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(V.5 Q) AERIGEFERAR 0HESH)
6) MR G2 LV AT a4 ROBENENHFFTE 5,
(V.5 ()2 REMRER] OHBH)
7) EREIER - BEEREMEFEIX. RHP I 7u s a7 U BN, JRY NAG 890, SIHGEZ, &R
miE, AmEIEZL, 7 vy F=v B TR, Wt ES, s cho7-,
( VI 8. (2) Z Dt DEIVEF 15 H AIEIEH B E K ORI ) OB
8) I H1Z L 2 RIER ORBUEINIED Hhvian,
(V.5 (H2)R&MHER OESH)

BEERBX (W TEIL0#HEY]

1 H2[[E#EE,

2) T M2 AZH & U728 LWMERBSRF OGE AT 5, RIEMEIBR ORIET T MTH I EZ R,
OIL-10 RE~ T AZBWT, KIBRFBIEZMEIT 2026 BIELERKEREZ bBET L,
OIL-10 X~ 7 2B W T R AR GRFORGRMEWEMIZEITHERL AT L TRILIZE B bND,
OIL-10 KB~ 7 A O KGO K E A B HAZER(LPMCWC BT &ML T MileoY oA b A v EE

(IFN-y, TNF-a)% i3 5.,
OF XA N7 UhilET b U U A(DSS)iEFHE KK~ U A DEMREZET D,
( [VI.2. Q) BENEEMFTEHHBRBIE OHESH)

3) 2 M CTEEARFER O UE R GR v, IR RN R T X 5,

(TV.5 DO1) AR OHBH)

4) FHIFANICTEEN O FETELE WESIFT R, B3 QOL #ET 5.

(TV.5 A1) BoREERER] 0HESH)

5) HERMERIBIERBR*CB T D AT u A ROBEDENHHTE D,

* KER S NTZRhEE - VR HEHEME(A T v A RIRHUME, AT v A NMRAENE) O TE BRI RIS 2 (T 5
JE~EEICIRE D)
(Iv.5 6)BE - mERHHER OHBH)

6) HAGRRFE CORKHBRIZ I T, &k 3 » A Ok 512 X 2 FR2BHER - BRMEERE X, IR
B, R~ 732 AMAE, 1ZTY, JRTNAG 8N, EERE, REQ., &b, ELThoT,
TIR%OMAEICIBNT, ERBIER - BRRAMERE X, R, (K~ 27 x>0 LME, BHREREE,
JFHERESR . BB, 7 V7 F = LR ThHo T2,

( VI 8. (2) ZDthDEIVEF &5 H B RIE R B & OERR R AR — %) omHE

\\\}1;
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1. SiEICEY SER

(6) ZHRMMK - RKEMRICEHT LEEMMZK [(H T/ 0.5ng - Img DHEZH]
1) [Z3MERR « RIEHRICAEDFT 2 MBS (ZXFT 28068 « 2R 2 ARFFTHIO THULS L 7= sy
il Al
2)1 H 2 [E#EE,
3) T M OIEMELZ BH9 5 Z L1 L0 | RIEMAIZO fli~ =8 & ONEMA L, I ONZHifERR O 7 A - —
¥ A RO 2 8T 5
OHCsfEREE~ 7 A SEB B ME MM T T MW T, MifgicBid 2 T HIFRICER 3 5 RHE i
K OSRHMEAL 2 95,
O+ X LPS/PMA #FZAMEMGEET VICE W T, MK Fiox+ 28HIERZ R L, AFERE2K
15,
O~ v A BLM #FEHMEEET VI T, MilaOBEZ L Z s L, AFREUET 5,
( TVL.2. Q) EEZEMITHRBRIE OHESM)
4) AT aA ROFHT 52 HBICEIT 2 45301% 88.0%(22/25 )y Th - 7=,
(TV.5 (5) BFE - WEAHER OHESM)
5) MELEERERRA A . BHARML A A AT B, FEUEIR, ADL } O QOL 4842, Ml CT At A ic oW T, 1T & A
EOIEH THG-BIAHTNIC S EwEN RO bz,
(TV.5 (B) BFE - IREERIER ) OESM)
6) A7 A ROBENAIRETH D,
(TV.5 (5) B - REERIHER OESM)
7) EAREWERA - BRRMRAE R, IREREE, MhE s a7 ) U, S, SRR BRI
M B R, BREE, BEMEMAHEE, R CTh o7,
( TV 8. (2) ZDHhDENVEF & B BUFIVEHF BB &K O R R AR —% ) OHESMH)

\

4

3. HEOBFFEHHFYE
MM E R L

4. BEFERICEALTRAMNT REREE
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B
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B Y 227 f/AMETEB) & LTERR ST
%
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BB B B
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AFNE, TERERBHIC I 2 BMA E TR OB TEBIICE T 2 HEEISOIE]) TLr— 7 ZER(A
T uA FRIORGPHRAASGr, SUTEWERNC &0 IREE2256) ) TEIER ] [2IMEmR - BAEH %K
(ZEOFT D REMENMZ ) ORBEITRII N T, BEAGTBRREICL Y | AR HER SO E 2321
Tb\éO

MEBERREIZ I T DM % TR 1R [FeEH 1993411 H 15 B fRE& S : (5 HE B)H 25 5]
(B RT 2HEHSOEOME] ] [F8EH 1993411 A 15 B BEE S : (5 E B)H 26 7]
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I. A#ICEE9 5IEH

1. R5E4

(1) %
Ia s 7 778N 05mg, TRT T T H RN Img, TRTTT7H TRV Smg
7'r T 7KL 02mg, 7R 7T 7 HEKL 1mg

(2) *4
Prograf Capsules 0.5mg. Prograf Capsules lmg. Prograf Capsules Smg
Prograf Granules 0.2mg, Prograf Granules 1mg

(3) B¥DHEE
Protect of graft rejection(FEAE i HE#E S D) D TR 2> B4 L7z,

2. —ig&
(1) f14 (adik)
2y KAKF  (JAN)

(2) F4& (@%%)
Tacrolimus Hydrate (JAN), tacrolimus (INN)

(3) RT L (stem)
S INHIA] : -imus

3. BEARIFRER

OH
H
H.C HS—\
3 \O(< /
(iw
" 3
CH.
HEH | Hfmo _
| ~ >L 2 J'J\
O \“ ~7 - H
Sl A0 HOGHS . CHs
IOH H H,O
S
N
Hscfl'i-l\/ﬁ\(lj ~ | 3

4 HFKXRUSFE
45+3 1 Cy4HeoNO ; + HoO
Ay : 822.03

5. £%8 (@dk) XIEFE
(35,4R,5S,8R,9F,125,145,15R,16S,18R,19R,26aS5)-5,19-Dihydroxy-3-{(1E)-2-[(1R,3R,4R)-4-hydroxy-3-
methoxycyclohexyl]-1-methylethenyl}-14,16-dimethoxy-4,10,12,18-tetramethyl-8-(prop-2-en-1-yl)-15,19-epoxy-
5,6,8,11,12,13,14,15,16,17,18,19,24,25,26,26a-hexadecahydro-3 H-pyrido[2,1-c][1,4]oxaazacyclotricosine-
1,7,20,21(4H,23 H)-tetrone monohydrate (IUPAC)

6. EERA. fla. BE. E5%S
155 % 5 : FR900506. FK506



Il.

FRHSICEHTSER

1. MEEFEE

(M

(2)

(3)

(4)

(9)

(6)

(N

2.

AR - IR
A A ORI UTREEEOM R TH 5,

B
AL )=V TEE ) =995 28D TEITRT K INN-V A F VRNV LT I RT=F 7 — /(9512
gL KITIFEE A ETRIT R,

Wi E
AR 2 5B 720,
A (2ER). BR. BER

Bl s 130~133°C

BaiE B AR B E 2
WY SEMRHEIL 2 A7 L7,

S ERRE
1000 LA E(1-A 27 % 7 —IV//KR)

Z DD E L REE
FESEE (o) 3@ —112~—117" (BABICHFE L7-H D 0.2g, NN-2 A F LRV AT 2 K, 20mL, 100mm)

AL OEBEHTICE T HRER

A Ty e | (eI o
R PR A7 AR 30C ) £ 9EH | WFhOHA BEENTH o7,

IR | 40C. 75%RH “; = 6fH | WTROER BN TH T,

~ SRR [ 2 78 3 6 7] A CHIRE A & 70~ 7.

. %}‘h\‘ o FAT LR N St E'i@,{
o ¢ 7T Y| shpsomA e s s o .
%Eé 1@ 30C. 75%RH 3 A WTNOEHLHBEENTH -7,
B S Ty—L
o " ﬁﬁif ATV o |V FnomE bR ch o

AEEE - IR, RN A~ by FEGEE, B, Koy, R, TLC

FR Al K D B
(BB DRI ONTIE TIV. L. EAT BEIEEMED & 55K DIEBR)
(OHEAIRREIZR T B Eo R

i LV AT B RIREME D B B iRy - FBRWE V. BB VICK)., FEBwE VI, iy E vl
QEIIRBEIZ I T 5 Y

I XV AERT D AREME D B B i - FEBRE X

FAT L0 AT B RTREME D & D FERWE - FEEWMEVICK), FERY E VI

MHEBWEV O v~ —

AV OREREARE. EBE

AR 227 vl A2KY) OGERBIEICE D,
TE B

HiE T2 27a) 2Kk OEEIEICL D,




V. ®%KICE89 5B

1. #Ifg

(1

(2)

(3)

(4)

(5)

iz D X 7

TalT 7 h TN 05mg, TR ST T AT RN Img, T a T 7T Smg W TR VE
7'a 77 7R 0.2mg, T 7T 7 HERL 1mg : FERLIA

HHE DN BB VIR

ballliZ f® S - - EHE Bl — K
é&777ﬁ7?” W TeAH | e = _ 607
) K HE
5% % 93mg
j=) =
. - . £ ©
;;777ﬁ7?w i 7 L F16 h - * _ F617
T &
5% # 93mg
Ta s 77 h TN g :Ei)
smg 5 7 LA JK AR - _ 657
E HE
4% % 180mg
NTRNAVNEY : AEOBRE
VallliZ HERLD TR AW T
~7'v 7' 7 Wk 0.2mg Loy aveSil HE Ykt %9 100mg
7'v 75 7 kL 1mg TR SR =) #9 500mg

#WAla—k

Tu T 77 05mg RREL « 0 7RV RIFAE 607
Ta T 77N Img RoREAL - RV SRR 61T
T s T 7T’ Smg FoRTNL « BTV FRNE - 65T

WEID Y
MM ER e L

ZFDith
PAAOASA




V. ®KICEY HEE

2. WHIOHRL

(1) BHES GEMERD) OEERUHMA]
[EIRMIINP DTN T 20 LADLEIZOWTICEKR 134210 A 1 B HIKEURE 712 )W NS TR
LTSN OFHEIZET 2 ER LEbE] OFEMIZOWT) CFR 1443 A 13 B B 3EEHRE 170 5)
WS X RUIMFNC OV RSk Lz, WIMAIIUL T LB,

D% RN

IarSI7hTEN0Smg |1 ATEATICHRE Z7 0l AR KNYW | NEY

0.5Img(¥# 7 1Y LA L LT 0.5mg) HABEARFIY, e FrAa—RX, ¥
Tu s 77 Img 1 7 eAFICHE #7270 ) LAAKMY | v AvAe—2F ) TA R

1.02mg(# 7 m U A& L LT 1Img) TTV VY TR T A
7 sT 77N Smg 1 7L FICHRE #2780 52K | 7 RAKRKE:

S.Amg(¥# 71 ) LA L LT 5Smg) YIFo, TY YRS Y YA
7'v 77 7 kL 0.2mg 1 20lgHIicHRE #27 v Y L2 KMNY

0.204mg(%# 7 1 J 5 A L LT 0.2mg) KT, e T An—2R s
7'v 7T 7 HERL Img 1 HOSHFICHFE #7al) AAKMY | A Aie—2F MY 7L

1.2mg(# 7 u Y LA & LT Img)

(2) EMEFDRE
ARV

(3) BE
ARV

3. RTBEMBROHERRVEE
BARSAA

4. Hif
A LR



. HEICBY 51EH

. BATSRHEMED H S KM

a7 757/ 05mg + Img * Smg
BUZ LV AT DR D B 550 - B MEIX R OX 1
M L0 AT D AREVED & D i) - B E X 1
HAZ K0 AT % RTREME D & B i) - FERRE VI

7w 77 7KL 0.2mg - 1mg
B D R HORATF IR B OIMNEGRER W T B & B 2 DN BB K OX 1T 23D ARk
T5, £o, KREITAIRIIHBEINTNDHE0H, BEROICH L TUILZETH D,
BEEPIFET 208, AERITZZORMO RSP TH 7 n ) AR ZE L, FHEAREICEDET 5
e, BTN 7 a ) LA LXHTE T, omtEb s 7 nl AR EFREZZBND,

i E VI i EIX HixmE X 1
HO

H,CO  OCH; H;CO  OCH,;

KT HZERT
(F7 v AADXETOTE<—)




V. ®KICEY HEE

6. RADEEEHTICHEITHIREL

<7war/Z 775 7E/N05mg - Ilmg * Smg>
AR RIS LRAFIEHE LRAF IR AE
PTP @3+
- 25C., TV ik - W NOEH B HAENTH - 71223, HEHigmE o
RHIRAERER | Gorn | a0 | s e,
+ {2
PTP £l . .
30C, (?;f2yt patgy | VTIVOEE DI TE o s B O
PTP 413% 60%RH |, = i IR OV H 0D B A 878D B LT,
TV R mP%%
w | U 30°C, = » VPRI b BN Tl o 1728, BRI oK
(7 v adk 3 A o
i 75%RH > TNRERD BT,
1 L)
. g+ \ \
B " 5CE40°C ?i?z% 26 | WThOBEE BN ThH >, FRWEOR
i 75%RH*2) S e 2 L DR -
% D) QA 7y | LT
" 10001x PTP AE RN 50 WTENOIER RN TH - 7225, JEEWE OH
(k) v — LBk AR BT,

HEER - MRIR, BRWE. K.

B, e, &8
MOPTP w7 VI @R LIk, v/ 777 &/ Img & Smg DA THEM L7z,
MDA 7 SCTL o ARIFELIE#%, 40C - 75%RH T 1 % ARIFT 5,

Ak PRAFSRIE RAFIERE PRAEHIH IEES
L wc | BETTE Swmn | brhome bR T,
. e
i . 30°C. eyt 7 AN, .
a Vi B &% W DIE 5 -
i biTa 75%RH B e 3 A Th HLHEANTH T
a< N
" . WTNOHEB bHENTH 7203, FEOKTH
bin 10001x v —L Bk 25 | 8 e

HIEEA - MRk, BEE, WM, &8
() A AR A 0 THERI - 1 7 2 A FI D BALERAE TOZREMRBRIEIC OV TE )] (TR & NI AR 2 (R F S T F2hE

<7'u 77 7k 0.2mg - 1mg>

A (7 A0 Bl | Rl )
BRI 25C. WAL b BN C b o 1= 78 A L0 B
i/j;{j: Sk ) 5
i 60%RH TSR STy e e TSRS b
\ WO H b BN b - 778, SR E D1
L g LA “ \ v
i S0C TSR SR e oS F AR b,
v | m 25°C. Sr—t1. vmg | CTTUOTH LR T - T RO
; R 84%RH B = INAFRD BT,
" T IO b 1% RO
. - o | TROBR LRIEATE S 0, R EOS
o L MR G B DIE T AR &,
% e SIE DR 02 e F 453800 571 24 B
IV T 24 [ MBS TR AL & 7o ey ERUSNOTE B 1T
NTH o7,

HIEEHE « MRIR, G E. Koy BAK, Wittt &&

1. RBERVERERORENE

A% LR




V. ®KICEY HEE

8. thF L NEALEIL (MEILFENEIL)
MM E R L

9. Bt
ik B WHREBES 2 BN RV L W ERBRE1T 9,
HY7v 272777/ Img » 5mg
& fF AR fE 5y 100 (AR
AR : KEWIE T T 10 oRA L= 0
f A 60 IO R 75% L0 E
777N 05mg, a7 7R 0.2mg + 1mg
& Mk EEEE 357 50 [BlER
R - e Fe¥o 7 el m—20F&K 10000051 (1—20000)(2 U >4 Iz T
pH4.5 & L7zl L7z d D
fE A 60 IO 5% L0 E

10. 25 - Q%

(1) FEABELES - Q% NESEHEEE - LRIHT SR
DR L

2 ax

<Imr 7 7H7EN05Smg> 100 BT B0 7L X100, FREAIAD)
<Imr77H 7N Img> 100 BT B0 7L X110, FREAIAD)
<Im s T T7H TN Smg> 0 20 B0 T X2, FEFIAD)
<7'waJZ 7k 0.2mg> : 508
<7warZ 7k 1mg> : 508

(3) PhREE
A L

(4) RBEOME
<7war/Z7757E/N0.5mg - Ilmg * Smg>
PTP CE RV =R = )T T A, BT LI =T L
Ea— TAI=U LR ZFLUTIR—RT (LA
<7'wm 77 7K 0.2mg - lmg>
i) CTNNI=ZT ARV F LTI R— T 4 LA

1. AgR#EShLIEHE
Y LR

12. T
ARV



V. ARICEISHE

1. BhEEXRIEEHHR

O FRED g AT 33 1T D HEHE LS O PN
B, R, DBAE. MR, PR, MR

OB 31T D AR K OB Al k8 =95 O il

OFJEMENIE [ 7L 0.5mg + 1mg, FEKID 7352

OBt U v~ FEEFEHRE CORA 2725 EI2R D) [ 7 &/ 0.5mg + Img D AHi%4]

ON—TABRAT oA FRIOEEPNEAR 5. UIRIERIC L REEe845) [ 7 7/L 0.5mg + Img
DIH%H]

OHHAEME(A T v A RIEBUME, A7 1A NMRAEE) OTE B NS KRG R (P SEE~EAEICR ) [ 70
%]

OZFMER K « RIEHRICAVFT 2B MEMZ% [ 7'/ 0.5mg + Img D AHi%4]

2. HEXIIHRICHEET IR

5. REXR (I RICEET 55

< BEESIE>

5.1 HLA HE & FIRMEBE CIIAR L —@PFE L I LN &,

<EEMENE> [H 7B 05mg -« Img, FERIDHF%4]

5.2 AREZHMTHEH L7I-BHAE K OAT v A REIRIGEGNAE T U356 OF 90 & OV 2 MiE e L
TV, RO K OAT a4 REREEGNC BT 58 HORBRIT D720,

<BEEHUHITF> [H 7 &/ 0.5mg - Img DIri%4]

5.3 MEDIRIFIZBNT, FFERAT u A FMEFRIRIEA L OMOHY v~ FHKEICL DU RIGE A 1T> T
b, ERICERTL2HONRIERNEAIGAEICHKET 5 Z &,

SIW—TRB%> [H 7 &1 05mg -« Img DHi%4]

5.4 SHMEIICHRBITEIE O @ ORI L 72 BROARF O it & O M TN STy,

<BBHUXRBRE> [ 7&/10.5mg - Img DHEY]

5. 5 VRIEIEHE A S EIC, HHAME(R 7T v A RIEPE, A7 a4 RMEGH)THL Z L 2EERTHZ L,

5.6 ARANZ & DHMEFHERTIE DA MR V222 MEITHESL L TURuy,

<EBBUMKEBEX> [ 7t 5mg DHi%Y]

5. 2 1RIRIEHE 22 B0, HHRE(AT vaA FEIUE, A7 84 NMEFE)THL 2 2R THZ &,

5. 3 RHNC X DHERFRIE DA 2K OVZRMEITMEL L TR0,

(i)

< BEETHHE >

5.1 HEHSOS B OB 18 BIR O FBE ) (281 5 H AR LGB OB BFFHA V¢, HLA @A FRMB
WEEBRE O BRBAFRIIAEZITRWVE OOR R _E 7=, £7-. KETO HLA @A R B
BRI U2 B AR SR 2T, 2 R REAA R TRHRERIC A RIS - T,

<BEMBENE> [V 711 05mg - Img, FRIDH7%Y ]

5.2 27 v A RIEEPIMERIEGEAERE 255 & LEBERRBRICBWT, A7 a4 R BEER CX 72
BINI BT, ZOIEFIE TV, AT a4 RIERGHIRLREN TH 72, Fiz, Tk O
WCBWT, AT A RAIRIGEENCE T D AFIRHRSE Iz Enb, B Lz,

<BIEIY < F> [ 7 &/ 05mg - Img DAH%Y]

5.3 AFIOEET Y v~ Tk DiEINE. BAFBEE COHORA TG B ICBonNTnDZ Enb, b
X VAT 57D BRI EEE LT,

I—TREBX> [H 7 &1 05mg - Img DAHi%Y4]

54 V=T ABRKIZBNTEMHO X o 2R EIEEMEO B OB X, EEAZ B E L7258 7
Pl 240 - 7= AR MBI T b D, iz, RBISEINED @V IRIBIC BT 2 AR O A 801 &K 0%
AHICEAT AT ET VA BB LN TOVARNI LD, EELAMET S -0 H LT,

<BBMXKBX> [ 7 &1 05mg - Img DAHi%Y]

5.5 TEBMERIGR OIGRIEEHEIC KX, HHAMEOEBIERIGR S 1d, AT A REETIZHD 2356,
AT aA REFIEIIAT oA MEEEEZ 2T 2RETH L L SN TWD, ZIUTEE SV TR O H
EEEBETHVLEND DD, ik Lz,



V. ARICEY HER

5.6 # 7 v U ARADFMREAAF] L L TORKFIIATOIL TV DS, HERFEE & LU CORRRFHEIZAI T
T2, AMER OVZE2PERHEST L T W B 2 FeHEi Lz,

<EBBUXBX> [V 7t/ smg DAi%H]

5.2 {BIEMERIGR ORISR KX, HHRMEOBBEMHERIGR L3, AT a4 RIEETFICHY 2356,
AT a4 REFMEXIZAT oA NMEFEEEZ 2T 2RETHD L SN TWD, ZHUTFESWTARA| O H
HEETOHLEND L=, e L7,

5.3 47 v AADEMEANA|E L TORKRIIZITHON TV DY, HERFRE & L CORKRHE X T
T2, AEMER OVZRMERHEST L TV W B 2 eEi Lz,

3. AERUVHAE
(1) BERUVRAEDOHER
<EBEBHEOEZE>
W, B2 ARTE W #2770 U AR L LT 1 0.15mgkg % 1 H 2 FIFR D8535, iFEOHIcixs 7
7Y ARELTIE0.15mgkg % 1 H 2 [BIREOFEE L LIE R 2 ZET 5 MERFEIE 1 B 0.06mg/kg,
1 H 2 EIRRO#FE2IEHE L 3528, BRI U CEEHEET %,
<FBEDHZE>
WE. PN 7 ) AR LT 1E0.15mgkeg &2 1 H 2 B O&FS54 5, Uk, hellBEL, Ht
FPElX 1 B & 0.10mg/kg ZHEHE L3~ 2 2%, SERICIES U Cli BT 5,
<ILBHEDISE >
WE, PIHNCIE X 72U A2 L LT 1E0.03~0.15mg/kg % 1 H 2 B 0545, £72. IS5
BRBICAR OGBS 255120, @, #2780V LA L LTI E0.075~0.15mg/kg 2 1 B 2 [A]
BO®E3 5, g, ERIOSC THEEHE L, ZF LICREDSEONIZHZICIE, A I0BELTH
Bhieb B CHERFT 5,
<hBHEDIHE >
WL N2 70 Y A AL LT 1E0.05~0.15mg/kg & 1 H 2 ERAKEGT 5, Lk, ERITGT
T L., ZE LIRENSEONT-HITIE. Bal0E L AR B THER T 5,

<[EBEDIHE>
W, X 70 ) A2 L LC1H0.15mgkg 2 1 H 2 B O#ET 5, LIk, e lBELTH
Bhie/b B CHERFT 5,

<IMNGBEDISE>
WL PN 70 ) A AL LTC1E0.15mgkg & 1 H 2 BIfRRO#BET 5, LIk, HRaIllBELTAH
Bhie/ b B CHERFT 5,

<BHBEDIEE>

WL, BAE 1 BTk #2770 ) A2 & LT 11E0.06mgkg 2 1 H 2 BEAO#KEGET 5, BHAGIZIZS 27
72U LAAELT1E0.06mgkeg 2 1 A 2EFEAKELE L, L&, hx lCBET D, 72, BA6HME W
BRI BN OB G- Z BT 25611, @%, #2782V AR L LT1E0.15mgkg % 1 H 2 [BIFE A #
4%, ek, BRI C CEEREET 5,

B, AFORARERFORIITI—ELTELT, BEICIVEAZERH DO T, MPREDFHWES
O RIEFHNE ON i 9 2 DM NG O FEHE SO M O R kb8 IR O FEBLA B < T2 o IBE OIRPLUITIE
CTCIhgEZBE L, T 7 L~Ul(trough leve) DI HEE A2 S B L CERGREEZMETH 2L, 4
\CREAHRIELR & 5 W TR G- B AGE AR BN MR ERIE 21T 9 2 ENEE LV, b, L b7 7RE
28 20ng/mL Z 2 D WA REWGES . BEARRELLST R0 THEET L2 &,

<BEBEHEDEE> [H Tt/ 0.5mg - Img. BBHIDHAEZY]
WHL, RAICIEZ 70 ) A2 LT3mg a2 1 B 1 EYEBZICRAKRS TS,
<BFYIIFDEE> [H T/ 0.5mg - Img DAZH]
WE, RAZIEZ 7 ) ARE L T3mg % 1 H 1 BYBHICROKET 5, 0B, @lFI2IE 1.5mg
Z1H1EYEHEROEG GG L, FERICED 1 H 1A 3mg £ THETE %,
SIW—TRBEDIFE> [H Tt 0.5mg - Img DHELY]
WH, RAIZIEZ 78 ) AALE LTC3mga 1 H1BEAYEBRICEO®ES TS,



V. ARICEY HER

<EBBUHXBEDIGE> [(AT7ILDHZY]
WE. RAZIE, N2 7 e ) A2 L LC 1 [E0.025mg/kg % 1 H 2 [BIEIEH &KUY BHZICRAOKRS
T 5, LItk 2B, BEEMmY T 7EEE 10~15ng/mL L L, M N7 7REEZE=XY T LEND
B EEZHFET 5, BHRMGH% 2 EUBE. BAEMF T 7REZ S~10ngmL & L5 &% T 5,
<ZRMHK - RKERXICEHTIEEEMRDIEE> [(HTE/L0.5ng - Ing DHEZH]
WH . AT, A2 7 e ) A AL LC 1A 0.0375mg/kg & 1 H 2 [AIFIRHE KON BHICR D&
H425, Uk, BEMP T 7EE% S~1ong/mL & L, A N7 7REL2ET=X VY 7 LR b&kE
wmaEREiT 5,

(2) BERUVHAZEDEERE - 1R
<EEMREHE>Y
BEAGRANRE M OB R 2 BT 3 2 B2 92 U 7= AT 25 TOAHRRBR . R4 55080 K V6 78 1% o S i il o 1%
HEE B, ENERRBR(FS06-CL-0601 35k, F506-CL-0602 #XR) % 521 T E L7z,
BEAGRIAF I 12 920 U 7 AT 28 I ARERER . R 53R K OV 784 O L& IR e R s A 12 385 ) T 3mg
D1 H1E, YEBEZEIEROBZGIZE2ERAERRO LN TEY . ERAREIERT®RE ST,
[l N G AR 3 BR (F506-CL-0601 785, F506-CL-0602 FRER)D#EF. BEAGELIAE M OV oo B2 7% Y
L7 WEIEM N FERF IZB N CHO LR RMENMER S, AIMEEZ R LT 5, (15, (4)1) Qv)HHIE )
JIE] KO 15, (4)2) ©FIEFMEIE] OHESH)
*BEARK RN AR K OB 5L+ 2000 4 9 HIAAITAGE S 7z [y Y S i 1 ) i (M Bdii i % TR Iz B\ T, AT |
A FRIOEENDEARF5r. UIRIERIZ L Y REERGE) 287,

<BEg) o< F>Y

B SA vy FBRGRBRE 5 61), ATHIEE TARBRGREAE 5 62, IRBRE S 64) 2551, %% T
RGBT 75 63). L OVETMAHABRGREAE 5 RAOL, #BRE 5 RA)Z T CREZE LTz,

B THRBRGRE 5 64)1CB1F % 1.5mg XL 3mg 1 H 1 [B1Y B%KE O GIC L 5 L2erEofEt
M. 65 LA LD E g OER O &I 1.5mg/ B b % 52800 L. ZEVEICEE L2R) bIERIC
I U TR 3mg/ H F CHAE AR L 3R E LT 5, (15, (4) 1) Mvi)a) % 1155 T AR JH Bk 2Bk ).
5. () 1) Dvi)b) [&WIEE 11 AHH B EHER(ERE)] L 15, (5) 6)DFE &SR OEHSM)

<IW—TRBH%>Y

i) o~F TOREEZSEL LT 3mg © 1 B 1 BYEBEREOEEEFOWZE THERBRGURE 5
LN91), B MAHABRGAUBRE 5 LN02), K Okt aBRGRERZE = LNO1, #BRE 5 LNO3)ZI W\ TL M,
BENEDNHER ST 2 L BT E Lz,

JL—T 2R RO 7~ F ORI T L~ 7 21 L ARV TR RO 58 TR
DHEIMEDRRENTND ™, (16, @D N—TREH] KO 15 (4) @vi)L—7 A% OIEZRR)

<BBHEXKExX>Y

AT ES AR GRBRE 5 UCO03), M5 T AR GAUBR 5 UC04) L EINIZ 31T 2 AR T O L4
PAERZ2HZ 1T, BIAHRBRGURE S CL-1107, RBRE S CL-1108)2 % i €% L7,

AT A T ARERBR GRS 5 UCO03), #4155 T ARFBRGUBR 5 UC04) L DNE NI 31T 5 AR EI C D224
PEEHRN D REREIC L 2R GBEEZRTETDEEbICmMT N VRELAE =21 7 LIRS E %
THHIETRET D Z EDRMER Iz, (6. Q)8 EEMERER o 5. (1) Ovii)iEEERER ] |
[5. (4) 1) Qviil)iEErE R 1 KOt 5. (4)2) ®MEEME K] OISR

<ZHRMEHK - RERRICEHT HHE MK >

WAL - ENERRBFZE 1, BREIk CoREMET — ¥, BAGRO H B R BICB T 2 ARFOHEE S
B\ ERNFBIER & T RRE LT,

WAL - ENEEEEAFZE ik, AAFNT 1[0 0.0375mg/kg/ B % 1 B 2 [EINCH T CTRRAKG ZBBL. 0
BT b7 7R 5~20ng/mL OHiPH TEZE ORI ORI LS T &G & 2 L2 etk
B L T Zesmbic 2 B9 5 HRITERO LT, AEA TR Sz,

BREEE COT —Z OHER LY | MAFREN 20ng/mL LI E TR Sz & &, BHREREE S O
FEDMEMMA R ST D, (5. B)NBHMEM K - KFMHRIZEDFT 2 MEMEMZ ] KT 15, (5)9)
ZHRVER R - B RICEDFT 2B ) DEBH)



V. ARICEY HER

4. RERUVAEICEEST SR

1 RERUVAEICEHET 5FE

<%heeHE>
1.1 Mgt oz 7 v ) AAOL AFRMERBZ AT D720 AFIOFEG- B2+ 2B idaem T
REZNES L Z L,

[ 71 0.5mg + Img DFri%4]

1.2 7BV EERTHICY o> TE, ROBICHEETDHZ &,

1.2.1 YERL & B 7L DAY FREMEIIREE STV R, [BER.O 7 7245 Cmax LKLY
AUC EEDYEEEIZE N 118 LTV 1.08 ; 16.1.10 7]

1.2.2 7B EFEROTI a2 OPEICER L Cid, Mm@ Z2 e+ 5 2 212 & o JHFNC X 5 0%
DENIPNZ EZHERT DL, 0B, UIDHEIH D WVITHEHICHE D RIROEE BB LN 5EIZ
IE, BEDN U TERERELZRET 2 L&,

[ 7L 5mg DA% ]

1.2 72 NVEHERTHICS 72> THE, ROBICEETLHZ L,

7.2.1 YERL & B 7L DAY FERSEMEIIREES Ty, HER.OH 72 sk % Cmax KO
AUC DO SEHEITZE 230 1.18 TN 1.08 ;5 16.1.6 =[]

1.2.2 17N EFEROU) 2 OOFFICER L Cid, M ZHE+ 5 2 &2 & v fENC K 5 Wi
DEBMNIRNWZ EE2fERTHLIE, BB, UIV#ZH D WIIHFRICEE D RINDOZEE A 5 ILT-85A1C
IE, BN U CEREELZRET 2 &,

[FERLD H3%24 ]

1.2 fEki 2 510472 » T, ROBICEBETDHZ L,

7.2.1 YERL & 7L OAEYFERSEEIIREES TV, HER.O S 72 ick+ % Cmax KO
AUC DO FEEEIZZE NI 118 LTV 1.08 ; 16.1.6 B ]

1.2.2 oI, FHIE LT, BT BALDIRABTELRWEE, HDWIERE L 0.5mg 1 7LV E
BLUTFTORGEHGNVERGEAE LT HZ &,

1.2.3 7N EEROT) a2 OO L Cid, Mg 2 RE+ 5 2 &2 & ®ANC X 5%y
DOEBNINZ L 2RI L, B, VIV H WIS RINOEEB N A LN T-HEIC
I, BENS U CTREEEZFEITL 2 L,

1.3 BV ENE T DB A ICEEENBD SN TWDH DT, M EEdR L EHE 12 HEi%)% T

& 5721 20ng/mL LLFICHERFT2 2 &, [11.1.1 ]

1. 4 O REIHIF E OPFHIC LD | BEOREMHIORTREER S S, FFiC, BERBMHICB N T 3 Ald
BHUNMT 4 Fl O IR 2 A R T 2R MEIEIE 21T 2 HA I, AFI ORI 582K <
HETHZENARERG G L & DN, BHAEE ORELR OO S a thofaEimslF ofEE - &5 &
LEEBLCGRETT S Z L,
<HF#iE. EBHBERVEEHEHE>

1.5 HRBORFEE BN T, KBSNT-ARBICHEANMEAEZEBE LR EN SN TVWEDT, H5&
REOBICEET D2 L, [16.1.1, 16.1.2, 16.1.4, 17.2.1, 1722, 17.2.6 Z]
< BREBHE >

1.6 7 L7 F = AEREERTD 25%LL E B UI28A121%, ARAID 25% L E O SUIRERE O Y) 72
WiEAEZETLHZ L, [11.1.1 ]

7.7 1 P E MR A IS A E IR R BTV D O T, B 615 05 2738 W 12 13 i i
JE& TE 5720 10~20ng/mL &5 &,
<EBEMENED> [V 7B/ 05mg - Img, FEROIG%EY]

1.8 FIEROFB AR =6, HEBE3 B AMIZ 1 HIC 1EL, DBRITEMCE L F %5 12 %
OMPEEZRIE L, BEBZHGTHENLEE LV, £, AFNCL Y +oRDENESNZS
B, TOREDPHERCTELIHEETTHET DI ENEE LV,
<EEY 9T F> [H 7 &1 05mg - Img DAi%Y4]

1.9 Bl X, BEFRMBAEZETI A 1Smg b & LTLEet2ER L LT, PIRA+o6licit,
1 H3mg lIZHETH2ZENEE LV, o, HETILAICE, BWEHORBEZL D, BLERE
H1R2BgoMPERELZNTE L, REBZHG T2 E0EE LY, [9.8 2]




V. ARICEY HER

7

7

7

7

~N NN

7

7

7

~N

7
7
7

SI—TRABX> [H 7 &1 05mg -« Img DA%

N0 BWER OB 2B <Tod, #5046 3 AL 1 22 1A, DARITESIC I K255 12 FFHE
BOMPREZREL., HEZBLRET L ENEE LY, E7o, KHZ 2 0 AL EAHHRE L T,
RERAREDERBIRIT ALK OREFHIET L THRN D b o nGaIcid, &5 2H1Ed 50
DIRFHEICEE T L2 ENEE LY, —F, AFNTE D 0 RERDELNTIHBEITIE. ZOZRN
MERFCEOMBETRET LI ZENEELLY,

<BBMXKBX> [I7E/105mg - Img DAHi%EY]

