L HElL, BEER, BPDOIG
W2 - B LA TEN B I B OHHCHDE A T DR LRICHE - HREHE L,

O24n AR LA T DMERRZESFHE R, LRELUH

O24n AR LT D RERBEZHOIFE R, LRELUH

O241n AWML TOEXRMRERABEDHER. ALRELULHR

O24n AR TDERNKBEREDOHLER. LRELUSR

02473ﬁﬁAU~-F0)*$%xHhﬁ$®¥ﬁﬂEJm BRELUGR
ZIVE T O JED KGR FED T2 ﬁmbfclmﬁum%ﬁ%ﬁ W2 T AHI15Smg/kgs30 H IZ1[E]
HANICREG 352 &T*Euu_m{ﬁ FARVE R TR EE (M7 l) DR ESI, RO KB EFT
W5, FIC, HKEE IR T E7 38 B R 2 LORSY A /L AEYE DS EAEA LT DY A2 D E\ O ifi
IRTE R, KOEDRAS S R M Aol PASHE | S KA B e 7o 1 TR R B 2119240 A s DL O
UKL Th L BEAGRD HE R O A2 2 E1T, AH15mg/kgZRST AV AFATHIC30 F [HFE T4[H
L EFRANICE 59 HE NS T AHER (TMD18-PHV-301357) 2 Fhi L7,
SMBREORE R LY | KFNE 5% OWTNOFHIRE A TH, Mg U X~ 7R E (M7 E) 1%
30ug/mLLL_ETHY | FIEE 54 DR & 5%30 8 ETOR. 1B LA 3 530ug/mLLL EO
MG ASVE R TR EAHER L Qe eB 2 bz, AFIOY)ER 5430 B : L 04[E B #5430
H OIfE Ve X~ 7 PR E (F 7)) OFHEIE, 2R ETOENERRBR TSR U A4
FIANTE T AEGERE ALY BRI MATENREIC R OHHCHDE A 5B, I QNS FpE R £7-1ZBPD
DI EZ TR EFRRE Cholo, £z, AFIOHR G- BN OEAER 54300 ETORIZRSY A
IVAREGAZ LD AP a B LU T BRI IS LURST ALV ARGk L TN TR A B A5 T 7 R IR 7=
IZICUDE BN M B LT o7 IR T e o7z,

7
7



ARENDOL BN LOREMET B AT THY , RANDOBEM O A FRHRE L THLIRAE IR,
B 2tk EORBEITRRO DI oT,

LA XD, 245 Al LA T OMERTE R, KGBPZE, Je R M AE PSR, Je RAEHT IR FE 723 hR8
PRIBZEOHT AL AR B RO 2480 L& OH &I, BEARR LR —o AE R OV &
TR ELIZ,

4. FERUVAEICEET R

7. AERUVR=EICEET IR

7.1 RF OG- EEITLL FIZED,
1A 597 & (mL) =& & (kg) X 15mg/kg=100mg/mL

7.2 ARFE G PIZEEDBRSTA NV ATERE UG EIZB 0 ThH, FEGRIC L EE R TRERE R
DFEIEZANEN T DT IZRST A /L ADFAT ]I FUIAAN &Mk G- 5 Z & HERE S 11D,

7.3 i SASZREATIZEOARF O i R FE DMK T 20T, Dl SA 7S AR T8 I XAl E 550>
S5 A RGBT THIHCNICARI DB 5 E21THZENEELY,
Ut 2O 5E2FEEEL, BHEEBVOMB TR T52L, [16.150]

< i >

7.1 EehikElE EROFHERICE SR T2,

7.2 RFNOF 5 FIZRST ANV AR LI BE 2B W TE, — BRI ETTORSY ALV ARG 2N R
L7ct%b . FERSY ANV ARG T DA REMENR DD, ZD72012, FFIZRST AV ADFA TR 1z
BW TR % O R E TR 57201, AFIOfkE& G- RS n s,

7.3 S RMEOPE R (CHD) O B Ak 5 b U7 oM i AR AR (WS R 8 5 ) I3 W T D il S A
IRA (N T ) BEA T2 O ARF O i A BE L, i TRTE IR L THRIS8 %X T LIz D@ ENHH, L
Te 3o Tl A /S ASEA TR A 2 R RIS ATREMED H D2 e D Dl SA /S 2B T4
I, CIRAEANLETE LT B i TS0 AR KN OB I G447V R EE A Bl 35 Z &3S s,
DItk O ERIEIE, BN 5 L2 H 2R AL < @@ oRME C# 59528 (TVIL EyHEhhe
BT A 1. HREOHER | OHS M),




5. BRER AR

(MEREKT —%/\wr—2

B e WA
REBR X Sy (BT ) TV T —H DA (B )

I ERESZNE o RSN IR B REA R

1A (J-MED-99-001) T T - (MI-RSV-9401a, b, c)

v EREA o WEAN AR 11 A el

A (J-MED-99-002) YT~ (MI-CP00S)

P E N T e WESN 5 1L AHAABR

A 1A (J-MED-99-002) T T - (MI-CPO11, 12)

o s N TN 28 IR LA

1A %R L PASC (ML-CPO1S)

TP B EUNMERED SR ERTE

Phase RERE S X B X O

EM | epio.oop | FAM R A4 (4FE) R G LT %2 22t S B RIS
%1 fH FEE bR
%{’ﬂlﬁﬁ MI-RSV-9401a | HEHERR A4MI% 51 G L UT-%e Aot IIREZ B 3B I B Mok iR

s+ MLRSV-9401b FEEERC N 1201 BRE) 2t S Uiz ek, gt 2 it 2IEEMR
1 B

WAL | ey ouore | TEBERCA 12U (3T) 24 ek Ui 22 et SEADNIEA Rt IR 1R
1 B

EWN - MED-69-002 HpERE LIIBPDAZ A T 5N B2t S L Uiz 22 Ak,
% A8 Y ENRE AT D% a2 (R . FEXRTHR . FE B el

i HRE R £ 72 1XBPDZA T2 ILSN R 6201 (A FIEE4215] . 7 TR EE2041)
gir | MICPOOS | ETRELIZANE, AL, EOBIRE RS SRR, 77
o RxTHR, — E S iR

774 MLCPO11 B IR F /-1 IBPDA AT HASNIR65H| 3FE) I FR L=t A%
= 1A M, BN REZ ST D 2 fitiax LR FEXTIR. FE B M S sk

S MLCPO12 B IR F /- 1IBPDA AT AR5 QFf) 2l ZR L=t A%
=5 11 A M, SRy EhRe A M 2L Mk dhlE) ., FExI R, FE S EnE s

i HRE R F 72 1XBPDZA T2 FL5N E 1,502 (AFIEEL,00201 . 7T BREE
;m by | MICPOIS | SO0 kRIS bt DA RN B S MR, 7T LA
% R SR LR




Phase AR " ot | ek |semE o
YN
R RE AR
M PR LKz e . Rt
ﬁfﬂﬁ TMDIS | seiemimiis | O o O | m. k. Eh
% P TR i % E LR
FEH24 1 A EHLLT
D HBNE23451
mA | mepass | EAPCRREN o L | SR, e
BN | 30UMO3-637 | e BE S E HREER
L en. 75
WS CHDZ 45524 R R MEIE 2
o MI-CP048 Hlm L T o AR A A A IR
I 1,287/ .. ZEHEmIik
’ A
HA AND245 A i I .
[P : N LKz e . Rt
gy | 12420 %gﬁW“9T£ O O O | m. srsmatn
EINEN T
*ivlj?ra _ 5 EOBPD A | — A _
Lk CHD 25704
Ok}
ABELEE
(2) BE R IR ER
1) BE RS HEY

R AR AN 2o B & LT AR (YRS Bz 80 5 A1) 2 BRI A N B 5 Bmg/kg) B LIXERIRN B2 5- (3,
10, 15mg/kg) L7=B D% B L OEEYEZ OV TRFTL - (B RE6HI . 5124%51) , T ORE R, (KRB
ERETERVWAEEFRREL T, 3mgke RN GBI W TR R D KO 722 R 23 161 114 AST
(GOT) *ALT (GPT) EH MBI HHIZERDBIZ, Ll 10, 15mg/kg % 5-EEIZ U TIEIAA & B E
PEDEEONTA FEEGIIL, £, AFFERORBBHE IO I EIRFEITRO ORI T, £, 3
mg/kgFfIRN I G-EED 6B 1F1IZ 3V T, JT NV X< 7 HURE R EA- L7223, 30 H L ITITE R
HERLIZ,

<BEB T —H >V

WSO B UL SO S RUE (BPD) A 47 372 FL4h VRIS A ) (SRS H2 5 5 BA)) 15mg/kg
(1141]) 3D E30mg/kg (1041]) 2 H[AIFRIRN 5L, 30 H H FTOREMEICH VTR LT, AES
%031 5mg/kgi 5RETFI2314, 30me/kg 5-RET8HI 7S SAL7- 03, FEBBE B |2 21T 7e< AFNC
B L 7= ERHGIRBD LN/ o7, TOM, SAZ A ARS8 R IZ DOV T FFRL &2k
TR LN,



2) RERGHERS-Y
FPEES LITEE XM SIEBUE (BPD) 24 4 2 FL8h V23 1EINZ AT (B R SF) 15mg/kg%30
AZLICER2EFH AN G L, ZeMEB L OEBMECOWTHRE LT, ZOR5H. AL KR %L
BETIROVAFEROFEIUIRO LN i WX~ T HURGMIESIIFEO bIah T,



(3) RERICERRAER

OERNE I8
SARERMEE : J-MED-99-0025E%

H Y

FPERF LOBPDE A HFEICR T DA O e, AR, EMERED S

BT YA

St It FERIR, FEERAER

KES

B E7-13BPDZ AT 5 FhE31H1 (5 HBPDA AT 5 AL E1941)

B

Y L IIREEDORIENMSE LN LD TU FOFEM 2310

- ENRWIF3SIE ARG T, 67 H A o BEENR

« BPD & 2 v, BREREALG6 & A LI R B OIRFEEZ % T - RIET24 % AR
il DFLL I

e BRob L

cET T CRANCR L TEEREWER S 5 WVITEE R T LA -0 EOH D
BIE, H2DWIRE s a7 ) CREL IREA. oMo 7o A B RAN R EUE & R
AREME D & B BIR

© TE SN ATRERER S S B AARTAE LA NI O TR BR R A B 5 S - BUIR
CRENIFEICL D ANTHR (CPAPEET) ZliiSh CWHAIR

< ARA AR L HER S H BRI

R FMRREREE . FREIMEERE, ERE, HOWVIITOMOEELRAINEEE T
%R

- RIBBRSINIFIZ30%Fi02LL B, & 5 1.5L/minbh EOREHER A2 LB L+ 5 IR
* RST A VARG % & T RYUE IR L T A I

CEE2 ALNICRE S e 7Y R RS S8R

< TEBREALEANC & 0 ARIBBRA~OB NN A Y LR S - BIR

B JT 15

=10

AF CHAS RS UAD 15 mg/kgZ 3022 A o Mk Cliefl2lml, FAIRY I KBEERRTAMA
RSS2 2L L Lz, alfe oidshlEG5452 L& L,

fEAT 71k

fiRAT G

AF 2B G SN T X COWRE 22, EEME*, SEYEIRES OfTRZg & L
7o

FENTIRRE 1%

MIE IR E IR 2B B #% 5% ONEEO i & -8 T, F72, % 4 30pg/mLE
FERTHBREORERE L OZFDS%EHEXM 2 BERIETRHATLIZ &L Lz, I
5.4 L 20 B oIy PR EE o i 2 McNemarkf £ 2 WO LR ST U, A B K %E 2 [l
5%& LT,

AR TH H

wIElR L ORE H & 530 H #OIMmiEF ) B X~ 7 RE

2R TH H

PR, AEER, A 2T > (KR, IE, IRE. PR IS8 FEL
HERE (WM, 75, MRFEWA LRIA =2 7), 5k

k1 ARAER <1 100FU RN Z A EE LT,




(#ER]

A DPERF IS A7) — =2 7 &, 3BT G RN FE MR S =720 3B R R & 5.8
2o Be G aZ T T IRE IR A2 [ 5 S, i@ o Ik BIEBIITERD ol

Atk

EF 5430 B B 02 i 7 B i CE4 1 £ SD) 1350.5 £ 17.5ug/mL T, 83.9% (26/3141) 7330

pg/mLLL E&R U, 28 B & 5%30H B OREIXHIZ LA L, 76.8 £17.6ug/mLIZE#EL ., 96.8%
(30/3151) 7330ug/mLLA & 7RLTZ,

B50HZEOMBEF/NY EXTTRE

#IEl (n=31) 2[A1H (n=31)
F-#)E £ SD (ug/mL) 50.5+17.5 76.8+17.6*!
TEPE 534 (ng/mL) : <20 1 0
<30 4 1
<40 4 0
=40 22 30
30ug/mLLL_EDEIE 83.9% 96.8% *3
(95% 15 HH X [#]) *2 (66.3~94.5%) (83.3%~99.9%)

* 1 IGDHARE (p<0.01) sk 2:EHEEIZED k3 :McNemarfi € CTHE AL

AANF G- H RST A /b ARG LD ABEBNITREO Hiiain Tz,

=z
AERL (A MR FE)1264.5% (20/3141]) DL R TAHRBO BTz, BRA HFHGUIER R R

(%, SR OB T, FENGHIOM:, K& - IR A E (B %) offloft:, VM barf (Nar, THI%E) 44518
T EM: s TR CHASERZ S SR U7 1B AR 2 LB L L T2 | EE LISz, AHE RS
DHIHLAFN EDO R R BESH Y L HBr SN2 FGUITEROLILT . W T I OBERE S oED LT
L7z,