VRN ENCI T N T 7IREAZNE LIRS EEZHE T 5720, ABRXIZZFICHELZEHO T
TERETDHZENEE LU,

2 FRHL 1 BB oREEDO ERE 03mgke & L. FRHIRORICERE L TCHEZHRETHZ &,
[17.1.12 /]

2.1 AR EMNS 2 AMET

- FIEIEE 5% 12 B RO 24 B o1 b5 ZiREIc RS % 1 B R OAERS© EiET 5,

1 EHOHERAEGR D72 LD 2 AL EREZICHE Sz 2 Solif N7 7REICEKSX 2 FH
O &R = EhET 5,

<2 [ HOHERE NS 1.5 AU ERBZICHE SN 1 Aofd b7 7REICESE 2 @G [ H)
O HEHREZ ET 5,

J12.2 258LU%

- B G-BAAA 2 WG | B)o H &R O 1 WERER LT N7 7REARE U, HERE % 5
T 5, £, BB 4EURIT 4 EMIC 1 BZ2BZE L, EFNCHF ST 7REEZIET S Z
EMNEFE LV,

123 HEFREIC &7z > TIREREO B F LR BE /RN G)RFR T b7 7IREA V25,

A3 DT RNAEI DI E R, 0.5mg A HDEGEBEERETDH I L,

142 BRPEES L CHBREROUEENED N2 WGEAE, 52 H1ET5Z &,

5@, 3 AEFTORELETSHI L,

<EBEBEUXEx> [V 7t/1L Smg DARi%Y]

8 TREMIMNIAERENC i b T T RE A E LIRS REA ST 5720, ABRXIZENICHECTZEEO T
THREGTDZENEF LU,

9 JFEHL 1 BB 05RO ERE 03mgkg & L. FRHCKROMICERE L THEZRETHZ L,
[17.1.8 ]

91 HEEENS 2BMET

- MR G4 12 REfE KON 24 IR o afnf b 7 7RSS & 1 B H O H & 2 Eid 5,

-1 B HOHERGIH% D72 &b 2 B EREZICHE S 2 Sofd N7 7REICES X 2 H
DR ERE = ET 5,

<2 [ HOHEMEH NS 1.5 HU EREZICHE S 1 SoMmd 7 7REICE-S& 2 BIFG RIH)
DR EME A ET 2,

9.2 2;:BLIRE

- B H-BhAt: 2 HIRFQG B H)O HEF#E2 5 1V EMRERZ IS N7 7REAZRE L, HEME %2 Ei
T 5, Fio, HGHE4EDRRT 4B EEZBRZE L, EFRCOE T 7REZHET S 2
ENREFE LV,

9. 3 FIEFHENC & 72 o TITIRIERF O B FRM(E B RG22 NERHR )R FE T b7 7REZ W5,

N0 B T RNAAOIE AV, 0.5mg A AHDOEEREEZIETHZ L,

2 MRS L THERRER O ENRD DR WEAIE, 52 FIETH2 L,

23@% . 3 AEFToO®RELTH L,

<BHRMEHL - RKEFHRIZEHT IHMEMMEXS [ 7/ 0.5mg - Img DFHi%4]

A6 1 EHY OEGEO ER%Z 03mgkg & L, fd b7 7REICESEHREEEZHME T2 L,

NI B TR OIE A, 0.5mg AAHAOEEREEZIETHZ L,

A8 B EBHMAFHIIRAIE LTAT A FRIZFHT D &, £/, IERDLZE LRITITAT a1 KA
DOWiEEZEETHZ L, [17.1.13 2]




V. ARICEY HER

()

<%hEeHE>

1.1 o2 7 a ) AADZ  XARMERE /3040 L, SEMIRE 42 JE L CHEEZ RS T D BICIE4am
FIREZHANTWNWAZ NG, ZOFEHD TiedE L,

7. 2 WERIIZ A 7 L & AR R SRRGEE S LTV R W=D 1 7 L TR R O E s L LT,
A RIZEESRGES T2 & FANE LTHEMAT 255, Ao v #2255 W30 IS
LCMHREZERT D EHE L, 612, s OBIZHWAOT Y #x & 2\ WIE0FHRFICI
PR AR 5 B a2l o LI, [ERWEhRE | OBEICHAIR SO M P RE T A — 2 Z# L,
FERRBIRE IR E A L7z,

7.3 BRBAE COBFEERIH T, FKEETZ 20ng/mL B2 M TEENEZLBO SN, TDH, B
BESAE CIIREEDOE(ZPI T, 7 LT F= U MEIC L DB G EOED 5 WIFMAREO B L2 R LTz,
7B, MRS X F &G 12 BiE%) 2 T 5721 20ng/mL DL FIZHERFT 25 Z L2 >0 T, B
TR, MOERIZBWTHAHREREB 2, HBOFEEFHEE L CRldl L,

1.4 RENZ X DRI, MOGZEMEIFIAOEH S5 TREMEN S 5 720, PRI 28 o5z i
izt 2EEEAME LT, £, ZAIRERIEEZ FERT 25581003, — ISR HEMEE 502
ARG EEZ IR RET D Z ENARBRIGEN & DM, JMGRE ORELOHIEA ZZE L7220
LT AMERN S D Z D, EEHFELE L CRE L,

<iFHtE. EBHERUVBHESIE>

1.5 THRAE, BB, BB [CoWTEm L2 TREOFEBREMIT LI A, FHEETT
AR HEICHEANMEHER RS SN AR AL N2 EbRLE LT,

< BHEfEHE >

7.6 B EBAE COBFEERIH T, FKEETZ 20ng/mL B2 HIMHTEENSELBO SN, TD=H, B
BB CIIBEEOBE(LZ ST, 7 VT F= MBI K ARG EOWED 2 WITKRIEO B L E /R LT,

7.7 KK O s & B - ZEMOBBRERT L& Z A, gradell L EOAME GVHD BELFIITV 1
HHFBRFOMP N7 7IREN 10ng/mL LA FTH Y | —F, BEERBLLNIFEBATC ¥ DS 20ng/mL
ERBZDIEGN LS RBOLNTZ, LD EnD, B &E EW ORI O m P EET 10~
20ng/mL % BIE LT 22 LENlELTHD EEZ LN,

<BEMENED> [V 711 05mg - Img, FRIDH%Y ]

1.8 BAEsEIk TlE, AAORWEHR BB IZ PR EEKFEEN A LN TR Y | BIEMHEEICB VT
RO B B IIIZ TE 2720 MR EZRE L, mHRENSWVESICIIR S B2 L, BIME
HORBLZMHITHLEND D, 72F5, BEAEMHEIE ClIf P REICET 2 EmN 0T, BhEHE
WAL FREICET 2EHRE 2SO RRET D120, BREERICA LY CHIERFIXER L2 #
H 12 R & LTz,

Fio, RRNOEGIZ X0 Efif7e E O RER G LN HEICIE, RAICEEEZRAD Z LNtk
EEFE LW,

<BHEIU O F> [H 7B/ 05mg - Img DAH%Y]

1.9 iV v~FO@mmEICB T A HELROHEIT MNsmg 2 1 B 1 Y BHEREOKRSSEE L, JER
WCEV 1 H1E3mg ETHEETES] THAHZ D, FEIMHEHERRICBSIT2HELOCHEEZSE
(2. 3mg ~DHED=ODOHEZE R LT,

SIW—TRBX> [H 7 &1 05mg -« Img DA%

1.10 V— 7 2B R OERARFBRIZ IV T MR & AN IZARE R ARBE 2303, AHFELRELS O [
HFRENLT LLEWEESZARWERENELNTWD, £/, 1E3mg, 1 H 1 BOEHFEGICE-
T, EBWIMMHEENERGT 5 Z 320V EB X NN, V—TABERKITETE>EEOREE & 5
BEEETHY, KFNEIGEENDZ L BEBETL L, M2 IVEZ b0 L L, EHICiH
BEZHETEZENEE LY, £AFEZEREFEGTEZERRVE D, B L L-5HA12X
BHEAZFIETDZNERD S, RBHEIHRBRICB ORGSR 1 5 H@ @)U TARIREN 7 7 2 REHC
KLU THEBEREEEL TR LTS Z & FHEERRBRICE T 2 E\dh 6] ciX, &58RA%MR 2 » AL
ISR U R ISR R R O R R TR RN b oz LTHIEERTWAZ & L0,
2 n AL RS LIES) CTh o e G B ITITHRIET 2200 MLOTEFRIEICER T H5Z EREE LW E LT,
E BT, AR OEN 055N THEIER —HEEZEBR LR G T 20 TiER . “eoBlan
LIRETHZENEE LU,



V. ARICEY HER

<BBHUXKBE> [ 7&/1L05mg - Img DHFEY]

1. 11 AN X 0 B TRETBIBMERIGR OIRRZAT O T2 DX ARFMENC i b T 7RIS Uz MR
IR GBS ANE LT H 2 LD, IBFEMINIABR S UIZCE L FEAEE LW E AR LT,
7.12 TERIREAE ) OO HERETEICI - TRIFEEZIT O BRIC, FRCiPREE =41 > 7 K OH &R
DOFERERFH, WNCBREFEREETHH Z b, FEALZ BENICEE L, AFO 1 HHZY O
BHED ERIT 03mgkg & LTWAHM, BRBS CIX, RICEEMHIREICREEST DL ENEELEOD
EZFCHESE WIEERERC 1 B2 03mgkg BOHENKRG SNDEBENH 5, Tk OREAEIC
BWT, HIEEEREEED 1| BH720 OG8N 0.3mg/kg BOIEFNIZB W T, BRI K E Z2RBEIX W
EEZONT, ZO), TREOREICLDEAEEZEE X, AFO 1 BHY OBRGED ERIZ

DONWTOFHEAE TR EZE L,

T 13 EEMERGROEICEAT DO T EALBDORTHDHT1-0.05mg ZAOHEREI &b b,
TOEERHEH LT,

T A4S RIGRIZE D TARFIOIRF RN HZ LD E TOMMI 2 HEUN &R ZOMBBNICh R
FBLOIREDTRD BV VWER] TIIMkFi I 512 L > TH H R ENED R WAlREE R H 5, T D120,
BWERORBZZET H L, 2 HEEE L THEREROUENRD LR WIEAIX, RAIOE L %21
IEL., OB RBRICHVIZ ZONREE LN &b, TOEETH L,

115 KHN O EAZ L - TEBMERIGR DR EMICE Y | HERRE~OY) D # 2 S ATRE & 722 5 BTk
HO®BERGIVBIZE3I P ATHLZZ D, REWRIOBZEER T T,

<BBEUKRBX> [H 7 &/ 5mg DA%

1.8 AHNZ L 0 AR CLAEIRIEENERGR DIRF AT 5 72O, 1GEICm b7 7REIZS U7z HR
IR ERESANE LT L2 LD, BEIIIIABR I ZIVCE U EFENEE LW E AR LT,
7.9 TERIRAKAE ) OO HE&FE FIEICH - THREEIT 5 BRI, FFICmPREE =42V > 7 KO &
DOFERERFH, WNCBRFEFENEETHH Z 0 b, FEAEZ BEMICEE L, AFO 1 HHZY O
BeHEO ERIT 03mgkg & LTWAHA, BRBS CIX, RN HEMHIREICREST S Z ENEELEOD
EZFHSE WIEEEGENC 1 HH720 03mgkg BOHBENEG SN HE1H 5, Ttk OFHEIC
BWT, FIEEERERED 1 BH720 OFGEMN 0.3mg/kg BOEFIZBWTH ., BAKAIZKE Z2MBEIX W
EEZ BN, ZO), MEZEOREIZLS2EAEREZEE X, AFDO 1 BH7Z0 0HED ERIC

DWCTOFEHAE [RAl) AR L,

T 10 BB RGROEICETT D500 7T BLVEORTHDH7120.05mg A AOHEREI &b 2 b,
FTOEERLH LT,

1. 1 EBEMERBRICB O CARAIOIRFI RN A LD TOMMIT 2 BEUNE R <, Z oIz E
FHDIKFEDFTRD BN VEF TIIER G2 L > TH O RWENLED R WAEEEN D 5, TD2D,
BEWERORBZZEST 5 L. 2 HEEE L THEREROUENRD WG, RAIOE L %
L., oY RERICOIVEZ ZONRLEE LW LD, TOERTH LI,

112 KFNOF 52 X » THEEMERIGR DGR EARICE Y | HERPRIE~OY) D #2230 6E & 72 5 BRI AR
AOREREBLIVBEZE3I P ATHLIZ NG, HEWMIOBLZERIT T,

<EBHMUMmKX - REHRICEHT IEEEMX> [F 711 0.5mg + Img DHi%H]

7.16 THE - FAEICEETAER] 1.3 ICb# L TWA B0, AAIIBHER TOF —ZE/MN S,
20ng/mL LA LoD iR AR 9~ 5 & BRI E S ORIER OB EINT 2 2 L B35 D b T
HZE00, BWERAORBZLESZ E2BME LT, 1 B 058D ER% 03mgke &Fi# LT
W5, . AANC L 2ER TLERIBIRZITHO 2OIIE, £fLh F 7 7BE COMENEE L D7
W, RERBHZICHE Sz 7 7REICESE REERfE T L L L,

117 23R« FRIEBHRICEHT 2 BE M2 OG89 5 DX 0.5mg & Img D B 7 )LH| D Ix
THO., 0.5SmgAADOHERE LD D, TOEELH LI,

1.18 ZHMEM 2% « BUBTHRIZADET D MBI BT 2t G & U788 T/IARRBR T, AHI# 5B hsE
L0 2TFaA FEIRJFH SN TR, EROLEICHEN, AT a4 FHENRE SN DBEmNA LT
7o, TOEERLEH LT,



V. ARICEY HER

5. ERPRRK#E
(1) BERT—21\vH5—
1) FFRHEICE T 2 ERRIEO I
ERIREAR—E

. . oy N 5. B(mg/kg/H)
(Z S 1 s BR[X 7y T = e a1
Rescue 7D =
HA Primary TA%ED 0.10 0.30 K414 8
% 1T AP O RE AR SRR (rescue) 0.15 0.30 ~7 %A
KIE VI G R 3B (primary) 0.15 0.30 14~60 H
SEEE .
(BHELRD V7 u AR Y & OEGER (primary) 0.10 0.30 ﬁifﬁg?
DY 7 xR Y AEEGRN L, BHEAOZOICY 7 0 AR Y v sk 5 IR 722 BE T oBR
BB HICZ 7 8 U AR E Y L3RR
) D= S WV
2) BERERBIEICH 1T B IEHERIC R UF4E >t 18 £ 9w D
@ BiERXEER (GVHD) FEH%E
ERERIER—E
. . ; . . R A e
ﬁ ) 5y E Ly E 1 " £ o
HRERX ) HER O FES AL OHE AN
W&
U - B 1 [H 0.05mg/kg & 4 RFRALLE, 1 A 2[H
AT IR EEMH S0 1] 0.15mgkg, 1 F 2 il 100 H R
FEARRGEIC X 0 5B
W&
PP = FRvE 1\ 0.05mg/kg % 4 FEELLE, 1 A 2[H
BRI | FER 0 ¢ 10 0.15mgkg, 1 A 2 [a] 100 F
B PR RGE K OV b T 7 IREEIC & 0 B
W& 100 F 1
HEAE2 AL VL ¢ 1[0 0.05mg/kg & 24 R AL B A
S IR HFEM &M : 1 (A 0.075mg/kg, 1 H 2 o o f
E b %%ﬁﬁ:émw%97%&&@@%7v7%:yﬁmiw 381 H Y
7 LI 5E 677 0
530
EWgs | ek BRI OVt | 5 7 I PIC k0 IR R 22?;‘%
e 1453 A/
Zral) AAORMBEEOFRIZr»DOLT, #7710 AR
B AR A — DB S VT B TLAH & OV LA LR s B O B i % 100 H o 34ER
B NERET R G B oV TS

@ BiEEAXMBEEHR (GVHD) AEE
FRPREHER—E&

5 B b S REAT I M)
2Pk GVHD ¥ : 0.10mg/kg/ B (47 2) 243 H
&4 GVHD O 0.30mg/ke/ H (47 2) 48.0 H




V. A

RICEY SEE

3) BRHEIZH T HIEMRISDHNF

4)

9)

FRRAEBR—&

MBI | Mmoo R B FEA
JJ BV H *ﬁiﬁﬁ'z) I=EN A a1l
g oy FiE ¢ 181 0.075mg/kg/4h 1 H 2 [A]
A% 48 =T i &0 118 0.15mg/kg 1 B 2 18] 300
%5 AR —RIGHH 35 H
s o #E : 0.10mg/kg/24h 14
LS ERTE 1) Yy
SHBRR IR RRO 1 0.15mg/kg 1 B 2 MR | (FTAEZRIR D)
Rk IR 3nH
EAEE -
. I SR
e Ezgfg—;% S = & A R B 326461 5 1
TP (4~44 5 1)
% Dhistorical control & @ kL
TE 2)itE DTS
—YKIRHE : RS TR O 7 BT L 0 & 5\ 3% 7= 1 b
A HITERE « RS 8 2 W IXBIVER S 00 1= O BEAESRIC X 2 Rk IR N R 72 R T b
IDFEHE. FHFEHE. FERMER /NETEHEICE (T HIEH &G DN
Y L7
BIEMHENE
ERIREAR—E
KR . xh g e
SUBRIR 4 RER DR AL HER OH & 510
- AT mA FEGUE 3mg/H 1 H 1[4 16 A H
ﬁ%’ll/*ﬁ F—7 Moppsibe 4 B R EAE G I ER | S REBR DS (T | [ISEsm
# 19 AT, LR Smg/H) 4 ]
AT A REHiE
. 3mg/H 18 11E B 88 3 ]
i o 4 By A FEE 7 2 ) AR
RRES oy | MIRRIRRSRRIERIIER | o o g r g Gl | o8 AP
(ki) F (T T AERRBR 2 B D fkft T, LR Sme/H) 201
)12 Bl ) £ ’
P S Y R <t B
FS06-CL-0601 | Z;Z;; AT mA RIFHRHTIE - M AR/ 3;1;/; 1,; S&i E 28 R
. —Hae ; A A o M i [F
FEIIAH BER L FE AR B A7 1 0 RE AR 80 151 R
s _ . . 3mg/A 1 A 1A .
F506-CL-0602 2 HEHTME - % 28 3
B i ;ﬁ;@;nggg . fﬁ?%ﬁ%% o RERR R FOEE w:%ﬁfmﬁj
(A — 7" R ’ mAER, LR 3mg/H) B
AT aA RIEEPLE - AR fERR/
FERGERESE A 1 ) i AR (5 IFE
F506-CL-0603 IEMR 77 bR R T EHE MR | 3mg/H 1 A 1HE 28 i [
EAIIEE FExt IR RERD S ORBATH) A EHBRZEORGGEETH | (FIRBRE 50
Mot G- (=7 R | AT mA NP R E | BT, R 3mgH) | & 56 @)
iE 7 i AR (BB ILAH FE B M9
st EERER D & OBATENEE 73 5




V. ARICEY HER

6) BRI U< F

FRRAEBR—&

. ¥ R D x5 . .
L E IN 3 N =N 3
AR &5 | S 5-) SRR O B3N
A 2 [EIRIREE( (|
=14 BAEH Y O~ F Smg — 7mg — 9mg i
/\"43\ . 61 FEEH MIREE G 11 ], EEHESG 18 | #9), U 1 B 1 [ | 12~24 B
7 il H#5-(1 [8] 3mg—4mg
—5mg i)
i FEHR
i . B Y O~ 1.5mg X% 3mg % 1 .
| EES MR 24l . . 16 JEH
o . P 1.5mg #f 34 . 3mg BE36 651 | B 1 [mE5
o, - MEIY v~T 1.5mg X% 3mg % 1|
g | MREES: BB g B 19 1. 3me BE26 1 | B 1 FUEY Bl 2
DMARD ZhFA+5r OFEmiling
. B U v~ e
B R “HEEWM e e 7ZER, 1.5mg XX .
- 63 \ | TT R T4 16 A fH]
trig iR THE ] e 1 5mg Rt 68 B 3mg % 1 H 1 [E[#&5
3mg #f 70 5]
Ny . - IR 15mg 2 1 H 1
24 = Y I </ — 7 N VAN B
o iiﬁiﬁé‘jﬁ% 67 ;’i;ﬁ ?%A?;ff‘ﬁ;it%@#mﬁ% BT DI 3me(1 1 | ek 88 3
;E‘g MR TIC RN ESNEN 1 E&E—)ifiﬁiﬁf
DMARD #hRAR+45 O EifinE
I i} .
o | EHERS | o4 | R | BGY DT 155‘1“%;‘; me & 11
1.5mg F¥ 43 #il. 3mg ¥ 31
DMARD % 3RA+50 O &l
e B )~ 6 05 T 5
Efﬁiggﬁ& 65 | FEt |27 B TR B Gmg % | AL 88 R
A (BT 5 1L.Smg BE 1S 61, | ©)% 1 A 1 [E#E
3mg B 12 fi)
AL DI
Ty ey S ?;Ek“‘“;“f;fﬁfﬁmﬁﬁﬁ% A 3mg % 1 B 1A,
Lokt | RAOL | DU | R SUE Y S0mg & 1 | 28
" RERALLER | 3mg B 103 41 H 3 [
VY EVRE 101 4
PR 1% IFER DMARD R4y DIEE s .
5 A fH
o | weatm | % | em | mEy o~ ns g 3me & L H LIS ) Sk 76 0
m VIR 15mg 2 1 A 1
N JEM | DMARD SRS OfME | F#E, 6 BHRUE |
FIRERER | RAOZ ) | iy v~ 57 6 Smg(1 1 ElEE) £ | 2500
]
. - o . M“IH ET i ) /(\:
ARARRE | | FER | DMARD AR HOERH iﬂ%ag(iﬁjﬁg o e
kAR JextfE | B v~ 39 IR omE g
1 B 1[EES
e B 58 AR 5Bk 1% ik
EIAR —IRiee kR RAGS IFEHR DMARD ZRAR+0 0B Y | Hi 5 BR& THRH | A8 F To
() FEXHHR 7~ F 93 i BCGmg % 1 A 1| HH
[F] 5% 55




V. ARICEY HER

7 IW—TRAE%

FRRAEBR—&

ARBR Xy HBR O TR o ¥ SEBIER FER O R e 511
O N T A G (AT A e | LM 1R YA \
(LN91) FExt R ITIRR N 72 B « 21 4 ROBG 1 R Smg & LR 28
28 ) V3 EAHE R
Gl No— T ARG (G B AR | K
N P TIERKE | D, AT A RTIEIERKEE | 1[0 3mg, 1 H 1Y E%
B (LNO2) “HEEW e D) O &5 28 A ]
b PREBRHR 28 4], TR 35| L
7 7R
Ll
& 76 W
UM | R B IRERES Moz | L7 ome L TEIVRE ) LB IS
(LNOT) It %13 4 ﬁi\ﬂ&’%’ﬂ“l‘ H Smg % LR | B2 (28 #)%
V2 EE e ThkE
ﬁ 104 8]
ML 24
| mmm | rEm B (04 HE )0 | L 3me TH ITETREG
B (LNO1) H 5t R MEF < 461 FEIECS 1 H Smg & LR | RGBS
‘ V2 B R
e - P . 18 3mg, 1 B 1[E45 &%
f”liffozﬁ) ji;ﬁ ?}I:E;;Efﬁ(zg BOEME | s | B 3mg % LR | AR ET
VO B R
T BRI PR SR
8) BEEMKER
ERRABR—E
wwsy | BZ@%;E SRR e &;ﬁﬁ%fgﬁ & 50
A1 . izimﬁgﬁ BB 581 [ 0.025mg/ke
55 AR . _ . 1 B2 [EREOEE 4 R
(UC03) Gt A7 M HAZ 798 ; 10~15ng/mL : 10 {5
PP S E ~ HUE - ’
. B T fﬁ)JlEH&“ﬁ’:tg : 1[0 0.025mg/kg
e s R B e T B ang \
N T R N E AN 73 5 10~15ng/mL : 21 ) 2 [
E 7w R | AT o e '
g | (UC0H A~ T H*TW(%;E% ; 5~10ng/mL : 22 4
I %R 120 F
TEEN ORI | W G5 : 18] 0.025mg/kg
WA | “EEREME | A7 e FEHESUE | 1B 2 BRRAOES > S
(CL-1107) | Hl:7 S8R | 25 v A FikfptE HAZ N7 73 EE 5 10~15ng/mL : 32 {3
R SEE ~ EE 7SI &R ;30 4
TEEN ORI | #IEI# G5 : 16 0.025mg/ke
54 2T a4 FEHFEET |1 H 2 ERAO#S
£ AT aA NG HAZ 779 B ; 10~15ng/mL
12 | ZEIMH s HIE Fe 544 2 BLIREIX 5~ 10ng/mL : 11 f] e 12 R
# | (CL-1108) FERTHE WIE& 5 ¢ 1A 0.025mg/kg
= BMAEEYO 75+ |18 2EKRO%E
B RO B BN 734 5 10~15ng/mL
Be5.4% 2 W LAKRIE 5~ 10ng/mL : 21 i




V. i

AT 5IEHE
- 1 H 2 B A#S
%ﬁm FER RITH 25 AR (S 800) & 6] | BEENT 73 ; 5~10ng/mL 200643 F E
UC03) FERTHE C (7272 LFFAREIT ISng/mL & CHIE | Ciikenl
4 wl) 1 10
g | BN FEb | e e | LT 2 EERE 20064F3 A %
— AR . . HAEN7IREE 5 5~15ng/mL e
E Hesxt r o 20 kst vl
B (UC04) FRARE A4 1T 5~10ng/mL : 61 4
E 10 A
5 A FER - _ . 1 A2 ERROES (% W AR (&
(CL-1107) FEXTHR BRI & L HHE 73 5 5~10ng/mL : 21 7 WMz&D T
e 12 )

9) SRMMmE - RKEMRICEHT DEE MM %

(2)

(3)

FRRAEBR—&

ABRIX 7y B Ol x5 513K MEL U E el

A5 T/ITAH % ik N e 1 H 2 [\l A 5 .
ZAa A E’f‘ A
crinsgy | s | o0 g 0 smee s 52
= FAZ b T 7#RE : 5~10ng/mL
B PR 2 IR 5 BR
%R L

AERIGERERAR

1) FFBIEIC & 1T HEER GO

D KB ETORKRER 7

FRIFE TORRKRB(1990~1991 F)NZ BT, EN TEEH ST % 5210 72 BF O —IRIBE 16
KORG8 BlOEE 24 BllC, 7'v /T 7RO E L LT 0.03~0.05mg/kg % 12 IEfE] Z & 12
4~12 BEREINT CETEEEL, WIRAREE 22U 7 v 7T 7 h 7 owifiE s LC 1 ([ 0.15mg/kg %
1 H 2 FIORAOFGIZE Y #ix 72,

AFERFOEER: 63 HBERBAEGTERIT65.6% ThH 7=, EFEHITIEWTN L BHEATFITAEE L T,
RS AT v A RIEEZE © HEHLJSIE 4 §1(16.7%) TER 7 A SN, WTFRHEE T
ZOHIHLO 1 EZREARAT B A RV RFREIZ L D ERR W LEEP LTz, F£72 15 61(62.5%) THAARIC
AT A R OBERAFIRE L 72> 72,

FRLOEGEZE D 1990~1995 FAZAME TR 2 5 T /hNREE 120 fillc, 7'a 7 Z 7 1EFIROF)
& L LT 0.075mg/kg(16 )3 1E 0.03mg/kg(45 fil) % 12 Rt 2 & 12 4 BRI A L, WIRFATEE & Ze vl >
07777 e ANOPMEE LT 1E 0.15mgkg & 1 B 2 [BOREAEGIZET, 5T LV #I
L L T0.075mgkg/H%E 1 H2ERROKGGIFN LT, ZNHDOBED 6 » HAEFRITEK275%.87%.,
80% T, &HIDNYH)NE 81.7% Th -7,

AT SERADY Y # % 5HER 19

HRNOBETE . AEEHOSFFBHEE., T2 7ae ) AR 720 E 4 BRI RS S - BT
WWEEZ EDOEFIRENRLEE L CWD 3 EoBREERSBL L. ¥ 7n ) A7V ER CHER
OB TR & 4 BHRE Uiz, BERIIK TR L CHREAFRE) LU, iSO S UIEER - BRR
BREBREELZHNRD SNEZBAIIIHEDEF I & Lz,

AER . BERIAID) Y A X 1% 4 BEEIZEB W T, 3 BB ORBUIA Lo T2, BRETFOAE
EHRPUNZ DN T HHEREFEHEICE o 7ol 72 < . B4 LT -, TERIICY) Y # 2 72 1% OB T B 1T
LBIRE D2 ATEED D R LZE L, 2B TR RO EPHIZ L 0 RLRRELETH -7,

TERI D[ M E 1 7 'L & i UCEHli L 72 E TlE, @B 7' ERIZETH D EHE SN,



V. ARICEY HER

(FEFBAEIZB T BSOS OMHENC T 2 AR SN EFROAER AR, @Y., 4720 AR LT1E
0.10mg/kg Z EFRANE UL T B BEFHE CAR LT 24 BT THREHIET 5, WIRTTHE & R o 72813 T&
LI HCNCRAZE Gz 5, ThAH,

PRI 31T DRSS OIS * T AR S N ORI O AE L R E NEE, Jicizz e ) a2 s L
T1[E0.15mgkg # 1 H 2 BEIRROFG-3 25, L, RAICBEL, #HFEITX 1 B E0.10mgkg ZHEHE L 55735,
FESRIZIS U Tl a5, Th o,

2) BEETAEICH T IR ISR U TBHE F <18 /R D |
@ BHERXEEH (GVHD) TR "' ®
R KOG H1E . HLA ER2—BOBRNERIBMERE 23 fladf s LT, B 1 ARTLY 1 [
0.15mg/kg 2 1 B 2 A& O H(D 78V, TR OB DN ATREIC 72 D £ C 1 7] 0.05mg/kg % 4 BEEILL L
2T T H 2 ARG Uz, &5 &R A b &I L,
FER . BAETR 100 HRFRCE T, ARMEMAT RG] 21 filHd 9 fllc 2k GVHD 2A%BLL, D955
grade IT UL > GVHD DFJE T 2 1§J(9.5%)“C&’>o7’_0 I HRREE & A WE R OV eE & OB EIZ OV TR
L. AFOE@EIMA b7 7T 10 255 15 T 20ng/mL ORI H D LW S iz,
HKFRIRE E CTORRIREER(1991~1996 )2 W T, ENTEHR#IBM%ZDO GVHD O FRiZ HRIZ, v
T 7 EFHEROYE L LT 18] 0.05mg/kg % 4 BFLLE2NT T 1B 2 B30 24 BELSRERE L. NR
TA IRIUXT R T 7 e OHEE LT 1A 0.075mg/kg XX 0.15mg/kg % 1 H 2 [BIFE O #& 5
(20 % 7o, FEAETL 100 HBESICRW T, AR IERENT R SUER] 125 filh, THRICEREE RIF L, B
DB L 72 % grade Il DL ED M GVHD ORJEIL 18 #1(14.4%) Tdh - 7=,

@ mu#*—rrﬁzr (GVHD) AEEhE 9
FAIF FE CORKRFRBR(1990~1993 NI\ T, B REALY O GVHD %545 39 Fi(E % GVHD 13 i,
12 GVHD 26 Bz 7' v 77 7RG O & & LT 0.05mg/kg % 12 REflE] Z &2 4 REEILL B &M T
STEEE L. WIRATRE L i 7w 75 7 X Aoy S LT 1H 0.15mgkg % 1 B 2 FlO# 0 #
HIlZO 0z -, TORERE, A2l Lo BixAart GVHD T 53.8%. 2V GVHD T 46.2% Cdh - 7=,

GVHD Ja R R
B 5 % A 52 ;

%t GVHD ° 2 ) A "
(38.5) (53.8)

{4 GVHD 2 10 g 6 .
a7 (46.2)

at 7 12 o N N
(17.9) (48.7)

(B %)
FEEHIRI(H) : 2P GVHD il 18(f/)s 7— K 63)
18 GVHD  HYefE 48R/ 9— e K 143)

(EYE BRI R 2 AR SN EMERO HELOHEIZ. EE BHE1BRTL Y ¥ 7 v ) A A & L7C1[E0.03mg/kg
AR XX T N U REFE CAR L C 24 T TaUfimET 5, £z, B xHE ERREBL% ICARA]
OFE BT DHAICIE, @, #78J AA L LTI IE0.10mgkg Z A SR LT B o EEAHT AR
L C 24 BRI DNT CRIERET 5, WIRFTEEE oo 2R IX TE A TSR OFEICY v x 5, ] TH D,
BRI T 2 &R IR NFORAELOCHAET B B 1 AmLY ¥ 27 vl A2 L LTI1E0.06mgke
%1 H2ERO&ST 5, BEg#icizyrz7al) sz b L'CllEl006mg/kg7%l H2mEfEO&sS L, Lk, fhix

WIET 5, E7o. B e ERERZICARFOR S 25T 25810, @FE, ¥7a) a2 LT 1 [
0.15mg/kg & 1 H 2 [R5 95, 728, ERITE C CEEEET 5. ) széo
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RICEY SEE

3)

BRIEICH T HEER S OMH

D — R

RO IE . BBEEE 37O 2G5 L L, PifiEs LTH 7Y AX1[H0.075mgkg 2 1 H
2 (0] 4 FEMASREFRE L, NARATRRIC A2V E S LC 18] 0.15mg/kg 2 1 B 2 AR D&% 50 7k L)
Wzl x 7,

FEEE . BAETR 3 o A ORFRUCHMEMAT X GUES] 35 BICERE A 31 B, SEARBRBAN 4 524553 4E
FL., BB L 2EIESE L s, M EROGIE 35 FilF 16 B1(45.7%) TH BT, £-. MHRE LA
R OVZ R E OBRIC OV TR L7 & 2 A, EREIWEH ORBBRFEL M k7 7T 20ng/mL
U ETHY, HEHOSEAEOZIE 15ngmL THDHZ b, M b7 7RELZREEFHTGOSE
ET D EARR LI ST, FREO AR OV T, B E EEIEE ORBBUEE RN m W 2o, A
ELBAMLELEZ BT,

RO E G O, KGRI E TORBKRRER(1990~1994 E)ZF\\ T, BBAEE O —RIBERFIT 186 4
CERBEBA 121 ], LB 65 F) TR S, 209 b 356 TIE7 a7 7RO &L L
T 18 0.075mg/kg 2 1 A 2 [l 4 R A0 L. WNIRATRRICRAUT T 0 /I 7 72 v og#iEs LT 1
Al 0.15mg/kg & 1 H 2 BIRROEGICOIV IR 72, ZOMOIEFIIBHME 2 BRTL D FI#EE LT 1 =
0.15mg/kg % 1 H 2[R OEG L, II 70 77 7EFHEOYME L LT 18] 0.10mg/kg & 24 FEE A
TFEER . NIRFTREICZRAUT T 0 7 Z 7 7 ofi&E s LT 1R 0.15mgkg 2 1 H 2 [M#EH 512
Iz 7,

ZORER, 1 FRBEAEGTELO | FRBEAERITENEI 97.3% LT 93.0% T, fEHEEISIE 74/186 15
(39.8%) THE~ 101 [A]Fx B 7=,

1993~1994 £ KETEBMZZ T, £ O% 3 FROBHRHAN ARETH - 72 205 FlORRAFRIL
91.7%., HEEFIL81.9% Th -7z,

@ hTELhLEHADYY R R ™

4)

MRBORETE  BBAR 6 » AL ERGE L, BAEEKER & OEHIREALEL TWD 16 KL
LoOBEEZNGL L G027 0 ) AZAH TV ERICHELOCHEICTY 70 ) A2 Tt
vz 4 WG Uik, BERLICEI D 2 W CHE R O BIC T 4 &G Lz, 7272 L, BRGS0 T
BITEM - BRRAIE S H AE NG00 DN GEIIIHEOEF T L LT,

R ARMERRATGIER] 9 BT, BRI G HICHEMEROSIE A BT B AR IR E
LTEY., BTN ERBROMRPEL NI,

WHTEOEG R T OMp b T 7REZBRE LICRER, X7 YXRHLb00, £ ORI 7 V)
DONVHIEIX 0.92 L 1FIE 1 ITIEWETH - 7=,

(BB BHEIZ I T DM OS2 AR I N2 SR O AL R O ER, @, #4781 U A2 LTI1H

0.10mg/kg Z EFRAHTHE LT B o BHEFHE CAIR L C 24 BT CRMEHET 5, WIRTTRE & 2o 2813 T&
DI/ OGOz D, THD,
BRI B B IRHSS OBHENC T AR SN R O A O FER O AR @, B2 Afikv 227 vl 4
Z &L LT1E0.15mgkg # 1 H2ERAOKRET 2, iz 7 e A 2E& LT 1IEO0.15mgkg % 1 H 2 [H
BO®E L, LIE, HRellBBET 5, MR 1A 0.06mgkg, 1 F 2 [FEEOFEAZIELE L 5558, FERICE T
THEHEHBET5.] Thd,

DR, RS, BERAER UNBRAEIS S BIEER GO M
LB L
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RICEY SEE

5)

6)

1))

BEEMENE [HTEIL0.5mg - 1mg, BERIDHEKY] B2

Mo fRFE bR OIRIFICEB N T, AT A FRIOBEGIZE > THRA+0. UIEHWERICE D AT a4 K

F T OIRIR D K 72 4 B R B E AR IE 19 BI(18~59 OICEEFRAN(A T oA FALHI2 Y v 22T F—

BHIFNIINZ, 70 7T 707 e naih Uz, RRBRATHIE T ARERER) ORI 16 B T AH

X1 H 1R 3mg 24 BHKEOFL & L, IRAT5 THOREMICHEN 2N &ERHERTETGA.

ERIOHMWT1FE0.5mg Xid ImgZ HZE LTHELTCHIWIZ L& LR 1 BORGED ERIT Smg

L,

ZORER, 14 FITH HEOLEZRD, ZIEITEOUESS, ABLHREE R < SAVTOTZAER] Tk

BIRDARE L o Tl b A bz, 70, A7 A NAIZGHH LTz 18 il 3 B TR T v A RHIDHK

BENARE L e o Tz,

() BRI PRI KGR SN HIEROHEIL, MEF, RAIEZ 27 e A2E LT3mg% 1 H 1 BEYEHZIC
BOo&E4%,) THD,

M) 9<F [HTEIL0.5mg - Img DAHFZY] 2
SR OG- J1E: B Y U~ T 2 BIRHER H & 4 TARAIC MG 5 729 AR H 1.5mg X O 3mg
@1 H 1816 EEBEHT & D2 H3WE R OV % I B 1 MR 2o (L RE R FL VA 1S CRIAm L 7=,
FES AR R GUER] 64 BT I TR MR UGEE O P EEUGED, EOUERIT 1.5mg # 51.7%
(15/29 f4). 3mg F¥ 65.7%(23/35 Bil) THIRE & & ITAMED R S LT, FREBERMEST Y 7~ F 3 (DMARD)
2B 27 BHZI 1T DA NECHOW TR, REEUED O ERIT 1.5mg # 20.0%(2/10 #), 3mg #
58.8%(10/17 H) TV | 3mg BET LV @ WAIMENRIE Sz, BIWERIL, et <5 68 filickBun
T, BEREEER DY 1.5mg #EC 33 i 6 11(18.2%)Z 9 7. 3mg #ET 35 il 2 Bil(5.7% ) 4 14, ERRMRAME
FLHERE Y 1.5mg BT 30 il 11 61(36.7%)T 29 1. 3mg HET 36 Bl 15 fil(41.7%)Z 39 1HHBL L 72,
FEEDRAEH & LT, 3mg BEICIMIERR N REL LT, BRENWERIZ, WHILERE, BHiERE L OERE
B WNTIHERREE Tho7c, RBOOIZRIEROZ ITHAUTRR Lz, 7 LT F = EOHE
Bz oW T, 3mg #EC EFHI3Z <, NSAID 2 FIFHBITILZ U7 F = Ml EH-23 5B L o7V M)
NRO LT,
(EBIEN ) ¥~ FIHkT DR S 2 2hhE - P, THEEY v~ F EEERR COHRFHARGAICRD) TH .
AER AT TlE, RACIEX 7 ) A2 LT3mg 2 1 A 1 BABBISROZRET D, 28, mnEici
15mg % 1 H 1 EYEHRAKRGHOHIEL, ERIZEY 1 H 1B 3mg ETHETES,] ThHD,

IW—TREX [ATEIL0.5mg - Img DHEZY]) 2

KGR OG5 . BEEOAT oA NZXDER TIIIRAT0. HOLWVIZEWEHFEIC LY AT A
RIZ X DI DN EE T, BROERIT ANEMIZE SRV — T ABREH 21 FICARZEE Lz, K
FRBR(EE AR O FE 22l X 28 R T, A CBFIRONRFEETH LBV ¥~ FI2BI HAHA|
ORELOHEIZHETC T, 1E3mg, 1 H 1 BEYBEZOKROEE THRMGT 2 Z Ll Lien, &56%% 12
TR CREEMEICHEN 72 <. IRAH5OHEIE Smg/HZ EIRE LT, Img/HZA A CTHERREE Lz,
FER . BEMEMEATRIBYER] 16 B TIX, 1 HIREBEOBDMEN A RO 5 & & HIT, & FrIGEME (i
dsDNA Hi{K, $T ssDNA Pk, #ifA(C3, C4, CH50)] TITHBERMEMZRD, SRUGERE CIIHEE K
B EOBGERD 62.5%((10/16 i) & @mhrodz, Eio, EATHREZ AT 2 ARHEE T, BL@EL Lo
ALY DIERN T2 < . BFINARE~FILGE & HE ST D,

KA DRBEBMENEE SN0 o T2 EERRIEH & U ClitbiaefEs, &5 P12 2 L7 TR, Mmon
TN 1 FHNZH LN, AFIOHIE - RIERK N OO BEY) 22 AL0E 2 X 0 {ER(EHE) Lz, £ Ofh
DIERI TITIRER ORI ET 2 L 5 REWEH 2RO o7z,

(=T ZABRIT 2RI NTHER ORI TEF, AIZEZ 7Y A2 LT3mg % 1 H 1 BIYREIC

ROES59 5%, TH5H,
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8)

9)

BEBEMREBRX [hTEILDHHY] O

KGR O 55150 30mg/HLL EO AT v A RAIGEE D T AR )2 2 JEU B G Lz bbb

LI RRDOFGOENRNAT v A NGO FENE ~BRE OIS B NG R EE 10 BITAH % x5

L7z, ARBRATHE TARRBRCGER) OB HIFEIL 4 0 T, M3 COREBIRE K OARFRIZ I 1T D B Al fER

TOREMERESZ VY ORELOHEZ 18] 0.05Smgkg ® 1 H 2 BREOEE & Lz, #&580144)

I HEE - 7 #EE 10~15ng/mL, EMEE AT 5~10ng/mL & L CREEOFHEEZIT-17-, &KE58ED

EBR% 03mg/kg/H & L7,

FER . DAl AT X D%ERE | THAIUGERIL, #5428 100%(10/10 B) & N 4 3 9/9 I CTdH -

Too FE7o. MR &AM RO EM L OBURICHOW T, BREfEIC T 2 2emERL 0. BIEM

NEBFLLTL D LEENTND b T 7L 20ng/mL LU EE STV 5, ARERCIL 7/10 il 238 5-9)

H 2 BB W T 1 ELLE 20ng/mL 22722 Enh, FlEEGENMBETH 2B T,

FELH, BEERAFFELORBIUIA LR o7, BWEHORBIEIT, 5% 2 T 50.0%(5/10 f)., 4

T 70.0%(7/10 ) T FER DI b E0> - Tm FLRITFHEIRE C 8 5% 2 1 F T2 30.0%(3/10 $1).

4 38 F TIZ 50.0%(5/10 BNIZFRD H 7=,

(FENEBMERIGRICKT T 5 AR S - ER ORI D@E, BRI, MIciEs 7 2 ) A2 & LT 1A 0.025mg/ke
Z 1 H2EEEZ KOS EHRICEOK ST 5, Dtk 2 lM, BAZfF T 7RES 10~15ng/mL & L, ff ~F >
WBEEE=2) 7 LN REEATGT S, B5HG% 2 WUMT, BIENT ~ 5 7#ES 5~10ng/mL & L
BHRETET 5.1 TH D,

ZRUEML - EEHRICEHIT IMEMEME [(HTE/L0 5ng - Ing DAHELY] 2
KGR OBEE T . ZRVEK - RIEHRZERBRR G %2 &0 MEMEMXZ G0 L. 9156
SOLEMEN - LA DR DT DITIRIE & LB &3 25 B3 25 BICAK Z# 5 LT, WS OVRH T
DOWFFEHRE . AIICB T HBMEEK COZeMER R, RENLRA CRERETH L Y v~ TFOmEE
I REIZ BT DAKNORIEL OCHEESEIZ, KRB CIIgiE G & & LT0.075mgkg/H% 1 H 2 [H]
(20T T 52 &G Uiz, EERC 2T T ZIREORIEZITV ., BRSO BEMEITIS U TR
58 03mg/kg/H, 2 k7 7 5~10ng/mL OFPHCHREGEHME 2 TiE L Lz,
R Al T 7EEE. IRFET N TORICIBWT 5~10ng/mL DJEFINE L . ARRBRTRE L
THEGRES ECEY . B ET280F N7 Z7RENG O, AL AT a4 FFHTEROMRIX
INFTIIHESINEHERARBROBREFBRECTHY, /2, A7 A NEMEELVELI LD TH-
el b, REIOBIKRIIANEDN R ENTZ, o, KR THONIZLEMHRIT. ZvE TITAH
DBREFEIRSC B OO R A TIT o I BUER % TOMGT &t ZRMEICB L Tl xtib 2 g &
LHEBITRD LN o T,
() BIRNER R - RIS A PR 2 R MER 25T 2 4GR Sz FER O &I DlE ., sACIE, iy 2
7Y AALLTIH0.0375mgkeg % 1 A 2 HEIRZEOYBZICROEST 5, D&, BEEMH b7 7#RES 5~
10ng/mL & L, Ififf b 7iREEZE=X Y 7 LR LERSEBE2FEH TS, THD,



V. ARICEY HER

(4) HREERIEHER
1) BIMERFEAR
@ BERBLLETRERSHER
1) FFBMEIC & 1T HEER G O

a)

b)

—JRES

KGR OB T . ARSI ER 2 x5 L U, BMEITH XXX H XV 1[0 0.15mg/kg % 121
ELTILH 2 FREOBEGER), XX 1[0 0.1mg/kg % 24 BE 2 CTRi@eE L, PNARATHE & e
RO G-EER)ICOI D iz 7o, BRIRRGE, M iRE 2 TR L., NER S CEN A D E E
e 532 2 ERREERGA I, TERIEK TR L CERG(ARERAR) L7z, 7ok, FHEHIRI M4
12 A & LT,

FES . EMESUSI I A ERRATRERAER] 7 B 4 B A BT, WTH b AT B A ROV REEX
IEABI OB RIS TR D DWVITERE L, Bt 12 @S0G IR IRV T, 7 Bl2f TBE
FRIZAER LT,

WRTORFREEEDIREE DM FIRED EAN PR INS 72 EOEIC LY 2 CERAEIC THRIESh
THY, HEHESUSORREE LTI ORWEGERE 2 bivlz, £z, EMS 25 B L7 4 61F 2 4
TlE, AEFERIC L DR ORI E-> TP EENME T LZZ S12 Xk 0 B LI mTREMES
B2, BRLOANEII I 7BV ERE AR LOTITRVWEB 2 LT,

HTEIDSERADY Y #z 58k Y

RO 5 HiE . ARESFBREG., T CIc¥47a ) AA 7' E 12 BRI ERS INB

TR 7 EO R IRENELE L CWHRBEEZXMG L LT #7 ) A2 B 7L EREHEROH

B THRRLZ 12 BEEE LT, HEMS SUTEIER - BRRR AR E A AB O - 56 1213

BOEFIIAE L, MR E TR ZEDOEEEREGT 5 L NHERIGEITIEL, BRITKTRE L T

BH (AR L7z,

FEE . AT R GAER] 5 IRV T, UI0 HA X 1% 12 8 TG IR SIS AR A

L. BHEHHRRIZLE L TH 0, PRk 5 ISR N T, AEE 7BV ER%ETH D

EHIE ST,

TN LRERLCEI VX 5 Z I KD IMHRENKESEL®T L2 Lidlenot,

BRI BT DSOS OB KT 2 &R SN R O RO AL L A& NEF, 9 7al) A2
ELT1MHO0.15mgkg % 1 H 2 ERRAOFEET 5, LAk, e i L, MEFFEIT 1 B & 0.10mg/kg ZAEHEL 5
L0, FERIZE U CHEHEHEET 2, | ThD,

i) BREBIEICE T DM RIG Kk OBHE i 1E £ 5RO

a)

BERXMEIR (GVHD) FExIE

AT RUESE ™

KGR OB T7E . EBERALESE 40 HIHLA Rl SE A OVNEZ ST Zxig s LT, JFHlE L
THEAE 1 HATL Y 100.15mg/kg 2 1 H 2 B OG0 7 EV), IR OFEG D AEEIC/RDHETI
6] 0.05mg/kg % 4 RFFILL BT T 1 H 2 BLEEER G Uiz, #5813 R L O iR £ %
EICHRET LT,

fEAL AR 100 HIRFRUE TS, A DM SRAER] 38 511 18 Bl A GVHD 288 L, £ D
95 grade T L £ GVHD D F5EBLIE 9 $1(23.7%) T > 7=, HLA 4 [FINERIEAE T grade T LA D
GVHD ZE813 28 ] 3 44(10.7%) T HLA 3 & [F] fal ] PASF O B AE CTUE 10 B 6 1(60.0%) T > 7=,
M 7 7REOHR . ROKGEOMF N7 7REO P REIIBMEE 2 15.0ng/mL TH Y, 4
HIZIE 47.5ng/mL £ T EF L7y, DIRRIFR A IZIET L, 12 #%I121% 8.4ng/mL Th -7, IH
TR EE & e GVHD SUTE R REREE & OPRMR KL U . Sk GVHD 4F I CTh 2 5 R 2 5 3
FETOEEMSH b7 7REIL 25ngmL BRENZE TH L Z LRIz, £z, H N7 7RE
NBAET 4 HBIC 47.5ngmL & @A R"TZE0D, ARIOBRGEZESHETHZENLEE L
LEZLNT,



V. ARICEY HER

b)

me k5 7REQHIE @EOKS : hTEIL)
(MR ORSH0ES

(ng/mL) & o
60 ) 530U 5
P
50 - Cial PN
thlljl 40
]\
7 30r
é
& 20t
10 -

0 1 1 1 1 1 1 1 1 Il 1 Il L 1 J

-1H OH 1H 2H 3H 4H 5H 6H 13 28 3 48 8H 128
Hehitg H

Bike 0 18 6 & 12 8 13 9 16 23 23 22 21 17

EYFBEIC KT 2R I N EFNEROAEL OHEIE, A, B 1 ARl ¥ 7 A2 E LT 1 [H
0.03mg/kg % AFRRIEIK XL F‘Wﬁ‘@aéﬂﬁfﬁ%ﬁ LT 24 BRI CARMHET 5, 7. BREREE
R BZ AR O G 2 BAT 25611, @%, #2780V AR L LT 1 [ 0.10mgke & AFRER T
7 R USRS TAR LT 24 BRI Tf,ﬁ{réﬁ%%&?“éo WARFTRE & 72 o T2 RRIT TE DI ST O #%

BV x5, | ThHb,
BRI KT T 2 ARSI NZROFOMELCHEZ, EF, B 1 AL X272 A2 LTI [HE
0.06mg/kg # 1 H 2 BIIR D& 52, BREYIHIC 15'7 2l AAELTIE0.06mgke % 1 H 2 [EREAO#FS
L., L&, ReICEET D, Fio. BT HE ERBRZICAROZL 2 G 2854100, @, ¥ 7
7Y AAELT1EO0.15mgkg # 1 H2ERAKRET 2, o, ERITSC THEHEBT 2, | THD,

- BEMI R UESR

KGR OB L5 R FEREE R EE 2RI, BhEtk o GVHD TRIIRZME Lz, 4
&L LT 1E0.075mg/kg 2 1 H 2 IS O 5-(HRD), II#IHIE L LT 0.05mg/kg % 24 FEfE 2T
TRIEERE L. NIRFTEE & VIR OB G-ER)ICEI D i 2 7=, 7272 L, ERRRGE, M ~Z 73R
FEROME Y VT F=flia A CRGEEZEBT 228 &L, 580 ERIIROES 0.30mgkg/
H., §FIRNEES 0.10mg/kg/H & LT, 7ok, /MR ETHERZ2ZDOE FEET 5 2 ERREERGA
Wi, FERLIIK TR L CRE G- R LT,
FES . BRETZ 100 HBANIZER W T, AW MR R GUER] 9 FilH grade T LA E D&M GVHD i1 3 i
WZHEBL L7225 grade LA _E O ESE GVHD 1B L 720> 72, 9 Bl BN W THEHE G XA LT,
BB EE( A MEREO OGP ERE) X2 FITlREIE L, [BHERH o Rl 386 % 16 A Th o7,
(EYBBER I 6T 2 KGR SN SR O Al R OV RIx, Tl%, B 1 Bk v 47U axs LTl @
0.03mg/kg % B AR XL F‘Wﬁ&%ﬂ&fﬁ%ﬁ LC 24 BRI CAMEET 5, £/, BRAXEE
RRBRICARN OB 2T 2855121, @%., #2787V A2E LT 1 [ 0.10mgkg % AEFEE R X
7 R USRS THAR L T 24 BN fﬁ{%ai/ﬁ“éo AR ATRE & 72 > 12X TE BT ESeICiR D #
L:ﬂ@?ﬁiéo 1 Tha,
BRI T 2R IR AR OHELOCHEZX, TlE, B 1 ARl 27l A2 LTI1H
006mg/kg Z 1 H2ERAKRET 5, BRI 15'7 2l ARELTI1A0.06mgke % 1 B 2 B O#EYS
L. Lk, e ICHET 5, £, BT xHE BRBBZICAFOR G2 HiaT 256120, &%, %7
2 ARELTIHEO0ISmgkeg % 1 H2BE&OKE 35, ok, ERICSC CGEHEHET 5, | Thd,

BHEAXBEE® (GVHD) AEME
MM E R L



V. ARICEY HER

i) BREICEITHEERISOIH

a)

b)

— BB (AT RVESR) 20

KGR OBEE L . BBEERE 70 flagl LT, B2 ARirb 227 a U AR 1 [E 0.15mg/kg
%1 H2EERAO#KS5CI 7))L, ikt 1 [E 0.10mgkg % 24 WRIFHeE S HE(RAIE LT3 AL
PN (A 0.15mg/kg %2 1 B 2 [ OG-0 7o) b Uiz, B5EIXEERGE N QUL FEREE ¢ &
AR LT,

R BAIR 3 o A ORETCANERNT ST SYER] 69 BT 66 $51(95.7%)341F L. BB T 65 #1
(94.2%) T HHHSUSIE 69 Il 25 §1(36.2%) T BTz, AIIMER O ZEMEDm S, B I
FRBRICEASTHIER ORISR SN EE X 6T,

Ak
AT R R FEf G
o e
XU (9656'/76(23) (9645'/260?) (3265'/26(23)

—JaE (BRIRVESR) ¥

KGR OB HE . BBEEEEZNSE LT, Bl 2 BAEI22 5 0.15mgkg & 12 FF Z & ISR A&
Bk, IR AR % 1T 0.1mg/kg % 24 BRI CAMERE L. WIRATRE L 22T 0.15mg/kg %
12 BRI & SRR 0B G-GERD)ICYI 0 Ha 2 7=, 7272 L. AREERES O O BRI G- B IR 0 B 5
e 2 VIR O M REIC I VA L T I b & Uiz, NNER E TR 2 D F 5
T 52 ENNEERGA T, BRI CRE L CERGARRR) L, 24, FHMEMIMIZBME 12
W E Lz,

fEAL s A RMERRATRI GUEF] 17 FIrh 2 FUIHEAEEIEN B AL, £ D 9 B 1 BITIELHNZFEIE L7223,
fthd 1 BHIFEREFEREIC B o 7=, Bt 12 TG FIERERIZ B W T 17 FlEefn 475 L, BRI
16 B CTHEE LT, £/, BEEHKIEL LTIE2 L7 F=ME1F M.5mg/dL LLF ) 23561, [1.6~
3.0mg/dL) 28 11§, T3.Img/dL LA E) 23 1 Bl(B&REFEAEHT) T > 7=,

WERIDAZMEIT D 72V LIZIERBETH D EEZ BV,

At
TR EER FEHESUS
100% 93.3% 13.3%
EFEB (15/15) (14/15) (2/15)
FERB B AR 2/2 2/2 0/2
N 100% 94.1% 11.8%
EXUN (17/17) (16/17) 2/17)




V. ARICEY HER

C)

BERGABRHNE
RAHNE R CIEREFIRIC X D keia i s IR EE 7o iE 5] 104 gz, Al LT a /I 7 7 eLro
1P 0.15mg/kg % 1 B 2 [ER& OG- L, 55 41(52.9%)T [HZh LLEORFENE S,

d)

iv)

v)

Vi)

BERAEDR

Bl (%) E2) R RRHH %) HIEREE G

G B 24 31 17 25
REIR (23.1) (29.8) (16.3) (24.0) ! 104

IR 17 24 16 21
610 % RS IR (20.2) (28.6) (19.0) (25.0) 6 84
B ) HEFF 5005 B 4 2 0 1 . .

S NEAA5 (50.0) (25.0) (12.5)
RBIVEM - 11 4 1 3 5 51

WA (52.4) (19.0) (4.8) (14.3)

h T SERADOYIY 2 5HER *
MERORE G BBME& 6 » AU ERBL, #7 vl A2AW 7wz 12 @R ERE S
BAEERRE R EORFRENLZEL TWLEEFELHNRL LT, #7n ) A2 7N R CHELD

MR TR Z 12 &S Uz, EHEROSSUIRIER - BRRRAE S A B 580 b2 H a2
MEDOER TR L L, /N ETERZZDOEEREGT D 2 L ARNERGEITIT. FRLIK TRE L
THE(HRFREY L7,

AER . AIERENT I SRIER] 10 FlRBNIZIBV T, FERER SIS IE A D IVT, AR AR X
WELTEY., 7L ERBEONENG SN,

RGP O MPREIX, U1V XERION 7T RGO MPRE & REO L)L TLE LI HERE

L7z,

(BB RIT DHMESOS OB T 2 AR ENZROFOHELOHER B, B2 AfiLv 470
ULARELT1IHEO015mgkeg % 1 H 2 BEAO#EG 35, iigfIHicizs 72 ) A2 L LT1E0.15mgkg % 1
H2EFEAOBS L, Dk, R0 5, #ERFEIT 1 E 0.06mgkg, 1 H 2 Bk AHFGAEREL 528, E
WIS U CTHEHRT 2, | Thd,

DBAE. M. BRERG/MEBIECS 2 ERRE DM
DR L

EEGENE [HTEIL0.5mg - Img. FBRIDAH5%4)
MM ER e L

BEETY < F [H Tt 0.5mg - Img DHEZEH]

a) RYPFETHAERRER kakE) 7%

KGR OBEHE . BEOIBEICE VTGO DMARD O 732< L 1 AITHERR 272 Y
~FREENGI, AFOBKRMERHE2RET 2 B TEHD 1.5mg, 3mg XIiTZFD 77 KRP)
Z1 B 1[E 16 EMEROEL L, RAIOFNMER VRN 2 —HE R EIEIC TR Lz,
FERL . ACR20 S ERITHERAMICE S 2D  PREL 1.5mg BEE OMICAEZITR O b o7z
23, PREE 3mg BE & O, A ONC 1.5mg B & 3mg BE & ORICAHEEZNRO bz, EHITIE, MTX
WEHBNZ I D ACR20 SR ICI\T P HE & FEHAE(1.5mg BEL O 3mg BHDOMICA EENRBD b
77

BECERESR . B PR AT 5 25 )} OVRGME IZ DWW T, RFER I ONCEWEA OB RIL, PR & J23kpE
(1.5mg B3 3mg B & OMICAEEITR O N T, /2, 1.5mg & 3mgﬁ$&0)FEj HbAEZITR
D ORI ST, HEERIZE HHEGF LG A EERFOTHEMT 2 EEIERD o7, Bk
REICBE T DA S D BLRIL, P LS tmf%iﬁfmﬂotowﬁﬁéf BT, Fﬁif
HDH] DFET1.5Smg T PRICAHEIZE 7208, PREE 3mg BEOMICITAEEITRD DN oT, |
EAEORIWERIZ, B X L7,



V. ARICEY HER

(B)BEE ) v~TFIZt T AR INIHELOCHERT HEY., BAEY7a ) A2 LTC3mga 1 H1ESA
BIROEE 35, ol SHEICIE 15mg % 1 B 1 EYBHEROELENSEMA L, ERIZEY 18 1[E 3mg
EFTCHETES, | Thod,

b) #HE IHAERRAR (SHE) ¥

KGR OGS . BEOIBEICBW TGO DMARD O 7 < &b 1 FITRHEAR+472 65 Ll b

DR v~ FHREEFRIT, AFO 1.5mg XiE3mg 2 1 B 1[E 16 B OEE L, KFOAME

B OV e % I E kBRI Tat L7z,

fd : ACR20 313 1.5mg B 33.3%(9/27 i), 3mg #f 44.0%(11/25 i) TH V. MTX LT D

ACR20 DHERIL, 1.5mg # 42.9%., 3mg £ 36.4% Th o722 Lvb . AAID 1.5mg/H K& 3mg/H

T Th bz G LELIHETHDLI LB LN,

RIVER O BLIL, FEFEAER CTIX 1.5mg B 18.8%., 3mg #£32.1% TH YV | 3mg BFECTHEN -7z, FEKHR

A T A B K ONRYWE DR BURIIWRE CRIBE TH ~ 72, ERRIERIL, LRSS &L BUN L5

LEOBHERE Cholo, L LEICBWT, 22 ThD ) OFEX 1.5mg #f 59.4%. 3mg £ 50.0%

TholeMN, 1 FEAEORIERIIXEIEL,

EEZEWEAIL, 3mg BET 2 BlCIEM: « BECRIE « B - R OV P HIEK - IRIR - AHENR - B

BRI S N R B E X LZ RSN L, WEICLVEE Lz, b0z &b, Eimo B

U = FHBEICEBT DAK 3mg/ H OLZEMEICHOWTIE, BETAOLERH D EEZ BN,

PLEXDY ., 65l EO @l T3 2 BRHEREH &3 1.5mg/ H ~3mg/H & HEE S 7z,

(BB v~ FIk T 2 AR S N B R ORI Tls, BRAICIZZ 7Y A2E LT3mg % 1 A 1S &
IR OB G35, 2B, @EEICIE 1.5mg % 1 B 1 BV BZROEENSBA L ERICEY 18 16 3mg
FTHETES, | Tho,

Vii) WL—TRAB% [ATtIL0.5mg - 1mg DAHZH]
EMERe L

viii) BEBMXRER [(hTeILnHEY] 00

KR IO 5751k 30mg/HEL LD AT v A RAIGEE D T A2 2 HEUL B G L2 d 03D

DOHTIROGLIRNAT v A RIRGUME U ZEER T D WS E ~ BE O TS BY NS KM 2 B & %t

G L LTARRERE Lic, RRBREHE THRBRGE)TIX, 271 22085 LT, G L7

TIRERAERECATE b7 7R, B N T 7R 10~15ng/mL) XK b T 7 R BAERE(UL IR b7 T RE,

HAE N7 7IRE 5S~10ngmL)ZRE L, 77 vRhzExte Lz “EE MR iige 2 @3 L

2o PIEIOREROHESZ, 117 0.025mgkeg ® 1 H 2 FREOKEGE L, BIE N7 7REZH#RT 572

O, BT CREEOREI #1177, HH5ED ER% 03mgkg/H & LT,

faidk: DAl ZaTIZ K HUGEE ] CTAHAICBEERIT, @ T 7H 68.4%(13/19 #), K &7 7 38.1%(8/21

), 77 vAREE10.0%220 FHTHY ., &N T7 7RETIEX T 7 RBEEAEENHE LN, K NT 78T

X7 T RBEE AEENR ST,

BIVER ORBLZIL, & b7 78 90.5%((19/21 f5l), 1K~ 78E 50.0%(11/22 Bi), 77 & HREE 30.0%(6/20 )

Tholz, & N T THETED DTN, S OEFITRETHY . BK EFHCHBEE 22 b OIKITE A LR

Hiehole, w7 7HEME N T ZREE BICRBEORE NS TZRWERIL, I~ 7 x>0 DD L OF

BRI CH Y . & R T TRETENZI38.1%(8/21 Bi), 19.0%(4/21 fi), K k7 7HETEILZEI 14.3%(3/21

). 9.1%(2/22 BINZEES BTz,

EELAHERRIIE N7 7RACHBR 16, 4K b7 7RECHBUAESS 1 FIREL L, #5541k ST xHE

FIEIZEVEE Lz, LEXY | {EEHEE 2 THREANEIZITZ 7 e ) AZDOMFRELY 10~

15ng/mLERIZ I U C 5~ 10ng/mL)FREHERF 92 L) & 5 2 72,

(ENEIEERIGR R ARG S B R OV & HEH, s, wIliEZ 7 1 U A2 & LT 1 [E 0.025mgkg
Z 1 A 2 [ a%E Y BRICENFET 5, Ltk 2 HE, BAEmS ~T 7#EZ 10~15ng/mL & L, fH ~5 7
WA E=2 ) 7 LN bR GREZ T 5, RG5A% 2 EUME, B b T 7 ##E4 5~10ng/mL & L
BHRERATS, | Tho,



V. ARICEY HER

ix) EHRUEHRE - REHRICEHT SRHEMMMX [HTE/L0.5ng - Ing DAHEZH]
MM ER e L

@ LEEER
i) FFRHEICEH T DR RSO HH 2
[EIPN I LI AR RRER 2 520 L T e, KETY 7 v AR Y > & O L itk B E 2 LA R 0 St
Sz, /N 30 Bl 2 G TP EERE 263 BIllC, % 27 1 A 0.075mg/kg % 12 BEE 2 & 12 4 BRI 2N Tl
TFET 0.05mg/kg % 12 FEE2NT T 1 B 2 [BLETEFHE L, WNARATEEIZZ240UE 0.15mg/kg % 12 i) 2 &
RS LT, Z2BRWEA. MHREIC IV IRGEEZFE L-, WAlID 1 A, 1 FAEERE, 2k
FEMEROETEBLER | K OEWERIC & D8 5-H kR4 ok U725 IR ARAIOREIREIA DR BTz, 723,
A 5 AR OIBBITRA DS FTRE T d o 72 263 FIO RFEAEFZRIL 79.0%, AEEHLITT1.8% TH 7= D),
(B)FBAEIZ 31T DSOS OIHN 3T 2 7KGR SN EFIK O FEL OHEIL, W, 70 AxL 1T 1 H
oumyg%éﬁﬁﬁmXi7b?ﬁ&%w(%ﬁt(&4ﬁﬁﬂ#fﬁﬁ#&#éoWWﬁ%&ﬁot%MFéé
EECHICROBEICT Vi B, | THD,
AL 51T B IEAESUG OB 3 A AGR S 7R O A O B R OH R HEE, gy 7 e a2 LT
181 0.15mgkg 2 1 B 2 R OG5, DL, B2 I0HE L, #ERFEIT 1 B2 0.10mgkg ZHEHE L9203, fERIZ
U CHEHNT 5, | Th o,

i) BHBAEICEH TSR R R UTBE T8 Xm0
a) BHEAXEEMR (GVHD) FRHxhE 124

ENKOKETY 7 v AR Y & OAELCIES BBER a2 920 L 7=,

EWNIZBWTHBIBMHEE 68 Bl 7 a ) ARAEBA 1 HATL D 118 0.075mg/kg, 1 H 2 FRR O

(1 7RV, IR OB N ATREIC /2 D £ T 1 18] 0.05mg/kg % 24 BRI FRGE A L7z, #5-BIXERER

FRIE, MR R ONIE 7 LT F = EE S &SR L7, miAl o SFESME GVHD F B (grade I LA

Ab B, REFRER, BRI L OERR AR A S R B R 2 e L 7/ 5. AAlo
IR ATERNRO i,

it*l kwaﬂA@éan@ﬁ%%uﬁm&w#m@ﬁ%@%%%wmxﬂ%@@1H%

XV 11 0.03mg/kg, 24 FEFERG AT L, IR AIREICZ2AUIRE D& G5 1CUI 0 iz 7=, OB 21X

ELOFIRNE 5 2&D 4 5L Lo, mAloRFEZM GVHD BB (grade T UL F), RFEEFR, BE

AR OEFERERR L LR, RAIOBRKRA AERRS b,

(BB 2GR SV IERRO LR O &I, DEF A 1 BATL Y #2777 A2 L LT 1 [E 0.03mgke
ZAEEEYEIE T T R OB CATR L C 24 BERDNT CAuMEiE %, £, B M S Bk i AAl D
Be5A2BIET 254100, @, #7aVU AL LTI A 0.10mgkg % ARAHITR L7 R MG CHIRL
T 24 BEEINT CRIHET 5, WIRFTRE L 22 o 2RI TE BT HEeNICR ARGV iz 5, ) Th D,
BRI DGR SR O A O AR R OV &L, D@ B 1 ATk v %278 A2 L LT 1[E0.06mgkg
Z 1 H 2 ERRAKRET 5, BRI i&&m)Ax&Lflﬁommyg%1HZE%D&@L Lith, the
BT 5, £, BHAHE ERBERZICAFORS 26T 254812, 8%, ¥7aVAsAE LT 1 H
0.15mg/kg % 1 A 2 [EFE %595, tk\Fﬁ_ﬁLT@ﬂ%ﬂﬁéj'fbéo

b) HiERTEEM (GVHD) AEHMR
A EE R L

i) BERWBICHETHIERRICOIG (—Xak)
BRI BT D REFHITERIZ OV IR EERER 2 i L T ey, —IRIBFEIZOW Ty 7 B AR Y
> O historical data & Hifge L7~ 22,
AR 82 BIICHE 2 BRI B Z 7 1 U A A 0.15mg/kg % 12 BRI Z S ISR OS50 7))L, I
%1% 0.10mg/kg % 24 WEFRHGEAR Y, T O®%RIEAIE LT3 BLAINIZ, 118 0.15mg/kg @ 1 B 2 [A#%
A5 7er)E Uiz, #5BITRERRE & O H IR E 2 & & ICFHE L7z,
WAID 1 AR, ABFR, HHKOSKRAT 1A RERENE % il L7k, AR OBRAa At
NRRD LT,
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iv) IDFHE. FFSHE. FERSAER WMNGRIEIZE 1T SR RIS DI

V)

MM ER e L

BEEGENE [HT+EIL0.5mg - Img, BEHDHAHZY] ©

MRJOPE T AT v A RIEEGUHE AR bR e OFER bR O EIE G | EB T 2 xtg L LT, 7
T REXRE Uiz 28 oo “HE B iR 2 94E Lz, AELOH&EIZ 1E 3mg, 1 H 1[E4Y
BEOKRAKE & LT AT v A RRNTIRERER G- 4 % XV Sme/fRE H/4 HOFIE I TRE L7,
FER . A - ﬁéimﬁﬁ%ﬁmi&wm&am)bxﬁmﬁJ77ﬁfﬁmwmf%oto%
B G TR 12 B O AT v A FEEERGEIX, 7077 78 491mg/ A, 77 B AR 6.51mg/A T
HY ., WERICAEBEZIA DN RhoTe, AT uA REHELGE(T L K=Y 1 U E8)OFRRFZ
LTI, ML &G 20 % £ TRIFICHED LWz, 77 R TIEZ O%BEIME A S iz
DIZHF L, #7771 AAFETIIRGE TR E TIRABEMAHER L TRV, BT 7R L O
MICHEEZENRD N, £/ AT A R B5%BEERELEX AT oA 58 Smg/H LU ERHE
WZOWThH, RERIFOFHETIZ, MEERICHEENRD b,

BHERFOEEE QMG A 27 (7 /1 ORI FEAE) & OVE & MG-ADL A = 7 (B & A TE OG5 B O R FEAZ) 13
77 B AR CIR R SRR L RE LR A A SO L, ¥ 7 v U AARECIESEE 3 A 5
77

Aok
. A 7m ) AARE A i i
FEALTH 153 E
L o [n=40] [n=40] =
IR -
AT aA REHEL& FET T 491+4.04lmg/H | 6.51+4.889mg/H p=0.078%
12 JE
A4 51)
_ . o e A 3.81£4.066mg/H | 7.23%+7.319mg/H =0.008
AT B4 KT - e e P
AT7uA K& o
e HEH 67.59 45.09 =0.034"
75% VB B R ity o K P
ATuA N5 E
- e A& I 77.59 52.59 =0.011%
Sme/ B F AR aa " & P
A3 QMG 2= 7 g s 4.4+3.62 5.8+5.09 p=0.1879
47 MG-ADL 2 27 AL 12+133 2.3+3.00 p=0.054%
(CE¥£S.D.)