AR CRER 2R (5 R) 2 Z L2 13RS 7 A /L AR TR CThH 7203, ABEEDEE(LIZ
ITEBRNoT,

IR AR AL O B A ENI3FNFRO DIV, WiRITIRE AL 16], ASTO EH (35—64) 14,
AST/ALT® L5 (7—-248/19—151) 15l T o723, ZHHDOEE)NTRERE TREETICEIEL, Wi
HAFNEOREBERIZ 22U B L2057 L ) ST,

AR ASAZ A A AT ZAITRD B -T2,
ABNOHUAREEAT S TAER, FRGERO_ LR EZRUTERNITRO DTz,



QS E T HALLERERY
FHERMEE : MI-CPOO5EKBR

q g%{bﬁ%}i 721IBPD & AT 2 A RITE T 2 AR O R &ML X OE I EORET, (KNE)
EDHRIE
BT A ZliskE, 77 A%, CEE R
o @ FLEEIR & 72 1ZBPD & A1 % FLEh VE626] (AAI3me/kglE100, 10mg/kglE10f], 15Smg/kglt
2208, T & AREE204)
. N c FERRHIF3SELLT T, 64 A ARt O FER
BRI “BPD LM S, 24 AL ORISR
BRI A TR (CPAPR ZETe) HERih BRI
- PRIATFHIR A R O B
- B FHSEER A, PRI ARERIEE LT RER SR H T 5 AR
- BER MR A SR 2 on IR
- BRUIF R FmPUR, CRIITFRIUAE 72 ITHIVHLAR D Btk o IR
BRI A DIRTIRFENI0% A A, £213 AR 1LSL/minZ #8 % % HIE
FRERAN CAPERBFE ISR AICREERE L WS RIR
« RS A JVASRYE 2 & e RYSEICRB L TV B AR
s a7 CRE MERA, EOMOSMRPEER AT B R E s LTZ B
<825 A LANIZRSV-IGIV E 7213k 7 a7 ) VBRI O 5% %1 7= B IR
c OTRERIEZ O LT 5 IR
s RSUANRITKT BT 7 F U E T AN BT 21E8RICSIN LT, 72132 L T
WH BRI
AF| (PBSHIA)) 3mg/kg, 10mgkgis LN Smeke, £7-137 TR (0.9%EFRAYTIR)
ZEMR T C308 Z LI BEB~SEIKETHIRNE G325 2 & & Lz, 77 B REECIEAAl
RER Tk L RIAEOAEIIR Z TR S Uiz, BBRIZ3me/kg 280 1T S A&I#ED L <
X7 7B REEN LG 2BIA L, BITHR G OREMET — ZI2H-SWT10mg/kg S HIZ
i¥15mg/kgE THIR LT,
fiRHTRE G2
BES NI T R COWRE £ R A, GERIES . RNBDESFOMTHR L LT
(Intent-to-treat) ,
AT 714 FENTIRRE 1%
BB GHNTRAE OZELZ R LTER OF 3L, F7T# A5 oW TRl st it &
OERNZ L VT D, ST A Y w7 ek (BlZIEDHO) BELO 287 £ K
Vv 7 72051k (5] 2 (3FisherH HipE 21 H1E) 2 E WD, BEAKEEZTH5% & LT,
- PR ARG OBEE (RSUA VARG FERST A VARG B8 I ONFI S ORYYEIZ
AR B T2 ABEOHHE, P EROHE
*RSUANVAABEZE T HAPEHE, NTHX, BERAOFM, LRIZ a7 %
S E H HIRFT R, BEESR, A 2V (KR, IE, IR, Wk, iS85, Mk
e MEEE (WIE, T3, BEEWA, LRIZ= 7). SRk
S ENHE MyEFR Y B X~ 7 RE

k1 ARAER <1 100FU RN Z A EE LT,




(#&8)

BERS 6261, AHI3mg/kghE1061, 10mg/kghE10M1, 15mg/kghE2241, 77 2ARREL20BIZEIO T
B, R EN T/ o7, Ik BEGNISBINZADIL, DB (7 FBRE) FFE LD TH-
770

= Blk

TRER I PR R G L B FR LT E (11 E51.6% (32/6231]) T, ABER LI TH7-#ERE 13, A
#l3mg/kg #£50 % (5/10%1) . 10mg/kg#E10% (1/1041) | 15mg/kg#t13.6% (3/2241) . 77 EARHE15%
(3/2061]) TdH>7=, RST AV ARKRYLIE X, AFKI3mg/kghE30% (3/1041) . 10mg/kght10% (1/1041) |
15mg/kghF9.1% (2/22451) . 77 AREE20% (4/2061) IZFROHBAL, £ DO | AH3mg/kght2f 3 LT
FTRARER2BNIABEZ L FEE LIRS 10mg/kght 38 LU Smg/kghf TO AP TEROH HALRD -T2,
AHKI3mg/kght 35 LT T ERBETIIRST AV ARG LD ABL 23452613 258 by, X ABEH
BIIZENETN6.0H BLOT.9H T, £HFIRE=E (ICU) ~D AZEIIAAIBmg/kghED 16 TH -7,

Z&HE

B EFLR1T96.8% (60/6211) IZ542{4F8H HALVT, FEBLBH LI IAKI3mg/kghE 106110144, 10mg/kgh10
BI790F, 15mg/kghE21651 1844, 7R REE196I1781F T, T EER T AR, B THEL, FX
HEREYE %, TH% Chotz, EE LRS- A FHGUL2401 T, WFRIEAHI3mg/keg#t60% (6/10
) . 10mg/kght10% (1/10%1) | 15mg/kght36% (8/221) . 77 AREE 45% (9/2061]) T -7z,

HENDEELGHEESER
3mg/kghf 10mg/kgh¥ 15mg/kgh¥ 7T REE &EF
(n=10) (n=10) (n=22) (n=20) (n=62)
VDL E D EE A EEE N 6 (60) 1 (10) 8 (36) 9 (45) 24 (39)
L7adEf] (%) [ (8] (7] [13] [18] [46]
— R EE 1 (10) 1 (10) 2 (9 5 (25) 9 (15)
Do SR B 0 0 0 1 (5) 1 @)
TH AR R 0 0 4 (18) 1 (5) 5 (8)
MER LY v CRREE 0 0 0 1 (5) 1 (2)
REHR L ORERE 0 0 0 1 (5) 1 (2)
iR R P 0 0 0 1 (5) 1 @)
I e TR e 5 (50) 1 (10) 3 (14) 5 (25) 14 (23)

FECHNIT TR REIBRED BT,

BEEGOID JRBRIEEOR RERERN G E SN0 -7 F5 (BIVER) 13, AFI3me/kght 1451114 (&
%) | 10mg/kgfE0F], 15mg/kgtSHION: (%, FEAD AL, FEL R, 47 EIERZ, RECR IR, D&
MEN, BKE | B RBRIEORE) | 7T GIAE O LEEMZE | BREE DR TRBRIE DR
Fool) T, WT LB IHARDGRD BT, 70, AANSmg/kght D2/ (5 EIEMiZ% . HEY | 7T &R
BEO I O FZEMZR) B EE L HE ST,

AN R T2 B AR AR O B BT e o7, MR AR AR ClE— IO SBR[
FATNET F 2R LTS Rl T &R EITRO LN o7, ZHHIFR R R OB DT WL
W% HRE R MR 2T L Ch o7, FHILRIAT T 1, T CORERE A TLRI Th o7z,



PRV X7 HURIE O E RS BB A RE RS CHURME O _EA- (R 1084 E) 132
TOEYTHoT,

FUREE CTHRBREE 10U EERUERER

3mg/kgit 10mg/kght 15mg/kgh¥ 7 v R

n (%) N n (%) N n (%) N n (%) N

NR—RF A 0 9 0 8 0 22 0 19
WIEIR 515 H 4 0 10 0 10 0 20 1 (53) 19
H2EI1E 5 B & G-AT 0 0 9 1 (4.5) 22 1 (53) 19
F2mEEE15H % 0 9 0 9 1 (4.5) 22 2 (10.5) 19
H3EIFE G- B & G-AT 0 10 0 8 2 (9.1) 22 1 (5.3) 19
AR 5 B & 58T 0 10 0 8 0 20 3 (15.8) 19
FESEIFE 5 H £ 5-q 0 9 0 8 0 9 1 (7.7) 13
F50nH% 530 0 % 0 8 0 4 — — 0 7

PRt L5727 R UTIEBNIAR 1 5me/kgff b KO T RARBEZERD DAL, W duh s ] s AL 1E
HETREIELIZ, 7235, KA1 5me/kgfED 1HI75 — M1 3200 FLiR i 2R L7z AEFFRLEDOM
HPETRRO Do,

EYENRE

ANV R~ T O SAEI319.3~26.8 H OFFH Th o7, #lE 51430 0 B ORI iiE HikE (k7
7)1, A A 3mg/kg BE T6.8ug/mL (2.7~ 16.4pg/mL) | 10mg/kg £ T36.1pg/mL (18.6~101.6
pg/mL) | 15mg/kghf C60.6ug/mL (21.4~149.8ug/mL) T, 10mg/kght T HARIRE LS 2 H530pug/mL
Z B 15mg/kghETI1390.5% (19/2141]) 330ug/mL% _E[H] 7=, AFHI10mg/kght Tix4lnl B #51% .
15mg/kght TiE3[a] B & 5212 24517330pg/mL% ka7,



QBHE T HRFERS

HERBEE . MI-CPO11/012545%

H

RPEW E721IBPDZ AT DAL T DAK| O LM, BAEME LOHEO R,
ENBEIREDHIE

BT A

St ILE, FERTHR, I T R R

Xt %

REERYS LIIBPDAAT DT (MI-CPO11FRER : 6561, MI-CPO12:k5x : 5941)

Ep UL e

<35I T OERBM A L Ao n A RO REIR
« BPD L 2 SH, BEAEALE Y AT CHER24 5 H UL T O3Lsh IR

e BRAM L

- BERIIZ N THIK (CPAPER S Te) B FERTOBRIR

CERMRBEET B (@RE BITEE ISR 2 NRHY & 713 B 7o AL 51T
W, O DRBO IRV EE I OW TS &3 5)

- BREE, FHEREARS, RS EE LI E R e AT 5 BIR

- BEIR A R A R B

« BEARFEBRZINRBEMU AN OBRF AR mHUR, CRFAPUAE /2 IZHIVILUE (HIVA~
YL TWRNWZ ERALNTRWES) B0 BIR

« BRRFRBRB NI DO W AR E L 0830% 2B 2 5 ) E - IXW A& .5L/min& 8 2 %
B

BB E I TR BRI L QWL A IR

« BMERS U A VA RYE 7 & A MRYYE IS REAE L TV A IR

ST a7 Y v MIERA], ZOMOSNKMEER AT B MR E R LT BT

- R BRS IR » A LNICs gk 7 e 7 ) VR B G S e IR

- BB B NNET6 » A LANICRSV-IGIVDO# 5-% % 1 7= R

A OERRRBRIEL OFH L TV d BIE

*RSUANRAY 7 F U E T TRERANCET 2IRBRICBIN Lz, 3B ML T3

H 1

o JL

- BB 1T 2 1BBRHA R AT RE & TRl S % IR

RERTT 5

<MI-CPO11> : BpERE 72 IZBPDOFLANIRICHKI L, 300 Z &AWk b i
#l) Smg/kg. 10mg/kgE 721X 15meg/kg% AN G35, PIEHEGIE5mg/ked HHLA L.
TR R LT %10mg/keE 7213 1 5mg/kglZ i ET A2 & & LT,

<MI-CP012> : FpEV F 721 IBPDO LK L, 308 Z & ITAH| (BRAE 28 5 8
A Smg/kgE 721X 15mg/kg & RN G35, PIEIR G 1X5mg/ken HEIA L, Z2MkT
—ZIZFEDNT I Smgkgll&THZ & & Lz,

7o GdRiEIE 543030 BICKERETAZ L L LT,

fbT 51k

ek SN BPERE et SUREIER EYERREOMIT SR E Lz, 7 —213,
FRGHEN TRA DL L 2 7R LTIEGI DR, F72I3FHRAEIC SV TR fE, fRYER
2. PORE, #iPHZR EobEiHEE RS 2 & & L,

A VR H

« RS A L AERYWER L O 6 DIEYEIZ R D AR O A2 5 N B R DI
BEHK
*RSTANVAABEZEIT 2 AP, BBREWAZOHMB %, ICUKE (B BXO
ATHR (B %

2R TH H

BRI, AEEG, S Z YA 2 (RIR, RS RS E, (REE) | R
Wgm f A (BRI, Wl 7%, BREBEWA, LRIA =375 | SRk

eSSBS

MiEF /Y B X~ 7Y

* 1 ARG <1: 100U & L AHEEE LT,




(#&8)

<MI-CP011>

65BN B RS IT, EDNFRIFAHISmg/kghE 11451, 10mg/kght6fil, 15mg/kghf48( T, BPDZAH T 5
FLENRITAS % 6151, 31, 1561C, 64 H LA T DR PENRITSHI, 341, 3341 Th -7z,
15mg/kghE(Z A BB L OB L2014 L, 20 5RECTREREZ 52 T L72AEFIE4541 (93.8%) TH
277,

<MI-CP012>

6011 73 B gk Sdu, A Smg/kgff oD 151728 EYLIE MBI KV BRSNS, B G- SR 135961 T o
7eo EDNFRITAAISmg/kghf 1061, 15mg/kght 4961 T, BPDAZ A T D4R 1 I A RE261, 6 H LT
DRPENIISHI, 4761 TH-T=,