TR 5. BHAEIRE D 2 7 v A R EG R R O ER DA M6 2 3028 5 & L 72 3 BT
bR G BARRF DO R T 0 A FRGELOMREROFELILZR L Licn VAT 1 v 7 BT

BIVER (FRAR MR B A8 2 S o) ORBIRIL, ¥ 7 a U AARE 87.5%((35/40 #i). 77 & REE 80.0%

(32/40 )T, 2 HMICAEEZRO R o7, HERRMERHIZ, #7n Y AXF 24621, 77&R

FELBILRcAHED, Z7a ) AARE2 B1(5.0%) Tld#& 52 ik Uiz, BWERIC X 2581372 o 72,

X TRBRIESE GBRAART 12 W84 ARDD AT A FEGROEEN Smg/kE AN TH DB, 7721, 1G5
B H-BAMART 4 RIS BR)D AT oA FEGEIL 20~40mg/fg H (1 B IE¥H 8L LT 10~20mg/ H)D#iFH
NTEEB R —ETHDHZ L,



V. ARICEY HER

vi) B <F [H T/ 0.5mg - Img DHAEZY] 44

vii)

IV Y LS DOREF DMARD @ 1 AILL ECOIRA+- 7 dEmm o e ) O~ FRBEEZ G L LR
Fl3mg/H & YU B 150mg/H & D 28 O " EH MR 2 50 U=, B{EA{L S iz 204 B4
WCIRBRIE N G- S 7=, 204 BIOWNFRIZ, ¥ 27 1 U A AR 103 FIMTX ZhSRA+4561 54 1], MTX LIgk
@ DMARD ZhEA+4361 49 fi), <>~ U B2 RE 101 HIMTX Zh FA+4361 48 61, MTX LLS+ 0 DMARD
BHERAR A3 53 BT o T-, AR OFEBIFEIPEIC T AW ERDFIZI VU B I vERATWAS D L
DRGEE I, & B MTX R AFSFICH L TH IV Y B KB NTRDE D> 72, ACR %
HIZ LD FHMEE E OZEFEOHRBIZBNT, 4 BHEIVIFEALEDHEHE THERMEZZRD, ¥
7 a ) AARETIIRNRBERNENoT2, Lo T, KA 3mg/HIiX, BEY v~Ficxt L CEWAERD
MWERLEIEFTHL EB X LN,

HEFZEWERORBERKIII VIV E VB Z 70 ) AAFHETHEILEL, 7V T F=rEHo
BRI Z 70 ) AAFETEZVMEAA S Y | IFFREMR A E R R BRI CRk Ch o7z, ¥ 71
U B ARECIIAANC R 2 BER N Z < BO LR, LA ENEE Lz, AEFREEMIC
L oHIEEF, WECHETH- T,

IW—TREX [ATHEIL0.5mg - Img DHEZEY] ¥
KRR OG- TE . AT aA RIET CILIRTR IR EE 22 Ffe M B 48 B PR AT LM QN TR Eh i 2 5
HN—TAGRBELEZNRE LT, 77 8REZRRE Uiz 28 10> —H G5 ER bhigabh 2 50 L7-,
FENROHEIZ 1R 3mg, 1 H 1 RYEBZEOKROKSE L L,
FER . AMERRNTRISRIERNL 63 Bil(Z 7 v U AARE28 B, T BEAREE3S B TH o7, EAKRFOER
BIREMEA A a T H*OBLRIT T T BRI ANERICKE o2, (Hx ORBIFEHHERIED 5 b,
BREERFTROEEE S5 1 BIREHEN, 5 4 BENS T 7R HE L THEEIZHED L,
28 % F THpE L7z, TSR OFREE & 72 D PR R O IR(C3) &2 s L. FRCHifRIT 4 A
DIBEN S B kE L, 28 ik £ CRifi L7z, KOS EE TH, TEHEEL EOWERN X 7
7 U A ARE 50.0%(13/26 ). 7T B REE 8.6%(3/35 Bi) T 2 BERNCH BN A S, EERFEEIMEA G
A aTHEOEFIT-329% TH Y . FieEERITA, REFOIRSEORIE CHL | HIREHE, fl
IR(C3)D EHMEDZEALRITHE % -60.8%., 164% Th T, B, 7 VLT F=2 7 U T T2 A(Car) DAL
F1T220% TH -7,
HEFEGEIERORBEIL, ¥ 7 vl LAARE92.9%(26/28 ), 77t HREE 80.0%(28/35 )T 2 FERHIC
BEZRORNoT-, BELAEFRGIIZY 70 ) AAREAG 41, 7T BRI B8 RicAabh, £
DILE L LT, IBREOH G NI SNI-Dld % 7 1 ) AARE 5 FI(17.9%). 7T £ AREE 4 F(11.4%) T
HoTm,
X EBITEMES R A 2 71 1 AREA R, JRPRMERE, MG L7 F =2 Hi dsDNA Hifk, FEC3)D 51H
BOAQT (& %20~3 mD4EENLEY ., ZORHAaTICXVBREHEETIT- 72,

2 nal) hAARE AN i FEf 72
[n=27] [n=34] [95% (54X [H]
RBEBIESTE 2 =2 7O RALH(%) -32.9+31.0 234382 —
mean=*S.D.
1 AR B RO EREDOZALR(%) -60.8 8.7 [115.0~48.7]
FOAECGE 1 U, 5 3 U (-73.7,-37.2) (-14.0, 90.0) ' '
FAR(C3) D FEME D 2L (%) 16.4 2.8 [8.5~26.7]
FOLE(EE 1 UL, 55 3 T043Ar) (10.3,27.5) (-11.1,18.2) ) '
Cor DIERNED ZALH(%) -22.0% L4 [-30.5~-3.4]
HFRAEGE 1 YA, 5 3 U5 AE) (-33.5,-4.2) (-19.3, 16.9) ‘ '

XoRBIEEMESF A a7 13 1 RIRERE, RIMFRMERE, M2 L7 F = 5l dsDNA Hifk, #ifkC3HD SHED AT
(£ 2 0~3 1D 4 B b7 5,
K CollPWTORK 7 v ) AAFEOFEMAEFIELIE 26 f,



V. ARICEY HER

viii) BBMXKEX [(HhTEILDHHY] 90

SR JOBEIE . hEE~TEORIAME(A T 1A FEEUEY, 27 04 NEIF)IEEME RIS 2 B

Fratg e LTARRE RS Lz, ARBREEIMERBREI)TIX, #7270 AZX0OHIE NI 7REZ %

I MAHRBRGEI)OE R 7 7EEE R T 10~15ng/mL IR E L, 77 R E2xReE Lz EHEREER

Peg a2 2 RSN L=, A1 AYE R OV &% EI2 18] 1~2.5mg(0.025mg/kg FH2)D 1 H 2 [\l

A& L, BRE N 7IREZERFT 272012, B FCRGEOMEIZ1To720, HHED LR%

0.3mg/kg/H & L7=,

fER . DAl Aa 7K DWEE ] CTHRUERIT, #7271 ) L AR 50.0%16/32 Fl), 77 & RE

13.3%@4B30 N TH Y, #2710 U AARETIZT 7 B RBEICK LABEREEN A ONT-, £7-. KiHhiHE

H@EEE RIS, mE, T b NEsEsr i, & oS0 Tk, Ty b RREERT iz uy

TT TR LABEENA LN,

BIEFOFRBLRIL, &7 1o U LARE 59.4%(19/32 f5il), 77 B A#E 33.3%(10/30 By T o 7o, TEERA

EEGIA LN o T2,

Fro, BIFERBRHRO % 7 1 ) AZBEEE L O EEO ARSI RBREE I, 2 HIED

HIE T 7iE% 5~10ngmL & LT 07T 7 7 LaikiE 12 8E&ES Lz, k&SRB T

%W ER(DAL A a7 XD 8EE)X, NN 61.9%(13/21 B KT 66.7%(6/9 By TH - 7=,

¥ AT v A REIGE D UTAHEEE)30~40mg/ A % 2 HELLERES LI b0 0b b TRIROG LV EE,
H L IEAT 1A RAIGR 0 U AR ERE)40mg/ H BL EdH AT Img/kg/ B LA E% 1 B ERS Lzicd
POLTNREOHELNRVEE

(E)WEMERBRICH T 2 AR EN - AER O ET DRE, AR, Mg 27ey a2 LT 1 H
0.025mg/kg % 1 H 2 FEIEZ LY BZICROKLET 5, Uitk 2 W, BEMLF ~ 7 78 E% 10~15ng/mL
EL, M RTTREEZE=FY 7 LR LEESRAZRET S, RERAE 2 HURE, BT NT 7
WA 5~10ng/mL & LIkGEEAZFAHITH, | Thd,

TR AR ER © oo H Bl v

UTFomy AEZHE L, D7 E L RGEE NS 2 BRI OB FHLE D BAE)ITE 2T
ANGREHFCHRS L, @2 @C, | BREEO ERIZEE N7 7IRENE L2 & B 0.3mg/ky/
HY & Lz,

R ML | 5 7 B O RIERE T ——
JEE\IJ\I Eij HH B3 1 H B (12 U024 RS Daew=Dota X 12.5/((Cran+ Caan)/2 X 3)
*2 SR ) SR
JE A \255 10 HH (IJ?EIJE OD?;H;;‘)\ i !23\ ;)E?EE Dnew=Dola X 12.5/C%
*3 S ) B A
grisng | oGO BB ABICIRE DD X751

3 [B] H R LA
BERF (L Z T L 0)
Dyq : FAETATO B - R GBI 0.025me/kg), L SO/ NIATEL FH AL 2 S A L, 0.5mg ZIZ Clie bV i & 3%,

3\ 4\ 6\ 8\ 10\ 12 ﬁﬁ%{:y&iqjlt//%gTH# Dnew:DoldX7.5/Ctmugh




BRICEY HIEE

BRERREBOKREE
IR E (kg) 30=~<50.0 50.0=~<70.0 70.0=~<90.0 90.0=~=100.0
5.8 (mg/In]) 1 1.5 2 2.5

Dy : it DG, B SNZEO/NURLITE &2 U HA L, 0.5mg A CThbifWMEE 32,

K10 Cop DER FIRAERFE SUIKBOLA . Com & FAVZR ; Dyew=Dota X 12.5/(Com X 2.5) X ¥ | it Coun D E R T FRAB A X
IERBIOL A, Cin 2 AV Dyew=Doa X 12.5/(Cin X4 L 0 2 [MIHOABEZE T 5, HTERE FRMER SUI KO
Bt EE TIREOREZ AL TERP ORI ibﬁﬁ#é

:m:ﬁ%%ﬁﬁéht&ﬁi@ﬁmﬂﬂ1lﬁﬁaﬂ D1 BBZHEA, I N 7 ERENSEEC 10ng/mL P EDOSE

XA EFREET. F2 10ng/mL K OHEIT ifﬁﬂﬂ S| .Hiui%\@ 253D 1 &ET 5,

*3 dw7mgm¢¢tw@mL$ﬁ®ﬁA &, EEO A B 0.6 f5(=7.5/125 %) LTc & E T 5,

CY: 1 [\ HOMENS 2, 3 BEERTIC Tézﬁ®m¢b77ﬁF®Iwﬁ

C*: 2 [ H O 1.5 HEL EFGRFFRIZI T A IH N7 7iRE, 2 5d 55A13E OFEEHE,

Crrougn : 2 LTI\ T, BRI IR (5~ 10ng/mL) & i L7 ~ 5 7 ),

BE2BFTCOREENHE - BEXTDa—)L

: onn) 15116 |
JH I | B aang | l l

[lzﬁl’dﬂ [24ms 1] 7HH| |8HF|I [121H]

ix) BZRMUHE - KEHRICEHT SMEMME [(HT1/L0.5mg - Ing DHFHZH]
Y EE R L

2) REMRER

@ FBHEICH T 2ERRIEOME 0
1990~ 1991 A5\ AR A IR Al & 52 ) 7= R 24 filHP | ki 5- S iz 16 ﬁw)dﬂpﬂﬁ%%(mz HFIRf
ST, #7278 U AAFAH ijﬂ@%ﬁﬂ%)%férﬁ@iﬁ 551 B, &K 792 HIZ KA TS, $EH
ISIERED BT, BHVEFL TV D, 16 FlF 14 BlIXEFE OATENATREL > TRV, £/, 16 fiF
14 BITAT A R OBEMAFRE ChH o7z, ZOM. EERIWER. BB E R & OURYE X
RO T,

Q@ BEERBHEICH T HIEM RIS R UBHE 3t TE 580 1]
i) BiEAxEE® (GVHD) FRHR
a) REIRSHE (BOFXHh T EER) 2
5 TLAR R K OVEE TLAH L i Bt SO 131 B0 5 B, 77 B TR 100 A & COREMIEHIRIK T S
&7 m ) BADKG G S (P IE 381 AL AR 677 AR, Zi b OIEFITEAR 100 H LA
BRI IS HRAE LT, AR & ORFEBREE TE RWOEEEERIL 5 41(6.7%). B A B 5 A B I X
1561(20.0%) T > 7228 W b BHE# 100 H £ CTOMEE(ZNEH40.0%.78.7%)% K& < Flal~7-,

b) BEAZ EOXKITHTwLZER P
55 AR R ER K OVES AR PLS RO SUEB 131 B D 5 B | AT PR GER] 125 B4 DU THEBR
A FE i Lo, BAEtR 1 4F, 24, 30 RRIEM: GVHD 3R, BEAFR K ORIRE O R
HRIFLLTFTO T Tholz,

1Bt GVHD IR, 4%, BEE

BAEIEME GVHD FBL% RREAAT R PIEFEE
1 4 42.6% 75.8% 14.2%
2 A 47.8% 66.0% 18.9%
34F 47.8% 62.6% 21.2%




. REICEEY H5IEE

c) REIRERVEMAZEZ BOFIXERZFEH)
5 AR GRER DA O VEMENT RFRAEF] 0 FiloD 5 5, 5 FI TR 100 B F TOFEMIMK TH L X7 0]
LA DER G S - (BT 112~270 B ),
At 101 B LEIZEE O SR & O R FER A E T 2R WBECEIEIR « B PR Al 5 22 8h i3,
THRFEL MY 7)) FEFK X1 BITH -7, BAE 101 H LR, 2t GVHD & OV GVHD
DT BNI R LN o T,
o MR FRER DA ZIPEAENT R ZRIEF] 9 BIOAETE « FEE R WFEEROFEIRIZOWT, ¥ 7l AREEH
Ik - M THOEBIGREZIT o7, £ OREE., BB O TR IEIIBRE% 327 H T, JFUIRBEOHFHN 1
B, X ZDOFEBOFIICL D 1 HilaEgw 2 HlZRD b,

) BREATEER (GHD) AHHE
B L

® BBIEICH T DHEMHERICDIME *
ATHI R AR AR M OV H9 28 T AHRRR O A W PERRAT S SIE BT 104 BSOS T, 3 9 H OFHIIFR 7% b
BRI Z I Lo, S D DIEFIOAFRLTAEFRIILTO LS Tho 2@ RANT D T %
),

EHFE, EBE

oA OB M 3B #A) 1 4F 2 4 3 4R
SRR 104 104 104 61

AN 0 0 0 0

ERTEBH A7 (100) (100) (100) (100)

B AN b 3 3 3 3

EH TERRBE A (91.2) 91.2) 91.2) (91.2)
& p ﬁEt{ﬁfﬁz 3 3 3 3

ETFRE (97.1) 97.1) 97.1) 97.1)

A B 0 0 1 2

LR R (100) (100) (98.6) (95.9)

FEEE IR 4 6 6 7*

e SRR ARG (88.2) (82.4) (82.4) (79.4)
P p IR 4 6 7 9*

AR (96.2) (94.2) (93.3) (90.1)

(%)
(E)SEC, JEAR IR I AIG) D B 4 DFE L, JEA BB b BT,
JEEALER, BRI AN 3 FEARBORH b & EN 570 REENR, RRERR TR L,
s 1 T OHIT 3 DI HERERERS LTSRS | BICEIRERA) B 0 .
F BRI OW T, IR G- ITH 7 3B L 7= BIE R M OSE R A B L 0 O BB EE 1L, Nt
T L 3 AFETORBBEE IR LT,

BREPEABEERARVIERREEEERFHEE

ko 4 FHl
34 H 4 5 A~14 24 2 fEitd @ » H )
A 77.4% 21.5% 7.1% 3.1% 26.6%
a (82/106) (17/79) (5/70) (2/64) (21/79)
46.2% 12.7% 8.6% 4.7% 22.8%
& B
BRI R (49/106) (10/79) (6/70) (3/64) (18/79)

@ DLIHE. MhistE. EBERV/NNGBEICE (T HIEHERIG O
M ER e L



V. ARICEY HER

®

®
i)

i)

@

BEMHENE [HTEIL0.5ng - 1mg, FERIDHEZY] B9

AT ZE AHRRBRGEM IR - 16 )22 T Lz 16 B0 5 b, Mk G52 /L2 Lz 12 fl a4, ik 2
AT DAERER CORMBIR 16 %2 5 )0 R W& 5508k 2 50 U 7=, 8 5 TR I AHZRERKE T
REC A DT R( E O L) DN Fife, SUIHICE L, £/, A7 A FHIZMkGERES L\
126 2 FICAT aA REIOBENATREL 72572,

FEW G RBR I ARH & ORREBIRNEE TE R WREEER & LT 1 BN - IRV « FE B M2 2 5
Tz, WT I OIER R K OSHEFIEIZ L VR LTS,

FEE A B & U C 1 BNCHRED p-GTP RN b2, HEITHk S iz,

77 & AR 5 IR B MR FL R BR G « 28 W) 258 T L7= 73 (¥ 7 v U b ARE 38 {4,
77 /AR 35 i) XUXFH A IE B M I REABRGHM IR : 28 YA 5E T L7z 10 Bl 5 b kel 5%
A U7z 70§12 KB Bz 56 M R (BE MAHRER C ORI 28 18 2 & To) D ftkige i 535k 2 F2hi L 7=,
AT aA FEGEIT EFH T 7 2hx R HERERERR 2 7 1 ) AZEBITH LT 7 R i
AT CIEERBR IR 238 L TREO D 2 I MBI 23 2 B 4L, B8 AR FE B MR It BB A T4 C I amaking & o
WA AR LTz, B QMG A 27 KL OVEEF MG-ADL A 22 7%, I 7 & Rt R bk & 7
7 U AARERATH CIETRBR AR 218 L CRE LT A O T BIH T T & AR xR B i bk
BT 7 B R TH K OV AHFE S i et BRGREBRBA T 61 C I ER BRI M P B MBI R 2338 D B 4Tz,
BIVEF (R A S A8 2 S 1) O BRI, BT 7 v AR B ERR Y 7 2 U A
ARERBATH] 57.6%(19/33 B), 7 Z B REERBITH] 71.0%(22/31 B, H MAHFE B R IELT FRERER 1T 83.3%
(5/6 BT o7z, ARG X 7 0 U AR ZHG L CWZHEIE T T R R S R il
27 a ) NARERBATH & B AEIE B e R ATH 2 OF & L7 & S ORIWERIX 61.5%(24/39 #i)T
by, RHEEIZE2BWERHOEINEA N0 o T2,

BEET) 9 <F [ATEJL0.5mg - Img DAELY] %%

ERIZE T RHARSHE

B ORI E =N D ENOREZ 5AGE 2 L, 6 » ALLERS 238 6], 1 421 EEE 176 Bl DAk
FEICOWTRRNT LTS3 B GRHCAE IS T 2B ER8 o b v o7z, B EGHITO
FERRWER L, BHRERET ., HLERELOMHERER Y Th oo, B GMkEC X 0 BIERARBER
DI DEENIFR D 220> 72,

KERAREHAR

PR ABAET Y v~ T B 896 Bl 12 » H Rk H- HEERI %L : 183 HLL L 621 f5il, 365 HHLL L 228
B, 547 HREILL L 24 yBe 5 L7z, ZOfER, & TRFO ACR20 5313 384% Th v | HHIN e
BHTH L. ACR BGERIIEM ORI R biftFr S iv, 23 e 72 Z LidehoTe, £,
896 il 529 fF1l(59.0% )W TRIER N FEL LTz, ERFBIERIZ, TH., BEOLANIRKR TH- 7o, a4
BRNCIX, MEERFEE, FRIEIR G OB RE R N L o7, EERBIEMIZ 24 FIZH L, T2 b
DIXMR K NEMPECH o7z, Ky O FEFZORBFHBIEE L, 5GP EICZ-oTHE
B o l-, BANEANT—4)

IW—TRXE% [HTHEIL0.5mg - Img DAHEZY] 245

55 T AHRRER(28 1)~ D 28 W LAREfc = 104 18 F CTOMFARBRITIT 13 BIBIT L. 9 B 9 4725 104 ELLE
DMkEABRIC AT L7228, 4 ITAERRBR28 i) TE & N 7= B R B I LM O R IR B I L ek d 2 e
BhRNPKET 25RO 72 o T, F 2B MAHRER(28 i) H & 55 MAHFRER (28 W LAB)ZAT L T2 29 Bilizou
THRETH T,

55 IAHRRER (28 W) BRAERF D AT v o N h g & bl LC, 104 3 & T2 9/13 $1(69.4%) 23 & S v, 104
W AR & ke 35 5- 232 T 7= 9 il 3 1T, & B ICHERF (5~ 15mg/ F)E THRE S, A7 1A FiEE
W2 XD BRI L 2RO R Do T,

FIAHRRER(28 ) COTREIERIZ. HIBREE. SR, NAG HINTH 7225, T X TR ORIEH
T o7z, 28 HLFEOMKTRER A MET L7/ R, BEENFICE < R 2EEA OIS, MiF27 LT F
ZURI VT F = I VT T U AEEGLBHIE T A — X ORERBIRNEL R DE S e o7,



V. &

RICEY SEE

BEMERBL [(HTELDHZE] Y

BIAERBRGEINICBWTH 7 1 ) AAFK T XD responder™ D FEHEZ i 7= U 7218 B E KGR BHE &2 X5
(2, BfATR 10 8, AFF 12 BOMKGRERZ M L7z, A7 A NEGECEHE)X, B5a10 24.2mg/ H
QLN B 12 1% 8.9mg/ H (16 451) & ik L ol e D A7 1 A R 583 ¥ 10.6mg/ H 21 ) Th - 7=,

BIVEFH OFBLERIL 76.2%(1621 ) TH ¥ | IR H B2 < 23.8%(5/21 BNIZFED HAL, KT NAG H1
23 19.0% (421 FNCFBD BTz, 7ok, FHEIERL O NAG HMORE T\t [BE) Tholo,

¥ o PR IR ONBRIMAE A5 & b 1ok L7 el

Q@ ZHRMHX - REFHRICEHT SEEMM% (5 T+ 0.5ng - Img DAHEZH]

AR L

(5) #BHE - WAERIFER

1)

2)

3)

4)

9)

FFRBIBIZ 5 1 B IE RIS O
AR L

BB HEICH 1T SRR UHE A xTE RO I
M ER e L

BB 51 3 ERRIE DM
AR L

DB, W, BBERUNSBEICS B ERREOE
AR L

EEHENE [HTEIL0.5mg - Img, BRIDAZY] P

AT v A REHUES D2 MR IER bR o e i B E B 3tz AAl% 1B 3mg, 1 B 1 BYRKZIC
28 IR N 59 5 IEERIERRGRBR 2 Ehi U7- [TPRGE], AFIOE 5213 3mg/ A% ERE L CHE
BHABEFTHZ AL LT,

BEFEOAF QMG A 2 7 (i ) DR FERE) 1, ¢ 5-BAAARE & beie LT 10 Bl 8 A3 1 B3 RZE,
1 BINEALTH -T2, AFF QMG A 27 OYHEIT, #5-5A46KF 13.3£5.17 2> bR 10.6+6.17 £ T
BREFAGIC I LT, £7-. BB DOAE MG-ADL A =t 7 (B EIG U O FEM AR )X, 8 5-BAAHE &
e UC 10 B 8 BN, 1 BIBAE, 1 HIRE/LTH -T2, AFF MG-ADL 2 27 OF¥EIL, #&5-
BRUARE 6.15.17 20 I fEHE 3.9+43.14 £ TREFICHEAD Lz,

A
A IE H 5 n=10
. B 5-BRIAIE 13.3+5.17
AN
QMG 2 =7 el 10.6+6.17
. e 5B A 6.1+2.42
INZ _
&7k MG-ADL 2 =27 Iy 395314

(CE¥+SD)

RIEH] (BRI A 28 5 B 2 S ) D JEBLERIT 70.0%(7/10 B T - 7=, BWEMIC KD 3ET, EEZREINE
MiF7e < BWERIC X 2GRS 2200 7,
X 40mg/fR H LA ED AT A RIRHR@E HFELL NS & 00 b9 IEROLENTF LR WS



V. &

RICEY SEE

6)

BEETY9<F [H T/ 0.5mg - Img DAEEH]

@ =EEHR ™

WEDOEFIZB W TEEFED DMARD 0472 < &b 1 BITHRA D72 mimE 65 il B)Z2 x5z, K
#l 1.5mg/ B2 6854246 L, 3mg/H £ CHEAEE L T 2 IEEMRIEXT B A FhE L 7o, A 2hMEfghT
SFEUER] 54 B\ T, ACR20 WERIT 50.0%(27/54 ) TH > 7=, EHITO ACR20 thERIT, &
B 45.8%., FEHEB] 53.3% Th o2, MTX R F26IZF1F 5 ACR20 BE=E 1T 40.0%, MTX LIgk
@ DMARD Zh FAR+4361 Tk 58.6% T o 7=, ZZEVEMRNTRIERIAER] 54 Bl BT, EEARRBIERIX 2
BIT 5 (T LR —PEMAS 25 « AEHERIIZ - U 2 <ERIBD . MBS - HbAle F5)ZR0D B8, W
THNHAF O G HIEIC XV EE Lz, E2EERIL. BEEREERE ThY ., thickfEkEE, it
BIEE L OMPERR R N E oz, FBLLUIZEWERH OZ IXEHE Lz, AR HEE SN 24 Fliis
T, WERICZ VT F = 08 ER3 2 mEERD b7,

@ KRENX Gt E TR LB R U kiR ©

1))

8)

9)

KENCBWT, BIER 6 » AU LB LIZA b b L — NMTX)BERAR 2B ) v~ FBE 2%t
G, MTX B G- & ARHFI 3mg/H & MTX & OOFH#E 5O 6 » A oo — 5 M gl Oz LR
6 » H MOk E R 21T > 72,

AFH| 3mg/H & MTX(FEK 25mg/iH) & OFFRIZ, BTV ¥~ F BEICI T 2 &R BEEIHUL ONERR B
DIWNRTHD Z EDNREIN, FOBAMBEEY v~ FRE BT Zn S EFoFtHIC &
D REERRE A BIE T X D EAURE SN, FIZ, ACR WERICRIFMZ2BEIERS S, Wiz
OO A OFR G HRAE < 72 2 12f0) ACR SGERITHEMT 5 & Ex bhiz, £z, MY v~F
DRI IT B A 3mg/ B & MTX PEFOGIEMIZ. MTX B G L 0 203 BRIk LR & 72
HAREMEIZIR W EE Bz, GMEAT —%)

IW—TREX [A Tt/ 0.5mg - Img DHEZEH]
BRI L

BEMXKBE [hTLnHHY] 90

FEIEOHHEM(AT v A NP, A7 04 NMEKTFEENEEERIGREE ZRIRIC, 7r s T 7 07 eLE 2
5 U 7= B AR IE B kRl 2 381 D UGESR(DAL A 2 72 X D UGERE 2 HRF)IX 45.5%(5/11 By TH - 7=,
Bl 12 HORERZ FNE LT, DAL 2 3 712 K DUGERE | CATHAIRRHE G- 12 W% U TH IR DOUGERIT 6/9
BT, DAI A2 7 OFHEEE 2OV T, 2IEH TA a7 OE TN LT, MR EMIZZE > T-JERFIE 6/9
B, PARBERYE AR > T ERNT 3/9 B, BABEEAIZE S TERNL 59 Bl ChH o712, AT A REEECELE)
1%, B 5-BRAART 38.9mg/ H 25 12 itk 8.6mg/ H & L 7=, EHNCEIWERMN A LI 1FE A EDRETHh -
7=

¥ AT A REIGE O UL AMEFTE)40me/ A LLEH 50T Img/kg/ AL L% 1 BB EEE LZI2b00b 5%

RO/ SN EE

ZRUEML - EEHRICEHIT MEMEML [(H T/ 0.5mg - Img DHAHELY] 2

SR - RER (BRI B2 % S0 MMM 25 0F L, IR XITHAREN - ek o
RO DICIEFEEVLE LT HBEEMRIZ, AT A4 REGFHLTARAIZ 1 B 2 [B§] - &% 52 #EH
RO 53 5 IEEMRIERTIRGRER A 0t U 7=, AAIOFL-E1X, ¥R EE% 0.075mgky B, EHAOIC 21T
hT Z7REARIE L, BERRIS « ARG U TR G2 0.3mgkg/H, 2ifiH -7 7#RE 5~10ng/mL @
HH CRAE L7,

B RIERRAT R SUER] 25 FIIC I\ T TR (Overall survival)ld 88.0%(52 T 5T 25 it 22 Fil4ESF),
BAETERIT 76.4%(52 KT 25 FilH 20 FIASF) TH -7,

T, PR K OER I AT A AT EOZEE), FEREIRDZ L, ADL X T QOL fafEDZ5HE), Mail CT fr
ROZIZOWTIE T E A EOEE THREBIARNICEARYEDN R biviz, A7 v A REG-EH )L,
TRIRBHLARE 0.938 1mg/kg/ H 725 52 i1 0.1869mg/kg/ H & TIENS AIRETH - 7=,

BIVERNIZ 25 BI2RFI(100%)WZF8D DLz, EREWERIZ. R Erar Y v G, E, FERKB, BE
B MEMREERR ETh o7z, £<IE. ZIVE TICARAI OB F O 50 R BEEI T 7 - 7= Sk
TR L LT, B AR R A BT D ERITRO b o7, AL 4 BT, HEICE-T-HESE
ZUITO TS AR & OREBIRIIEE SN2 oTe, FEELSNOEE LA EFLIT S HERD b2, i
T RCEE TR CThH - 72,



V. ARICEY HER

(6) ;AEMER

1) ERARERE (—REARERE. BEFERARERE. FARBLERE). 2ERFTET—IX—XiH
. HERFGEEBERAROANSE
HIRBORHENSELNTRBEILLTOLEBY THo72, 2B, 1| BRGELOMAEER &SI b
T 7oL VL EMEIRRICEET HIEH ) %, Bl OZEMEICO VW TT VI R&H (FERL
DFEH)ICHETHIER) 2T 52 &,

D FRHEIZH T MR D 2%
R 31T D HEME S ORI 5 7 1 75 7 (h 7R, SR O F2HE T TOREMER H O
WAL, ZNHICEEE 5252 BROMEEZ BN L LT 1993~2003 FIZFHEZIT> 72,
ZTORER, 6 » HBFEAETRIT, RAQ44 H)TIX 74.1%., /INE(504 B TiX 87.9% Th - 7=,

Q@ BHRBHEICE T 5iEMfRIG R UHE A XxE R0 %
BRI 31T 2 IEMEOS K OB %5 T (BL T GVHD & OMflicxr3 5 7' v 77 7 (EHIK,
T, RO ERT TOLEMR S NIAENEL . Zh IR EL 52 2 BEROEEZ B Y
E LT, PRi#EIE 1999~2004 FF12, THEREEG1E 1994~2004 FIFHEZIT> T2,
[FBh#% 5]
grade [ L £ GVHD @ 2R BLIREEME 100 HRER)IL, BAQRLS F)TiX 44.1%., /NR117 BT
40.8% Th o7, 7ok, 7KGEIFE CORFKAER TlX, HLA @& [FMBED 64.0% % 5O TW oDzt
L. TlREBEOFHETIL21% TH- 72,
(R 5]
2k GVHD (2592 Ah=1T, 56.8%(42/74 By TH - 7=,

Q BBHEIZHITZEERIEOINH
R 81T D HEMESUS MBI % 7 a 75 T QK. R, BERD O I ERE T To% et
ROLNCHEMEE . 2B E %2 52 2B ROEIEEZ BV E LT 1996~2006 4FIZHRA 21T - 72,
T ORER, VFERFAEFRL O BB R, BAN(1,233 i) TIXZILZE 98.6% K TN 95.8%, /I
(205 ) TIZFNZEH 993% K R 97.3% T - 7=,

@ DIBHEICH T DIERR IO ©
T OFHEIZ BT 5 OB —RIGHEIEFI(10 B 12 HBEBAFERL O 12 BREBAERTIVTR Y
100%., 12 B RHEHSOSTEBRIL 40.0% Th -T2, F72. 3 FEBRBAEGFRLO 3 FRBAESERIINT
b 100%, 3 FRFEEM S HEBLIERIL 50.0% TH -7,

® MBHEIZE T BIEERIEDHNEH
% DTN 331 2 IR — RIBIERERI(12 ) 3 FERBEAEFRL ) 3 FRBAERIIOTH S
82.5%. 3 HFERMEIEMSSFEFEIL 75.0% TH -7,

® EBHEICH T DERRIEO I O
iR % DTN 1T D WAL — VRIRIERIEI (35 ) D 4 45 B RS E 7SI 100% . 4 45 B FEE A5 313 78.3%.,
4 FERRRIEA ST BLRIT 37.7%., 4 FRMEA AU VEENREIX 95.5% Th o7,

@ EEHENET
EHERETICRB T otk - AER O ofE EAERICET 2 1E®R 2525 2 &2 HIZ, 2010~2012
R RIERER S 2 VXA T v A RIEEGTME o FE ) B8 ) E BB & it B R E i TR A %17 - 72,
Z DRGSR AR R SUER] 173 BlIC 3BT 25 28 % OB FEE L A 2L 13X 59.5%(103/173
By, TP RN B 1 89.0%(154/173 Hil), 1 4% Tik THZILL L] 72.3%(94/130 fil), 0B ZILL |
93.8%(122/130 f5) T & — 7=, L EMEREHT X EHER 174 4517 58 $1(33.3%)IZ 101 - DOREIVEF NS Hiviz,
FERFIERIIREIRG, BHREREE. MEERESE, THThoT,

— 44—



V. ARICEY HER

&I o< F

i) EARERAEORR
BEI ) v~ FBEICB T D707 7 7 OHERETCOREETOCAHEE . BIWERO Y A7 K%
FrE 5 BT, 2005 4-~2009 A 21T > 72,
Z ORGSR, AT RISIER] 3,172 FF 1,142 $1(36.0%)Z 1,855 HEORIER BB O biviz, E72/
TERIIIGZ, BEIRE. TR, T, IFSRERT CThot-, RIEHO U 27 EK & LT, 65l Lo
i, BEHEOSO. BERFOGOFNRE S Tc, AT RAES] 3,155 FllCIV T, HRERIEH)
P A 2217 (DAS28-CRP) 2315 X7z 680 f5ilH1, EULAR(Z — 1 v /XY 7~ FZ2)DOaHliFEHE I -5 <
Be 5 24 JH% OSSR BR00H L BT 65.4%(F %) 28.1%, 0X0A %) 37.4%)Th - 7=,

i) BERSEREGRABROIER ®
ARFHN O BEE A R BG IE W R O IOV CHIEIZ T 5720, ENTHEHASINTWDHLY 7~ FHR
MhLFH—h, 72V T 7Y UIT VT I OWT OO T T, B8 RA BEIZE
% B R )T AR, AR YL e E T T e AR R E L “EERIEICK U EE
fili L7=,
%% . DMARD T#IRA+4572 B4 RA B3 123§
5515 . BIIRMO DMARD IZIBINL T, 702757 3mg XiZ7 7R %Z 1 H 1 [EfEA#KRS
e EHAN] - 52
FEFAMEE :©  Modified Sharp 5IZ X 5 /F A= T
BIREZHNEH ©  Modified Sharp 512 X 55 OVS A K OIS AR IME AR 27 Bz 2B OS A D ¥
. ACR IR E & 2 OK I H . EULAR SR E, DAS28
HWE : FASIZBI 5 52 HFFOGFIA a7 2L EBEFEMETE)IX. 702/ T 78 4.66+6.59, 77
YRR 5591712 Tholze /2. 2 BEEOFBORSARaT BRI, 70T 782021352, 7
7 AREE 2.7723.82, BIFIARSIME A a7 B k&L, 7 a VT TRE2.6414.10, 7T £ AREE2.82£3.86
ThH-oT,
et HERRBEBRII 07T 7EETIL 86.9%((53/61 #il, 211 1F), 77 B REETIX 79.0%(49/62
B, 141 ) ThH o 7=, WESHENTIE, BYIER LOFARE, BERE, HEEE. KEBS X 0%
THIMREEN L b, BMEEILI TS0 7T 7HETT T BRI TRERNE -T2, £
DMOFEROIBLIRIT, WEETEIIALNRD ST,

@ L—FREBXR™
fEFSERE TR B v — 7 A RITxE T 5 ARHK O R Wil RE D 22 a0 Lk OVF %% & gt 2 Fr el
FH R A 217 - 7o (GEREHIRE : 2007 4= 3 H ~)*1,
T DFE R 22 VAT R SHERIEL 1,355 BICB 1T 25 SEBEK THOZ LT F =0 ERAOFEIRIT29%
Tholz, EHEGHEORZEVECENRGHIM 1,508 E)NCHOWTHF LZf 8, B G2 L0 BI1EH
FEHEE DO EFITFRD BT,
BN EFRAT RESUER] 1,353 BlCH 1T D 5 FRF R OBE R ERBBITRIL 6.6%. BITREBITEIL 1.0%.
BREFRRIT 30.6% TH 7272 HMEBARE~OBIT. BIT~OBIT. F)ICEEL KIFTERO
MR 24T o o fE 5. BRI AR < . BREICBRERE DMK T L T DIEROB & OTREIE DS &V VE B T,
EARB~OBITENEL D00, BIT~OBITRLEL 2D B2 b, FREIZOWTIE,
FEMHNRRE DR STV DIEFITIEB NS VEE TH Y BRENEL D EFZ 2 bz, £70,
ARAN O I A FE 23 i MBI, BRI S D AT REME DS ARIE S 72 A3, I FR R EE AN E WA ISR RIE
RANRFBHE LT D 2 b aES D70, BRI P RENEZI TN, BEEE2HE T2
TENEF LW EEZ BN,
15 FBERETHIZ OV CRAEZEOTRARNEN 2N L OMBNET L2 201648 A 24 HAT —Xa v/

HELT, ZRETCIEHEONETRTCOERERI% & L CEH 1T,

X2 BARERIT. BIMBATROEROA EIIHEYEHEICXL 5,



V. ARICEY HER

2) RBEFHELTERFEORNBERIEIERLIZAE - ABROME

AR ESE I ES 77 'L 0.5mg + 1mg O Ai%4]

HGREME LTHEM L-ARIZUTO@EY Th 5.