7233, Smg/kghED 1 2NEBRHE, 15mg/kghE TLHIAFE L, 16125EBBRRE T, BURD5E T L7JER]
I L5mg/kght91 (81.8%) . 15mg/kghtn 4741 (95.9%) ThH -7,

Bt

RSV A L A JEG LD ABE DA fi

<MI-CP011>

AFN5mg/kghED18.2% (2/114) 73RS 7 A /L A ERGLEL IS IUABT LTz, 16113327 A APEL. 1R
B FE R GRMLETH -T2, b FIOWERA 137.04 A BIABEL, 3 A MOBERGNRLETH-T-,
L DOFe HGHETIIRS ¥ A /L R EGZ LD ABRIERBO HIRD Tz,

<MI-CP012>

A 5mg/kghE010.0% (1/1041) 28RS 7 A b A EYLEIZ LD ABER ML 72 5T, ZOSEFIIILRIA=
TH3LL LD RERE | B DA PR, | SR | REAUE 528033 B R RREL . ABEEITH H (9 H [HD)
(ZFEE R G- (4B M) 2207203, ICU~D AEBIOA THAIIMNE 272,

RS A JLRRREIC & D AR DHIHIZNR

MI-CPO11 MI-CP012
Smg/kgih 10mg/kgif 15mg/kght Smg/kglf 15mg/kghf
(n=11) (n=6) (n=48) (n=10) (n=49)

RS T A NWAREGIZ L %

N 2 (18.2) 0 0 1 (10.0) 0

T H R 2 (18.2) 2 (33.3) 3 (6.3) 0 8 (16.3)
n(%)
e

<MI-CPO11>

B EHELIT54/6561 (Smg/kghf: 11451, 10mg/kght : 6451, 15mg/kght : 37%) 1222618 D BN, Tieh
EEGI SR (1861 . &1 (1761) . AST LH- (1441) | FE (10641) . 5892 (951]) | Mihes (841) . B 2%
(761) . FHF(6f1) . ERGEZRE (661) | MIXUE Sk (56) % T, AFFRO Y — U BLOFERIL, K
ERARFRBR Ot R L7 o T H L R CHBICHESN D00, b LITEMRE RIS SILIEB 2 b5
MERLDTh-oT, BERAEFZIX27/650I47THHRD LIV, FEREBIOWNER X, Smg/kghf T
36% (4/1141) (121014, 10mg/kghE T67% (4/6451) 12714, 15mg/kght T40% (19/48%1) (23058 BTz,



OB B o T BB A FHRIIMER R I LOE % O ik R E Th ol

AR 15mg/kghED 1451 (FallotUEUE) 23 B b &4, 261 CNRZEIRFEIEBRE, 77 /U A /LA
Jitige) MIETE LIy, W N AKIBE 5 FT21IRS 7 A )V A JEG L DR R BHR I T/ L SISz,

KK DBIEME D DN T A FERFGULTHNIOFRD DAL, ZOFEBITIEEL, {FEGHTALORIE, 18 &
Feh . TRIBL OGS TH o7, Smg/kghEoD 15 TREIE | FE B KOV HIN A B AV SE B 23 B S &)
Wrsiuiz, 7o, BRIE T 1B E(LIERIC I 2RO R, oW E CAhALN-EER A E
FHLUIIEMR B TH2BPDIZE K 35 ATREMED 7 23 | O B S 4L 7z,

e 5 O TAHRGEEL 102, EOHUAMZ R UZAEBIX 1041 (Smg/kgfE3 41, 15mg/kghf74)
ThoTe, ZHOPURTENEITEE T, 1FlZfRE, BIEHIH I REEE CEE L, ok, i e
A7 GURIGEMEE R E DA FHLMICBEMI IR b eh o7z,

<MI-CP012>

BHEELRIT56/590 (Smg/kghEfl, 15mg/kghtd7H)) 12372478 D BV, Wk, & i (30%1) . EX
EBEE Q6B | &2k Q141) , Bz (1841) . T (9%1) . HZENTE=YUTE (961) | JFEFHAL S (961) |
HE A (841 | MRS (8451 | At (84511) | & (741)) . FEEN (54) . AST -5 (5451) B L TALT k=
H Q) T, Ky OB EFGUIARRBRO R L7227 Hsh IR 2 R B LR S da—
BT HHb0EEZ LT,

HENAEFZIISmg/kghE T50% (5/1061) (2614, 15mg/kght27% (13/4961) (218438 HNT=, N
FUT— XA B E TR E | PR AR RFEE B L OVHLSRREF N RS2 WT b AFIE O K AR I
B2 L &S,

15mg/kghE D253 5 - H 1k 4, 1HNIE< DI ST TR O 1T 530 H & IChER &k &7eh | 3R
BRAZIE T UIZSER T W b AR & O R R BIFRIZBRE 72 L &l rS a7,

AR DB GO T A FEFRIT 13BN 225D HAL (Smg/kg e : 241314, 15mg/kghf: 114119
) . ALTO ES VR HEELHESNUSMNIT R TRE CThote, B2 EGUIHE GO RF |
IR ERDRED C, BELRAFEFRITZRDOONR T,

AR 1080 EOPURM 2R U7 FEBIX 13451 C. Smg/kghEA320% (241) | 15mg/kghth322.4% (11
#) Tohoz, RRELTHUIRMIFELS, RO DAVAEILL :40F 72T EN LT THY | 52k IR
TEITHER L, NV R~ T HURIEEE A EFREOREMEI RO LD »T,



HEANDEELCHEER

MI-CPO11 MI-CP012
Smg/kghf 10mg/kgh¥ 15mg/kghf Smg/kghf 15mg/kghf
(n=11) (n=6) (n=48) (n=10) (n=49)
FEHMHL 10 7 30 6 18
A EERIEBUEDIEL 4 (36) 4 (67) 19 (40) 5 (50) 13 (27)
— ) A By PR 2 (18) 3 (50) 4 (8) 2 (20) 3 (6)
O A R 0 0 1 (2)
T bR 19 1 (17) 3 (6) 0 4 (8)
MEFR LY > GRkEE 0 0 5 (10) 0 2 4)
TR B 0 0 1 (2) 0 2 (4)
I R P 2 (18) 1 (17) 9 (19) 3 (30) 2 4
Z O DR R 25 0 1 (17) 0 1 (10) 1 (2)
UWBIR R 0 0 1 (2) 0 0
n(%)

T ERER LD I B R AR A DO B TR SALZ23, 1B CTHEEEDOALT LA B ALNTZLSMNIITE
OOLEINIFRO LN T,

Tl ALY A FARET R BRI T SO W TR G RE R CRER AN IE B+ &L 8T
PO T,

F£D

EYERE

<MI-CP0O11>

M HR EE IR 5127 B £ CITRRICEL  PIREREC/IT I 2 bIH K Lz, #IEH5-30 H £ D
15 3 13 Smg/kg BE T 12.5ug/mL (#i[H4.2 ~26.2ug/mL) . 10mg/kg B T48.5ug/mL (%[ 28.7 ~
65.7ug/mL)  15mg/kgh¥t T49.2ug/mL (#i#13.5~132.0ug/mL) THY, 10~ 15mg/kght TD HIZ R FE
THH30pug/mLE EFEIDHDOThoTe, 728 ARBRICI T AR J01318.1~43.8 H LHEE ST,

B 51%308 B OFMmFERRE (ug/ml)

Smg/kghf 10mg/kgh¥ 15mg/kghf
(n=9) (n=6) (n=39)
WllEl 4 G-4% 12.5+2.4 48.5+5.4 492+3.6
HiH - 4.2~26.2 HiH : 28.7~65.7 i : 13.5~132.0
(n=10) (n=4) (n=37)
28 B & 514 202+3.5 65.9+12.7 69.4+43
HilH : 5.1~442 b 37.7~97.3 b 25.5~125.0
(E¥)E£SE)




(4) FREERIEHBR

1) B ARG A ER

O/ E M LR ©- 9
FHERMEE : MI-CPO185XBR

H Y

RIERB XOBPDZA T 2HMRICE T BAENO T T 2RI T DRS Y A /L A KGRI
X B AR B L O Dk, BEREA FTE D RET

BT YA v

Shtiax Ik, 77 BRI, T H SRR

RKES

BIERB L UBPDEZ AT 21,5026 (RAIREL002%1, 7T & REE50041)

TR I

TROWTNLDRUELRTH-TH D

CiEE6H A LINICHERAEEE (BRRMifs. AT uA K, FlRIE, K& XILREE 5%)
%% 3 7=BPDE AT 5245 AMLL T O

< (ERRHAM 2335 LA T2 A6 » A LL T O RpER

T bRob I

- ABEh o BIE BPDY L IXRENR & U CRELH%30 B LINO BT

- BB, FFARRERRE . BURREIIE, ERILEE, AR, IgfAlcxtd s T
VAR —%2HT 581

- NTHR S+ o IR

- AETFHAR A6 ARG L HEE S LB BIR

* RSV A NVAIZEG LTV D h, iRERBAGETIS » B LAPIZRS 7 A L A IZEGR L7 FBUR

« MEVEZ (VRT3 H A LAPNICRSV-IGIVO# 5- %52 13 7- U

) 7ua—F PR, RSTUANAT 7 F v MORBREROF LG 23515 - BIE

AR 1%

=10

AF (BAEER S RIAD 15mg/keE 72137 TR GRIEHI D) Z KR ORTSMUES
H UL ITBHICHANEES T2 L& Lz, BIEA(LERICHIEBS 247\, 268 H i
PR 54%25~30H B, FHLAREIT30+5H ORE &S LRGSR REESE £ TE L,

fibT 7515

FENT RIS

BBREOREOFEIZHID LT, BV T oNT_XTORELHEHEICET S E
BRI H . BRAIREGIE E 36 L ORI B Ofiffr ki 4 & L7- (Intent-to-treat) .
M35 IR 3 KOG M OFRMTIZ 1L, 1BILL ISR DO 5% 51 7o 9 & <t
Hr L,

AT E T -

T—HF, FHT Y BN GEEN TRA OZL &R LTERI O EEE AR, F 72 i3
BT DWW TIEFRIR M FHE O ZHIT L 0 ffghT L7z, BGEEM TORSY A L A BE O
ABigs L OF M R To I T Y —288 0 gl 1 3 I Fisher B B R 5 1L 5 A
W, EGEE S BT A FERER O LI X Wilcoxon BN AR E & W -, A EKEILE
MS%UT & LTz,

A
TR H

« RS A VAT K B ABZBEE
X ABE4 A8 AN IT FE R 25 53 WA DRS ¥ A Vv A HUF MR & Ll U RGP 23 FRE S 4
735 IR SR AL T ARE L CABEHIZ FRIERS 7 A L AR RICHER
L2 AICRS U A VARG L D ABE & ER LT, 7B, B5IIAREE b nlhE/ R
D EEshlE TRE Lz,

Aok
Rl R A RFAT ZH

* RS A /L ARG & B AR H %

s B A DR A LB L LT-RS Y A L 2 SRYHE AR H 5
c PEEFIIEE (LRIA 2730 E) O FRERGYES £ 5 RS T A /L ARG AR H K
« RS A LAY L DICUANEBEEER L OMIE A 4%

« RS A VARG L B N THUR O FE 4ok L OV SR B %L

« JERS U A )L AR SRR BT K B AR E M ABE B L, T X CTOMREIEELS IO
FTRTCORKFIC L D AR & AR B3

< PH R ORSE

A PERHAN T

AEFR, T, BRREE, FEFTR (O 2o > RE, /PR B2
e mde) | BRGNS, SR

KEhiE

Mg Y v X~ 7 EE

* 1 ARG AR <1: 100502 A HEE L LT,



(#5R]

AFRER DKL AFVIEBNI L, AFIEEL,002M5] . 7 F B AREES0000 D EF1,50205 T o 7=, 58 T HlTAFH
FELLG, 7T BREESHIT, TDHH  AFIEEL2H (0.2%) . 7T BREESH (1.0%) DL TIZLDLDTH

FEHEEE

RS 7 A )V ARG LD ABE 0T, AAKIREA.8% (48/1,002451) . 77 HREE10.6% (53/50041) T, i
MICHEEZENROLN (p<0.001) . AFN#E 5 12X054.8% D ARzl zh BnBO b, £,
Kaplan-Meier{£(Z 85150 H H D ABLRG ARFIEETA.8% , 77 BAREET10.6% LHEES LT,

RS™OA L RBEEIZ K 2 AReHz (ITT)

AKI B 75w AR
(n=1,002) (n=500) P
RS ™ A b2 NG (%) 48 (4.8) 53 (10.6)
RS A A7 L OBIEL 954 (95.2) 447 (39.4) p<0.001
(%) ' ‘

RSV A VA ABRRODFE : 5.8%
95 %EHAXE :  (2.8%~8.8%)

TR 2R =54.8%

pfiE (FisherE B SR 1)

FRS IR (%) = [(TTRREED ABE=R —AAIEDO AL R) /7T RO ABE3#]x100




FEFHEIE B OE A fET

OFExFREH R FEH
HPEDORSY AN AEPIZ LD ABERIIAAIFETL.8% ., 7T EREETS.1 % EAHFBETHEIC,
78.1% IV EH 7= (p<0.001) , BPDO A RIZB T, ABLRIIARFIFETTII%, 7T BAREET
12.8% EAFNC LA EI238.5% B SH 7= (p=0.038) ,

BERSIUBPDELSRIZE T HRSVAILRREREICK HARE (IT)

AHIEE A N 5 FRF B p
&t 506 234
FREER ABEREH (%) 9 (1.8) 19 (8.1) 78.1% p<0.001
FEABEREE (%) 497 (98.2) 215 (91.9)
&t 496 266
BPDALSIR | ABREEE (%) 39 (7.9) 34 (12.8) 38.5% p=0.038
FHEABTREE (%) 457 (92.1) 232 (87.2)

pfie : Fisher[E 2R SR 3 L

QF DD BRI
RSO A IIVRBREEIZ & 5 AIRED B R fEHT
PRI, B BRI i, 240 | (ENR WITH], B ER R IR . AR, TRBR E M E 2 DUV T APEERIT- DWW T
J&@BIFRHT L7 AL F D@0 Tdh o7z,

RS2 A VAR & 5 ABRED BRI

AKIEE TR e
(n=1,002) (n=3500) TARfERRE
. Gt 25/570 4.4% 37/284 13.0% 0.34
L L' 23/432 5.3% 16/216 7.4% 0.72
<65 A 28/698 4.0% 35/342 10.2% 0.39
B G i
I A >64 H 20/304 6.6% 18/158 11.4% 0.58
<3234 44/840 52% 47/417 11.3% 0.46
L
ey > 323 4/162 2.5% 6/83 72% 0.34
<5kg 27/600 4.5% 30/285 10.5% 0.43
b
BT >5kg 21/402 52% 23/215 10.7% 0.49
HA 24/585 4.1% 31/287 10.8% 0.38
BA 12/228 5.3% 14/128 10.9%
Nl VRO INER 7/110 6.4% 5/54 9.3% 0.56
TIOTH 0/21 0.0% 3/12 25.0% ’
FDih, 5/58 8.6% 0/19 0.0%
T A 39/851 4.6% 44/426 10.3% 0.44
=i AFXYA 3/83 3.6% 4/40 10.0% 0.49
il 6/68 8.8% 5/34 14.7% '
ABe 5508 22518

* AR = (AAIREO A=) /(7T RBED ABESR)




BRI HIE B
RSV A /b A BB L D70 ABE H E BRFEWA A5, TRIERGUC I D AR, ICUANEFIEL D4 EIK
HIRTARIE F I IAFRE A B Lz,

BIRpEHEEE (1T1)

AFIRE 75 B REE p
INZ ¥
RS A /L2 A F 3K SLEL 2049 s <0.001*!
A5 B Hy1004) 36.4 62.6
MR AOHEZ ©EE L L | Aat A 304.0 253.0 il
YA i 11 3K R <0.001%
T AR H & &t B 3/10041 303 50.6
PO FRGERYC | BEF P 297.0 237.0 <0.001*1
KoM ABE R (LRIZ3) | &3 A 4/10001 29.6 474 '
AL 989 485
RSTA| ICUNE : BEH (%) (98.7) (97.0) 0.026*2
VA Ho 13 (1.3) 15 (3.0)
AN S
ICUMF A% SLEL SRR 6.3 0.023%!
AFHA HU1004) 13.3 12.7
AL 995 499
ANTHE : BFEE (%) (99.3) (99.8) 0.282%*2
HY 7 (0.7) 1 (0.2)
GRHE% 83. 8.3 .
ANTHSR B AJFE’%& ! 0.211%*!
A FF B Hy10041) 8.4 1.7
. 244 153 o
\ N AR (24.4) (30.6) 0.011
TRTORRIZ LD ABE (%) AEFA% 1,915.4 12109 0,005
A A #1006 191.2 2422 '
R 161 109 1
\ N 3 NI (16.1) (218) 0.008
?‘“T@W'&ﬁa‘ﬁ%ki %)AI-S]E (A)) é}%ﬁﬁ 1,2467 9016 0004*2
AFFE /10041 124.4 180.3 '
NI (11 ;’ %) 72 (14.4) 0.470*2
FERS 7 A L ARG #95 FBUZ K B AR :
o, INZ ¥
(%) = er H 2% 882.0 588.5 0.369%1
A EHB HU10041) 88.0 117.7
S 420 200
FERORE (%) BB (42.0) (40.0) 0.505*%2
FEBUHEL 694 364

% 1: Wilcoxonl[E{ZfI# i, % 2:Fisher B R E L

Erge kg

BERERIIARFIEETIS.9% (961/1,002451) 125,417, 77 2R EET6.4% (482/50041)) 122,73 714388
ST, A EERIIRBREENELELL, HFO TR, REBRThHoT-, BB, AEELT
B G SN BB AFIRETSH, 7T v RRETIHITH-T=,

B BNEARHFIRE TA4B] (RST ANV AN S, FERST ANV A5 | LS VL 22 SR FCIE M RE L i 15 1L [ i
/BPD) , 7' 7R EETSHI (FLsh Ve ZEIRFEREWERE 2B, U8 S I E . FERST ANV AKUE i 4% |




S BREBAIBZ) D AL, 7T L RBED 1 (FLI) IR SEARIEAE BERE) B | VAR L IR S BRI
B L LS R,

OB/ ERHGRIIAAIRET29.7% (298/1,00241) 124751, 7°F2HREET34.0% (170/50041) 12277
HEROH BT,

RELSNDOEELGFEETER TN

AFHITE 75 RNEE

MR HIE B2 1,002 500
BRI EHRR BB 298 (29.7) 170 (34.0)

EIE A EFRRBE 475 277
— R R By P 101 (10.1) 53 (10.6)
~L=T 37 (3.7 17 ( 3.4)
FEEN 21 (21.0) 9 (1.8
D8 R R E 3 (03) 2 (04)
TH b R P 93 (93) 42 ( 84)
T 20 ( 2.0) 11 (22)
ELZES 27 (2.7) 18 ( 3.6)
GLZZN SRS 16 ( 1.6) 12 (2.4)
Mg - U o3 RkEE 2 (02 1 (02)
R - SRABREE 5 (0.5) 3 (06)
B b TR B 1 (o0.1) 2 (04)
PR TR B 4 (04) 2 (04)
P e 5 P 144 (14.4) 82 (16.4)
AU S8 50 (5.0) 24 (438)
fiti g 27 (2.7) 21 ( 4.2)
R R4 23 (2.3) 14 (2.8)
i GG 18 ( 1.8) 14 (2.8)
B - BT R anhe 0 2 (04)
E DA DR ERIE A T 25 (2.5) 26 (5.2)
HhH % 21 (2.1) 22 (44)
WAPR AR St g TR B 4 (04) 5 ( 1.0)

n(%)

TR EBEME N B DA EHF RO R BUIARFIRET10.9% (109/1,00241) (21594, 7T 2HREET10.0%
(50/50001) IZ81{4FRBH BTz, ZDHIHHEFERA FRHRITAFIFETI3FNZ 1444 (BT, TR REm A
B3R U ANVAREY R G421, AST E5- ALT B 5 MIRUE SCRA ) . 77 B AREE T4
(250 (R, ITRERERE R H . AST LS. ALT LR 11E) RO S, 77 RRBED 1A FE 15T
Ho7,

PR AERFE A DOOL | EREF TN ATIF —ED LR/ T I3RS B EH 350
BRI, NAZNA AL BIOHARFT R EB IR RE L2 0 B E IR b o T,
T FEDMIE T A 55 THIRE R 400, LR UIBRE OFIS 13TV T o ER A TH Y



TR TR DT, 77RO B30 B O 5 T1: 800 FLRiAZ R L7723, 5Bl H O 5K
IXEEEI B LT,

B—AVICEES LIS 5RLMH

BMARRBROPERE DD 88FIZH L — R 5[aI & G2 TWE EMEZ Tl L7z, S6BIIEARSI 3
B SN BRE (B G01) T, 326 3RTS — RN T T BRI BT AL g5k (9] a4 5-451)
ThH-ol-,

BRI 1 10 EO ARG AR U= Bl I f) Bl G- T2 (6.3%) . FH#5-61 7641 (12.5%)
THoT08, R GHIOTE T 553 E-RTEV1: 108, EOHUAMZ R L, 260D 2258 5.4 (S HL A
O EFZRUZ, B&EGHT, ERICHRMEO EFARLU28105 5 1511E1 - 160D H LA 27~ L7z
N, ZDOHORRE TIIFRG-RIOMEICE L,

BEFRTIKCLHTROOIL, YIEHEGH T3, G0 T3534EThoT, ZTDOHILIERIEL
O BAEE S B T F BT EI B GF3F3 1 GR &R G-, B O R | ALT E5) | FF 554
Atk (BB, B GO S  AST E5- ALT E5) C, #IEIE G40 &1 536 L O 56105
B 1IN E S LT ST,

A (15mg/kg) & BAE M AN G- LI L E D MG R T 7 EE (¢ 5-30 B #2 O I EE) (20 VT, i
IEH N7 7R EE I, 28] B B 5B AT (FIEHE 514 ) 1337.4pg/mL, 58] B #5581 (5B4E1H 51%) 1371.9
ug/mLCHY | M E TF R AT ERER AR . BRI CHH30ug/mLLL EAHERFLTZ,

REFARBSEOMES 5 7RE

3% H M7 7 R B [ fiE = SE]
n
(ug/mL)
2[] B & 5B AT (WAl 5-0030 A ££) 328 37.4+1.18
3[E] A # 5B AT QEFE 5030 H #£) 300 56.5+2.37
Ala] B £ 5-E R 3[E1#5- 0030 H %) 297 67.5+£2.94
s[a] [ 5B (4[a% 5030 3 #£) 892 71.9+1.68




QE M MR
AERMEE : MED493-301/M03-6375£5%

H 1 SERMLEE (CHD) IRICEB T 2 ARAI DA B R L Ok
RERT A v SZhER LR, FEXTIR, FEE MR
*xt 5 CHD% 1 %24 % ABLL T DR %71{§J
« 245 A#ERLLT O &2 A TERE @héCHD%ﬁ*réaéﬁi ‘E'jbotowjj
TR - CHDO FAfiRFEM, & L< ﬂ&%%{h%?fﬁ B D i RE Jﬁoﬁffﬁt% 58
B
BRI AF (BAETCRESRAD 15mg/kgZ RS A /L ZFRATHARBIIZ30H 2 & (24E1 5 5 W
SEIKEHANESGTHZ L& LTz,
A EREMTE H RS A VARSI L D AP
22T TE H HERG %
SRpdEhHe Mg Y B X~ 7 HRE
[#E£)

ARFNOBH-DBRAES T T U B A 3 OV 201 (FAS=Full Analysis Set) i %f G L X
i, TERG AR 736 (FEBOEICLDIE T 1BIEETe) | BRIMEERSR 160D 74612 FiR<
67BN I PERRAT X R E R LS A7z,

4

RST ANV ARG XD APk (e 5B A DI 51430 H £ TOMIC ABRL7=E15) 1X. 4.5% (3/67
Bl WFNBIETF T —EH | 95%(EH X [E[0.93~12.53]) THY ., RS AL ZKGLZ LB AFERFD A
TR Es D FIE1.5% (1/6741) TH-7=,

g kg

B EFG (A MR AIRELEER) 13291.5% (65/7141]) 124034380 bz,

BB BT 245] (AFN S 3E 4 51222 B I DA RIS ZVIE T L BB L O, ek 5438 H IR
FRIAEY DR EDEACIZEDIETE L2 1) THoTz, ST ORNREBNOHLEE LA ERHLITI]
B (B i P 54458 H Ol BARRE X4k, 7V—TEMERE, BV AR IS LD ABE) Tho72h8, W»T
NHAFK L O R FEBEHRIZEE R LS ST,

ZOMOEERAEFEFZRIL, 2961263 FRH BV, Z DI HAFK| L OIK FBI R BEHEH Y SISz
SO, TR FI21E, MR- 15114 Th -7,

KR BIR A SE BRI E TR -T2 B EHESRIT, 18.3% (13/7141) (2381580 B, £ DHB24ILL E
[CRO LI HRIT, RS EALALBE3Fl61t: Wuk3Fl4t:, BIR3FI3M:, FEB2F4t, ngH2 524, %
BOERMACTH T, R 2 81329.6% 21/71H1) 1225458 5, K FBIRAE E SR
oI EG T, AST 551, A ERESEm2:, CRP EF24, /M mif:, ALT EF- 144 T&%
0. AST EF MR B L O E MEREEIN 113 RETE (Z2OH%OZEE L) ThOUIME, T X TRRSH S
WIEEIE LTZ,




EYENHE

WElFB L OEE4EE 5430 B OMiEH Ve R~ 7 R CEEEESD) 1%, % 4 57.2+11.7ug/mLE
F 190223 7ug/mLTh -7z, 7ok, EHNTRBWT, ZOIiE L, MORSY AL AEE 100570
1A RIS S 5 4 M R L CdhH30pg/mLA E[El->Tuiz,

OByt 5 MR LEBREAER
AERMEE - MI-CPO485ER

H SRR B (CHD) VZ B D7 TRk DAK DA 2hik B8 L OV 2O RKET
RERT YA gk LE, 77 A% R, MAEL L, TR

SoE S CHDZA T2, FLIRB IO 1,28761 (KFIEECIIB, 7T REE6ARH)

. . <245 A ELL T OB TENRE DAL TWAHCHDA A T 284 R FLIRB LU IR
ERBRER AR TR B

FARbRA L HE A OHEDOZR O BYIRE BAFE ., 8 LB I ARE . F I3 E 0L R KABED B

AT (BRAE T IRESUAD) 15mg/kg 72137 72K BIER O %G H) 230 B Z LB/
AN G 3 52EEL, &5 EFIIRRSEIEL,
BNMEE R EMEDIATIZ, WAEAIZEMIT DT R COBRBERE LG EL TfTo7,
FBEMIE H O IO, F7/—BRIEIEF T —BH | MR ORI OF R, (K
&, PRIPLAAG ., ARE, HUgRIC J0 R LS AT o SR F AT & FERE LT,
RSTA VARG LD ABE3R (FEFHME H ) BLORST ANV ARG LD AR (R
H B OB RBIFENT) 13, W Fb FisherBL B S5 RIEA AV TR BER L &1T 572, BRI
FHITE B THDHRST AL AEGIZ L DAL B 8L, BRI AE & A, ICUAZER B, A
THRHEATHRS B 203, 24 WilcoxonBALF R & % VTl BE ] L 24T o 72, Fiz,
ICUAZERE L O THRNET T2 I XFisher B2 SR BIE 2 AV Cli e el 217072,
Bk