KRB DA IR VLBV HONWT, B S e i iRER AT E OB E A E 2 T, +oehiEmach

ik - ZEMEORMN A BN E T oEEZ G2 FEm L, ZO-REEZHEAEERE LTRINT S

L, o, TREREOHREN O/ LN AFOEYEREICET 2 EHRE ., WO R ICEHN Lo

HEEFHIIKMTDHLHIBDDH T &,

% o [ HRUEAE 8 E IR & OWBRICB W, AT a4 RAIOBESENZHREAR 5y, UIREIWERIC X v Kk
RE)) ORIEE - BIBINERZ A5 2 2000 4F 9 A

() =0t
1) IDFBHEIZH 1T B 3EHE RGO HNH]
SMENC BT OBIEIC T 2 7 1 7T 7 QRS 7 72 /W) OIS OIIHIN R HER ST 5 7578,
<HE>
@ BRI ZHEER LL B SR ER 7
RANZIBW T, 18 LA EOLBHEEREICX 7 n ) A2 2R L, KFOEEKR G HiEEzRRTHE &
BT, AMEE Bz oW TS ST,
ZOFER, 1 BRI TO Grade3A VI EOFFHESE O REFERBLARIL 742%, 1 FRBBE A RIT
79.6% T, ARAIOHRHMENRTED b,
BIVEH DOFBLFIL 96.3% T, 20%LL EOSEE TR S FIVEA ITRGYE, BRERER . ST, & ik,
i, Eol, @RI TH -7z,
VE 1) B SER T S BME ORI K OV b L < IR S 2 38 5 i S
Q@ XEZHERLERGR
KENZBWT I8 LD LBHEEBF 41X 7 v ) AR ZEE L Ao L2t onTRgt sz,
ZORER, 6 » AWRERTO Grade3A LA EOFEMSE O RFEFEFHBLEIL 45% ., | FRBEEEEFEIL 90%
T, RANIOFHAMERED bz,
BIVER O BERIL 79.5% T, 20%LL EOBEE TR ON-FIERITIRE, TH, R CcH ., £z, KR
JIE DI HAEE T 2.6 J&YY/patient year D TH - 7=,
) AFERTRE | Abiz 0 ICEYES BT 2 B
Q kERFHAERE (DiEHE) 77
PER D GPEINHIETE TITHERFREE S L <ITIBRBEARTHED DBHLESE 16 flaR5c, ¥ 7 r ) AADORK
FHHRIRSN R L w2tz oWV TR ST,
) 182468 H(CE¥IMEES.D)OBILEHIF ., BEAGFE, BaEERITL BT 100%THY, ¥
U AT SR DS IR E CIXMERF R EE 5 L < IR ARIE O DB ERE ORFE RIS W TH
HTHDIENRBENT,
20% L EOBEE TH LA EREGIL TH, . BHEERE. O ofh., ik, KB Thotz,
@ EvYN—FKREE—ERRE EER#HE) ©
DBARE 122 Fla BRI X 7 a ) A A% 7= S s i iR s o A 0 & OV 2P W TRt

SN,
| FERFERRE ATFRIT 90%, F 7=, HEMSEFEBISEE X 0.09 episodes/100 patient days ) CAK| DA Mk
DR bITz,

ZEMICE L TE, 7 V7 F =0, @iE, BERE, BSESER A LT,
T 3)ift% 100 HIHICRE 1 N7z 0 ICEIMEEESUR 3 FE BT 2 B



V. ARICEY HER

2) FhFBHEIC 1T B IEHE R G DN
AENZIBWTHIAEIZ IS 27 0 7T 7 (R « 1 72 V)OGS OINHIN R AR ST 5 777980
<BH>
O KEREFHAEAR (Mg 7
PESe Dz PNHIRTE CTIIHERFREE S U < IXIBBEARMHED A RS 15 flzxtgic, ¥ 7 a ) AADK
BRI L Zethic oW TR STz,
EEJ 165192 H(CFEAMEESD)OBIEMIF T, BHEAGFEIL 66.7%, MHaFAEEFIL 600%THY, ¥
7 U A A TIRES O 5o B HIERTE CIEAER R B U < IR O it 38 O RE TR I B W\ T
HAHTHDHZ EPRRENT,
20% LA EOBE TH LN A EFRITEHRBET . FFREE, Bl MRk TdoT,
Q@ EvIyN—YJREE—EEHRE EBRES) @
ISR FRE 66 B 2 %I & 7 1 U WA % F T2 SRS S i ik O A 301 e OV & PE I SV TRt &
iz,
| FRREBF AT EIL 3%, F - AN SO BUHE 1T 0.85 episodes/100 patient days Td> - 7=, Bl
BRI 7 + 10— LIZBROWRRE L OVEFRICR b 8% RIT T FAZEMEMRE XK DR BLHEIL 21.7% T
HoT,
LA LTI, BEE, BilE, BYESEN RO,
SAUAVKEHE-BERERE ERERKRS) ©
BAEERE 2R RICH 7 a ) BA-THFHT Y AHREGOH), ¥7rl) AA-Z a7z /) —RET =
FIVFEQ2 B DOF I & BEMEIZ OV TRE S vz,
) NA-THFAT Y APEREO 3EREREAGFRILTI% ThoTo, Fiz, AMEEREUGTHEIL
BPEIL X 7 ) DAA-TYF 47U BIERET 0.6 episodes/100 patient days, # 7 2 J A A-I 237 = /) —
IVERE 7 = T VIEERETC 0.3 episodes/100 patient days CT&H - 7=,
LEMEIZBE LTI, 7 V7 F= N, MRERER S . IRYMESE N A DT,

3) EFBHEIZH T B IEM R DI
SMENZBW TR 2 7 1 7T 7 (RSN 1 72 W) OHEHER S OHIN R HER ST 5 8182,

<HBHE>

@ kERFAERER (EBHE)
PESR DG IMHIREE TITHERFIR#E S LU <IZIREARNMIPEDO BB 12 fla 5, ¥ 7n ) LA ADK
FHHRIRSN R L etz oV TRg ST,
S 120487 HCEME E£S.D)OBIEMIM ., BEAFRIT 91.7%., IR EERIL833%THY, ¥ 7
1 U I A IGER O G SR S CIRHERFIREE & U < IXIR IR ARIRTE O B BE O RBEEIIREIZB W T
BhTdhdZ ENRBENT,
20% LA EOBEEECHR O NIA FERFGIIIRBIEGIE, Bb, 7 L7 F=80, ERThoT,

Q@ *EZMHRMEFTHRE EREKME) ©
1994 -5 A 1 BEY 19954 11 A 15 H OWIFICKE 14 gk TH 7 v U A ARE G S BB
362 BT DUV THEAT M T o472,
BRI X 70 ) WAZT T4~ ) — kL L CTHWZEBBMEIEDAREQLS B 1 ERFEEREE
12313 95% VAR AR A A5 31X 85% Th 0 EBEBAEOF LGS B O 1 B AR A HIT91%,
| EBREBHEIEAEERIL TI% ThH -T2, £72. 7 1 U A RIRERO GEIHIRE CITHERINEE S L <
TTIBEARMHTE D B BRE (112 B ORFHIEFRIZBW A TH - 7=,
AEFEGL LT, BEE, Rk, REBYIE, A NATa AV RAEGERL LT,

Q@ EvYN—JRFE—MERME (BRKRES) 2
&7 ) AR IR & L CHWE 123 BloEBHBRE TOFMEZ S\ TR ST,
PURA v &0 va PREERIT LW E 71 ) ARREIZEBWT 18 5 A (PR OB T o 854
1FRIT 98% B AE R 2R1T 83% T ) Ak DMBEMEE SN X D BAEERERE D BEHE BT 220N~ 1=,



V. ARICEY HER

4) INGFBHEIZE 1T BB RIS D HH
SNENZB W COMNEBIEICR T 2 7 a 75 7 ((EFHE - 7 72 V) OHEHESOSE OB R R S AT % 8380,
D YIRZUAVE)FRERVUIA 7 I KREMREBHE FaRRE) ©
20U NAERNEU T AR F o Z Y G RFO/NGBAE 9 FilD 1~4.5 £ D BEAFRIT 78%. I
TEBERIT 67%., ~A T I KRFO/NGBHE 19 Bl 1 FEBEEFRIT 64%., lEsEERIT 60% ThHh -
oo VERZ A UH Y ARFEIFITOREREGIL, BEESH. B Y > E 1 H], 50 RUE
2 BN A VAMERGS 2 72 ECTh o Tz,
Q@ EvYN—YRFE—MERRE (BRKRES) ©
1990 /= 5 H 725 1997 4 9 A & TIZHEHE S L7/ ML 98 BllC DWW TRt S vz, /Mg k Iz 2 7
0 AREHWEZ 1, 5 FEOBREAGFERLBSRAEBTRIL. TNEH 2%, 48%. MO 64%. 60% T
o7,

5) EEMEANE [HTEI/L0.5mg - 1mg, BHRIDAEZY]

faRiEERE DIBFICB W T, AT A RElIOFGIZE > THRIERA+Hy, UIEERHIZE Y A7 84 K
F T OIRIE DS K e 70 2 A B ) 9E 14 BNZBEFIERI(A T 2 A FAlL L2 ) o= X7 7 —BHI%)IZ
Mz, 7a o7 07vVvelkE5 LR, 100 CTHNEOWRELRDT, 7. DEFTREOUEPA
BRifii & S 7 < SN CWTIERI CRRIGE IR FTEE & 22 o 7o b A DTz 29,

AT aA REITEROZED T BT S MR & U < 12 BRFERGER 0O BERE i) 1 ) fiE FB 3T & k5L &
L7ZBIAHREBR TlE, a7 7 707 e 28 #ll# G L, AT oA NRlIOFRG &% 77 2R L
el U=, ARBR T, Smg/iE H/A4BOEISGTAT aA REIZE L, IEROLENHER CE WA
WZiX, A7 A FAIOEEEZITo7-, TOME, #2700 AARTIEH, EROZEEHERFLIZEEARAT
oA FHIOBEZFRD, HEK T 12 8EEOREK T 4 BEOAT oA N EHREE(T L =Y
o UHEENT, FRFEN 491Img/ H RN 3.81mg/H THh o724,

ATOA FEYHREE* (mg/B) DR

- Zray NARE 75 R THEE T DB D 72K
| [n=40] [n=40] [95% 15 #EIX ]

K 5-BRARE 13.78+3.958 13.88+3.545 —
BHRT R 12 HH 4.91+4.041 6.51+4.889 -1.58[-3.342~0.184]
5457 Hil 4 TR 3.81+£4.066 7.23+7.319 -3.48[-6.010~-0.953]

¥ U R=y o R (CF¥)+S.D)

X Hou ) AARE—T TR

AT a4 REIOEGIZE > THRA+5 T, MIRIERROEEMHEEEF 106, v rI 787
% 28 WL L2 B IARRBIZB W T, 8 I TH (AR QMG A a2 7)DikEEZE D, 9 HI THH X
T A REIAEE S 7= (P A,

B ONG RO 7 DR

B 5B AR &R A&
[n=10] [n=10] [n=10]
13.3+5.17 10.6*+6.17 271226

(CE¥+S.D)



V. ARICEY HER

6) BT F [HTEJL0.5mg - Img DHAIHY] 37394659
BEOBREICEWTHY v~TEKODR L 1N LD 072 RBREO N Bf ) v~ T &

B, ST T TN % TARRER TIE 16 W, FIEER Tk 28 BRIH G- L7, & DR 5.
Ty T 77 OBMHRBRICE T 5 KE Y U~ F 2 (ACR)DO A T 715 T D 20% 855 O
EA(ACR20 ch#ER) T, FEEBRE TIiX 49.0%(50/102 fl), EEnE1E 50.0%(27/54 ) Td - 7=

ACR20 REE EE#E)
, — A5 E
PR 77N 1.5mg 3mg
A ZE TUFR ) ke 5 3R 9/64(14.1) 14/57(24.6) 28/ 58(48.3)
55 T AH bhas sl ok — — 50/102(49.0)
it 9/64(14.1) 14/57(24.6) 78/160(48.8)

X EREH IO T L 77Tk S L BARIZ, @% 3mg TH D,

R SHIES SO T

(e AE B4 (%))

ACR20 &R (FHr &)
— AR S E
R4 I 5mg 1.5mg BH%A 3mg
’ 3mg F CHEE A
% 9158 T AH e i 27 28R 9/27(33.3) — 11/25(44.0)
o TIAH i in 2R — 27/54(50.0) —

(e AE B4 (%))

X EEE AT 2RI T AT OFGEENIZ 1 AHEE, @ 15mg THY | FERICEY 3mg FTHENTH D,




VL.

EUWEEICEHTSEE

1. REZHICEESH S EEVR LM
T AR LEO G IR
EE B H DB OMRENITNRFIL, B OWRMNLEEZSRT 5 2 &,

2. EE{ER
(1) VEEERGL - VEFAHERE &8

Z7a ) AADOGEMEVERIL, & LT THIC X 559t - BlR - 0OEAZRET S Z LIck v 3
HEINDD, ZOEAREITA vV vy —RNA ~OIEG L)L THIfl S s Z &Ik EE LR
TWo, #7v) AATMIEANTY 7 ) AAFEGERBFKBP) MG L TERZRET L LEX N T
WDHMN, TOEBAIFY I AR UFEEERATHIY a7 4 VU e BREZLRHLMME o
TW5, ZOBAEAOHENRZ 70 AAL 7 aARY > b OMEROMER OBREOMEZE L LCH
nTna EEbns,

(2) EERMAF1TLHHEBRAE

1)

2)

3)

RIERICHT HIER O

~ 7 AD PRI 2 W2 Y CORBRIBR ARSI B W T, A v —a A X 2N Y F—T =1
YyEOTMBBEROYA M A CEAZIEIL, FIZ, b FRMIMLEAEK A H1 CD3/CD28 THITMT %

FOSIZEBWT, RIEVES A S A > Th D NEHEEIER 7 (TNF)a, 1 > F—8aA % 18 WA & —
aA X6 OFEALIEIT S, —F., BERMROHEGEMHEERILZ N O OERICHKR L Tig< . SRk
NRINTNB,

RIEBZRUSN T B4R 2

Z v M AR O R O X PINREE SR & DR ZEME ORI . 4y 250 5 oD BE NS ATIRIZ 64 2 HEGEAE

EHREFT S,

fE2sfBEETILICHT 514EH

OB BT 2 FRFHEFRBIC B CREIRS RSO 2 BRI U, A2 Ttk SE 50 =7
AP A X0 Ty KD,

) 1 X TORIFEFBHEICHT 2R
%

100-
o (I
| —=— XA (n=8)
|
H: il A —o— ¥7a)AA  1mg/kg/H(n=10)
7 507 | —e— 3 7uAFRY Y 20mg/kg/H (n= 9)
=
|
|
1 1
L&
0

0 2 300
IR B



VI. EHEEICEY HER

@B HE FIE T BT, T ORI 5.0V TSI bR R TR0 &5
L. EFYEZ2 R SED(= 7 R % T |k 9100y

Ty FBEARMBEERICHT S22 700 LAARUTL I ARKRY v OMR (FHMIRE)

(%)
1] o HEALFLA} (n10)
80 u| O%7r7ul) AR 1mg/kg (H=10)
1 vV ¥y 7uaZR) r 15mg/kg (n=10)
A 60+ Oy7aAkR) » 25mg/kg (n=10)
ﬁ -
s 40
20—
R N
0 L
0 10 20 30 40 50 60(H)
I et N £ A 7 H 22

Ty FBEARMEBEERICHT S22 700 LAARUTL I ARKRY v OMR CARIIZE)
(%)

100
- ® S (n=10)
] A¥ZTOY) AR Img/kg (n= 8)
604 ox¥zulyAA 1.5mg/kg (n= 6)
# g v ¥ uaAR) >y 15mg/kg (n=12)
s 40 Oy2uaAR) > 25mg/kg (n=9)
20
0 I I+ =T 1 & ]
10 20 30 40 50 60(H)

0

e i e A2 A 2 H

@BBE T I\ T BRI % BIHE I L I AR S5 (L B 100, A X 109
5 v b 1),

Sy FhTOBEBIEIZHT S
24500 LADYME

Sy FTOBEBIEIZHT S
CHOORKRY DOHME

—e— A AT (n=7)
—O— 7 Zua) AR 0.32ng/kg (n=7)
—— 7 ual) LA Img/kg (n=7)
—— v a9 s 3.2ng/kg (n=7)

—O0— V7 AR ¥ 3.2mg/kg (n=7)
—— Y70 AR) ¥ 10mg/kg (n=7)
= 7o AR) > 32mg/kg (n=7)

(n=7)

(%) (%)
100 100
90 - 90 A I -
80 - 80 -
70 70
% 60 4 60
17 50 1 1F 50 ]
40 A 40 -
$3m v $3m
20 - 20 - a
10 - 10 -
0 * T T Or T 1 T T T T |
0 20 40 60 80 100(H) 0 20 40 60 80 100(H)
RO HEL WA E O HEL
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@OOBIE T /BN T, BAE& RIS 2 806l L, EEHFZIER SEL(T7 v )Y,

Sy FEMEDBEICHT S50 ) LZADHE

HEH % 5 B (mg/kg) ik BRULAES A ER)
T HR — 5 6(3 IL),7,8
/A= I 0.32 8 5, 6(3 IL),7,9,10,11
1.0 8 9,35,68,>100(5 [/t)
3.2 8 6,26,45,>100(5 L)
10.0 8 15%21,25%,>100(5 PL)
I aARY v 32 6 5,6,8,9(2 Ib),12
10.0 8 5,18,>100(6 L)
* o BT
OMBEET VB W T, AFHMEZIERE S5 (A4 X)19,
A1 XABHEICHTSH2 70 LXOHE
FEFH B 5 B(mgke) | HE5REE S AEAF H (B R OBE L RIA
T HR — — 5 7~20(4 JE)2,13b
Aral A 0.1 ™ 5 72,>28(4 JL)
rmARY v 20 ey 5 >28(5 JL)

OMBIEET BN T, EEYMEZER SH5H (A X)),

a: A b KE AR O 7o O HEPEE

% 0.1mg/kg DRI 5-81T 032~ Img/kg OF% O 58S T2 LHEH S5 19,

A XFERBIEIZRT 52901 AXDOHR

58 e 5. B (mg/kg) GIES BREAE HE(B)
T H — 5 7,9,11,12,21
ARG 0.1 fhyE 7 7,8,11,12,13,22,27
0.2 fHiE 4 10,18,21,33
03 5 18,18,19,26,73
1.0 &0 5 19,24,29,30,53
IR ERS 1.0X5 H(@4~8 H)fhiE 5 18,21,24,38,44
1.0X3 H@4~6 BBt 6 21,28,31,50,63,73

a:20 ALLEAFEFNCIE 10 BEIC 1.0mgkg FHiE#S Lz,

OPNBBREE T NMCENT, AT ZIEE SE5(F v b)Y,

A B G R (mg/kg) GIES AIFBE(H)
gt - 11 6,6,7,7,7,7,7,7,8,9.9
Hra ) bR 28 10 7,9,13,25.33,36,38,96,118,131
I aARY v 20° 7 5,7,9,10,11,13,23

a : #it% 8~30 H X Img/kg %@ H %5
b : itk 8~30 HiL 20mg/kg % b7 H #% 5
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4) EEMBENEETIVICHT HER 'Y
<HBHE>
Z v NEIEFEIPJET T MCEBWT, Hi7 e Fa ) U RIREUAOEAZIH L, B R NERE
AZL(MEPP)DRIE 2 883 %,

E b a125-147 D THEBELI-BEHA L MEPP (39 H4EH

. 7wk P17 v  AChR Hifk MEPP #RIE(mV)
ALTE R D
No. (nmol/L) n : JEBEIE
Control (JELE IE 5 H#) # 10 P 0.024+0.032 0.72£0.104
(CF¥)ES.D.) (n=100 10 JE X 10 [7])
7R 1 0.99 0.59+0.140 (n=20) * % %
(N 5 2 0.75 0.47+0.227 (n=20) % ok ok
(Fh51m) 3 0.78 0.65=0.196 (n=20)
4 1.06 0.62=0.240 (n=20) * %
5 0.68 0.46+0.217 (n=20) * % %k
2l LA 1 0.16 0.731+0.211 (n=20)
Img/kg/day(MEIEHN ¢ 5-) 2 0.23 0.72+0.167 (n=20)
(F+5 L) 3 0.18 0.68+0.231 (n=20)
4 0.26 0.73+0.166 (n=20)
5 0.50 0.53+0.234 (n=20) *

MEPP #5# Tl F-test ™%, Student t-test X |% Welch t-test THIE L 7=
Control(BEALE EHEOICH L THEZEDH D *P<0.05, * *xP<0.01, * % *xP<0.005
W M7 EFLa) VEEK e T 2=y MEAES 125-147

5) BAEIRETILICRT B4R 1012
Ty FEEKETICTBNT, RIEWEY A N A UBEAZIMEI L. BEIEIC T D REL NS - W
ErdET 5,

Sy baS—7UBEEHRICE T SREHRE DB AR

i Bh& =
(mg/kg) RIEAMBEE | VR A | BT A B ol
EALE 0.0£0.0 0.0£0.0 0.0+0.0 0.0£0.0 0.0+0.0
*fHR 1.5+0.4%" 1.8+0.2% 0.90.3* 0.740.3* 4.9+1.0%
77 vR 21104 2.1+0.3 0.9+0.2 0.9+0.2 6.0+1.1
1.0 1.9+£0.4 1.6+0.5 12404 0.8+0.3 55+1.3
Vi A=D I 1.8 0.7%0.3 0.6+0.3* 0.2+0.2 0.240.2 1.7+1.0*
32 0.00.0* 0.0+0.0%* 0.00.0* 0.0+0.0 0.0+0.0**

R E AR AERA A (n=10)

TR RKRBRICHW =X 7 v ) ARZEENDIEA
0: EH, 18, 2: PEE 3: BE
##H BERLERE L i LT P<0.05, P<0.01 THE(Wilcoxon DJENFIE)
k, ok ok o KTERRE & Bl LT P<0.05, P<<0.01 TAT & (Kruskal-Wallis &7 /LI X % Dunnett 2 k)
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Sy baAS—FUBERICEITSE - MEREICHT S50 LADER
6r

0
RILE WE 7R 1

1.8 3.2 mg/kg
’ g/
mg/cm? 180 -
200 e * 7 ok
I o 160 -
é 180 H o -
= i m e 140
160 L 2
# i, .
JE 140 F 4“2 120
120 = 100

%Mﬁl HB 73¢F 1 1.8 3.2 mg/kg WOE MR 776¥ 1 1.8 3.2 mg/ke

S+ R UERR R (n=10)

TR RKRBRICHWZ X 7 0 Y ARZEEN D IEA

# o MEALERE L R L C P<0.01 THEX BRA =2 713 Wilcoxon DNEMFIRE, KIFEHEROT 0T 427U B BT tRIE)

sk, skok o GPBREE L Bl LT P<0.05, P<0.01 THEX #A =2 713 Kruskal-Wallis &5 /W12 L % Dunnett D% H ki, KR 5
KO a7 427V B i Dunnett 0% 5 LK)

XA AT IE, ABRBICBT D8 E. BARE ., BREHEEORRE S iEE & o, hRg. KON E OEORE % Z i 0(E

). 1(PEE), 2(RE)D 3 BB TR a7 L LG RtnBE =T,

Y b7 TNy FEBRIZE TS RBBHPRELET A A VRS HER
Camrks - 3 BfD)

mL ng/ MLk E i (g)
&r 0.5 -0 st
##
15F ;ﬁ s
i . & 0.15
fE 1 i
JiE L 0.1
b
0.5 )17 0.5

0
BEALTE  APEE s 7oY AR MTX HELE  xfHE #7o) A2 NTX

ng/HLEkH ft (g) ng/Hlfk At (g)
2 -~

-1 #
4

= (L5

w

CESEER
=y CEEER

~

—

MEALE IR s ruai MTX

WLE W 5 ruY AR NTX
PHME AR AR S (n=5) X 7 1Y LA Smgkg, MTX @ A b b L& % — |k Imgkg
#4 o IEALERE & R L C P<0.01 THECRT)

ko okok o RPIRRE & BRE L C P<0.05, P<0.01 TH 7 (Dunnett 0% H ki)
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6) BRETILIZHIT B4R
O~ 7 A GVH BRETVICBWTHORERNENLOEGIZLY, [RET VT IV RED ERZ20
Hil L. SRERIARE 2 B O B b 2 i L 72 19,

(mg/mL)
1007 37 =
o R
804
4 2 ?3?]1}5 SN,
4 g !
| T
1 #4:p<0.01
(vs Bt BREE,
1 T IVT 3 R
UBRGE £ 72 1EAspin-Wel chsE,
Ve W 3.2 32 mg/kg UM maRRES.2 10 32 ke ﬁ%ﬁﬁ%ﬂ;ﬁg%)
XTRRE w B wEEe A5 (5) d4)
(10) (15) Frual) AR (10) (15) FrmY AR

TGl R i # W
*:p<0.05

3 *%:p<0.01
2 (vs T ge5EHE 0 A%,
RAT VT I e
i Dunnet t % T FLEERE .,
39 B 00 A <
11 Kruskal-WallisE 7 Wil
14 X ZDunnet t % B HGE)
ol |

NN
[S-]
~NUXN

Bt WAk 3.2 32 mg/kg i Btk WaesaE 3.2 10 32 mg/kg
xR R (15) (15 (14) B oERE (15) (15 (4)
(10)  (15) 7o) AR (100 (15) yruoyaA

[REJ5E] ~7 AGHEREF L2 MWV, ¥ 20V &A% Ml AREA#%28H B4 51H1E28 H H AEED
Bl Ly W7 V7 3 REERE 33 & OV o0 9 BRALAR S A RFA 2 2 L 72

@~ 7 A GVH BRET BN TS ARENS O PR 5IC LY, METHSHE [Hi_EH
DNA(dsDNA)FLIR] & EF K ONE PR C3 OIK T 24 L, S E AR O RERIR~D 1L % 4|

L7z 19
)
o
. e P S K.
it ():n
Bl
#:p<0.01
0.51 (vs BEPEEERE,
thEE F 72id
1 Aspin-WelchBi%E)
Bt g 3.2 10 32 mgrkg
AR RPEE (15 (5 (5)
10 (15 Pre
*:p<0.05
(U/nL) ML dsDNATL AR (U/aL) L RC3 #k:p<0.01
5007 1.59 o (vs T SE A HARE
$k Dunnet t > % i B 5E )
400+
#
# 3004 1
300 g
L. i
0.5
100
ha *
O Gw wWamm 32 10 32 ne/ke O it Mo 3.2 10 32 ng/ke
IR oERE (15 (15 (15) *IEAE HERE (15 (15 (5
(100 (15) yro) AR (10)  (15) Z a0 AR

[RER G E] <7 AGHEEEFNEHGT, ¥ 70 4 AZMHREAGERAN B4 51H 10124 H #EEED
Peh L. R 7 VT3 HEE, I HLdsDNADLARA 35 & OF i Al AR C3 2 % L 720
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EMEEICEY HEE

g SIRIERT 58
& Figfli+S.E.
():n
a
> 1
#2:p<0.01
(vs BRMERSHEERE,
Wi LcoxonMEfz I 2)
0 "Bt wos 32 ne/kg
oHIREE o IR 15) (la (15)
(100 (15) yorul) AR w:p<0.01
TG ol Hefes A FRC3 s et (vs T 5EHE0 A
3 4 Kruskal-WallisE 7 (2
& % Dunnet t D% W HLPRE)
#H
2
2 %
x| 22
54 T
i
0 Btk fEg%sE 3.2 10 32 mg/kg Btk FigesesE 3.2 10 32 mg/kg
e o (15 (14) 345 xHE B xR (5 (14) (5)
(10)  (14) - D3 (10)  (14) F201 AR

[RER ] v AGHEREFLAEMNGT, & 70 AXZMWia AREH.E B2 510 10124 B B AR
ok Uy I o0 i BRGS0 A4l 2 S0 L 720

@7 > MHLThy L1 FURFHFHERET VB W TIREAOHEMZIMHIT 5 & & bIZ SRERIRIC
IFN-y @ mRNA FE8L 2 | L 72 19,

(ng/day) | kS| ol T
120 120-
100
Sﬂﬁ
R
& 60
b l L l
40 ——
20 1
g ?
I 3 35 7 0 1
Fifhpe 5-HmFm (H) Pifhde - #ER (H)
O7F+1H ¥ 71 AR0. Ing/kg |0‘7°'7~k>i'\‘.9‘7ni) 2 20.3n0/ka |
@y 70l LA0.3ng/kg Ay 7 1) A Almg/kg FRE 5D, () sp0.050vs 75 EAE)

EHEME+S.D. (n=3) #:p<0.05 #*:p<0.01(vs 77 &)

[A87E:] PiThyl. 1€/ 7 0 —F L HURE BIRPIES L, BR% 8BS ST v M, HiThyl. 1HiHERS5 06 £ /=
BIH#&POESREHE TS 7 o) & A% 1H LE BB ARES L.
B Sl 3, 5. 7. 100 MABICAREEREREL, REARTHEL .

mRNA 1
%%
.
B 0.75]
7
%
Z 0.5+
'_]]E T £S.D.
N o =5
I 0.25 - =)
xF
30
it L2 IFN- y PDGF-BB

[BRERFT ] HiThyl 1€ 7 7 0 —F VUL FRIRPIEN L, BREZBIESE/L-F v NI, SiThyl 15510 #0 5
BERHETY 701 420 3ng/ke® 1 H 10 KEBEANES Lz
PP 55 H 12 O & 0 SRERIKORNAZ BB L. IL-28 X UIPN-  OoRNASEHLE 2 Win G R A ) £ 5
— L S (RT-PCR) #3102 X b fllsE L7z

B 5HIL-2,
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7 KBREETIVIZHT H/ER
ORIBRPARFIED L IFERHME B A 5N D 4l IL-10 KB~ 7 ZZBW T, #E A RGRHICHEE
SYTY ORIGEBEKRBER/KRGOR M, RIBKEOIEE, Kb ~ORMEMILEE, #Hilkao
R % P52 19,

y o) LAY
mg/cm ; fem
60 ki 500
A 30
[ 400
T o ™
8 » 30
A T2 200
Jgj%‘ 20
E 10 100
&
HECT S N S 10 mg/kg W Kk " mg/kg
F oISk o lEE AR R
1L 10242 L1045 = 2
AIT % | b= s
i= | saw 1r $5
- &&
2% 3 #: 3F ——eere— .
z && a
oL g ol
i £ ) o
= && "
™o E #Ho1r
&&
i R i i mg/kg N Kk i i mg/lkg
FARiliE e B BiE I O A6

IL-TOK = A IL-10% 4= A
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EANEYARNE &)

;
mg/cm m

(N T F mg/kg (RIS N T3 mg/kg
ome ogp O ! one wg O :
IL-10R A= A IL10RA= A
A3T A3T
1r e . 1r %
|
9 3r o3k . i
HE && | &
moEf & 2f ———— N
i X
Al § Sie L ns . eee—
. 0 : .
N | mke EERE | ke
SRR RHERRE ! HIERE SRR ;
L0 IS 2 ILAOREH A
n=10

SRR E(RIG E R/ KGO R S FE)

AaT T vy N RO (RAEM AR, AR O K )
AT 0 FEEBRL, 1R, 2 P 3 B, 4 O TEE
##: P<0.01(vs IEFXHREE, Student t #iE I Aspin-Welch i 7E)

#% : P<0.01(vs RIGR XL, Dunnett % 5 HLEHR E)

$$ : P<0.01(vs IEF 5t HERE, Wilcoxon NENLFIfR E)

& :P<0.05, && : P<0.01(vs KRAFRKIHEE, Steel DL HLEHE)



VI. EHEEICEY HER

QOKRBRZERIIIEL TWA LHEEINS 9 RO IL-10 KB~ 7 22BN T, BOHRGRHZHEARE XY
720 OKIGEEKIGERE/ KGO OB, KIBHIEOBE, K~ IEMMIEIRE 2 #3210,

B ) aAFE Y
mgsem #4#
60 |
Hi.; 50
ﬁ o ok
= 40
18
<30
K
I 20
%]
10
<
0 U 0 - ,
kR Kb i 0 ma kg b K 7 i mg/kg
THREHE X AEGNE RhIGAE
IL-10%K 4R~ A L1044 =2 A
5%
a7 [ ] A3T
i : ar 85
&
S sssasas . ssese 3F | eeees
i s
Al T Al -
) 2+ R T 2+
2 a2
Mol - 1t
0 0 0 hy TS
Ef KR . 10 mg/kg T pNE ! 0 meks
AT RPHETTE AHIREE AR
IL-10231 = A IL-10KAE= Y A



FIE(CBY 5EE

[FLF=vmi ]

mg/cm

60 i
X g0 ##
40
/30

g K%
OB R HARE

o1 | e kg

IL-103R =R

E
o R

PN
i HEEE

0l p e kg

IL-10RAHw A

500
100 i
5 300
E 200
100
T am# o
RPNERE RENTE -
IL-10K = A
AT
i $5
" 3
kI
[
o
x
# 1
EW Kbk
wrer om0 I

IL-10R =T A

n=10(7"L K=Y 1 O IEFXHREE, Imgkg £ 581X n=9)
SRR E(RIG R R/ KGO R S FIE)

R2aT T vy N RO SE(RAEM AR, AR O K )
AT 0 FEEBRL, 1R, 2 P 3 B, 4 O THEE
## : P<0.01(vs IEFXHREE, Student t #iE I Aspin-Welch ¥ 7E)