T RSTANAREYLIZ LD AP

HEhE RSTANWASEGZ LD ARE B i, AR W A& A2 ICUA=EE ICUA=ER BH, AT
Bl R I RTAmIE H WSHEI TR, AN TSI TH# B 2K
ZEVERNTE B HERS %

AR 1%

FEAT 51k

EMBTE i 7 o1 SY R~ 7 i
(#ER]
RN O G-HBR A S I T21,2874] CRAIFE639%1, 7T LR FE648H1) 22{51 25 A 2 d L OV D fif
Prrfgelsie,

AGRERO5E T HIE1,23001 [ARFIFE6 1141 (95.6%) . 77 EARRE61961 (95.5%) I Tho7c, ik« o 1LE
BNXSTHEIARFIRE2861, 77 2R 2961 ] C, 2O E/ 8 RIFSE 4165 [ARFIEE1961], 772 EE2241 ]
(RS A L A KRG LD ANBE D FEAf 7] HE CTH 7= 7B [ ARFNEE26, 77 B AREES B I 6 51 G
Te) BB RETHI LAKIREAR], 7T 2R B3] % CThoTz,



FEFEIER

RSV A VARG LD ABRIE, AHIRES.3% (34/63961)) . 7T 0AREE. 7% (63/648%1) T, MiRERIZA
BEENEDLNZ (p=0.003) , 7T BRBEE LI L TARFIREIIRS Y A /L AR LD ARt R E45% (K
TEET2 (95%EHE X M : 23~67)

SOICTF T ) —BRIBLOETF T/ — R TR LT ZA RSTANV ARG LD ABEHIX, F7
=BT, RFIEES.6% ., 7T BREET.9%, IEF T/ —ERI T, KAIES.0%., 77 8ARE11.8%
TH-oT=,

Bl R HEE1E B

RSTA/VAEGZ LD ABE B 2% (100615 7-0) IIAKIFESTA4 B 77 BAREE129.0 H T, mAEMICH

BEEBROL (p=0.003),

Fie FEW A B H 25 (1006118 7-0) IZAFIRE27.9H . 77 2AREE101.5H T, MAERICHE BEENROLI

72 (p=0.014) , ICUANZEHRIIAHFIEE2.0% (13/63961]) . 77 BARHE3.7% (24/648%1) THY (p=0.094)

ICUAZER HE (10061H7-0) IZTAKIFELISOH . 77 vAREE71.2H THh-7- (p=0.080) ,

N THSHEATERIL, AFNEEL3% (8/639451]) . 7T BAREE2.2% (14/648151]) THY (p=0.282) . A LH#R
FEATHS H 2% (100815 7-0) 1%, AFIEE6.5H . 7T vAREES4.7H TH-7- (p=0.224),

Erge kg

WEI B 5B ME% 150 B H £ TICRBLI-AE R, AAIRES5.6% (611/63941]) 124,169, 7 F &R
#£96.5% (625/648151) 124,518 78D BTz, FE-HIIX48B1 CARFIEE2161], 77 BREE276) IZF8D DAL,
ZDOWNFRITRSY A /L ASEGZ BIE T~ 558 T 65 (RFIHE26], 77 B AREE4H]) T, Wb IRBREED
R BAMRIZRIE 2 L SIS Tz, ISR A EF ST, AFIEES5.4% (354/639%1) . 774 E£63.1%
(409/648%1)) |ZF8DHHALI=,

HAERFRROIGRBEBURNE ESN2D-72b D1E, AFIRET.2% (46/63961)) 126444, 772 REE6.9%
(45/6481511) IZ59EFRD DAL, TR TG, TRBRIER 5L SS3001) (RAIFEL 75, 7 F B AREE1341)
FEE 1 (RFIRELLB], 77 BAREEL06) | #1405 CRAIRESH], 77 &ARREB]) . THi6fH] (A
FIFEIB, 77 BREE3M]) F ThoTo, DERBRIOFHERIL, 77/ — BRI TIIAFIEES.0% (27/3394)
(2391, 7T RREET.0% (24/34341) (22914, FEF T/ —BHRICIIAKIRE6.3% (19/30041) (2251, 77
BAREE6.9% (21/30561) (230458 HALTZ,

R R O D& T GRIRMODIRD T — T V& Te) DR T3R1T, AAIRE34.1% (218/639%1) . 7' Z&R
7£36.7% (238/64811]) Tih-7-,

EWENE
WA B L OFEAE 51430 8 B OIMiEF e X~ 7 R B (CEEIE +SD) 1345 4 55.5+£19.5pg/mL IS
£ 1090.8+35 4pug/mLTH -7, 7.9% D HENITINT, IR G430 B B O g i 30pg/mLE T
[8] > TNz, FEz, ARFRER PO A/ SANEGAT 252 T 72 1392 3N T L HEf TRIE O Mg H U e X
< T REZRELIZE A, % 4 98.0+52ug/mLIB L U41.4+33ug/mL TH-T-,

f?w"&




@ENEMAERER?

EREEE - M12-420588%

H

245 Hin A T O Rzt 9 8 R, FLIRIS K ORI T 2 AAI D IEMENRE, A%)
Pk L OREMEOWES

BT YA

ShtiaxILE, FERIE, IEE AR

IE S

245 HELLF O@EAR2 %) FrER ., LR XU R284

Ep PRI UE

BT OWTNMNTEES T 2245 ALLT (PRI G-BAGRZ 2 OFEAE H 2 2 TV 7R

V) OHEARAFAN, A, shiE

- EAREARADE (BIEE G B RSIE, X IgMAEBR 72 &) | FUREARSIE
KEGMy-7' 0 7V VE, AR GERSE, FEXEHRIgMERER R &)
FOMOGE R4 (Wiskott-AldrichfEFERE /2 &) D HIR

- HIViE YL B

< B EERE (MATENREIC B O H 2 CHDA DM 2 fr<) BIR

- i Es R ORI

- EHBEGOBIR

- P 5 BRAAIF IS Sa g I M L SR A T P o R

- B GBGFICE A RORIBRE AT 0 A NEEITHOBRIE

- B 5 BRI IS S E MR E A T o R

R TT 1k

AFK (S R 5 UHK) 2 AEkgdh 7= Y 15mgZ30 H R CRINNIE S35 22 & L,
BRI, AR D72 L baElE L, RSTANVAFTHTHZE L CRiETE#H S5 £ T
Al L7e, MIEMSRMIZ, A2 V—=v7##, 5310 E, 121HA (E723SEE OH
GRNCIRERZ Ik U7 G A3 502 5303 12) IS5 L7z,

fbT 751

BREOEEZIEITHZ I 2T X TORE & R ROt RER (FAS=full
analysis set) & L, AR CIIZE MR RERIIFAS [ — & LT,

FASZ it RIS AR TITV, MBI TR dr o1, E7-. Wik H 7= OWBRE D
RN iRk 2 SRR U BT IS5 L 20 o T, ARMMED =S g & LT, TR
BB DR 54308 FTOMIC, RSUA VARG L) Abia LB e Ltk
B OBEEE | B (%) BLUISWEHEXE ZEH Lz, B2 EORIRI 22 it & LC,
BEEBALAED & Bl 51430 £ TORIC, RS A L AJEKILC L v psEk A, AN TR,
JEFY N T, FRBEROSGERSIE T, o N TIERABh £ 72 (XICUTOEH 2 L3 - LTz
WBRE O, FHE (%) BLOSREHEXMEHEME Lz, iz, B5HHB» O K
BE#30H £ TORMIZEBIT A ABL, R A, AT, BRI TH, RrsoEr
JE¥E, o N TIERA £ 72 1ZICUTOBE B 2 0B U2 CE¥IME, SD, 95% 548
XM, HdefE, #pH) ZHEH L,
HERFRZORBFES LOEOREE (%), 75 ICH B HIIMedDRAZEE BIIK Sy
B L OFEARGER] (version 14.1) (T L VAR L=, F£7o, BHIEER, 35 L OHRA L DR
REMRANC L R BT o 7o, BRI, NS XA B LOKREIL, FHERE 2
CICHEMES L O L EOFLBRHME R, N—2 T A b OELEDIS%E XM &
BH LU,

AE
TSRl E H

RSTUANVAFRGIZ LY | BERAD D HRAEEEE%30H £ TOMICAREZ LI L L7#
BRE DEIL

AE
il R B AT IR H

RSTANVAERUT KD | GG O R 54300 £ TOMIC, BRERA, AT
R RN TG, Fge GBS, oo N TIPS £ 72 1XICUTOE A ML L L
T RERE OEIE

LA PERH

AEFR, AV A > (IpEk. E, PR (RIER), REB IR RE %

ESZENNS

WEE G530 H R L U4E &R G2 B30 omiF N B X~ 7 RE (M7 71H)




(#&8)

30(IAVER GRS AL, 28BN A AN A - U, RANZ #5286 5 HSFASE 72D | FASE 22 MR AT
KIGIEF E LT, 20103 G EF GBI LR LU HIZL0RERZ 1R L7,

AR AN BIROWNFRIL, AR SIE, PUREARSE B IO OMO R RE R EE
aff) B ATEGRESH | AR AR 1% 8151 . B BERS AR R 4151 SR A AR R T S s
W BE AT A REER AT R 6], SeE Ik E A TR 116 T o7z,

Atk

FEFEIER

B GBI DI IR 54430 H £ TORIC, RST A /L ARG L0 ABZ LT BR A 1T\ e o7, £
7esh | RRERIZIBITHRS 7 A /L A JEIZ LD APBEHRIF0% (95%EHHIX[# :0.0~12.3) Th-oT=,

Bl R HEE1E B

RS 7 A /L ARG 69 DIR % (FEFR WA . N LHASK, IR N Tl Frifoe ) OB B 15 | fthod AN LR
WA B, ICUTOE L) 252 1 -8R B 12 o T, D728 ARBRIZIBUVNTRS 7 A /L A YT
R DRI 252 T TR E DOEIE120% (95%F X M :0.0~12.3) Th -T2,

=z

ANz G-SHT228B1 DD | 96.4% (27/28%1) I FEHELDGFROLINT, BEEN RN -T-H FHE
1%, BRGERKYE35.7% (10/28051) | ‘B IBZ% . W954532.1% (9/28%) . A2 7 /v H21.4% (6/284) T
BT,

B EOFEEGILT.1% (2/2851) IZZBDBIV, TONFRIL, BUE 15 (%57 BE7e L) | IS 28 FL/IK
YePE RIS+ —HR 342 (T b B L) 1B CTh o7, I E 7oA EERIIMIED3.6%
(128BN IZFRDHITZ, FEL FELICE ST EF G, AFNEORRBRMN L5 HY | UL EOf
ERHRGORBUIRD LN T,

BEERAEFERIT25.0% (7286 IZ 13RO B, BELENEN - EBERAGEFGT, FHX
10.7% (3/28%1) 33 L OVRE X 287.1% (2/28%1) THY | > F5 (+ —FaiEpkzs, 2. MbE 2L,
JEYLE Y V—7 | YR PEREIRE A | Bifige | MBS M2 | IMIE) 1282 13.6% (1285]) Th o7, HER
AEFRBHFOIG, T EE | LA EOR FHEREFTMENT, 12M1TAF O R REARIX
BEEZR L ) S ESIL, 1 OIMAE) 13T 257 7 L | S E STz,

ARFNE DR R 245 BE R L | DA EHS1325.0% (7/280) (23RO BT, [45BERL | & H)E
ENTHERELROYL | BIHTAR A2HNFRD HNTZA, O F5 GERESE . ks, bRTE YL, K
e WIE | F895 ., FRRIE) 1ZAWIZERD BT,

ERARRAEE, ALV ANTEBNT, WT I ERIRIICE E R TGO bR o7z,

Mg Ve R~ 7 R IE CEEEE=SD, M7 7f#) 1%, %5310 B (WIE&E 571530 H %) BLOE S
121 5 H (48] H 8522530 H ) TENLEH59.0 £ 12.9ug/mLIS L 1N91.8 £40.6pug/mL CThH-7=,



GEME IR

FHERMEE - TMD18-PHV-3015XER

H

RS A /b A JEGYE O BIEALIT K 2 BEKRE MR T F 72 1308 R H IR 2 18 5 IHETZ AR
SOERAE, SERMERIEPAGUE ., JE R AH I FE S 72 (3R IR 2 RIS
DAKNIOA N, Lt I OSEMBIRE D RET

BT YA

St ILE, FERIE, IEE AR

S-S

IR AR, ROERRAS, Jo R FSHAE ., o R B FIE £ 7 1R B 2 524 %
A#LA T O BARAFAER, FLIRE X 0% E234]

TR

LUFOBRBEEO DT NS T 25245 Him A TO BANBER, FLRB IO
» BRI Bk

- SER MR IE PASE

- SERAHEFE

+ PR R R

AR 1%

AH GEHFHERA]) 15mg/kgERS Y A VL AFEATHA %38 L C30 B MFE C4m L EfH PRI
hE LT,

fibT 7515

BEEFID H B ARBRIESELL B G S 795 O L % g K OFEFT < 54EH] (FAS
=full analysis set) & L. FASIXZRVERRNT IS & [F— DB & Lz,