#%  P<0.01(vs RIGR XL, Dunnett % 5 LR E)

$$ : P<0.01(vs IEF 5t HERE, Wilcoxon NENLFIfR E)

& : P<0.05(vs KIFHAHAEE, Steel D2 HHLEHRE)
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@RIGRMPAKRIEIE b

LT EEZ BILD 4 8ERD IL-10 KE~ 7 AZBWT, K FRGRICEMNE S

L7 0 ORIGEECNGEE/RIGOR OB, KIFHEOIEE, K ~OJSEMILRTE, Ao K%

2 1,

mg/em ## m i
A 60 ' 500 —
% 50
F 400
=40 ok e
Vi a0 %
e 30 fise
B [E 200
? 20 100
_g 10
0 = S, 0 = B i ,
1% Khigde i mg/kg I PN i mg/kg
xit B oyt papl i paglsti
IL10RE=7 A IL 10K A
$s
AJT | AT
4r seee 4~ s8
. &&
4% 3+ —————— . ﬂ: 3k - A .
IE ;‘i‘ﬂ]
il ol T o . 3
! A ]
i R
Ho1r % 1F e o o
0 — 0 —
s KWide 1 mg/kg L Kbid 1 mg kg
pogl: I oIt GTEAE oIS
1L100 8= A L0k fH= A

n=9

SR S REAER R (KB E R/ KIFOR S REIEEE)

2 a7 Ty b RO RAEGRIEMARE, PO O K %)
AaT 0 FEBRL, LB, 2 REE 3 mE, 4 O TEE
## : P<0.01(vs IEHXFHERE, Student t #E 1L Aspin-Welch IR 7E)

#% . P<0.01(vs KIGZGHREE, Student t #27E X I3 Aspin-Welch & E)
$$ : P<0.01(vs 1EH % FRIE, Wilcoxon JERZFIHE)

& : P<0.05. && : P<0.01(vs KIGRXIHE, Wilcoxon ERLFIRRE)
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@9 Fi D IL-10 K~ 7 2 HERE L 72 K LPMC IZ

TNF-o FEAEREMNZ % 7 v U A R34 B3 5 (in

vitro)'!¥,

————— ¥IUJLRA
pg/ml i pg/mL -
o TFNy o TNF-«
i
sooo0 -
s 4 130
410000 1
[\ |\ ok
7 7
i 30000 'j 100 -
i 20000 i
1 K 50
10000 2
* *
0
mEE 0 11 1w 9 8 7 mElEg 0 1w o9 8 7
o)L FranhA
[og{mol/L)] [Hog{mol/L}]
b 7 LAY« b
pa/mL i pg/mL TN
0000 by 200 I
¥
50000 #
+# 4 150
A 40000 A
I [y **
7 7
7 0000 2 100 "
> v
o 20000 e
1 I 50
10000
0
ol 0 sl o

10 9 8 7 6

A % == b
[Hog{mol /131

n=10
) E SRR
#:P<0.05, ##: P<0.01(vs HERIERE,

10 9 8 7 6

g Pl =ty e b
[-log {mol /13 ]

Paired-t 12 7E)

* . P<0.05, **: P<0.01(vs Omol/L #, fE{K[H D% 58 L 7= Dunnett %)

BT, ConA X LPS OFIIKIZ K % IFN-y KL
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b4 4= UNV
pe/mL IFN-y pg/mL TNF-a pe/mL IL-12
10000 B0 _## 800
ar £ i, A 2
8000 | t 200 o Bow
"
X 60 £ s 150 : y
1 R £ 400
;/l 4000 ~ 100 P
R 2 a0
JE£ 2000 g 50 -
e ot o -
op o 11 w009 8 7 WfE0 10 W0 9 8 7 fef@ o 111009 8 7
FITNIHA FFYAA A=l F S
[Hog(mol/L)] [Hlog (mol/L)] [Hlog(moal/L)]
FAR = g
pe/mL IFN-7 pg/mL TNF-« pg/mL IL-12
10000 BOF s 300
-HE £
Toaom| # yED: .
5 6o 130 ' x
. 1000 : 100 1 I
=~ 1001 * -~ 101 -~
i i oo B Y o
HE 2000 K 50 BE
= sk
[ s . [V s e
e 10 9 8 706 el o 10 9 8 7 6 RS0 10 9 8 7 6
VAR == PAZL A= EAZEY A=
[Hog (mol/L) ] [og (mol/L) ] [og (mol/L) ]

IFN-y BEAE : n=9, TNF-a PE/E : n=10, IL-12 FE/E : n=9

TEl AR R

#:P<0.05, ##: P<0.01(vs #ERILHE, Paired-t #Hi7E)

*: P<0.05, ** : P<0.01(vs Omol/L £, {E{K[]D7E% %58 L 7= Dunnett {5)

®DSS FFERIHR~ 7 ZIZBWT, BLER S Y72 ORGE SO E &/ KNGO & S)HNZ #6325 19,

mg/em mg/cm
60 - H# 60 - B
o 50 F
) I
= 1 40
: /
x !
%);7 ; %g 20
= 510
3 0=
THE S Kb ; o ma/kg L% K% k.
AR AR O = were . i
FHWM)LA A =4
DSSH AL E DSSHiARALE
n=10

Pl = AR AR S
##: P<0.01(vs IEFXTHEEE, Student t IR7E)
*: P<0.05, **: P<0.01(vs KIEHZxtIRiE, Dunnett D% & KR E)
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8) MEMMAETIL. MEFETIVICHT 5/EH
DOHE A ER~ ™ A SEB BB ET B W T, iz 5 T RIS K 3 5 K 5E Kb &
OSRMEAL 2 P92 120,

BALF hop#fifia %k (X153 BE. THE)

(%10%mL) (x104/mL)
50- 50 F]
éﬁﬂﬂﬂ = Salineft
404 40 | P2AsUFN-$ 3
# 3) -~ E AL r=vori
i i
B g0 B 20
10 s 10 .
0- 0-
3HH THH 3HH THH
(x10*/mL) (x104%mL)
50 s 50- #n=6
KR (oA TR a=5)
407 A S EM
* 1 p<0.05, ** :p<001
i 304 # 304 (vs Saline, Student’s t test)
a B
# 20 # 20
SEB : FF7RE=Faby B
10 10- BALF : 5 S2 B i i
Saline : 4B K
o i £ o " i e
3HH THE 3HH 7HH
BALF F DY 4 +h4 ViRE (EFIIRE3AA)
IL-2 TEN-7
(pg/mL) ————  (pg/mL) <id (pg/mL) =
= * i bac:
100 — 20 = 40 *
9 3 o o o
0 - -
1 804 - b 15 e 30 o
3 — » r NS
b o # 104 o 7 20
1601 © o 8 1 -8 ) -
A . 2 | e F
i — & * # 104
B 0l g O 5 i 10 ®
40 . s} )
T o & o
0 SEB+  SER+  PRSH b SEB+  SEB+  PRSH ¢ SEB+  SEB+  PRSH
Salinelf ¥ 700 & AR Salinelfe # 7 0] A AR Salinef¥ ¥ 700 AARE

#:p<0.05, *3*:p<0.01 (Student®th& )
IL-2:4 % —04 %22, INF-alEBIEIE M T-o IFN-yf ¥ ¥ —T7z0y
SEB7FIEM L7 0B BALFAAT LMLl Salined: B k PRS- #E it
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I fE kR EE~D
Ml ORI

0+—
Salinel
1

*

1—M

f7u  TLFz
) & AE

Ja it

PR (RFHRETER)

IR P o>
AN T

*:p<0.05(vs Salinefif. Student®ti )

SEB7RYERE 7O 2B

Saline:}: # £ A

—O0——e—————
Salineff  #7w  FL Rz
PEN 5

Ja it

B TD

27— o

—O—— 00—

*

0-
Salinef #7uw FLF=
UAARE VB

@A X LPS/PMA FHRAMMMGEEET /VICBW T, HifiRIK Mo+ 2msER 27 L, AFRE2dE

ﬁ—é 121)0
LPS/PMA REAEIR D AEFFEE
LPS/PMA JEAE#% IR i (hr)
5 lEo T—Z 0 | 5 ; A S . p fiE o
74
*f R 100 100 100 100 100 83 67 33
T R=v o it 100 100 100 100 100 80 80 60 N.S.
rony s 5 100 100 100 100 100 100 60 60 N.S.
A B
77m ) AR 5 100 100 100 100 100 100 100 80 | p<0.05
Eaazp %It
2raly hA
- 5 100 100 100 100 100 100 100 100 | p<0.01
e i
HAFER (%)

a) : Peto fRE (vs xf HREF)
LPS: UARARY S AU K
PMA : FifiE 2 U AT ERA LR —L




VI

v

EMEEICEY HEE

EfR MER R 53 [E (Pa0y)
O A HERE (n=6)
LPS/PMA KA ATLRZ T B (n=5)
(torr) @ ¥ ) A AL BT (n=5)
180 l A5 2] R (n=5)

W3 ) A A ERE (n=5)

EEJE£S.D.
% 1 p<0.05, %% :p<0.0l(vs XHEFE. ANOVA)
T :p<0.05, T 1 :p<00l(vs 7L K=z FE, ANOVA)

@~ U A BLM @R MHEE 7T /VIZRBW T, it ofEZ bzl L, EAFREe8eET 5 12,

RRAATR
(T BAARRER) (TR EER)
(%) (%)
10003 o 10003 a

77
i

*
Hat

u
* i

. 7 (R} 2811 0 7 11(11)
BLMit: A 8 BLMit: A& %
*p<005, %%kp<0.01 #p<005, % *¥p<001

O:Saline®E (n=10} (vs 77EAME, Logrankti7E)  O:Saline®f (n=15) (vs 7FEHIE Logrank i)
O1FF R (n=11) ##p<001 oS M=13) wp<001
AFr) A3 2mg kg/HBE (n=17)  (vs Salinef, Log-rank#i7Z) a Fa) AATTHE G B (n=15)  (vs Saline, Log-rank#5E)
v 570 A A 0mg kg / TTHE (n=14) w F O LA O HE S WG (n=14)
CFPD)AA32mg kg/HEE (n=14) « ) A A3HBL G- (n=15)

» & 0 2 AGMTHHE -G T (n=13)
BLM:F LA v Saline:E HLFEHi A&

BALF sh i % (BLM ZAE#& 6 B E)

(Unit:x10° cells) (Unitx108 cells) s,

t O it HERE (n=10)
##
i

O 75t (n=6)
i
F o5
#
0 0

B 759251 0mg/kg/HEE (n=6)
W ¥ 25232mg/kg/ HEE (n=10)
(Unitx10° cells) (Unit:x10° cells) (vs 1EH* BERE, Studentod i i thi e
15 ## IFER 061 < or Aspin-Welch#&g)
-
+
L

+p<0.05
ol i 04
Ha Ha
ﬁ0_5 = L 0.2
0 0

HEE
0o

LS EM.

#:p<0.05, #*:p<001

(vs 774K EE, Student i il thi i
or Aspin-Welch#)

##:p<0.01

(vs F7¥3 A5 7 B, Studentd i ] thir e
or Aspin-Welch#E)

BLM:FLAw{ v
BALF: & il 5 1
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EMEEICEY HEE

(3)

9) 2400 Y LREDYBRRY VEDERLER

Ao0Y) LRELYORKRY 2V EDIERLLE

. fiE B K OF ARBR A
PR B Gk Zrual) hA vruARY v ik
in vitro TO S EINHIER
U U RERIR G BB BUS t k 0.18ng/mL 17ng/mL 89)
~TA 0.3ng/mL 40ng/mL 123)
ARARAS EE T AR A Al ~ A 0.23ng/mL 37ng/mL
A=A X 2ER TUA 0.1ng/mL 18ng/mL 89)
A =Tz yERR ~ A 0.1ng/mL 4.5ng/mL 89)
B il HE A (HT 1gM #13%0) ~ A 0.2ng/mL 124)
in vivo COSEIHIER
PuipEE < 7 Z(po) 4. 7mg/kg 35mg/kg 123)
TN FE RO SOS HHIE
TR AH 4 X (po) Img/kg 20mg/kg 96)
1 (po) 10mg/kg 95)
Z v B(sc) Img/kg 10mg/kg 97)
S 2 N %1 Z » b (po) Img/kg 3.2mg/kg 103)
TRIREIR S Z > M(po) 32mgkg D4 HEZE LY | 10mgkg D 4 HL XY | 103)
DEETEHR O HTIIIES)
I Zih Z v M(po) 1mg/kg 10mg/kg 104)
GVHD ##i E
(TP 5 < 7 A(po) 3.2mg/kg 100mg/kg 98)
Z > b (im) 1mg/kg 15mg/kg 100)
(IR 5 < 7 A (po) 1mg/kg 32mg/kg 98)
Z » h(im) Img/kg 25mg/kg THEFHIMD | 99)
EERD LT
ZOMmOER
B B 4 T ~ A 1100ng/mL 960ng/mL 89)
ST TR A A (iv) 0.1mg/kg 0.6mg/kg 93)

¥ ipo: OFEE, sc: RTRE, im: fiANKE, iv: BikNES

XK 1 in vitro DIRERIL SO%TEREE . in vivo DFBRIT 50% ER &G & X iR a5

7B, invivo TOX 7 v ) AARETEKRYERIC CER

{ERISCIRBSE - FHIRERRD
TR L

i




VI. EMEIEICEYT S5ER

1. mMPRECHTR
(1) BELEDGODRE
AR © 5~20ng/mL(E RIS 351 2 A 5615 3200 O AR 5691121 10~20ng/mL)
FIEMIESE [ 7'V 0.5mg « Img, TR OAGEY] LM EE e L
B U 7 ~F [H7%/L0.5mg + Img DH%H] - %GR L
N—TAER (BTN 05mg « Img DAHFEH] - M ER L
WEPERBR [ 72 DB% 4] 0 10~15ng/mLE% 5 2 B[#), 5~10ng/mL(#5- 2 ##% LI
SRR - R RICADET D% [ 78V 05mg + Img DAi%4] @ 5~10ng/mL
(2) ERRERTHEZESN-OPRE
1) Bi4E
ORI £ TORMKRERIC IV T, R ABBAESE 9 BB A ORIEIEIRN 58 & OB % 7~112
HHOKROKE(T v 7 F 7 5 72/ Z N Z i TR EHER 2 Rt L7z 20,
)RR G-
0.075mg/kg 4 REELAFE SR $ G- O LR EEHERS L 0 SR L 72 38 Ehie N T A — X Z DL FIZR T,

HIRNBRSROEMHE/ NS A -4

tin2 AUCo.12n AUCo- Cr¥ Vdgs#¥ Cap %

(h) (ng * h/mL) (ng * h/mL) (L/h/kg) (L/kg) (ng/mL)

7.93+5.16 470132 746+t314 0.12£0.05 1.010%£0.382 7819
XK TUT TR (CE¥g+SD)

SO A
SR 4 R AU T I I T
OG22 7707k
0.160.03mg/kg(*FH# 5- B £ S. D) G- RO M FIREHERS L 0 B H L 72 3mEhfie X T A — X2 2 LLFIC

R,
TV ESROENBENRTA—4
Tmax(h) Crax(ng/mL) AUCo.12n(ng * h/mL) k7 Z it (ng/mL) F**(%)
42+29 4445 274+198 1612 20+17.8
3% 12 R i HP R R (E#+S.D.)
X% AERPRI AR

@b 6L UDRRN#EE L TW e N BB EE 14 B 0.096+0.016mg/kg % §FRNIC 24 RFfE R A L 72
REOIM AR EE IR, AR BAAATETIE 15ng/mL, BRA%A 4 FEfH# T 30ng/mL. 24 Kff#]1% T 38ng/mL T - 7= 1%,
Q% OREICBNTHE LN/ NI BHESE COIERBMENRE T A —2 I TO LEBY Th o7z 129,
DE RN 5
/NIRRT 8 FICEYEFNR 9 )IlC 7 m 7T 7 R - 0.079mg/kg) % 24 IR AR LS L
7oL OB NRT A —F ZLLTFITRT,

24 BB AIRNIR SROEMERE/NS A —42
AUCo.24(ng * h/mL) CI*(L/h/kg)

772+£337 0.0980.0367

s UTTUR
)% [ 5-

[[=)::e

/NIRRT S BICEEER 9 )27 v 7T 7 (CFRE$ 5B 0.218mg/kg) A W14 1 e Al & S & %I
Beh Lo b 2 OEMBRE T A —HF Z LU FITRT,

(CE¥+S.D)

HRAIRICEREROEYTE/S A —4

Trmax(h) Cumax(ng/mL) AUCo.120(ng * h/mL) F*(%)
HA 1 FER AT 1.6%£0.5 51+24 247+85 11.9+3.7
WA ER 2.8+0.8 28+11 205+78 10.0+3.9
X AERNFI R (CE¥£=S.D.)



VI. EYHEICEY SEE

DI DL BTSN BRMO | A # 5 & MR (OB L7 Z)EU Fo L5
Thol 1),

DR G-
BlENHOREE L MPREOHD (BBIE. #IRNIXS)
— - ~IsiUE —— LG~ |
i FTiEE REA] 5 3 1
/R (~158%) (106) (166) (109) (83) (73) (43)
B A (168E~) (101) (716) “14) (235) (203) (92)
015 -
130
=y
- o)
= A= e Ao = +20 B
2 010 ar =
S =]
£ {10 %
18] L5
& 1o
= 005
1
0 1
0 1 2 3 4 7
oA 1 TEHRL o
AR~15)  (142) (191) (141) (112) (85) (44) I
WA (165E~) (837 (916) (610) (137) (281) (110 G
A5 10453 fr
[ -sapsk o eansR |
i) M #& 5

BliENHOREEL b5 7 EOHBE (BBE. BOKRS)
| =& — ~ISmiUhigE —e— 1R~ |

v B2 i e 4

IR (~1582) (12) (44) (7) (10) an (42) (70) (124)
WA (165%~) (50) (495) (79) (159) (455) (472) (533) (949)
0.50 -
=
=
= 040 i
2 &
- 5
s 030 ]
g g
= =
0o, g
IS 0.20 -
slp_{
T 010F
0
-2 -1 0 1 2 3 1 1
ISR e
s 13 5 el PO
AN (~157%) ) @wo w2 U a4y @ o we IR
A (161 ~) (983) (1042) (149) (223) (531) (699) (799) (1080) N .
AN FAE
T ) m— R




VI. EYHEICEY SEE

2) FFiziE
O/NERFRBA B 16 BICEEAEED 5.3 WOIZHB W T, BRAICHAMREBRE T 2.7~44 o OFK 58T
FFEE O MIEHIRENGE LN 12, MEANTOT v T 7 S G5RKOT —4)
@MHIRZOREIZBNTEONZBHEHAO 1| BRGEEMPREOBRSGIZI N 7E)IUTO LB
0 ThHolm 129,
@ B#IRNES
BIEMHOBREE - MPEEOH FFRE. #IRNKRS)

| ——o— ~SRIEE  —e— L6l |
IO P T s 15
B (~150%) (7) (92) (99) (93) (90) (72)
R A (165 ~) (3 (76) (73) (74) (68) (58)
0.15 - g
=
— 420 &
= Az
& oo10r g
& 110 &
£ 5
iz &
flind 40
2
5 0.05 -
|
U 1 1 1
0 1 2 3 4 1
Pt I wRE o
YL (~158%) 0 (101) (102) @) (99) (76) o
WA (168 ~) (25) (89) (77 (75) 73) (64) R

Al A

‘ | — g 7 20N = [ [6m~ b4k ‘

@ #Ois
BENGOBRER L b5 7EOHE FFHRE. #O1B5)

— = = 15 —— 165~ IR
AL -3 FEE 300 o 9
AN (~155%) (25) (8) (185) (208) (311) (260) (387)
BN (1658 ~) ()] (7) (64) (89) (121) (120 (146)
0.50 <130
=
. =
o 040 HE
= &
= 5
s 030 - ®=
B =)
I o L 1 g &
o 0.20 0
i
‘f 0.10‘ 2
0 | 1 1 1 1
-1 0 1 2 3 4 7
M HEL
‘}2%")]}@”& fjﬁ‘jpl]’;j'f\/
AN (~158%) (343) (20} (301) (360) (365) (379)  (408) { EPIWE .
Y S~ ¢ (11) 5 : 7 7 50) =
A (165E~) (98) (11) (116) (138) (147) (157) (160) LS
C——1~15mf & 16~ R




VIL.

EYHEICEY HEE

INGBHE GMEATOTOS5S A TEILEBESEEOT—4)
/NN BB CEBAER 2.9 OIZEB W T, BRI AR EHRE T 1.3~2.5 fF0fR D& 58 CREE
O M AE R EE RS S 7= 130,

3)

4) BB

OFARA 5 13D

SMENE BB RS 1261127 1 7T 7 0.01720.004mg/kg % 4 RERTEFIRIN REE A L7z & & O o i g
ZLUTORIZ, FEWERENT A =2 Z U TORITRT, RBMHPREHERIL, 1 Flakkr< 11 FloFs
REHRB ZIAE & LR LT,

BIRNIR S RO MHREDHS
100
80
60 1

40 1

IfiL 5% (ng/mL)

BRI SR OEMBIEE/NS A —4

ti2(h) AUCo24n(ng * h/mL) AUCo.(ng * h/mL) Crmax(ng/mL)
18.2+12.1 216290 320£252 30.8+35.2
(CE¥£S.D)

@kn#s (FarsZ7Hh 7L
SENEBESHEERE 11FIC 7 1 7T 7 0.063+0.03Imgkg 2/ A5 Lz & & OEYEERT A —HF %

LU,

BOBRSROENHENS A —4
Cmax(ng/mL)
44.6+t34.4

AUCo.12n(ng * h/mL)
406+395
(CE¥£SD)

Tmax(h)
1.6£1.0




VI. EMEEICEY HER

@il ORI B N TE SN GBS O 1 ARG L MPEE AORkEGE T 7E)IF T
LBV THoT= 13,

DEFIRN G-
ES5mMBNHOREE L NP EEDHR (FHBE (T . #IRNES)
| -~ bk —e— loE~ivhiE |
ot F i B ) A R B
AR (~153%) (0) “4n (53) (45) (35) (43) (106)
BN (165 ~) )] (92) (115) (52) (86) (71) (200)
0.15 - -30
& 010 M—T T % I\E %
& e 410
E 1+ 302
il 10 =
& oost )
m =
Bin Nn Na Ba NalBa Bl
0
-1 0 1 2 3 4 7
B 5 3% it
IR (~155%) (102) (109) (116) (116) (115) (114) (116) ?: ig}ﬁ
A (168~)  (218) (218) (218) (218) (216) (215) (216) 1
| —-~sensn m— R
BHEVHAOKRSEL NTREDHR (BHBIECAE) . #BIkRNEE)
[ —-—~smhits —e— Lo~ I |
IS4 FEE O 52 o ) B
AN (~1558) (2 (19) (24) (16) (16) (19)
%A (1678% ~) (2) (21) (19) (22) an (43)
015 -
J I 30
~ =
= o __I -[ oy
E \\ e e ""-~. 1_20 ﬁ;{i‘é
%ﬂ 010 777 - l I ﬁ’ &
20 =)
= 10 %
i ;
= 005 F l 70
” ; i . ; ‘ |
1 2 3 4 7
e - Bt B0 1E
BRI S Flmaraatint o
PIRL(-158) (36) (35) (35) (35) (33) B0 g
BA6HE~)  (59) (58) (7) (38) (58) CURNN [t
C—~ 1ok 5w 1655~ 5




. EYEEIcEY HER

5)

6)

i) 1% 5
BSHRNHIOBREEL S J7EQOHDE (BEHBECARE) . BOKE)
| —o-—~ismibigs —e— lok~iubits |
o 0 5 9 1
AW (~15) (3) (14) (17) 13 o (@) (9) (13)
WA (165%~) (0) (16) (11) (15) (15) (12) a7 (31)
050
- E
= 040 - Jﬁi
2 030 - =
£ 2]
H - E
w020 F =
_ngH(
m
010
0 1
0 1 :
EE LR 5 BiR» LB st
AR(~158) (32 (32) (31) (31 (30 (29) (29) (29) {44 el
WA (163%~) (60) (59) (38) (58) (56) (56) 155) (56) p 111[1 oy
| — T s R e ‘

BEMFENE [H Tt/ 0. 5mg - Img, EEHIDA%Y]

AR E COBRKRBRICIB N T, lRATIEHEIERE 90 Blicr v/ Z 77k 3mg Z#fk0#5 L
7oL E G 8~16 FE#% O I FIEE 1T 4.19ng/mL(0.65ng/mL~22.44ng/mL) TH - 7=, 728, F
I R EE S 10ng/mL LL & 7R L7212 Bl Ch -7z 139,

HIRBORHEIZBN T, 7T 7(h 7L - J8R)3mg Z /% 0% 5 U 7= BAE 8 R 539 Filo
Py FPR FE 1 4.73ng/mL(FR H IR LR ~14.2ng/mL) CTH -7z, 728, FHMAIREN 10ng/mL LI EZ2 7R
L7BFIT 1T HITh o7z 139,

BEETY < F [H Tt 0.5mg - Img DHEH]
RABE Y v~FBE RONCT T 7 H L 3mg 2R A#KG L- & & OEYBITE T A —Z 13K
DEBY TH-T2 1, GMEANT—H)

B ) VX FEREICIg BORS Liz& EDEPFHE/NF A —4

Tinax(h) Crax(ng/mL) AUCo.(ng * h/mL) ti2(h) F*¥(%)
1.3+0.58 19.64+6.32 192.88+86.42 34.89+8.69 25.1+14.4
X AIRNFI R (CE¥£8.D.)

Fo. ERORABE Y v~FRBET 0T 770 1.5 KO 3mg 2R 0#G Lz & & oRyEhk
NI A=HFROEBY TH Y A CTRERELEBNA LN EEMETHD & Coae LT AUCo.24n
IE B E B OB EEWE N L 7= 136,

BEET ) U FEFIZ1.5mg, Img BOKRE L= EDEYER/NSA—42

$ 5 (mg) [k Tmax(h) Crax(ng/mL) AUCo.24n(ng * h/mL)
1.5 4 6.5+1.9 92+6.2 90.3+38.8
3 3 33+1.2 19.0+11.4 165.9+142.6
(CE¥+S.D)

RS Y v~ FHRE 65 UL NS T T 7 T 1.5 RO 3mg R ARG LT- & X Oy EhRE <
FA=HIIRDEBY THY, HHREM CREREHNA SN, FHMETHD E AUCo 1T 5 &
DN LN L 72 137,



. EYEEIcEY HER

SR ) VY FEREIC 1. 5mg, Img MOKRS L= L EZDEYFE/NSA—4

$ 5 (mg) [k Tmax(h) Crmax(ng/mL) AUCo.24n(ng * h/mL)
1.5 4 33+22 57%2.6 42.6+23.5
3 7 5.1+2.0 6.9+3.6 7447+352
(CE¥+S.D)

7ok, ENORRARE U v~ T BE TORBKRERIZIV T PR 2 HIE L7z 326 Fld, A&I# S 8~
16 K[ DX M ERE S 10ng/mL LA B2 R LT BFEIL8BIOA Thote, 7 VT F = EHEDRIE
AE, M RENEWGAICZBO NI H - T,

7 W—TRB% [HT+EIL0.5mg - Img DHZY]
N — T ABRBE 25 BT T T TR 3mg R ARG Lz L & 0FE 8~16 FEf# 0
1 R EE 1T 4.35ng/mL(1.70~7.30ng/mL) T & - 7= 13, (FIAHRER T — %)

BAN—TRBREBEICFZ O LR 3ng 2B0OKE LI-L E0mPREHKR

(ng/mL)
10 -
IS,
8r ()n
m 6r
H
it
K 4+
2_
0 I 1 1 1 1 1 | ] ]
0 2 4 8 12 16 20 24 28 Witk Il
(12)(19)  (14) (14> 13 (12 (13 (13 (25)
ERETRFHR
BRI (%) 2 4 8 12 16 20 24 28 TR
=S 12 19 14 14 13 12 13 13 25
S P
AR 478 4.07 4.34 4.49 4.63 4.83 4.05 3.40 457
(ng/mL)

LRV GUER] 65 FIORIEED 5 b B O ERE T — 2 [T G DR G4 8~16 K o i i &
TR LRGSR, BE5-1% 8~16 REM OMIEM A A 25EH Tld, 250 218 L7z 2 IR E O K&
EDFEIE £S.D.I% 6.36+2.65ng/mL(55 i) TdH V. Sng/mL A 20 41(36.4%). Sng/mL LA E 10ng/mL #
fifi1d 29 $1(52.7%). 10ng/mL LL E(FEfE 13ng/mL)6 $1(10.9%) T, 1 & A EORERITIX 10ng/mL A T
bolo, Fio, BhH% 16 FEHILL LR IC O BE S AVRER T, 258 28 L7z i h iR E o
S E OB £S.D.IX 5.57+4.85ng/mL(7 #) TH Y . Sng/mL Kl 5 $11(71.4%). Sng/mL LA | 10ng/mL
ARmild 1 61(14.3%). 15ng/mL LA L5 & 16ng/mL)1 $i(14.3%) Td - 7= 139,



VIL.

EYHEICEY HEE

JL— 7"7\%*$%‘&5}B—*r0>$14]m1¢&r P RE
GAR]
ﬁﬁ@isn
I H R e fE 0 0<~<5 | 5=~<10 | 10=~<15 | 155~<20
#5158 3 oL ng/mL ng/mL ng/mL ng/mL ng/mL
e/~ K
55
437+1.75
38 16 1
S fn PR 4.18
3.00—5.50 (69.1) (29.1) (1.8)
1.35~10.50
55
S L 63008 20 29 6
1% 8~16 B fi 430—7.80 (36.4) (52.7) (10.9)
1.70~13.00
7
S s A 5 I 1
B 1% 16~24 WERTfE 2.80—6.50 (71.4) (14.3) (14.3)
1.70~16.00
(%)
UEEY ., BRENCE Y @M R E D EHE L IERNIT R h o7z L B2 b D 139,
8) EBMKERX
R NEEME R R B 8 Il 7 1 /5 7 7L 0.05mgkg AFRO#EE L7z L & DY@ T X —4

FRDEFBY Tl 140,

Tmax(h)

C max(ng/ mL)

AUCo-12n(ng * h/mL)

24*14

22+13

136105

9) SRMHE - RIEHK
RN ZFENER I

IZEHT SRIEMERMA
BRI A DR 2 VB M B 25 i

[# Z+JL 0. 5mg -

(CE¥J+S.D)

Tmg DHZY] ')

a7 E LR 2EROKESL

X OB Mb N T 7 EEIL 6.55ng/mL(2.52~ 11.40ng/mL) TH - 7=, T OO FE¥FK 5 81X
0.0721mg/kg/ H (0.030~0.156mg/kg/ H) T o7, 7ok, FEHIMF N7 7REN 10ng/mL L EEZR L&

HiX3pITHo77,
SRMERL - REHRICEHT 2EEMMAEEIZ0.0375mg/kg &
1E2ERBOBELE-EZOmMAP S TEEDHR
(ng/mL)
157
P +S.D.
&
Fﬁ 10+
I
7
7
i3
0L . . . r r
%%%48]51&3&4}%%%5&%3;4&% 5lifh
‘T S S S EEEEEEEEEE I

B (25) (24) (24) (21 (20) (19) (19) (18) (17} (18) (18} (18) (18) (17) (17)

RERIFHA

{17

(25)




VI. EYHEICEY SEE

10) OS5 2AFw)LETOS S THEAMDLER
RANBBAEERE 9 FIlCRBWT, Far T 7 h 7 bEhi~FEHE T 2 2o h 7 £ 51
(HERIY) Y 1 2 BT H ) & k3 G- B 1280 0 #a 2 1 B B8 O IR INBHRE & LU L7238, 7R v
%D Comax LM O AUCo.10n HEIZEUF L 1.1810.50 K TR 1.08+0.51 T, @RI 7L LD ROREME
EZRLEDAFFE LICEWVMETH 729, £7-. il % DIEFID Chax EE 2O AUCo. 120 EE O &P IE 0.51~2.10
Kr0.40~221 TH Y, mfAl L LEEB CRERELOERA LN,

AT OERA~DY Y BIFOEDFE/ NS A —F

. 77 v HEhL (BRI S 7 V)
. o h &
JiE 5 Crmax AUCo-12n Crmax AUCo-12n
(mg/kg/[A]) Cimax AUCo-12n
(ng/mL) (ng * h/mL) (ng/mL) (ng * h/mL)
1 0.03 10 42.7 18 94.4 1.80 2.21
2 0.02 10 70.2 9.3 68.6 0.93 0.98
3 0.06 27 165.4 23 113.3 0.85 0.69
4 0.02 14 105.6 7.2 41.8 0.51 0.40
6 0.02 9.9 61.5 14 69.2 1.41 1.13
7 0.03 13 92.0 13 103.8 1.00 1.13
8 0.02 6.2 36.7 6.8 27.6 1.10 0.75
9 0.02 4.1 32.6 3.8 34.1 0.93 1.05
10 0.04 20 230.8 42 320.0 2.10 1.39
P E £ S.D. — — — — — 1.18+0.50 | 1.08%0.51

Fo, F—BE
12092 LI1EIFE 1

BUIAME N7 7REZLFIORT A, Hhie D72 rofd b7 7 RELLOSEHE
ITVWMETH - 7=,

(B!

(B

BHRUATEAEORSHEOTEYMmMS 5 TRE

h&E Vi AL "
SEGIE = (mg/E]) (mg/kg/le]) SEHJfE £ S.D. SR fE+S.D. (kLD )
(ng/mL) (ng/mL)
1 2 0.03 24103 32412 1.33
2 1 0.02 3.0t1.4 26+1.2 0.86
3 3 0.06 6.8+2.6 42+13 0.61
4 1 0.02 43425 32412 0.73
6 1 0.02 1.6+0.6 2.0+0.9 1.22
7 2 0.03 54+3.4 5.9+1.3 1.09
8 1 0.02 0.8+0.7 0.5+0.4 0.70
9 1 0.02 22403 1.4+0.2 0.63
10 3 0.04 11.8+2.1 133+1.2 1.13
EHE+S.D. — — — — 0.92+0.28
(3) thEE

AR OB OLERHFORIIT -ELTELT, BHICIVFEAERSH DO T, MFEEOFREWEEORIVER
A O 1 R B DM G- B O FEA S S OB AE P it fig 99 DR BL A B < 72D B OMRBUTS U TR
EEJEL, b7 7 L ~Ulk(trough leve )OI FIRE A S EI1C L CREEZFEIT5 2 &, FHCBHEZ S
DT G BIAE A RN PR EREEIT ) ZENEE LV, AR, F T 7R 20ng/mL %
B2 HHMEBEVESE, BHEANBI LT R0 TERETHZ &,



VIL.

EYHEICEY HEE

4) BE - ftRAEOEE
1) BEOZE

RN TEREICL DARBNOEYBIRE T A —F ~DEEEBRF LI A, BEEEOER 1.5 FF
MIZRE O 5 U2 B 1T B MERFIZ LA EAS Crna LY AUC O F I8 F B AL, Tonax [ FHER: L 72 149, (F4[E
ANT—4)

2) FRRDFEE

2.
(1

(2)

(3)

(4)

(5)

(6)

3.
(M

(2)

AFNTE L L THERMAHIEESE CYP3A4 TR SN D720, CYP3A4 TRE S D thd iy & oI X
O ARFKIOMAEEN FET 5 AReMRH S, £7-. CYP3A4 ZHE 4 253 & OOFHIC L 0 AFI o i
ENMETTHEEENS S, —JF. AFID CYP3A4 TORBAPILETLZ L2, CYP3A4 TREE
NAHMOIEY O M FHREL ER SIS HEERH 5, £, AFO MR BEERIL988%LLELEEND
T, MEEEA & OBFPERROVEA L OMEERORREERH 5, (VL 7. MEER] OEZSH)

EYIEERI /T A—4
R A&
MM ER e L

RS 5 2
MR L

HERERETEH

MR L

<BE>  HREREM

7.93£5.16h(J% AN BRA B 9 BIIZ 0.075mg/kg 4 W I AR P 45 5120

18.2+ 12, 1h(AE N B BEREAE B 12 112 0.01720.004mg/kg % 4 B RTEIRPN REfe 1 ARR) 13D

YYTIUR
0.1200.050L/h/kg(#5 /> 0.061 1~z K 0.200)2”
(BBAEERE 9 BIZ 0.075mg/kg % 4 BFRE] A 35 5-1EF)

NTRIE
1.010%0.382L/kg(f /> 0.562~ 1 K 1.615)%)
(BBAERE 9 BIlIZ 0.075mg/kg % 4 BFRE] A 35 5-1EF)

Z A
AR L

BEE (KEa2L—>3>) @i
B A%
TR L

INTA—REHER

NI A ERE BV TCIL, CL/F IIBMEITO EE&IKTE L, Bk T ORI - TH~ 12 CLF
DHERT D (A% 1 H A T 50%F )14,
BIEMERBRBFEICBNTIL, AR ONESEREIC L0 M EET, 61% &) 24% FRT5DTHE
THZ L ),



VIL.