(B DFRHT)
FEEHEEE - FASZARIT, AAI OB GBIIAN b KA 54300 £ TOMIZ, RST A
JVAREGHT K ARt A LB L LT HRE OfiE. F1E (%) 3 L UClopper-PearsonifiiZ
HSLS%EHEEMAERM Lz, 2B, RSUA N AEGOF IOV TIL, PCRIRE
FER A O CHIBT U, 172 28806 U CREEHARIRGR TR &8 3712, SRt
FHZES S FHm 24T o 72,
RIKHIRHE I H - FASZ BRI, AFI D G- BlhAD b 4t 5130 H £ TORIZ, RSV
A VARG L0 B A N THA, RN TR, RrferRGE BBIETE, o A TR
I ETIZICUTOE LA VT & LT #E OflEk, #l4 (%) 3 L UClopper-Pearson
BEICHEASLIS%EHEXE., Wb OB VB L UMK CESE, EYERE,
95% (EFEIXM, fiE, #EPFH) ZENZEFNHEH L,

(2 EME DRI
FASZRRIC, AEFG S LOVRBRIKICEET 5 L s - AEFS FIER) 2o
WT, 7 L— N, EEEINCRELE, BEHE (%) BIORBEHFRAET Lz, £
o, BEFER BEA, ECICE T AEHELB I NRBEORGEHILICE - FESE
GO TMedDRA (version 24.0) 12 X DB RIKRDHE, FARGEZ HCHRELGIEL, 5
BB (%) BROFBBFHEER Uiz, BIRRAEME, A1 Z 01 B XOEREIT,
WRERl D E Rt OB F 73R 21T o 70, £/o, RAHEB 2 L ICHK FRE L
e, (REED) OFEEER L,

(SR BN RE DFFAT)
MIFH VR T IRE (M7 7E) 1X, FASZ X G ARl RE S CofE, KAMEZ RO
B%, BIRFERME, i, AR BRI, S MERB X O K E O Rl R & I
NCENT BB DS % E XA U7z, & &8 T BRIE AR 3 E & T IR VTRl
WAt BB LS %FHEX AR H L=,

AE
TR H

RSUANVAERIZ LD | BRN OB GBRIAED D B 54300 £ TORIC AR Z LE L
L 7ot oFlIE

A
il R B AT IR H

RSTANWAREGIT LD | AR O GBAED b EAER 554300 £ TORICEEREBRA, A
THER, RN T, PR <OB BBIETE, oo N TIPRARE) & 721 XICU T D4 P 4 24 B
LLEHBREFORSB IV INS OLEZLE L LB

A PERHAN T

AEFR BARANE (EFRORA, MR FRA, RRA) A 29 2 (IR
. ME, PR KRR | RER X OMETH ) B X~ T HUARE O

ESVEI) S

AENOWEIBE B H30H 4, 40 HO# S5 A2 530 %K L O #ES B 530H %
DOMEF Y X~ T EE (T 7fH)




(#EF]

REEB ORIBE GO 23 Fl BN AR GRS, RO G2 BIE LT, 2610353 8RE 5% T

L. #BRA 1 LR B 13 o7z,

PeBRE OPERNT T AN 261 2 RAN 16, R BTG O A O FEEEI39.00 H | HRIBIOERED
EEEIZZALEH168.82ecmIS L UNT.611kg T o7, JRFR OB ERER]TIX, Jo RV PHSE 6

KOBPRAZS B (HFEPRA2 261, WABHERALAE2(5 | MRS SRAS - HSHERALIE 1) | ki e B S 1] (Je R
F8F =245, FFBEVERRZEMSIE 1B, FREM Y AT 40— 16, T 2 = A A a7 o —141) |

e RACHHE  SEAR] (7 e A BRI E2 5, H 85 TS L CoA Kk 35 56 R ABE 191, i85 7> v
CoA /K SRE SR K HE 161]) 3 K ORI A 3451 (S5 RIPERRIRAE ~ /L =77 2451 | He RPEFER MR 1
Bil) TdooTz, B GIMBOEYIE (FEPH) 134.310] (4~6) THY, 4[01H 5231861 Theb £~ 72, AFEk
TR 12T,

=ElEs

FEFEIER

FASIZE 7223623 T, ARAN OB G-BHAR DI A& 514230 H ETORMIZRSY A /VAEGZ LD
NG B U= E 1T B 57, E15130.00% (95%EHE X ] :0.00~0.15) Th-7-,

Bl R HEE1E B

FASIZE ENT23BNZ BN T, RFIO B G-BRAEN O EAE 5430 B ETOMIZ, RSTA LV AREGZ%F
U CA TR0 aifh (B sgwe A, N THA . RN T, Rt rOAGE BT, oo N TRE A Bh) 252
TR 1T 2o, T2, ICUTOEEN M B L 72> T WBRE BT,

Erge kg

AGRERTIX87.0% (20/2361) (2461 DH FEERPBO LIV, FBBAE N 10% L EOFEFELIL,
RGE YL D343.5% (10/2361) . EIHSAZR 36 LORLIEIRIZ 0345 17.4% (4/23451) | 1892 75313.0% (3/23
) Tdrot-, BEERE EFHLIT21.7% (5/234]) IZ5HFRH B, FONRIT, [E k., AahH
9% AHEETERTZ% , ABPERER AR 2B L O RIEN K1 CTH -T2, BB TORERERAEFZIT,
TRBRIR L DK BB TR U | &) E SHL, BRIR RIS MR AR 23 i | Z Db iZE1E Th -7z,
W, I EST-H ERER, AFORGHIEICE ST B EEFROFEIUIRD L2012, £,
FEAG AR HF IS BIE R IR a7z,

B R AR A (MR RO A, MR AL PR RIRAD) | /AL A 2 (OCHE 1 | Bl 9 i
ARFAEL, FELE, (RIR) B XA E IR W T, ARFIE 52 IR EEE D EBIIRD BN o
7o Flo, TN EIUEET 5/ EFRITZR DN >T,

AF|o4a H 530 B BLOS[E H #5130 B 223010 HERIL 7= A H 24 KA A L= FE 5 4
TORE TG FH Ve X~ 7 HiiRI IR S /e -7z,

EYENHE

AF4lE B F 54430 B O MfLiE Ve X~ 7R E CEfE=SD, M7 71f#) 13116.82+32.60pg/mL T
ST (IVILIEYTHREICR T2 B OB R) . AFIE G HZOWT HOFHERE R TH Mg/ SV X
~ 7R (M7 7MH) 1Z30pg/mLLL ETHY | FIEHE 5% ORI 5 %30 B £ETOM, 155 LA
N530pug/mLLL D IE Ve X~ 7R EAHER L QO ZEB b,



2) R AR
R G- B L OSEM R ERBRI L I L TU7auy,

(5) BE - HEARB
HATRRL

(6) R ERIE A
DEARERE (—RERABERE. BEERARERE. FRARBELERAE) . RERTERET —4N—
AAE. RERTERERABRONE
OFRE B L O S EIZ AGE (BPD) Wil 2%t G2 & U7l H Al sl A (2002428 H ~20054F10H )
B ERIE B TA500 . FRAS ERUAENE 1344361 T -T2, L EMEREA e SUEFI44061 233 )T, Bl
TERRBLERIL, 1.82% (8/440%) T -7z,
BB Z DUV T, FFRL T R EEBNIERD HALRh o T,

@ R L¥R B (CHD) WAkt G & U7 R e fili H AR AT (2005411 H ~20074£10H )
BERIEGIER T 13001, FHA BEAVEESE B 13061 T 7=, 22 MERHm T SHER 13061123V C Rl
TERPRSBLERIL, 8.46% (11/13041]) Th-o7=,

BB Z DUV T, FFL T R EEBNIERD HALh o7,

QIE R BE Y FTTH T AEGERED W Akt S b UT= e e AR A2 (2013459 H ~201549 )
ISR SE B AU X312 T o7z, LM FEAR % GEF1304 5112 35T BIVE B EI A 118.22%
(25/30444) Tro7z, 25FNHELLIZ33EDOENER OIS | B TRITCERWEIER I,
SER SRS (R Rk | RERRE e (Badas R PR) | B 2% (fsda - [B118) . BUfmSENE S 2> 7 (50
FEL) | EH e B U (HR)a : (118 | BF 2RI B () AR [B118) . B kb1 3209 (sl - g
PR | BB RE A A (R Rk | KA A fE (R J 48R | i i (BRI P | i L (R
[B116) | ke (MR R IR | SR MERTRE S (55 8 B X OV 7 o — BIE e (Hx)a : #ik)
FUET, WTNOETERIZ OV THOARA L OB EM 2R RBIN DR E RO DR T,
5 Al o SUE 1288 B2 35U VT, RS A VARG A R B U T2 E BT SBI], RSTA /L ARG L
HABEERIT0.7% (2/288%1) THY, APt H%0139.5+2.1H CEEIfEi+=SD) Th-o7e,

D) EBEBHELTERETFEDRNERIIEELIZAE -HABROME
ARG HE D& AT Al A s J OVRR 8 1 R A e S L 72,

(N Z0A
HHERL



VI. B ZEEICRITHRA

1.

2.

EEPICEEH S EEYRITILEYEE
L

KEER

(1) Ve FRARLL - E M7

AHNIRSY A /VADFT= A HE EOFUREAL AR (Site 1) 12k A R EMETE /70 —F A HURT
HD. RANIRST A VARG EHIIICEESE R AT DB B SR % B2 BT F-AAEICH ALY
A IVADEGNEZ RN AL AD RS L OWSEA 4095,

RSDAIWRENYEXR T LEDHES

RSTANAIZIF2DDY T HAT (ABLIOUB) BHY, WTFNbREME A AEELTF-AREEGTA

HEEH T 5, FlrABEOPFEMIT Y 7 XA T TOER PN NI DIZX L, G A BEOHUFEME
YT HAT R CRE R 2D, NIER 7L, RSUA/VADFT A A E O HUFEALA SIS 5 B AT F
ATHILZEY, BT AT A BOM TR L FiE 2R~

RSO A IILADEZMHE~ADRERLLE N EXT TDER

RS A/VADHAFHIEFE TlX, ETVANANGT-A HEZN LU CHiiE EORFEL 72 —ICHEEL,
UANAYEREDF T2 A BB AT U TR ORI @A L R ALIZE, XTI T VRN
W S AL, RSB AR S LD,

ZDLE RSTANALEERIHIAE DS DHE1AT > 7 1L, RS AN ADFE- A B OREEZEA LD
ZEIZEo TR ED, NIE XTI, Fle A BEOFUREMATEIICHE ST 028128 o T, ZOHELE
{bEFLET D, ZIUTED, RSUANVAOEERJHIRE Ot & 3 LOHMIRRNR A I ES L, UA/LVADOHE
LB IO IR SN D,

(2) BhE BT T D BRAUE
1) BRERBERRICKS H4ER (in vitro) 7

KIETHEONIZRSTANVADY T X AT ABILOBEE TR T BERDSTRE (V7 %A 7 A 348k, B:23
H&)ﬁ“«f XU CARBNTH ANEM 2R L7,

. KE, F—ay B OFE T AU B LD E491IERDORSY A /L A A 43 BERR 6 85 & M 2kt
utn’-*% ERRICRI LTRSS LT,
[EIN CTIEDIVTZRST ANV ABGR ST BERR D 238K (7 2 A7 A 138K, B:Okk, R 18K) - _TIcxL T
AFNIREE LT,



RS A IV RERER S BERRICXE I B/3 ) EXT T DHFEEE

E4 RRIR S BlERR S FEAIREK =4 R R ) B RR S FEA IR
AR 23 23 AYx—T 22 22
KIE] 96 96 B 15 15
TIUA 94 94 KA 12 12
YL R — 74 74 *TH 8 8
Fro—7 58 58 XUy 8 8
ALY 47 47 TATUR 6 6
AA A 45 45 INTTA 6 6
B 514 514

2) RSAIJLREH (1E5E) MHEIZE (nvivo: v k) 19

DHAREZS

Ty Ty e FWTZRST ALV A& T BERRBR I8N T AFI O fH RN & 51 L0 itk ik ORST A
VAT Y T XA T A, BEBIZH B AN ST, £72. 99% LA _EDRST A /L A RPN Zh 5

TR AFN OB EI1T2.5mg/kg THY , ZOLED MG FRIEIT17~21.3ug/mL TH-7- 1,




QFIRAIR 5

Ty Ty e FWZRST AL ARG BHRRBR I BN T, A /L ARG AT AR Smg/kg % EF RN 4%
B LTS 6 . AR Z G LI27y MZB T DIM##k 1 ORST ANV ABIIAF 2 5 LI 21T v b
10057 D1LL IS Uz, 2, 2O EEOARFN O -1 1% i (=SE) 1328.6 (£ 2.15) pg/mLT
Hot= ¥,

RSDAINWRBEEFIHFIE (T v b+ : B#BIRARE)

108
105 ®
B
#H
2
4 104
b
A
=
(PFU/Q) g3 99960l
102
| J
BSA NJEXTT
10 0.312 0.625 1:25 2.5 5.0 10.0 (mg/kg)
NYEXTTDHFREELMEBEDREE
BhE 0.312 0.625 1.25 2.5 5.0 10.0
(mg/kg) (n=7) (n=17) (n=18) (n=17) (n=15) (n=18)
S by v e
ml(f;:ji&: 2.67+0.60 5.274+0.27 10.1£0.29 28.6+t2.15 55.6+3.43 117.6+5.09
BB -5 ME + SE

Wik b Ty MU E X =70312~10.0mg/kg 7137 S 1fLiE 7 /L 73 (BSA) 10.0mg/kga & 1L E NUERIRPI R 5- LT-, %
52415 # IZRSTA /LA (RSV-Long) 10° PFU% S ZEN £ 5. UYL S, Mig U X~ 7 R EAELISAIEIC LI E LT,
Fiz G4 H BT IEARAR TV —hORSY A /L A B & plaque assaylHIZ LV HRIE LT,
PFU (plaque forming unit) : 77— FE i AT

(3) £ FASSTRBSR - FGER4RS
ATDRHRL



VI. XMENEICEI SHEE

1. MAREDH#ERS

(AE A PR

30pg/mL

(2)ERPRERBR CTHERRS NP RE
1)EEES (RN
EIWNEE [ AHIEE B CREFERR A (B RE6M) LA CHURS 28 4 A 3, 10, 15mg/kgZ H RN £
HLIZLZ A e/ X0ig L, I EIX13~20 B Thovo, £, ARH (RS i1 5
i) 3mg/kgZ i AN £ 5-UTo & & 0 M il tPi B2 1, B 5595 A #ICR RICEEL | BARE34 B o =i i

HIiER L,
<BE>

LRI 3 T3mg/kg i AN 1 IR 36 KON Smg/kg Ff IR ¢ G-I A5 O AV - SR BE Ry /3 T A—

ZZE | E N LIS OREFERLA D RN EIREA LI L7 RIZLL R O Th-o 7z,

ERNE L VEBNDBERANZE T DEYEERI/NT A —F CRIEFEIETSHAD

] P i PR R IS PR R
INTA=H 51k ik 1k ik
(3mg/kg:n=6) (15mg/kg:n=06) (3mg/kg:n=4) (15mg/kg:n=6)
Cmax
172422 — 282465 —
(pg/mL)
Timax 4.8+2.0 — 45+1.7 —
(B)
AUCo30 347.6+35.8 3,275.24+287.9 557.5+110.9 3,490.8+1,345.0
(pg- A/mL)
AUCO-w
786.0+427.8 4,713.1+513.5 906.0+195.2 4,995.7+2,042.0
(pg- A/mL)
(TE"’Z) 343+23.7 19.6+3.3 20.7+82 15.7+8.0
Crrongh 8.1+1.7 51.1%7.9 13.3+5.2 59.7-£22.4%
(ng/mL)
Crrough: $£5- 30 H D MiE HIR L (Bl X - {E +SD)

k:n=35

2) RSB AR SR IR ST A ORI E S BEREA)20
et S N VAR (T S 8 B 741« RS iz S S B & 2 20, 3mg/kg i I N 536 LTV Smg kg it
MRS EE G- LT2 &2 A T T FE OHERS I, TSI A & s i S B CIRIE R B> TR,

W LEN DA T _ATEVT A1 TFHF THL LD RRS I,

o WT ORGSO TS | F TR ST A— S RS R LS R S G [ C )
FERE T, WA D[RSV Z SR DR RGO,



BB T A REFGRANRES E LK VEREFIRNIRS L& E0ORMEERB/NS A —42

(BREERKA : JEHTREF| - EAER IR STRF])
3mg/kgffh A N 5- 15mg/kgF ik N # 5-
INT A—H T ik A TR B f A B L) S R RS R A B )
(n=12) (n=12) (n=12) (n=12)
Cirough™! 9.7+1.78 8.8+1.78 75.4+8.08 69.8+4.44*2
(pg/mL) [0.0-22.9] [0.0-17.5] [38.9-124.8] [54.0-97.1]
AUCo.30 569+56.5 511+44.1 4,240+335.1 4,390+229.2%2
(ug - h/mL) [337-980] [322-853] [2,838-6,349] [3,298-6,030]
AUCo 890+111.5 844+119.9 6,673+749.2 6,310+414.2%2
(ug - H/mL) [337-1,768] [322-1,744] [3,557-11,433] [4,977-9,138]
Crmax 32.6+235 29.6+2.84 502.5+35.89 585.032.40
(pg/mL) [20.6-47.4] [18.7-44.7] [322.8-746.2] [430.6-854.0]
Timax 3.063+0.2603 3.889+0.5944 0.161+0.0503 0.094+0.0466
(H) [1.943-5.021] [1.941-7.000] [0.001-0.500] [0.000-0.500]
Tin 19.84+3.38 20.1+3.28 20.6+2.23 18.3+1.93%2
(H) [5.4-47.5] [5.2-42.4] [11.8-37.2] [14.7-36.6]
BT = SEL TPNIX&EPH)

3% 11 Crrough; #5- 30 A B O IMIEH U X~ T W57 e i
*2:n=11
W75 A GRS 59 36 JL OVEURS W2 S S ) 2 2 V230 A 2 LI B2 EISE f N 3 5. 7= I3 BRI RN 4 5oL, iy

REZHEL,

3) REHKE GELREIUHR)

OEMRE O +EEERY
ST D HPE (FENR MR35I AT . 60 H BnAT) F2 1358 i I EE (BPD) O A, Al

ENIZE
BB IO IR (245 B A 2R A UT-FR R 3R (30 H ﬁaﬁ Bm\ 15mg/kgfih P N2[BI A8 % - WG
R S R CiE, PRI L ORIE B 5430 H B OAF| O MG TR EIZLL FOEBYTH

-7,
&ﬁﬂhl"‘]lﬂ&%&d);i’]m/ﬁ ':F':EJ'_ (EFJLu BPDIJEL: : ﬁﬁ%ﬁi@ﬁ%‘f@ﬁ“)
HEH 5% 300 B (n=31) [ug/mL] 50.5+17.5
2BH#% 5% 300 H (n=31) [pg/mL] 76.8+17.6
(A1 444 += SD)

QEMNE MEHE 10
[EPNIZ I D KO B (CHD) 28 358 4R, AR BLOWIE 245 AELAT) 25t L5
IIUFA G PR 5 BR (30 H REIRR . 15mg/kg i PRI PN472 LS IEI SIS $5 5- | VRS R MRy U Cidk, s X

UMEI A $:54%30 F H OAF O IIE PREIILU T 0L Th-oT,
R RIGELIRIE S EFHD

REHAAESZOFEHMFDRE (CHDR

wEE 5% 30H H (n=67) [pg/mL] 572+11.7

AlE H & 5% 30H B (0=67) [ug/mL] 90.2+23.7
(BfiE 3 F 5+ SD)




GEIME MAHKER"?
EWNIZBIT2RERRZ O H AR, RIS IO (245 A WL T) E72138 7 AEEREOHT AL
HIRB IO (245 HELLT) Z5b S U7 56 AR FE PR 7R (30 H [EII@ . 15mg/kgfl AN G-,
7 Ebala] | 7R AR B G- HUW 2R A T, WIEIRS L OMIE A B 54230 B H OAAF|D
SEEJ Mg R I RO LB ThH o721,
REHAAESZOFEHMEDRE
(REFAEFHOR. TV EERBEDOR | FHEGEEHER)
wE#EE%  30BH (n=28) [ug/mL] 59.0+12.9

4RIH&Z 5% 30AH (n=26) [pg/mL] 91.8+40.6
I L 1 + SD)

REFHARNZRSEOFEYMEFRE
(REFEEMHSIR. ¥ EERBORORBAMGI | RS T HEHAD)

AR 54300 B Ala] B $¢ 51430 H #
BERIERDIE, FURPEAETRRIE, 53.616.8pg/mL 82.4438.2pug/mL
F DM DOFEAAIE (n=4) (n=4)
-+ -+
5 S 69.3f910ug/mL 77.5f3i3ug/mL
(n=5) (n=4)
48.0+6.82ug/mL 64.9+30.2ug/mL
i R 14 SOCRET Cohen
(n=38) (n=7)
58.7+17.4pg/mL 117 +46.2ug/mL
BB LARE Dohe
(n=4) (n=4)
e 61.6+7.95ug/mL 107 +36.8ug/mL
S L SR P T o onem >one
(n=5) (n=5)
EHRORIERE AT 0 Rt 62.0-8.03pg/mL 122+28.2pg/mL
(0.5mg/kg/l% H LA E) (n=6) (n=5)
e 51.2+9.85ug/mL 73.7+30.2ug/mL
S IR A T o Stact U eHE
(n=11) (n=10)
) (Bl F- 54 + SD)




@ERNE DHEFER®
EPICRT MR, ROEMAE, S RPEREFSE, So RIS IE £ 72 TR iR 8 & 1
RN, FLIRB IO (24 » HELUT) 2 X5 L7 5 IHRERRRER (30 A IR,
15mg/kg AN 4~6 [R5, EIHERIA]) Tid, M54 30 B H. 4 H#& 5% 30 H
HE LU 5 EIHEE% 30 B HOARAO MG FREFIUTOLBD Tho7,

REFHARNZSEOFYMEFRE
(FERRL. KEHRFE. ERMUEEREE. ARAHEZEE(IHEHEREEH IR | T5HEEHAD

WEEE% 300 H (n=23) [pg/mL] 66.89+13.58
AR HE % 30HH (n=23) [pg/mL] 116.8232.60
SEIR# 5% 308 H (n=1) [pg/mL] 153.00

BT FEELESD [SDIXBIK 1 BIOLEITFRRET] )

REFHARNZSEOFEYMEFRE
(FERZRL. SUBEMZE. EXRMURERRE. ERAHEBEETFEHEHERBEZE D ROBAAEN -
EHREF])

FlalEe 5% 30 H H 4181H 5% 30 H H SEIR#5%30 HA
W 64.74_2 nlis;;g/mL 1311(2113;;g/mL 15(iig/lr;m
S e 60.1 “_E;i?)tg/mL 124 “_‘(ii?;g/mL -
SR B B 63.5“_;266L)Lg/mL 116i(r219:.46;;g/mL o
e T 84.2122335Lg/mL 135 i(rll7:.l4p)tg/mL .
R 65.212;i?)tg/mL 87.7izji65p)tg/mL .

BRI FHMELESD (B0

(SD IZBUEAS 1 FIOHAIFFFES) © —

PAELIP



<BBHNENT—F>

@iEs 5 I EEERS
WM 1T 2 5PE (60 H lin LA ) 7358 S B AUE (BPD) O AE R | FLIRIBS KOS IR (245 H
B LLTT) 2kt G & UT- B R BR (A5, 10, 15mg/kga-30 F b C2AR1 % A N 5% 5 ol iz pe e 1
) TUE AHN D14 {35 T EHERS I LMk 530 A H O MG T IREIILL T OB Th -
- 6)
AFNO MG PRI 547 H £ TITRRITEL  IBERECNTE R LT, #IEIE 530 H 201
i % O 1T Smg/kg £ 5T 12.5ug/mL (4.2 ~26.2ug/mL) | 10mg/kg % 5 T48.5ug/mL (28.7 ~
65.7ug/mL) | 15mg/kg# 5 C49.2pg/mL (13.5~132.0pg/mL) THY, 10~ 15mg/kg T HIERE THD
30pug/mLA EElo7z, {HRHI8IX18.1~43.8 H Th o7z,

REHANESEOTYMETREORS (RER. BPDR)O: 2

(pg/mL) 200 |
—@— 5mgkg (FHE+SE)
it ---l-- 10mgkg (F#9{E £SE)
z 150 | —&— 15mg/kg (9 {l £SE)
I3
)
e
Z
. 100 | -
7
b ]
&
50 |

B (8)

BIVERREERIC B 1+ 2 REFARNIZSEROFYMEPRE (RER. BPDIR - BRI THEIA]) ©- 20

Smg/kg 10mg/kg 15mg/kg

wEl¥e 5-1% 125+24 485+54 492+3.6

308 H [pg/mL] (n=9) (n=6) (n=39)

F2MIPE 5% 202+3.5 65.9+12.7 694143

30HH [pg/mL] (n=10) (n=4) (n=37)
(BB 1L SE 51 + SE)



QiEs S MAEEER '
24 H H Ll T O S RYE LB (CHD) 2 A 3 28 A R IR B LU IR 2 5b G & Uz ifp S i R AR
(15mg/kg Z 30 HFFRTHEF 5 [BIFF ARG, B0 HL RS RA)) T4 Mg iR (FF7 7 16) 12
FIEF5-1% 30 H B2 55.5£19.5ug/mL (n=456) | 4[5 H % 5-%% 30 A B2 90.8£35.4ug/mL Th-
72 (n=559) , 7o, ZDO>HE G IO A /S22 AR BR LT 21 T S TE B (n=139) O i,
TE PR L, A/ AR 98.0 £ 52ug/mL 735/ A732%% 41.4+33pg/mL & 58% K FL7- 22,

BNERERICE T2 REGFANBRSROFHMBEFRE (CHIR : FHEREIHTRA]) 22

wEe 5% 30H B (n=456) [ug/mL] 55.5+19.5
FamEE 5% 308 H (n=559) [pg/mL] 90.8-35.4
(AL 494 £ SD)

DA SR MEATHROFEH MERRE (CHIR  EREETHEE) 2

Lol A X247 (n=139) [pg/mL] 98.0+52 SQUIE T

Lofifi7 A 7S ANEATH (n=139) [ng/mL] 414+33 | (p=0.0001)
B 13 5F- 24 + SD)

(3)hEE

HHERL

4 BEE-HREOZE

2.
(1)

(2)

(3)

(4)

(5)

(6)

EE R L

EYERE R/ NTA—R"

R A&

BN -YYND

IR LS53R B E 3K

BN -YYND

HERERETEH

MR

DIVT IR

4.75+1.46mL/ B /kg CEI# £ SD; HEFER A ; 3mg/kgfh A N1 5-IRF 5 SRS w2 5 5 1)
N

194.6 =37.2mL/kg CEEIME £ SD; EFE R ; 3mg/kg i PPN #5¢ 5 ; RS Hz A5 T S 1))
Z 01

MR L
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F7eRIER LU TEIFEERK (7.1%) 238D BT,
PR A T IRF (SRS iz T S )
FLPE R 3 JOVRUE S FE I e (BPD) VR kb3-2 0 F i A o BIE R, Je K05 48 (CHD) RIS
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(1) EXGEIEA LA HE K