EYHEICEY HEE

4.

5.
(M

(2)

(3)

MR R

(WA AT_A T T ¢
20+17.8% [ NBEBALEE 9 HIIZ 0.125~0.24mg/kg &% A& 5-(h 7L )EE] 20
31£24% [SMEANE BB LR 11 F11C 0.063+0.03 1mg/kg #% 4% 5-FE] 13D
25.1+£14.4% [SMEARABEE Y ¥~ FB3H 12 B 3mg #& O 8 5-(h 7 )KE] 139

QRIGHAL(T » )
v M EEL—TRNICZ 70 ) AR ZEGEHOMPEEENS, B LT AR OZER X 0 kIN S
NnNobEHEEI N 19,

GWEINEFE(TZ v b, B E)
Z v PR B2 HCHEERR & 7 v ) A A 3.2 KON 10mg/kg #% A58 OWINERIT, 2 E 1 37% K 7%
’C&)Of: 146,147)0

(DIGITEER(Z > 1)
Zrua ) AR FEE LUTEFZN L CEFICHES NS, UC iRy 7 e ) AAZEE =2 L —
arikElieT v M 1.0mgkg FRIRNE G325 &0 BHBIRRED 81.9%2MEYHHIZ, 2.7%H RHIT
Pt =iz, £70, FHEZREOEGT 5 &, BHEBIFEED 34.8% 3 AT HIZ, 2.7%H3 K HIZHEE S 4

7= 146)

(5% AR ISP
NS RIBR BB D b T 7E % AW EM BRI 5 . AK 2 B % &5 LD
BEOWINPEIL, FHIICHERE TIREERFD 62% & HEE S vz 149,

VXl

I % — i BE P9 @ iE 4

NMNFEATIE(T > R)1O

7w MZUC IS 7 v ) AR 032mg/kg ZHRNIRG- L2 2A 5 RITITRME VMM TZENE R
e 2556 KON 32+ 10ng eq /gCEIME =S EVRH & iviz, 7 v MT Imgkg f A& GRRCIT, #5514 24 I
M E TR R OV TR S BRHBRALL T Th o 72,

;% — R AR BE P @@t

7 nml) LA G SO 3 B E COFEMAEFERE* 1T 1.46ng/mL(15 1), P %

0.71ng/mL(13 i), ZEK IR EE 1L 0.2ng/mL A4l (2 $i) T, Z D & X FHr A o SR i e R B * 1% 0.54ng/mL(7

By, BERHPREQ BITEPERRLLT CTh o 7= OOE AT RS,

Fo, 7 v AREEREG ST O RO S M R I 9.0ng/mL(8 i), F T i (R )1 &

6.6ng/mL(7 F)TH V. b N THEZ BB T D Z &G SN TV D G E g h B,
kMAEPIRE - ENTIREE . £ifi(whole blood)iZ Tl ERIEN THONTWND, ~~ b7 U v MEZFEDSR

PRZ 0 2B D5, IAERREIXAMRE DK 1/10 TH 5,

e WRA~DOBITH(T > 1)

IR 18 HHOMET » M “CHEf Y 7 v U LA 1.0mgkg 2/ A&G Lz s &, JRIRTII&RY 24 K%

R OV CIR WV RE MR B S =D B TH - 72,

it~ ITH
Z 7 AAEREESNIZEGEOS 3 B £ TOFBIMEFEE*IX 1.46ng/mL(15 F) T, ZDL &
PRLI R 1 0.79ng/mL(6 15) & REAMSE P * D I1ZIE 5 Th - 7= 49, (SE AT ALERE)
k MAFE R - EN CI@E, 2l (whole blood)iZ T HEERIENfTHITWAE, ~~ h7 U v MEZDS
B L0 2R DA, IAFEPIREIXAMRE DK 1/10 ThH 5,



VIL.

EYHEICEY HEE

(4) BER~DBATHE
HMEBRFE 11 C L BER IS AAN IR S 97 (<0.1ng/mL), Z O & & OIEFHE* 133 3ng/mL TH - 72 1%,

s MAEFEE - BN TTIREE.

Iz k0 2082508, SR REIXEMRE DK 1/10 TH D,

(5) £t~ DIITIE
HAREA~D (T > F)HO
MCHERZ 7 m ) WA % T v M 0.32mg/kg FRIRPAI G-I K OF 1mg/kg #% 1 $e -1 O A FHAR %~ D 73 A1 13 LA

TOEBYTHD,

v MMIFREZOMBBNS T (ng eq. /g or ml)

4 1fi(whole blood)|Z Tl ERENR TN TS, ~~v ~7 Vv MEEDS

® 5 % i M (h)
1/12 2 8 24 72
I H R 85+5 2742 131 — —
KK 25+6 1440 17+1 17+4 15+3
AN 32410 1942 1842 14+2 7+1
R AR 1139+36 440+10 271+42 90=+3 -
iLofjk 1823+316 523+23 250+8 112+3 22+2
it 1941+120 939422 447+18 1563 25+3
JH N 865+77 558+42 328+8 141+5 49+1
5 ik 956+67 420+12 219+11 84+2 26+2
Elk=s 2586+332 978+27 426+14 123+38 24+1
[N 711+24 523428 284+2 139+8 23+2
H 619+71 346+20 220+11 143+7 43+2
K 26320 241+13 172+9 15011 58+1
N 382+26 393+38 238+5 116+7 2942
E¥)fE £S.D.
Zw MMIRBOBREZOMBERN D% (ng eq. /g or mL)
B 5 % K H (G
2 8 24
I H R 10£0 7+1 7+2
KK — — —
Nt — — —
SIRTNII — — _
1l 23+2 27+7 —
fifi 58+6 46+8 16+3
JH N 192+24 121+19 33+2
5 ik 84+15 93+3 76+9
=Lz — 30+6 10+1
[N 12+1 29+3 10+4
H 1120364 621210 32+3
K - 265+121 46+13
/M 425+37 347+58 23+1
EEJEES.D.




VIL.

EYHEICEY HEE

w>mﬁ§aﬁe$

6.
(M

(2)

(3)

(4)

10.

11.

BER L ORERIFUTOLEY THD B,

mMEEARHEE
=S &% P (ng/mL) R AR H(%)
1.0 >98.5
N2 ‘\% v U ALR
T E TR Forwnly 10 99.040.2
0.5 99.2+0.5
SIF A iy 31_di - DRV
A BT H-dihydro-% 7 ® U A2 5.0 99.0+0.2

EHE+SD.  (n=3~38)

R

RBED L R R SRR

PR - FEIL T

RABHERS : FFRHERE COM, SRR EIIIEE L LT A FAARCTh > 740, MM P AEIIEE L LT
KEEALAE Tl o 72 19, HEAT—4)

REICEE5T 2EE CYPE%) OHFE. 5K

CYP3A153 154)

Invitro BREROFER, # 7 1 ) AZADOFERFHY M-1(13-Bi A F /L)X, CYP3A3, 3A4 LR 3AS OFRELRIZ
BWTAEREN, CYPIA2, 2A6, 2B6. 2C8. 2C9. 2D6 KX 2El TITARK SN h o7z, M-1 OfHHZ
X 2R M-VII(13-,15-fE 2 F/UERNZ BV T H[FEERIZ, CYP3A O 77 7 I U —DORELARD A THRK S
iz, #7 vl AR M-I ORHENTIE CYP3A4 b FHE5%2 L CU Tz,

DEEBHROERRVTOHE
DR L

REVDOFEDEERVEELL., FELSE
Fy MFI7a Yy —5i2 k% invitro SR EAWTRIESNTZ S EHEORBYDO Y L., FR#MWTH D
13D O-Fji A FNARDIKIEM: (L & 7 1 ) AR TIEF TG o 72 159,

. Bt

AP TR S, REM O KBTI HRt S, BEvE s R YR R LRIZ, 22y b8
D 5%LLTF, 1%L FTH > T=(FMNEANT — & )150,

b5 U RR—42—ICBT H1EH
Invitro RBROFER, #2700 ARIPHEAEOEE THL LEEZHND 15718,

BMEICKHBRER
M FEAT
BT OPRETRBRFLLT TH Y . BT LV RES RV PO, GHEAT—4)

BEDEREZHTIEHE
MM E R L

Z At
SRR L




. ££¥% (ERLOZEES) ICEJISEE

1. EERBLZTOER
1.

[

H

<zhieE@E> [HA Tt/ 0.5mg - Img DAL Y]

T1XRBFIDHREIZEWNT, EELGRER (BXL. DAL, BEE, £5ES BHES. KEE, Mg
HHUNMEREES., AMBBES) (&Y., BIRMEREE-ELZZEAHI DT, BEKFIZHHIC
BECTEIEEEERUAFICOVWTOTA LB LBRREA T SEMMNMERT S L,

1.2 BRiE N TR OEYFHRERIIBIEESATOVEVDOT, YIVBZRUHRAICEL TIE, mhE
EFAETIELICKYRFICKDIRINDEFHNHN L E2HRTH &, [16.1.10 BE]

<HNEeHE> [H Tt Smg, FEHDAEH]

1 XBFDHREIZEWNT, EELEER (BXL. DL, BEE, £5ES BHES. KNEE, Mg
HH/NMEREES., NOBREES) &Y. BREMGRBELZEDZENAHIDT, BEFIZHHIC
BECTEIEEEERUVAFICOVTOTA LB LEBRREA T SEMMNMERT S L,

1.2 BHiE N TRILOEYZHRERIIBIEESATOVEVDT, YIVBZRUHRAICEL TIE., mhE
EEHETHELICKYRRICKDIBRIRDEEN LGNS L ZHRTHI L, [16.1.6 B8]

<[5 4E >
1.3 REIDHTREIX, RENFEEZRUVBEEENOEEICHEAEL TLWSIEMXIZZNIEENE ETITS S
Eo
<BEERY) 9<F> [H Tt 0.5mg - Img DHZY]
1LA4BEEYOYFARERICEELTLWIEMODANMERT 5L EHI12. BEITH L TAFIDRBIRMEOKE]
DEENREICHEZDIELEEZTFOTRRAL, BEENEBRBLI-ILEZHELLLTERET S
Lo T, AIGHDEENBOONIGEICE. RAZHLET SEEEHIC. ELICERMICERL. 18
TEMCESFIEEEZD &,
<IV—TRAB%> [AH Tt/ 0.5mg - Img DHAHZH]

L5AXRFDHZREE. L—TRBELDARBRICTHABELTWVWAEMDE ETITIZ &,
<EBHRMEHX - KEHXICEHT IMEMMKX> [H T/ 0. 5ng - Img DHEZH]

1.6 AFDHTRE(X. SHREHX - REHLAICEHIT IHEEMRXOAREZTABRELTVWSERDE
ETIAS2¢&,

(fR0)

1.1 TERZEWEH] OIIZHEEEH L T D B0, AFIOFRGIZED | B, DA%, BYYE, a5
RkBEE . REZE, MARMER NIAEREE, JLIBRBESEOEERREWERNEE T 5 Z LML TS, Zih
ITESER R E - 85 2 L b b DT, BaMEBE U ERHI I CHE TF A Bt M OAANZ SN T
D537250050% L R 2 B ERTD & & TAKZ ZEEAVZ72< K oieii Lz,

1.2 WRIT D 7B & OAMZRIEIEMENBEES LTV W=d, 8 IR 2RI CHEAl o8 0 #ix X
ORI L CI PR E 2R 2 Bt 2 & & bic, [HELOHEICEBET R OEICE
(B 7 EREEORE S, THRYEE ] OEICHAEGEREOMFEE ST A —X Z50H L,

1.3 JBas AL O I T CIE S & S EEYYE, EHSOL, BWERRENRIAT L LnHY, Hx D
R OIRFEIZS U T mifilEl o AERENMLETH D, £, AFNIERR K OEAN T o i R E D
IXHDENRKENVD, BEEROEMEICLB1F N7 7REIS CERSEOREGNSLE LD, =
Db, BAEEFE OEHITHE L WD EMXITIZORED L & TARAIZ AW K Hie#HE L,

1.4 BV v~FEBEFITH L, ANV AT R_REXT7 4 v bR L ECTHEUICERTXEZTH D
ZEmn, BEY O~ TFOBRBICHEEL CWAEMMERITLIZEE L,

Fo, B v FRFIINKRTEHINIGEDE L DORFOEENERICHDIZS Z LN EE X
N5, BECAKOMEBEMESE L2 Ho@BE L, BEPEM L2 el Ll tcRkETrz L
oo BT, AT S DRGNS N SAITITEY R E N NI Z L b, AFIOAR
oL, EROFREMS X SR L,

1.5 V—7 ZAERITETHENORBIEORIEE & 2EEET, L— T ABEREOLONRFEETHDHZ LAY
ARINEMHRE SN Z L 2BET D L ok L & B E O RET5ICIT X 0 — 8o B
DUBETHD, £/2, BEOLGMT Y 7~ h—F A(SLE)DIRRFERE DT, lfasfiE 2 Ebe B
% SLE BT MtlE <o 2 AKFN OB NMELS . S HICHBERRBAGE TIZ, V—7 2B RSO
SLE JEMRITE LA 2R T S RIS S TRy, 2070, AFIOEIEFHZ X%
DIZT B EMEHFGRE LT, REIOER 2N — T AEROIBFIKEE L ERICRET A2 L L L,

— W}




VI. &2 (FERLEOIEE) CBY 51EH

1.6 ZIIERR - BEMRICE 0D REMEMRIE, ZRIERHR - BEMHREEICHBE TRl TES
L BMEITHEDO b ONZNZ L THOENTWORATH D, LD, FIENHN T einkis s
BERT 5 Z &8, BEOEMTPRICKESEETLZL0, ARIZEIEICHEMRT 2720, ZRMEHK -
B 2 EDF 2 BYE PN 28 OIRHICRGIE L7 R AR 22 L o Fesi L 7=,

ERANE L ETDEA
225 (ROBEICEFBEELEGEVWIE)

2.

2.

1 ARFN DRk L BOE O BEERE D & 2% B
27 ZARY IR Z o OBRE [10.1 2]

2.3V U MEFHERIRAIPR 5 o B [8.2, 10.1 ]

2407 F MLV E [10.1 204]

(i)

2.1 — iz, HDEFN ORI L VIBEEEZ 4 U B TR — D 2 a8 T 2 AN HRG s neHGEe, 7
LLX—JERZ 2T HRREENE L, va v 7 EOEERBERZEL2BENRH D,

2.2 X270 AT TFICEYRHBES CYP3A4 (X VR END, 7o ARY b ARA & REEIC
CYP3A4 CTRREtSNA7-0. FHICED 70 2R > ORBAILE S, I EEN FF3 50
BEMERDH D, R Z Ao T, BMERICTAFME DI L Y Rt o & o o iz »n
ELLIENTAZ RN TS, F-, REVF X CYP3A4 TRETESN D Z L LT CYP3A4
OFEERMAEZETLZZENG, FHICEV 2270 U 52D M HEENT S OB L5 5 ] fef:
N5,

2. 3KFNTEm AV U LAMIEDRBMEENE N ENALNTEY, B v AMEEHRRA(AE R ) 7k
YRV I UL NITATUNEDHRIZE Y B Y U AMAEFRBLO FREMED S E DB
TNNRH D,

2.4 O CHRIERRIEICRE O D HEBE AT 58 R OEMGIRIEEZZ I TWAEICAEY 7 F o 2Bl
THE RIETHIEBENNDHDEORENDH D20, ARG TOBETIIEY 7 Fr o2z L
L7,

3. MENEHRICEAET HIELEDNEA
'V.ARICET SEE 22T 52 L,

4. RERUVAECEEYTHIELTOEB
'V.ARICEYT SEE 22T 52 L,

5. BEELGERNIE L TOEH

8. EELEARNEE

<ZhEeHE >
[7 7% 0.5mg « 1mg D]

8. 1 BEEDRIBMBEENEH WO T, HENZEEMRE(Z LT F =, BUN, Z LT F= 7 VT T A,
JRFINAG, IRF o2 rua7 ) a7 o e FREEOREZ H2ICBET 2 L, FrICE 5]
T2 ORI DEET L2 &, [8.11, 8.12, 11.1.1 BH]

[ 7%/ 5mg, FERLOD A ]

8. 1 APREDRIHE N EH WO T, HENCHEEREZ VT F= BUN, 7 L7 F=2 7 VT T A,
JRFINAG, IRF oo r7ua7 ) Va7 o e FREOREZ H2ICBET 52 L, FrICE 5]
MIXZE ORI+ EET L2 L, [11.1.1 2]

8.2 @AV U LMIENFKET LI LNHLDOT, BHENCIIEL VU LOWEEITI Z L, B, B
U AMREFERIRFI(AE R 2 T N, BV BV A, NI T AT LYOFRS L WNIE AT
U LAOWBFEHER AT L, [23, 10.1 2]

8.3 B BE, PRI DRERERERE E DR BMBE N SV O T, BRI IR R (LERA, Z2ERmeE, 7
77—, REF)ZIT O R EBEOREEZ H0ICBIET 5 2 &, FICEREIINIITZORBUZA401E




VI. &2 (FERLEOIEE) CBY 51EH

BETanz L, [11.1.14, 11.1.15 BH]

[# 7%/ 0.5mg + Img D]

8. 4 RENZ G-I AAE, REAR, D, PolE, OAREECOEREICT, BEIREZ S T9) %0580 5
NTHWDHOT, FEAICEL ULLER, L a—, 5 X RRELEIT O o EBFEORELZ L BIET
HZ &, [8.13, 11.1.2 58]

(77 Smg, FERID ]

8. 4 RANE G-I LA, REEAR, LI, PolE, OAFEECOERIK T, BIREZ2 ST EN5E0 5
NTNDOT, ERAICEE L TXLEKR, bh=a— W X SREEIT 5 72 CEFEOREZ L BT
HZ &, [11.1.2 0]

8.5 MIMENREIT L ZENHLDT, EHMWICHEREZITV, IMEEHND S bN-GEICIE, B
JEANGIR 21T 9 72 YR AL E 21T H 2 &,

8. 6 JEYYE DR B ITEEIC R TS 2 &, [9.1.1, 11.1.10 2]

8.7 W DORIEIMHNT L 0 YT DRz EF U o NES o B RS A O FREME N B D D
T, +HEET A&, 102, 11.1.13 B ]

8.8 AFNDEHIZ LV RIBREFRNE CAKERFEOBENFTRETH LH23, B EE AR /LE HORIEH
DFBUIONW T HE| RS BIEE 0179 T &,

< ERERBHE>

8.9 B i kHE ERAFIE L 7 STl CIRIE T 5 Z ENEE L, o, v/ r AR
MEEIZI G STV B IER TIIAEGEIRIE S r[RE & 9 A BN R | [REE & S vduEsE e
Wy rsmARY vERIEL, ARV D2 &,

<EEFHENE> [V 7EL05mg - Img, FRIDI]

8. 10 iR FERERENCEE R T 256 . AAI OB 5B AT M O 5Bl da#% IS8T @I i i o A 1
ERERT D 2 L, MRRIES R SN2 GA T, MERTEERE O MR IEOIRIR 2 @I+ 5 & & b
(2 TR EOATRME & fERME 2 EEICEE L2 ECARIZ &R G5 2 &, AKEI O IRIE~ DB XA
BT o TR,

<BEi) o< F> [H 7 &N 05mg + Img DH]

8. 11V Rl 7N HIEAT v A REEFIRIEAZ 2 AL EOFH L7CIERI T2 LT F =2 ERIEBIRN E -
FOTEETHZ L, [8.15H]

<SIW—TRB%> [H 7 &1 05mg -+ Img DH]

8. 12 HIEDHEATIC L D BREOEAL L ALN DD TRICIER T H Z &, [8.1 B3]

8. 1B EMERTH LT T~ h—F ZZBWTOEIBIRE R OERIK T & STV 5 EIEIMmiE, &
MEREZSE DORBZEHT DHENZ N LD, 20 OB OEY) 258 2 D 7203 b AK # % 5
T5Z L, [84 ]

<BEBEMXBEE> [F7E/L05mg - lmg DH]

8. 14 AF| O 513, {EBIERIBRDOIGERIEIC BB L CTWAERMDOL & TiTH 2 &,

<BEBMUXREX> [77 &1L 5mg DH]

8. 10 AF| DO 513, IEBIERIBRDOIGEIEIC BB L CWAEROL & TirH 2 &,

<ZHEMEHKX - REMRICEHT IEEMEME>S [V 7L 0.5mg + Img DAG%Y]

BB AANCEIY =2 —F L AT 4 AMRBHOBEINNH DD T, @WUIRTHHELEETDHZ &,

(i)

<%hEeE>

8.1 BEE
27l AARRAORF] - A Z &S U, B L OB B EE 2B D R RBR AR IS T, BREEN
EHEEICERD N e, BHENC Y VT F = U EORKRELZIT S 70 L, BEOREL 07108l

THNENRD D, £, B 7BV OER O BHE L VB MBI ORKRERIC W T, 7 L7 F=r

FHXOBUN FROLL NEEHENTHRI L TWD Z &0 HHEPEIIIEICEETINERD 5,
SHICBEEICLY, RMEMROBEENS|EEZ SN AREEND D Z &, £, ERNOBEEGY v~
FRE TORKRABRIZE WO TIRF NAG O EFADEB L T2 Enn, BRMBRAEEE & LTRFY NAG

LORF ppIr7uarza7 ) ZBMLTWS, (18 ()EXGEMEREMEER) OESER)




VI. &2 (FERLEOIEE) CBY 51EH

8.2 5 h )y LAlfE

Z7ua ) NARROA] - A Z L U, B OB AT B DR AEIC T, @Y v
AMFENEBEIZED N2 s, BHRHIHEENCME DV O L EZJWET D, Fio, MiFEL Y v A
ENRE B ERT2AERS L7, U U LAERFERIRAIE OO S 5030 U v AOREIERUL
TORVWEIFEENLETHD, (2. BRRNBRVZTOEE] OEEO 1. HEER] 0EBR)

8. 3 FEREEIESE

AR Z G LT F, BRE R VBB RS ISR 2 BURRBRAR IS BV T, miibE, FRIEZE O R fe R
DESEEICRBO DN END(FHR), AFIEGR RN Mk RA, ZERLE, 717 —EH D0
TERBEFE DRI AEZIT O L OFH Lz, £72, BEBMEEN COBKRBRIZIBN T, BB OE N
AIHE T d> o 7= MBEFE B 69 B, 56 f5(81.2%) 3% 5% 3 » AR CTORITH -T2 &b, &5
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PN IS pHIRE N D DA A Y VEAMRIZE 2 D LB X LTS 24219,

11.1.16 FriaefE=. #HE
KFNDOFe 512 X % AST, ALT. y-GTP. Al-P, LDH D% L\ EF45 4 1F 5 [PHRefE % #ENHRE S
TW5, AREIEGRHIBE A 0127V, B8R0 b 5aI1id, B - R3S oY) 7o AL E 217

&,
<EEMENE> [ 7 &1 05mg -+ 1mg. FERDAEY]
1M1.1.1791)—%€

FIREMBEIETIZZ V—E2 R T EBHDHDOT, TOEZHE LI-, AFIRGRICIIEBFORES
F<BEL, 208 RIERYRH S DONTZGEITIE, N LEREOEERAEZITH Z &,

<BEEIY YT F> [H 7 &L 05mg - 1 mg DHi%Y]

11.1. 18 FE i 2¢
BAf U 7~ FITd T Al & ORFEMENEE T E RWBEMEMR OREFIRHRE ST\ 5D, -
VU~ FICHEMEMR ZA L TV EE T, HEEMZOEAHRESN TS, TFEMEMK] X
W THVE MM DAL ) 1Tk, BEIEME E, L — 7 ABROBEHTITIZ LA EHRESNTEDL
LB U~ FREEBICAEE L B OGNS, B Y U~ FORFICAAEEET 25511, I X
0 CT A IC CRIEMEMIR OB L 2 MR+ 5 & & Hia, FEN ek, PRI IR % O FER SHER ISR
THULEND D, E2 26 DIERNPBD SN GEITIT IR OEITE N ST AR O 52 ik L,
HRCHNTIRA % ot L CTIRYE & OERIZM 21T .
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(2) ZotbDEI1ER

11.2 Z DD EIEA
5%LL E 0.1~5% Al 0.1% A5 BEJE A
R Mk HEEBUN LA 7 L7 | JREWD, MR, 2R | BIR. FRIRER
F=VEHR V7=
7 VT I UAERT. RE
F1)(23.1%)
RBEE | &Y U LAME, @REML | 7Y F—Y A Ha LA CK L&
JE, K~ 2oy AE | T r—VIIE, &Y R
MfE, ARV CRRIMAE. &
7 a— VIE, vy
7 NE AR LT
e, (K& A IE, K7
cU D AMISE RS U v
ASE, & NY 7YY
RIAE, R
TEER % £ k5 IR, AR, B, LE | BRIk
BFE ., MmEET
FE PRHR LU, RIR, 272558, | o F v, IRIE, 4% | EBZRHE, S5
R R WA, R, B, & | SRR, T
L HE, EIR, EE
B, oo, Bl
=
(S B EBEE ., SR | Tl Moo, TEILE
IR, T, RS, BEIEE. il
+ iR, K.
ANZE, Bl TEM:, I8
TR
JEENR TI5—PY LR
il JIT#% BE B (AST k5,
ALT E5H- Al-P E5H- LDH
k& y»-GTP E&H)
R4 i, MRS, fis)s | U 2o Bk i R Bk
Mgy, AmEkEZ, [
I ER PR
id I, KLBE, O, M
£
oLk Jazk, BEK, WE. ZEEA, | MEMEBRERFIE. A | B, RAR. IR,
SHEERE, RERAD. | A%, BEEE. W | 20T 0. WK
IFTH, ARES R JiobE
FEBBEPE 1 IARKI O R, 5 B M VB SAE C D B R FER M O R % O FAAS Al 12 HE SV T g,
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S EEAEIEFRARBEEER VRRREBERE K
1) HHErEE
BHRNRE « AR T & OIRGREF £ TORRKRBR L OTiig ORA TR SN BWERFEBBEZ I T O LB,

@ B, FFigiE. BREE
®1 BiEEE (BB, FHiE. BHBE BIERRREE
(FRRREBER., BEEZED)

B RER A .
- H ol =
B A JFRE A prapes B At
LERNERRAT R BIEBIER 1,978 808 236 482 3,504
_ . o 1,475 696 203 382 2,756
RIE RS DR FUEPIR(%) (74.57) (86.14) (86.02) (79.25) (78.65)
BIVE R %5 D B8 4,486 2,364 710 1,318 8,878
=2 BiEEE (B, HiE. SiefiE)
REELS BMERXE—B
BIVE R % D FEE BIER % DR BUER (%)
WA CEARE . i B RER A -
S BIE(%) MedDRA PT(LLT) B AH JFRhE prapes | B At
mEHEUV) UNREE
MR NEREE | R TR R 9 (0.46) 2 (0.85) 3 (0.62) 14 (0.40)
56( 1.60) PN SEVEYA LM il 1 (0.42) 1 (0.03)
AR MR L AEE 1 (0.05) 6 (2.54) 26 (5.39) 33 (0.94)
AR NS PSR B 2 (0.25) 3 (1.27) 4 (0.83) 9 (0.26)
/N AL i 1 (0.42) 1 (0.03)
N ,“p\/J\\
ﬂﬁfﬁ?‘g)ﬁ LI BRI A E 9 (0.46) 5 (0.62) 1 (0.42) 15 (0.43)
py—
i mj?o/ﬁ?&% BERMEIL MR MRS | 1.(0.05) | 3 (0.37) 4 (0.11)
Zif 2l 81 (4.10) 9 (1.11) 3 (1.27) 2 (0.41) 95 (2.71)
158(4.51) ~< 7 Uy M 18 (0.91) 1 (0.12) 2 (0.41) 21 (0.60)
~NE T E AR 28 (1.42) 5 (0.62) 2 (0.41) 35 (1.00)
SRR Z A I 21 (1.06) 1(0.12) 22 (0.63)
/NERPER I, 2 (0.10) 2 (0.06)
AR ML ERE R 23 (1.16) 4 (0.50) 2 (0.41) 29 (0.83)
FrEE 1 (0.05) 1 (0.03)
iR HE 2 "
9 0.26) i/ NN 7 (0.35) 2 (0.25) 9 (0.26)
LiRANY 532 NS N 25 (1.26) 11 (1.36) 3 (1.27) 6 (1.24) 45 (1.28)
50( 1.43) 1/ MR E 2 (0.10) 2 (0.25) 4 (0.11)
H O i/ B i 1 (0.21) 1 (0.03)
ENIIRER:E 2 -
28( 0.80) P i ER A N 24 (1.21) 3 (0.37) 1 (0.21) 28 (0.80)
i i Bk s b e BRI S 2 (0.10) 2 (0.06)
70( 2.00) BRI E 4 (0.20) 1 (0.12) 5 (0.14)
I H BRI E 1 (0.42) 1 (0.03)
P i Bk B 38 (1.92) 24 (2.97) 62 (1.77)

%MedDRA PT(LLT) : ICH [EFREIHRHGEE JEATE(TEE
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®2 BiEEE (BB, e, BHBE
BRELSN BIERARER—E (D)

BIVER S ORSE BIlVE R & D3 B (%)
S =5 A=, iy
) /;fg)@ U > RERIIE 1(0.12) 1 (0.03)
H O E M e 1 (0.05) 1 (0.03)
AR RMEE M 1(0.12) 1 (0.03)
IR I ERHEINE 5 (0.25) 5 (0.14)
YA I . 4 (0.20) 1(0.12) 2 (0.41) 7 (0.20)
U L REREEINNE 2 (0.41) 2 (0.06)
B BE 1 (0.05) 1(0.12) 1 (042) 2 (0.41) 5 (0.14)
I T 1 (0.21) 1 (0.03)
7 — AARBRBER MR M 1(0.12) 1 (0.03)
FRFEE 0 2 PN 3 (0.15) 1(0.12) 1(042)| 3 (0.62) 8 (0.23)
AR PEFRIRA 1 (0.05) 1 (0.03)
REREE
vavy TFI745%y—vavy 1 (0.05) 1 (0.03)
3(0.09) DER YA 1 (0.05) 1 (0.21) 2 (0.06)
BT LLX— 2 (0.25) 2 (0.06)
A SR 1 (0.21) 1 (0.03)
A EE
IR RETTHE i 1 (0.05) 1 (0.03)
RO IR RE AR TE 1 (0.05) 1 (0.03)
FRIR T L REE W 1 (042 1 (0.03)
REBLIUREREE
BE R BERIP 64 (3.24) 3 (0.37) 4 ( 1.69) 8 (1.66) 79 (2.25)
82(2.34) a v bo— AR EORER 1 (0.05) 1 (0.03)
A VA Y AR 1(0.42) 1 (0.03)
A VA IEEAERE IR 1 (0.05) 1 (0.03)
5 A fH 7 K o 37 (1.87) 66 (8.17) | 18 (7.63)| 46 (9.54) | 167 (4.77)
585(16.70) TN N N 1 (0.05) 1 (0.03)
MEFEREAS 1 (0.05) 1 (0.03)
i A e b 84 (4.25) | 24 (297)| 13 (551) 4 (0.83) | 125 (3.57)
7 R o s Am s 3 (0.15) 3 (0.09)
7Y an~tsa e Ui 5 (0.25) 5 (0.14)
& IR 186 (9.40) | 31 (3.84)| 27 (11.44)| 46 (9.54) | 290 (8.28)
A AN O WEE 1(0.12) 1 (0.03)
B U Y AMAE | Ml U SN 150 (7.58) | 63 ( 7.80) | 18 ( 7.63)| 48 (9.96) | 279 (7.96)
389(11.10) & U T AE 72 (3.64) | 27 (3.34) 9 ( 3.81) 5(1.04) | 113 (3.22)
53 PR 1 IS 1 HP R B HE 0 169 (8.54) 76 ( 9.41) 9 (381)| 20(4.15) | 274 (7.82)
450(12.84) 1 DR I 1f S 155 (7.84) 21 ( 2.60) 6 (2.54) 2 (0.41) | 184 (5.25)
e 72 vy AE | P~ 2730 A | 21 (1.06) | 160 (19.80) 2 (085 | 21(4.36) | 204 (5.82)
252(7.19) K~ 7" % 27 ALSE 16 (0.81) | 22 ( 2.72) 5(2.12) 8 (1.66) 51 (1.46)

%MedDRA PT(LLT) : ICH [EFREIHRHGEE JEATE(TEE
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®2 BiEEE (BB, e, BHBE

RBEELS BMERER—E (0JF)
BIVER S ORSE BIlVE R & D3 B (%)
YR fs =5 A= i

%@gféii Z/Z) MedDRA PT(LLT)* B R R 2i g il o it
TV R—v A TV R—=V A 1 (0.05) 1 (0.03)
10( 0.29) FERIEr T R—=V A 1 (0.05) 1 (0.03)
I RTV K=V R 1 (0.05) 1 (0.03)
RFHET > F— A 4 (0.20) 1 (0.12) 5 (0.14)
BIRMENET ¥ K=V 2 1 (0.05) 1 (0.12) 2 (0.06)
BaVATR—VE | oL AT a—An | 37 (1.87) 11 (1.36) 2 (0.85) 5 (1.04) 55 (1.57)
134( 3.82) Ema L AT a—/VISE | 24 (1.21) 1 (0.12) 25 (0.71)
& i IfE 48 (2.43) 2 (0.25) 3 (1.27) 2 (0.41) 55 (1.57)
& U BRI & U R i E 1 (0.05) 1 (0.03)
4(0.11) ey o HEhn 1 (0.05) 2 (0.25) 3 (0.09)
1KY g ifE 1KY g fE 2 (0.10) 2 (0.06)
15( 0.43) e Y b 9 (0.46) 4 (0.50) 13 (0.37)
B a—/VIIEE | 7 a—r8an 5 (0.25) 1 (0.21) 6 (0.17)
8(0.23) &2 a— L IME 1 (0.05) 1 (0.42) 2 (0.06)
BT BIE | fLH R v BN 5 (0.25) 1 (0.12) 1 (0.21) 7 (0.20)
9(0.26) &V I IfUE 1 (0.05) 1 (0.42) 2 (0.06)
BAH AV AIE | v A 9 (0.46) 4 (0.50) 1 (0.21) 14 (0.40)
18(0.51) ANV T AMUE 4 (0.20) 4 (0.11)
KR A e &7 N7 2 v IE 1 (0.42) 1 (0.03)
39( 1.11) K A e 11 (0.56) 3 (0.37) 1 (0.21) 15 (0.43)
R B 18 (0.91) 2 (0.25) 3 (0.62) 23 (0.66)
B bV U AMAE | T Y DA 4 (0.50) 2 (0.41) 6 (0.17)
12( 0.34) &7 kU o A E 4 (0.20) 1 (0.21) 5 (0.14)
K7 b YU o AR 1 (0.21) 1 (0.03)
BH Y o AMiE | s YU o S 6 (0.30) | 24 (2.97) 2 (0.41) 32 (0.91)
34(0.97) KA Y o A e 1 (0.05) 1 (0.21) 2 (0.06)
BN VY RME | P R Z YR R | 77 (3.89) 14 (1.73) 5(2.12) 22 (4.56) | 118 (3.37)
130( 3.71) U7 RIfAE | 11 (0.56) 2 (0.41) 13 (0.37)
TIT7—Y¥LEH | BT 7= 48 (2.43) | 76 (9.41) 5 (2.12) 3(0.62) | 132 (3.77)
133( 3.80) &7 27—V 1 (0.05) 1 (0.03)
R RAIR 2 (0.10) 3 (0.37) 3 (1.27) 1 (0.21) 9 (0.26)
14(0.40) ARRHOR 2 (0.10) 2 (0.25) 1(0.21) 5 (0.14)
&7 ' =7 IfE 1 (0.21) 1 (0.03)
E= Y U ASE 1 (0.21) 1 (0.03)
157 v — LV IE 1 (0.21) 1 (0.03)
=L 27 o — LILfE 1 (0.05) 2 (0.25) 3 (0.09)
R B 5 (0.62) 5 (0.14)
MK 1 (0.05) 1 (0.03)
I 1L 1 (0.05) 1 (0.03)