11.1 EXLEIEA
M1 2av9. THI745F—(OTBEEARD)
BEa2 0170, F7—8 i, ERT, MR, G, SRE DS TS E
WZIFEE G E2H L, =2 7Y (1:1000) DF A LD RAFHITERE DO 2 L E 21 TH 2
Lo [2.1,8.1508]
11.1.2 M/ BEEE AT
< >
1.1 KRR EIE
AENBE G X BEMBBUEZ BT 5 TR S5, BINIBWTT T 74 7% —DOREDNH D,
TR B R BEICLDHO T, BEARHTHLIENDI B E X R L LTz, ZOXH7RER AT
L7 ATl O B A1 To 28, Fio, ARG LY M/ OB & 5 332 aTREME RS S 5, Tk
HREREICBW T, BRBREMEL CEEREFINERLI-LOTHY, ZNOORENRO LN
NN R S I R YANB 1 R A LN K B N

(2)z Dt EIER
11.2 ZDHDEIEAR
0.1%L4 I 0.1% A BEEAR
FEARRRRE R | AR fGTHR R
s T, M — —
TEER 2 — MR, AR, HRIR —

Wi, FRRRREE, %, BAGEREE

BAER e s, M Jifide. MRS 5 —
fiikiz3 ENiRz 2% — —
B 95 BV S S, B —
iR 4 JHF R 2 A1 S 3 — —
FEN VERPERAL SO, . U A ol [ )
Z D gy . e WELbEE . hEH % —
< g >

1.2 TOMMDRINEH

FLPE R B L OSRE S B IERUE (BPD) O#T AL FLIR IS KO 2% G2 & U7 [E N R AR AR (DR L
TS R TIRREWER 338D b pinoT2l2) MBI DS B G L U723 AR B JOVE I
FRARER (RS R S U9 - RRE G151, 22281)) 72 HONT S8 R LR (CHD) 2 328 B R LR
FOGh R AR R L LT EN 3 AR B RERER (B W TR BLLIZBIE A T DS RRE LT,

MRV TRBEEEROBIEMPERL T2 SHEAI LU TRiL7,



SEERBE—BERF
HEMNRFARREES S VBRRAREERE—E

BOAFEMAERAR : RERSIUREXMERRE (BPD) R
(REMEFHE*I R B2 1, 50241)
EHEORARBERMNEETELVEHESNEFEER CRIBEIR T H A

AFIRE AN 2

JE 4K 1,002 500

HEEGRBFIEK 109 (10.9) 50 (10.0)
HEEGRBUE 159 81

— R 4 By 54 (5.4) 24 ( 4.8)

TN 28 (2.8) 15 ( 3.0)
YA L R R 2 (02) —

B G DEE 23 (23) 8 ( 1.6)
BERS 2 (02) —
I 2 (02) —

AEH — 1 (02)

JEIRFE — 1 (02
BeHERAL LIS D Hg, 2 (0.2) —

MNIIKEEA 1 (0.1) 1 (0.2)
AR 1 (o) —

I YRR — 1 (02

A 20 ( 2.0) 13 ( 2.6)

T 10 ( 1.0) 2 (04)

el P s 2 1 (o0.1) 4 (08)

JFFRE R A il B 11 (1.1) 6 (1.2)

g - 3 (03) 2 (04)

TR R 26 (2.6) 14 ( 2.8)

R — 1 (02)

L SInL 25 (2.5) 13 (2.6)

fEHAR 1 (o0.1) 2 (04)

I 5 R 13 (1.3) 6 (1.2)

PR K] Bl — 1 (02)
S % 1 (o0.1) —

% 3 (0.3) 1 (02)

R 3 (03) 3 (0.6)

b AGE Y 5 (0.5) 2 (04)

W P 2 (02) 1 (02)

& - RZJE T R A R 12 (1.2) 3 (0.6)
FEE LR S 2% 1 (o0.1) —

ez 1 (o0.1) 2 (04)
75 1 (0.1) —

BB 9 (0.9) 1 (02)
R AR R 1 (o.1) —
hHE 1 (o.1) —

n(FEBHE%) (HENEED



BOAFEMAERER - ARMOEE (CHD) B (Rt RGI1%K1, 28741)
RHEDRARBERMNEETE LV EHESNEEEER CRIBFIRTHEAD

AHIEE 75 ARNEE

JE 15 639 648
HEELFEBGEL 46 (7.2) 45 (6.9)
HEEREBIL 64 59
— A B R E 26 (4.1) 22 (3.4)
piipabns 1 (0.2) 1 (0.2)
FEEN 11 (1.7) 10 (1.5)
HESTERAL S 17 (2.7) 13 (2.0)
D SR 1 (0.2) 1 (0.2)
F7 ) — — 1 (02)

H 1L 1 (0.2) —
HbER 6 (0.9) 7 (1.1)
(EEGE Ny — 1 (0.2)
5K 1 (0.2) —
T 3 (0.5) 3 (0.5)
GLZES 1 (0.2) 1 (0.2)

M 1 (0.2) 2 (0.3)
Mg,/ v 3% — 1 (0.2)
E=gil — 1 (0.2)
Rt R 8 (1.3) 9 (1.4)
% H) 1 (0.2) —

Pt STy 5 (0.8) 9 (1.4)
R 2 (0.3) 1 (0.2)
RS RED 4 (0.6) 5 (0.8)
1A 3 e — 1 (0.2)
WHEE 2% — 2 (03)
B 2 (0.3) —
RS A /L X &Y — 1 (0.2)
RS 2 (0.3) 1 (0.2)
R - BT TRAR R 7 (1.1) 3 (0.5)
T2 1 (0.2) —
et 6 (0.9) 3 (0.5)

n(FEHFE%) ((ENEEED



ERNEMAERE  £XMEESE (CHD) R (K2 MEFlxt RE1£71461)
RHEORAREARNEETELVELHESNEFEEER CRIBEIETHEF)

FREER (7353 rp A HE At
HEEGRBFIEK 10 1 2 13
HEEGRER (%) 14.1 14 2.8 18.3
HEEGRBUE 34 1 3 38

HEREGOFEH BHERSORMERIRIER () R (%) ¥
N[ — 1 (1.4) — 1 (1.4)
IDARA — 1 (1.4) — 1 (1.4)
AR fi 2 1 (1.4) — — 1 (1.4)
YIS 1 (1.4) — — 1 (1.4)
B E 1 (1.4) — (14) 2 (2.8)
THI 1 (1.4) — — 1 (1.4)
A 1 (1.4) — (14) 2 (2.8)
A EREER L O G R TRERE 5 (7.0) — — 5 (7.0)
FEHRERALES  CGRLEE) 6 (8.5) — — 6 (8.5)
E Nl uReAili 1 (1.4) — — 1 (1.4)
TN 2 (2.8) — — 2 (2.8)
JRYYER L OV BE 2 (2.8) — (14) 3 (42)
KUE R 2 (2.8) — — 2 (2.8)
H 5% — — (2.8) 2 (2.8)
VITFIER/S 2 (2.8) — — 2 (2.8)
il PR AR AT 1 (1.4) — — 1 (1.4)
C- s A 1 (1.4) — — 1 (1.4)
RER 2. TERds X OHERm R 3 (4.2) — — 3 (4.2)
A 4 (5.6) — — 4 (5.6)
2P 1 (1.4) — — 1 (1.4)
s 3 (4.2) — — 3 (4.2)
Mk 1 (1.4) — — 1 (1.4)
RSB D SRE 1 (1.4) — — 1 (1.4)
& KO T ke 4 (5.6) — — 4 (5.6)
HKLBE 1 (1.4) — — 1 (1.4)
55 4 (5.6) — — 4 (5.6)
% ) FEE 1 (1.4) — — 1 (1.4)
EER 1 (1.4) — — 1 (1.4)

(H:P2EE)

) BRI ORI ORI, SOCLEE BRI NIERIEZ , PTLEATE I Z /R LT,
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BMERAETIKR CREIETSEA)

s TR E TORRDL 8 0 AR A
AR S 7 47
FHATIE £ 31 440
BIVEF % BURE Bl 5% 0 8
RIVER DR B 0 8
BIVEH OFBUERIHE (%) 0 1.82
BIVEA OfESE BIVEFH OFEBNIHBIES (250 £ (%) *2
JRYSE R X O A BUE 0 5 (1.14)
KBSk 0 2 (0.45)
GLZES 0 1 (0.23)
ERELZ 0 1 (0.23)
WA VAR S 0 1 (0.23)
MR R, TERES X OVthR R 0 3 (0.68)
FEE O RIE 0 3 (0.68)
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L7z,
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REGEABERAE : £XMOHESE (CHD) R (REMF E xR E1%0130451)
BIERAERINR CRISFZIEESTHAD

R A FKGREEE TORIL W FH R A

AT R g Y 21 26

A IE B 71 130

BII1E 0 7 BUEFIE 13 11

BIVEH O3B 29 21

BIVEH ORBUERIR (%) 18.31 8.46

EiVE R o fExE BIVER ORERIZE BRG] () R (%) #2

DR 5 1 (1.41)

IDARA 1 (1.41)

AR i 1 (1.41) 1 (0.77)
FEMRAE 0 1 (0.77)
G 1 (141) 0

H 2 (2.82) 2 (1.54)
THI 1 (141) 0
1753 0 2 (1.54)
M - 2 (2.82) 0

A HEER L O G R TRERE 5 (7.04) 0
RS ALEE 3 (4.23) 0
AW P 1 (141) 0
FEEN 2 (2.82) 0

JRYLER J OB A UE 3 (4.23) 8 (6.15)
KUE 1 (1.41) 6 (4.62)
& B e 0 1 (0.77)
ELCES 1 (1.41) 1 (0.77)
T XA LR E S 0 1 (0.77)
VIFTEDS 1 (1.41) 0
RS A JL A YL 0 1 (0.77)
7 A L ARG 0 1 (0.77)

fiff PR AR AT 1 (1.41)

C-S e 1 B 1 (1.41)

MR, BOERES X OMERRRE S 3 (4.23) 4 (3.08)
WK 3 (4.23) 1 (0.77)
2P 1 (1.41) 0
i 1 iz ik 1 (1.41) 0
2 3 (4.23) 1 (0.77)
ROl D RAE 1 (1.41) 4 (3.08)

& KO T ke 4 (5.63) 1 (0.77)
Te2 0 1 (0.77)
HLEE 1 (141) 0
& 9 FEIE 1 (141) 0
B2 2 (2.82) 0
E 43 1 (1.41) 0
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BIEAFIRIKR
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RI1E | AR
FHATIE B 304
BIVEH o FBUEBIHEC () 25 (33) 11 (13)
BIVEH OFBUERIHE (%) 8.22 3.62
_ ; RIVEH OFEERIFBUER | EEARIMEHOFER
RIETR RS W) % (%) S (5 % (%)
JEYSE RS L OV UE 14 (4.61) 8 (2.63)
IS 3 (0.99) 3 (0.99)
RS A L A &Y 3 (0.99) 2 (0.66)
AT W 2 (0.66) —
7 A b AV ROE Y 2 (0.66) —
WU fEMES 2 v 7 * 1 (0.33) 1 (0.33)
A B 2% 1 (0.33) 1 (0.33)
SRR SRR 1 (0.33) —
RUE R 1 (0.33) 1 (0.33)
RS * 1 (0.33) —
GlZES 1 (0.33) —
[ i B e ™ 1 (0.33) 1 (0.33)
MEas . MEREs X OWERRbE 6 (1.97) 2 (0.66)
FRIEDORIE 5 (1.64) 1 (0.33)
Mg B, * 1 (0.33) 1 (0.33)
B Ik 2 (0.66) —
T 2 (0.66) —
JHRATE SR BE 2 (0.66) 1 (0.33)
SR 1 (0.33) —
IR 1 (0.33) 1 (0.33)
B, MR OGP AR OB A 1 (0.33) 1 (0.33)
(BB LR —7 2 E1)
R e 1 (0.33) 1 (0.33)
S s R bR E 1 (0.33) —
B e 1 (0.33) —
P oW 1 (0.33) —
mE e R 1 (0.33) —
Rt L Ok fEE 1 (0.33) —
1K U U Mg * 1 (0.33) —
A5 B 1 (0.33) —
e L 1 (0.33) —
BB L OURESREE 1 (0.33) —
X7 v —PEERE 1 (0.33) —
ko SFTCEMEA EOEE DL TPRITTEZR2WEITER EYE MedDRA/J version 20.0



PR Akt G L UT- AN 55 AR B PR SRR (T S A« U g Bt L))
FEEW (FEMGHIRI3SIELL T, 60 A BHLLT) Z56t 82 & Uiz 1 S A1 S UhE iz i e A o o o 2 A —
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Z) 161, iR 1 ThooTz, 7o, FEHNEDRIRBERNE E TERWAFEEGILT X T6H LLINICH

L,
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20, ARG RIC T OO M Z T L7255 OB WL, BRFT &2 O TRAIIC

FIWr IO E 5L,

10. BERE
A% L7
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L AR DB R EMEIXE N TH[RBRDY AV T2 L1335 2 by,

PLEXY | KEBIORKINZ I TIE, BRI G- FEMRERORE b, KA 5k oo Sk L/ 2

ROEHET ST, ENIZEBW TS, K COHEria 24 &L C, KB BG-EMRBRITFEREL TV e,



(3)BInHEMAER
FEhE L TR
(BEF)
TERDEFE IOV TERE FE S TEB RIS T 7 a Y — 5 EHE S TIRE 72
HLOTIIRNEE X212,

(4) DA TR BR
FEhE L TR
(BEF)
B BRI IS B W T TEDMIRD BEARON T2 8N RO R ICB T D HIEN, RSTA
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