%MedDRA PT(LLT) : ICH [EFREIHRHFEE JEATE(TEE
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®2 BiEEE (BB, e, BHBE

RBEELS BMERER—E (0JF)
BIVER S ORSE BIlVE R & D3 B (%)
WA~ ot L=
%@gféii Z/Z) MedDRA PT(LLT)* B R e - H’Ef%ﬁ =5 #t
BHEE
NI WA ARIRIE 1 (0.05) 1 (0.03)
9(0.26) AARAE 5 (0.62) 1 (0.42) 2 (0.41) 8 (0.23)
700.20) PN T 1 (0.05) 3 (0.37) 3 (0.62) 7 (0.20)
TAE .
500.14) i 1 (0.05) 4 (0.50) 5 (0.14)
NS NS 1 (0.05) 1 (0.03)
9(0.26) KHEZDRE 4 (0.20) 3 (0.37) 1 (0.21) 8 (0.23)
bRl .
3(0.09) bRl 2 (0.10) 1 (0.12) 3 (0.09)
s EE 2 (0.25) 2 (0.06)
2(0.06) BRE ’
FErhbE 1 (0.05) 1 (0.12) 2 (0.06)
Rk 1 (0.12) 1 (0.03)
G AR ZE 1 (0.12) 1 (0.03)
t*u 1 (0.05) 1 (0.03)
SHELH 1 (0.12) 1 (0.03)
HEREE
P ARCRIE S | BEELIRER 1 (0.21) 1 (0.03)
108( 3.08) Pty 4 (0.20) | 39 (4.83) 15 (6.36) 6 (1.24) 64 (1.83)
BNV ORT(EREE) 8 (0.99) 4 (1.69) 3 (0.62) 15 (0.43)
JIMIE 2 (0.10) 1 (0.12) 5 (2.12) 5 (1.04) 13 (0.37)
TAD N 1 (0.05) 1 (0.03)
ZNE Je A 1 (0.12) 1 (0.03)
B I P ARE 2 (0.41) 2 (0.06)
FE NIE 9 (0.46) 9 (1.11) 2 (0.41) 20 (0.57)
EEAES 3 (0.37) 1 (0.42) 4 (0.11)
RS 1 (0.12) 1 (0.03)
Al 1 (0.05) 1 (0.12) 2 (0.06)
B RIRBRIC & DS 1 (0.05) 1 (0.03)
2 % o B 1 (0.42) 1 (0.03)
i 1. A B Jii e 8 1 (0.05) 1 (0.21) 2 (0.06)
18(0.51) Jibd £ 1 4 (0.50) 4 (0.11)
Jibi s € 1 (0.05) 4 (0.50) 1 (0.42) 1 (0.21) 7 (0.20)
i if 4 pes == 1 (0.05) 1 (0.03)
BN 1 (0.12) 1 (0.21) 2 (0.06)
P A 2 1 (0.12) 1 (0.03)
RIS if e 1 (0.21) 1 (0.03)
7 7 FHHIE 1 (0.05) 1 (0.03)
i PR 105 (5.31) 62 (7.67) 13 (5.51) 19 (3.94) | 199 (5.68)
199( 5.68)
*MedDRA PT(LLT) : ICH FEIBREHRMFEE EAGE(TEE
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®2 BiEEE (BB, e, BHBE
BRELSN BIERARER—E (D)

BIVER S ORSE BIlVE R & D3 B (%)
e f E AL iy
gg;ii Z/Z) MedDRA PT(LLT)* R g2 e i P =5 at
LU A IR 11 (0.56) 1 (0.12) 6 (2.54) 3 (0.62) 21 (0.60)
28( 0.80) A O &SR 5 (0.25) 1 (0.42) 1 (0.21) 7 (0.20)
SEYR SR 26 (1.31) 16 (1.98) 18 (7.63) 16 (3.32) 76 (2.17)
77(2.20) R 1 (0.05) 1 (0.03)
T HLH R, 1 (0.05) 1 (0.03)
4(0.11) BERLIE 1 (0.05) 1 (0.03)
TR E 2 (0.25) 2 (0.06)
HE -
300.09) FEWED E W 2 (0.10) 1 (0.12) 3 (0.09)
AR
2(0.06) AR 1(0.42) 1(0.21) 2 (0.06)
PHIRHIEIR 55 6 AR R BRI 1 (0.21) 1 (0.03)
1(0.03)
mﬂif%m) [iRESIER 1 (0.05) 1 (0.03)
foi GElis 1 (0.42) 1 (0.21) 2 (0.06)
2(0.06)
R IR sy
3(0.09) Bk LV DI T (B E) 2 (0.10) 1 (0.12) 3 (0.09)
%Efj%) ST 2 (0.10) 2 (0.06)
PR—=F ) =R 1 (0.21) 1 (0.03)
P R R 1 (0.12) 1 (0.03)
AT RS 1 (0.12) 1 (0.03)
A B AR 1 (0.05) 1 (0.03)
A P 1 (0.05) 1 (0.03)
PR FHIEIR 1 (0.12) 1 (0.03)
TAXRU— 1 (0.12) 1 (0.03)
SRS N EhRE 1 (0.05) 1 (0.03)
ARFEE
HRE 2 (0.10) 2 (0.06)
RPN 1 (0.05) 1 (0.03)
AR Agryc 1 (0.05) 1 (0.03)
He I e 1 (0.42) 1 (0.03)
AENEE H 1. 1 (0.05) 1 (0.03)
HENSE R 28 1 (0.05) 1 (0.03)
LT 1 (0.21) 1 (0.03)
ARG 1 (0.12) 1 (0.03)
TR LB LA B 1 (0.05) 1 (0.03)
ki E 1 (0.05) 1 (0.03)
DEEE
DRA DARE 6 (0.30) 2 (0.25) 3(1.27) 4 (0.83) 15 (0.43)
17( 0.49) SRS 1 (0.05) 1 (0.21) 2 (0.06)

%MedDRA PT(LLT) : ICH [EFREIHRHFEE JEATE(TEE
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®2 BiEEE (BB, e, BHBE

RBEELS BMERER—E (0JF)
BIVER S ORSE BIlVE R & D3 B (%)
v = =L iy
%@gf;ii 'fo) MedDRA PT(LLT)* R A HF#g il prapes i P B at
TENR TR 5 (0.25) 5 (0.14)
22(0.63) TN B D) 6 (0.30) 1(0.21) 7 (0.20)
BEIa v 1 (0.05) 1 (0.12) 2 (0.06)
SERFEET vy 1 (0.05) 1 (0.03)
B _EREET s 1 (0.05) 1 (0.03)
SR M IHE 1 (0.05) 1 (0.21) 2 (0.06)
D EEMEHIANIHE 6 (0.30) 6 (0.17)
N GEE S SRR LS 1 (0.05) 1 (0.03)
5(0.14 1% vk A
(0.19) fij:j# J;\Z; ﬁ;;ﬂ 1 (0.05) 1 (0.03)
DFEZE 3 (0.15) 3 (0.09)
e LME e LMiE 5 (0.25) 5 (0.14)
123(3.51) T2 TR LE 1 (0.05) 1 (0.03)
NSRS 26 (1.31) 1 (0.12) 2 (0.85) 1 (0.21) 30 (0.86)
JlzbEa 77 (3.89) 7 (2.97) 6 (1.24) 90 (2.57)
'Uﬂﬁl féi T.;E]'g) DFERATH 8 (0.40) 2 (0.25) 1 (0.42) 3 (0.62) 14 (0.40)
DR E DMIER 2 (0.10) 1 (0.12) 2 (0.85) 2 (0.41) 7 (0.20)
17( 0.49) DIE 2 (0.10) 1 (0.21) 3 (0.09)
NERAL A i 1 (0.05) 1 (0.03)
DEEK 1 (0.05) 1 (0.03)
DR HERE 2 (0.10) 1 (0.12) 1 (0.42) 4 (0.11)
5 o AL AIE 1(0.21) 1 (0.03)
DENRRE 1 (0.05) 1 (0.03)
HENR LEBEN 1 (0.21) 1 (0.03)
26(0.74) RS R 2 (0.10) 1 (0.21) 3 (0.09)
SR 8 (0.40) 1 (0.12) 2 (0.85) 5 (1.04) 16 (0.46)
FEAEMESR 3 (0.15) 1 (0.12) 4 (0.11)
D EMHR 1 (0.05) 1 (0.12) 2 (0.06)
e Eules 30 (1.52) 1 (0.12) 3 (0.62) 34 (0.97)
34( 0.97)
PRIk 10.03) TRMHEAR R 1 (0.12) 1 (0.03)
DR 1 (0.21) 1 (0.03)
F7 ) —F 1(0.21) 1 (0.03)
mEREE
£ -5 MJE 5 34 (1.72) 12 (1.49) 6 (2.54) 5 (1.04) 57 (1.63)
286( 8.16) & I E 121 (6.12) 77 (9.53) 5 (2.12) 29 (6.02) | 232 (6.62)
M EART MJERT 1 (0.05) 1 (0.03)
4(0.11) [EqINER 1 (0.05) 1 (0.03)
ST AR 2 (0.10) 2 (0.06)
*%MedDRA PT(LLT) : ICH FEIBREHRMFEE EAGE(TEE
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®2 BiEEE (BB, e, BHBE
BRELSN BIERARER—E (D)

BIVER S ORSE BIlVE R & D3 B (%)
WReAs 25 = fiy
gg;ii Z/Z) MedDRA PT(LLT)* Ve T liRZ2 e DAL =5 Bt
IETY SO 3 (0.15) 1 (0.21) 4 (0.11)
47( 1.34) Ek 16 (0.81) 8 (3.39) 7 (1.45) | 31 (0.88)
WAL 2 (0.10) 1 (0.12) 1(0.42) 1(0.21) 5 (0.14)
FTY 8 (0.40) 8 (0.23)
EllRE 1 (0.05) 1 (0.03)
ERAD R AR 1 (0.05) 1 (0.03)
Ui i R A 1 (0.05) 1 (0.03)
FERkeE. MRS & UHERES
I R B - R 1 (0.05) 3 (0.62) 4 (0.11)
5(0.14) R R4 1 (0.42) 1 (0.03)
%&:ﬁ%ﬁiﬂ% TSV IR B B (R 1(0.12) 3 (0.62) 4 (0.11)
g 7K
700.20) fa 7k 1 (0.05) 4 (0.50) 1 (0.42) 1 (0.21) 7 (0.20)
M M &, 3 (0.15) 2 (0.25) 5 (0.14)
6(0.17) b RGE NS 1 (0.12) 1 (0.03)
PRI B 2 T _ i
1(0.03) S EERN PN 1 (0.21) 1 (0.03)
ST 2 (0.10) 2 (0.06)
LTS 1 (0.12) 1 (0.21) 2 (0.06)
Jiti HH 1. 1 (0.05) 2 (0.25) 3 (0.09)
it g L 2 (0.25) 2 (0.06)
JiltiZK i 1(0.12) 1(0.42) 1(0.21) 3 (0.09)
R 1 (0.12) 1 (0.03)
PAZEME R IR 1 (0.42) 1 (0.03)
iEInd 1 (0.42) 1 (0.03)
s i 1 (0.05) 1 (0.21) 2 (0.06)
W& IfiL 1(0.12) 1 (0.03)
L1k 1 (0.05) 1 (0.03)
PAZEMEAR U Sk 1 (0.42) 1 (0.03)
MEMEBE A 1 (0.05) 1 (0.03)
APRAER 1 (0.12) 1 (0.03)
T R W T A fURE 1 (0.21) 1 (0.03)
BREE
L LT LA 4 (0.20) 1 (0.42) 5 (0.14)
14( 0.40) WREMEA LD R 7 (0.35) 1 (0.12) 8 (0.23)
R PZE 1 (0.21) 1 (0.03)
%7/ e 4 (0.20) 9 (1.11) 3 (1.27) 1 (0.21) 17 (0.49)
30( 0.86) SMEER 7 (0.35) 6 (0.74) 13 (0.37)
RERk e Mmoo 22U 1 (0.42) 1 (0.03)
10( 0.29) [N 4 (0.20) 2 (0.25) 1 (0.42) 2 (0.41) 9 (0.26)
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VI. &2 (FERLEOIEE) CBY 51EH

®2 BiEEE (BB, e, BHBE

RBEELS BMERER—E (0JF)
BIVER S ORSE BIlVE R & D3 B (%)
NS E AL iy
%@gféii Z/Z) MedDRA PT(LLT)* R g2 e i P =5 at
7 S o L E EEE T 7 (0.35) 7 (0.20)
10 0.29) TH A g 3 (0.15) 3 (0.09)
T
132(3.77) T 66 (3.34) 59 (7.30) 4 (1.69) 3 (0.62) | 132 (3.77)
il-2hi) & 12 (0.61) 4 (0.50) 2 (0.85) 8 (1.66) | 26 (0.74)
49( 1.40) TR 1 (0.05) 1 (0.12) 2 (0.06)
R 7 (0.35) 4 (0.50) 7 (1.45) 18 (0.51)
B A PRI 3 (0.15) 1 (0.42) 1 (0.21) 5 (0.14)
BI85 HigE 18 (0.91) 18 (0.51)
28( 0.80) H i BI85 1 (0.12) 1 (0.03)
B 5 (0.25) 5 (0.14)
i 2% 1 (0.05) 1 (0.03)
LI 22 3 (0.15) 3 (0.09)
Jrii@?)% + RIS 7035 | 2 (025 9 (0.26)
NI KIBHR 1 (0.05) 1 (0.12) 2 (0.06)
17( 0.49) S 5 (0.25) 9 (1.11) 1 (0.21) 15 (0.43)
ISP 77 AEORNR 1 (0.05) 1 (0.03)
11(0.31) H % 5 (0.25) 2 (0.25) 3 (0.62) 10 (0.29)
43(1.23) G 26 (1.31) 2 (0.25) 8 (3.39) 7(1.45) | 43 (1.23)
M M - 32 (1.62) 14 (1.73) 15 (6.36) 24 (4.98) 85 (2.43)
85(2.43)
8 i HE BB AN PR 3 (0.15) 3 (0.09)
46( 1.31) HE EB i 34 (1.72) 1 (0.12) 4 (1.69) 4 (0.83) 43 (1.23)
K
6(0.17) fE K 2 (0.10) 4 (0.50) 6 (0.17)
. DR G iiin 1(0.42) 1 (0.03)
2(0.06) A LT 1 (0.05) 1 (0.03)
H A R 2% 1 (0.21) 1 (0.03)
R R i, 1 (0.21) 1 (0.03)
BIEES 2 (0.10) 2 (0.06)
JIT.F9 A PR 2% 1 (0.42) 1 (0.03)
B bR 1 (0.05) 1 (0.12) 2 (0.06)
B H i 1 (0.05) 4 (0.50) 3 (0.62) 8 (0.23)
B PR 1 (0.05) 1 (0.03)
WA — 1 (0.05) 1 (0.03)
A §RARE i 2 (0.25) 2 (0.06)
AL RIS 1 (0.12) 1 (0.03)
Wi E R TE R 3 (0.15) 3 (0.09)
A 1 (0.42) 1 (0.03)
ik 1 (0.05) 1 (0.03)
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VI. &2 (FERLEOIEE) CBY 51EH

®2 BiEEE (BB, e, BHBE

RBEELS BMERER—E (0JF)
BIVER S ORSE BIlVE R & D3 B (%)
NS E AL iy
%@gféii Z/Z) MedDRA PT(LLT)* Ve T liRZ2 e DAL =5 Bt
Fif(->-3%) H: 11 1 (0.42) 1 (0.03)
FHFLEER 2 (0.25) 2 (0.06)
REHZE PN Hi i 2 (0.25) 2 (0.06)
EHAIETE R 1 (0.05) 1 (0.03)
ZINg H . 1 (0.12) 1 (0.03)
Gl e 1 (0.05) 1 (0.03)
BLO 1 (0.05) 1 (0.03)
FREEREE
ﬁ:’fj(“fi) ii;:;i%i§;n7 61 (3.08) 6 (0.74) 11 (4.66) 22 (4.56) | 100 (2.85)
TANTHRAGT S ] 25 (1.26) 4 (0.50) 6 (2.54) 15 (3.11) 50 (1.43)
T VAT =T —EHIN ) ' ) ) ’
DA ) A g ) I 2 (0.41) 2 (0.06)
eV e 8 7 (0.35) 1 (0.12) 3 (1.27) 7 (1.45) 18 (0.51)
f;;; LBRIARER 138 (6.98) 4 (0.50) 2 (0.85) 16 (3.32) | 160 (4.57)
i i‘/w:j‘/x 63 (3.19) 10 (1.24) 5(2.12) 28 (5.81) | 106 (3.03)
S SR : ) : : :
NFRgRE R 62 (3.13) | 23 (2.85) 10 (4.24) | 30 (6.22) | 125 (3.57)
EE U LY M 1 (0.05) 1 (0.12) 2 (0.06)
TR 24 (1.21) 11 (1.36) 3 (1.27) 16 (3.32) 54 (1.54)
I REMR AR 3 (0.62) 3 (0.09)
AT AR Y HAT T 26 (1.31) 9 (1.11) 3 (1.27) 8 (1.66) | 46 (1.31)
2 —PHI ) ) ' ) '
JTEESR b5 9 (1.87) 9 (0.26)
%?/‘WJMLJJT 6 (0.30) 6 (0.17)
X — [ fiE ' '
PRIH
1€0.03) THIH 1 (0.42) 1 (0.03)
JFEh IR A2 e 1 (0.12) 1 (0.03)
JFr4 1 (0.42) 1 (0.03)
REWGRT 2 (0.25) 1 (0.21) 3 (0.09)
BIENT 2% 1 (0.12) 1 (0.03)
ATERlRE A 1 (0.12) 1 (0.03)
JHF 2 i 1 (0.12) 1 (0.03)
B RPH I B 1 (0.42) 15 (3.11) 16 (0.46)
e IS 1 (0.12) 1 (0.03)
FH R A2 g 2 (0.25) 1(0.21) 3 (0.09)
EES L UVETHBES
W5 gz 1 (0.05) 1 (0.12) 2 (0.06)
24( 0.68) F35 4 (0.20) 7 (0.87) 1 (0.42) 5 (1.04) 17 (0.49)
=2 1 (0.05) 4 (0.50) 1 (0.42) 6 (0.17)
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VI. &2 (FERLEOIEE) CBY 51EH

®2 BiEEE (BB, e, BHBE

RBEELS BMERER—E (0JF)
BIVER S ORSE BIlVE R & D3 B (%)
S =5 A=, iy
A 9 0.26) FLBE 2 (0.85) 7 (1.45) 9 (0.26)
O Z O PEIE 1 (0.05) 6 (0.74) 2 (0.85) 3(062) | 12(0.34)
15(0.43) EHMEE D FERE 3 (0.15) 3 (0.09)
IS it i 31 (1.57) 7 (0.87) 1 (0.42) 39 (1.11)
40( 1.14) M ESE 1 (0.12) 1 (0.03)
BEE %% 1(0.21) 1 (0.03)
7 hE— PR ER 6 (0.74) 6 (0.17)
FEE g 1 (0.42) 1 (0.03)
BERRBLUEESHBIES
Hb@zi'o 6 fioxn 1 (0.05) 1 (0.42) 2 (0.06)
Egﬂ;i%) RE A 1(0.12) 1(0.42) 2 (0.06)
IHEJE M S A 2 (0.10) 2 (0.06)
B 2 (0.10) 2 (0.06)
BRI 1 (0.05) 1 (0.03)
Y 1 (0.05) 1(0.42) 2 (0.06)
AR AR IE 1 (0.05) 1 (0.42) 2 (0.06)
ik 2 (0.85) 2 (0.06)
BRI RlfR 1 (0.05) 1(021) 2 (0.06)
BB LURBEE
Bk R R 1(0.12) 1 (0.03)
107(3.05) EEIER 7 Ny — 80 (4.04) 80 (2.28)
BARA 9 (1.11) 4 (1.69) 4(0.83) | 17 (0.49)
SEBAS 2 (0.10) 5 (0.62) 1(021) 8 (0.23)
T PR B 1 (0.05) 1 (0.03)
PRIGEIE 1(0.12) 1 (0.03)
* 7 a—VREGEE | | .
20.06) F 71—V EfRRE 2 (0.10) 2 (0.06)
B [E=E RN 1 (0.05) 1 (0.12) 2 (0.06)
811(23.14) RV AR 2 (0.41) 2 (0.06)
B-NTEFALDI L=
< R 2 (0.41) 2 (0.06)
7 V7= B 2 (0.10) 2 (0.06)
M7 L7F=80 | 59 (2.98) 43 (5.32) | 48 (20.34) | 85 (17.63) | 235 (6.71)
1A PR R AN 27 (1.37) | 227 (28.09) | 60 (25.42) | 82 (17.01) | 396 (11.30)
HovrF=s-7y 2 (0.10) 1(0.12) | 19(8.05) | 15(3.11) | 37 (1.06)
5 A . . . . .
BAR 10 (0.51) 10 (0.29)
B i 42 (2.12) 21 (2.60) 8(3.39) | 28(581) | 99 (2.83)
RV B G 23 (1.16) 2 (0.85) 7 (145) | 32(091)
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VI. &2 (FERLEOIEE) CBY 51EH

®2 BiEEE (BB, e, BHBE

RBEELS BMERER—E (0JF)
BIVER S ORSE BIlVE R & D3 B (%)
S =5 A=, iy
gg;ii Z/Z) MedDRA PT(LLT)* R g2 e i P =5 at
Bl (oo X)) | BheRE 126 (6.37) | 49 (6.06) 31 (13.14) | 20 (4.15) | 226 (6.45)
PR BRI ZIR 1 (0.12) 3(1.27) 4 (0.11)
26(0.74) R B 8 (0.40) 7 (0.87) 3 (1.27) 4 (0.83) | 22 (0.63)
iR IR 5 (0.25) 1 (0.12) 1 (0.42) 7 (0.20)
16( 0.46) SR i B 2 (0.10) 1 (0.12) 1 (0.21) 4 (0.11)
PR IR M ER G PE 4 (0.20) 4 (0.11)
T 1. 1 (0.05) 1 (0.03)
2%4( 0.11) e 4 (0.20) 4 (0.11)
JRVE BEIR 1 (0.05) 1 (0.03)
161(4.59) SR R o R 98 (4.95) 18 (7.63) | 41 (8.51) | 157 (4.48)
PR R 3 (0.15) 3 (0.09)
%’kﬁﬁl (0.03) BEIR 1 (0.05) 1 (0.03)
ifﬁéf“f 0.03) PR EA 1(0.21) 1 (0.03)
IREREA 1 (0.05) 1 (0.03)
JRIE RS 1 (0.05) 1 (0.03)
BRI 1 (0.05) 1 (0.03)
B AIE 1 (0.05) 1 (0.03)
R IR ANAE B3 1 (0.05) 1 (0.03)
HRERIEE X 1 (0.05) 1 (0.03)
FORMERER B 28 1 (0.05) 1 (0.03)
FEBFE K BR AR 2% 2 (0.10) 2 (0.06)
HH L J D 4% 5 (0.25) 7(297) | 13 (2.70) 25 (0.71)
£ HEES S URSHIERE
FEEN
103( 2.94) FEEN 29 (1.47) 63 (7.80) 1(042) | 10 (2.07) | 103 (2.94)
LK RRESY 2 (0.10) 2 (0.06)
15(0.43) 1B 10 (0.51) 2 (0.85) 2 (0.41) 14 (0.40)
TN U LN 1 (0.05) 1 (0.03)
13(0.37) TS 1 (0.05) 2 (0.25) 3(1.27) 1 (0.21) 7 (0.20)
A E 1 (0.05) 1 (0.12) 1 (0.21) 3 (0.09)
BRI L B VRhE 2 (0.10) 2 (0.06)
JEIRBE 1 (0.05) 1 (0.03)
LA 1 (0.05) 1 (0.03)
) E 1 (0.42) 1 (0.03)
S EAER 2 (0.10) 1 (0.12) 1 (0.42) 1 (0.21) 5 (0.14)
Sy 1 (0.05) 1 (0.03)
Llgis N4 2 (0.41) 2 (0.06)
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VI. &2 (FERLEOIEE) CBY 51EH

®2 BiEEE (BB, e, BHBE

RBEELS BMERER—E (0JF)
BIVER S ORSE BIlVE R & D3 B (%)
VIS =5 A=, fiy
gg;ii Z/Z) MedDRA PT(LLT)* Ve T liRZ2 e L H’Ef%ﬁ =5 Bt
R E
DRI DRI 3 (0.15) 1 (0.42) 4 (0.11)
40( 1.14) [>7EX PR E5E 1 (0.05) 1 (0.03)
DEN QT EE 1 (0.05) 1 (0.03)
DR ST #14y TIE 11 (0.56) 11 (0.31)
DR ST #9y E5- 6 (0.30) 1 (0.21) 7 (0.20)
DX T EIRERD 1 (0.05) 1 (0.42) 2 (0.06)
DR T iR 6 (0.30) 1 (0.21) 7 (0.20)
DER T 1 (0.12) 1 (0.03)
DERHEE P 1 (0.05) 1 (0.03)
50K ) s gk 1 (0.05) 1 (0.03)
DR T ERESE N 6 (0.30) 6 (0.17)
DB ST-T BBy B 1 (0.05) 1 (0.03)
DERZE 1 (0.05) 1 (0.03)
DEEX ST-T £k 1 (0.05) 1 (0.03)
{Kﬁf’fiz 6 R 4 (0.20) 1 (0.12) 1 (0.42) 3 (0.62) 9 (0.26)
7 7 —EwEd 1 (0.42) 1 (0.21) 2 (0.06)
1. H AR LR 1 (0.05) 1 (0.03)
mH 7 a—gid 1 (0.12) 1 (0.03)
=L 25 o — L 9 (0.46) 3 (0.37) 5 (1.04) 17 (0.49)
7 R o pEE 1 (0.05) 1 (0.21) 2 (0.06)
mffEs e ) GHEN 1 (0.21) 1 (0.03)
i H gk 3 (0.15) 3 (0.09)
I LRI K SRS R 1 (0.42) 1 (0.03)
< 270 LEEN 1 (0.12) 1 (0.03)
M7~ U o AN 3 (0.37) 3 (0.09)
mH ~Y 27U &Y R 1 (0.12) 1 (0.03)
i HP R B 2 (0.10) 1 (0.42) 1 (0.21) 4 (0.11)
R L EREHE N 2 (0.10) 2 (0.06)
U L SEREEEN 1 (0.05) 1 (0.03)
IR 3 (0.62) 3 (0.09)
SR A I ERBG 4 (0.20) 4 (0.11)
Ko e el G 1 (0.21) 1 (0.03)
PRUCHE G 1 (0.05) 1 (0.03)
7 by URER 2 (0.25) 2 (0.06)
kv R = 1 (0.05) 1 (0.03)
bR = 2 T HN 2 (0.10) 2 (0.06)
PRUCHE S5 1 (0.05) 1 (0.03)
C-RS M N 1 (0.05) 1 (0.03)
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VI. &2 (FERLEOIEE) CBY 51EH

®2 BiEEE (BB, e, BHBE

RBEELS BMERER—E (0JF)
BIVER S ORSE BIlVE R & D3 B (%)
e f E AL iy
%@gféii Z/Z) MedDRA PT(LLT)* Ve T liRZ2 e DAL =5 Bt
KEBPN(OSX) | DT 1 (0.42) 1 (0.03)
U5 i [R] - 1 (0.21) 1 (0.03)
FEWIR R IN 2 (0.10) 1 (0.21) 3 (0.09)
IR 5 1 (0.05) 1 (0.03)
iR, EESSUVRAEHDOIKE
g RAE B AL 1 (0.05) 1 (0.03)
FIRHTE 1 (0.05) 1 (0.03)
ERRBLVIEES
g ﬁffl h Az 4 (0.20) 4 (0.11)
FEFERE 1 (0.05) 1 (0.03)
XM, FEESSIVERERE
| st | 1005 | | | 1 (0.03)
BE. PESLVLEEHHE
| mtREma sz | 10.05) | | | 1 (0.03)
B, BB LUHHMTHOFEYD ERELUKRI—TEED)
M EE FLyE 1 (0.05) 1 (0.03)
50( 1.43) N—=Fy N N 1 (0.12) 1 (0.03)
TR A ) 1 (0.12) 1 (0.03)
AR 2 (0.10) 2 (0.06)
U o/ EiiE 1 (0.05) 1 (0.12) 2 (0.06)
U 2l 5 (0.25) 5 (0.62) 10 (0.29)
ftifs 2 (0.25) 2 (0.06)
CE R L RIES 1 (0.12) 1 (0.03)
R . AN 2 (0.10) 2 (0.06)
BAT LR 1 (0.05) 1 (0.03)
TE 1 (0.12) 1 (0.03)
Iy 1 (0.05) 1 (0.03)
Jili D FEE AR 1 (0.05) 1 (0.03)
TP M E BEYE A P 1 (0.21) 1 (0.03)
U SRR RE 12 (0.61) 12 (1.49) 1 (0.42) 25 (0.71)
R4 1 (0.05) 1 (0.03)
FZ I FLEE 1 (0.05) 1 (0.03)
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VI. &2 (FERLEOIEE) CBY 51EH

®3 BiEEE (BB, FHtE. BHBE

BEE BMERARE-B
A5, iy
I L *ﬁﬂﬁ at
FEHUFIE(%) 609 (30.79) | 392 (48.51)| 91 (38.56) | 172 (35.68) |1,264 (36.07)
Fil{EH OFBHH (MedDRA PT)* FIIE P 5 0D 56 B85 (%)

it ye 1 ( 0.05) 1 ( 0.03)
A PR 1 ( 0.05) 1 (0.03)
ARk 3 (0.15) 3 ( 0.09)
T AL X)L ASE 1(021) 1 ( 0.03)
[Esfukia 2(0.10)| 4 (0.50) 6 (0.17)
NI 1 ( 0.05) 1 (0.03)
KRB 4(020)] 2(025 1(042)| 4(083)] 11(031)
APERAE R 8 ( 0.40) 2 (0.25) 2 (10.85) 12 ( 0.34)
PSS 3R 1(021) 1 ( 0.03)
SR 1 ( 0.05) 2 (0.25) 1(042) 2 (1 0.41) 6 (0.17)
S rvany 2 —HER% 1 ( 0.05) 1(0.12) 2 (0.06)
D HE 1 ( 0.05) 6 ( 0.74) 7 (1 0.20)
717 — 7 VB G 2 (0.25) 2 ( 0.06)
MR 2 (0.10) 1(021) 3 ( 0.09)
HIE % 3 (0.15) 1(0.12) 4 (0.11)
A& 2% 39 (1 4.83) 39 (1.11)
A 2% 1(0.12) 1 ( 0.03)
BRI S IPE S 2 (0.10) 2 (1 0.06)
I 1 ( 0.05) 3(037) 4(0.11)
7 U7 b3y hRE 1 (0.42) 1 ( 0.03)
JEEME 2% 21 ( 1.06) 2 (1 0.25) 1(0.42) 4(0.83)| 28(0.80)
RIGEEPEREE 3 (0.15) 3 ( 0.09)
7 V7V TR 1 ( 0.05) 1 ( 0.03)
YA R AT a A VAR 3 (0.15) 7 ( 0.87) 10 ( 0.29)
YA b AT E AN A EY 277 (14.00) | 107 (13.24) | 14 ( 5.93) | 67 (13.90) | 465 (13.27)
PRI PR 1 ( 0.05) 1 (0.03)
JEYME TR 2 (10.10) 2 (0.25) 4(0.11)
Hw 1(021) 1 ( 0.03)
i 1 ( 0.05) 1 ( 0.03)
PA AT g ANV 1(0.42) 1 ( 0.03)
iE AN 6 ( 0.30) 6 (0.17)
MEBHE 1(021) 1 ( 0.03)
TTRAEA YV e N— T A L R EY, 2 (0.10) | 35 ( 4.33) 2(041)| 39 (111)
RN PR SE 1 ( 0.05) 1 (0.03)
EaR 1 ( 0.05) 1 ( 0.03)
EEM LR 1(0.12) 1 ( 0.03)
BB R 3(0.15) | 10 ( 1.24) 3(062)| 16 ( 0.46)
B B 1(021) 1 ( 0.03)
HO 1 ( 0.05) 1 ( 0.03)
B 1 ( 0.05) 1 ( 0.03)
ELZES 7 ( 0.35) 5 (0.62) 12 ( 0.34)
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VI. &2 (FERLEOIEE) CBY 51EH

®3 BiEEE (BB, FHtE. BHBE

BEE BEMERRBE-—E(DJF)
BIVE A & D3 BUFER (%)
RI{EH DO FESE(MedDRA PT)™ - B LR A .
B AE 2 e = At
TF ) AV AME A 1 (0.21) 1 (0.03)
KIGHE B HR 2 (0.10) 2 (0.06)
Va— RESRAEEBIBE 1 (0.12) 1 (0.03)
PR TR ER 2 (0.25) 1 (0.42) 3 (0.09)
7 RUEREMEE BR 2 (0.25) 2 (0.06)
A VAN G5 3 (0.37) 3 (0.09)
WAL vV FiE 1 (0.42) 1 (0.03)
i 2 (0.10) 9 (1.11) 1 (0.21) 12 (0.34)
B RIF % 2 (0.10) 6 (0.74) 8 (0.23)
C BT 9 (0.46) 3 (0.37) 1(0.21) 13 (0.37)
JEYPERT 2% 1 (0.12) 1 (0.03)
(B PE BLETERT 2% 2 (0.25) 2 (0.06)
7 A NV APERFS 2 (0.25) 2 (0.06)
B~ L~ 2 17 (0.86) 7 (0.87) 3 (1.27) 6 (1.24) 33 (0.94)
ALY A P ARG 4 (0.20) 4 (0.50) 2 (0.41) 10 (0.29)
Wk s 53 (2.68) 3 (0.37) 13 (5.51) 17 (3.53) 86 (2.45)
I TN 3 (0.15) 1 (0.12) 4 (0.11)
B AT A LR 6 EG 2 (0.41) 2 (0.06)
i 1 (0.12) 1 (0.03)
R3] 4 (0.20) 13 (1.61) 5 (2.12) 18 (3.73) | 40 (1.14)
A TN W 10 (0.51) 10 (0.29)
FEMEE R 2 (0.10) 3 (0.37) 8 (3.39) 10 2.07) | 23 (0.66)
IR AR 1 (0.05) 1 (0.12) 2 (0.06)
MESH S 1 (0.12) 1 (0.03)
il 7 (0.87) 7 (0.20)
REEME M2 1 (0.12) 1 (0.03)
TFROE Y 1 (0.42) 1 (0.03)
ST 1 (0.05) 1 (0.03)
iR 1 (0.05) 1 (0.03)
LR 1 (0.05) 1 (0.03)
i3 1 (0.12) 1 (0.03)
IE B PRI 1 (0.12) 1 (0.03)
7 R U EREMEREIER 1 (0.05) 1 (0.03)
0 A )L APEBERR S 1 (0.21) 1 (0.03)
LT A 1 (0.05) 4 (0.50) 5 (0.14)
JNEfRE 1 (0.05) 1 (0.03)
SUHTE S 34 (1.72) 17 (2.10) 51 (1.46)
Bl D HNE 6 (0.30) 1 (0.21) 7 (0.20)
AfEs P FE 1 (0.05) 1(0.12) 1(0.42) 3 (0.09)
hHER 5 (0.25) 7 (0.87) 1(0.21) 13 (0.37)
AERER 4 (0.20) 4 (0.11)
H FRRIER 1 (0.05) 1 (0.03)
HFRR%E 1 (0.12) 1 (0.03)
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VI. &2 (FERLEOIEE) CBY 51EH

®3 BiEEE (BB, FHtE. BHBE
BE BMERARE-—E (DDF)

BIVE A & D3 BUFER (%)
RI{EH DO FESE(MedDRA PT)™ - B B .
B AE 2 e = At
JLFY )5 PR 1 (0.05) 1 (0.21) 2 (0.06)
B PR 1 (0.05) 1 (0.03)
LSS 2 (0.10) 1 (0.21) 3 (0.09)
i 13 (1.61) 13 (0.37)
% 13 (1.61) 13 (0.37)
WH5E 4 4 (0.20) 4 (0.50) 3 (0.62) 11 (0.31)
Jili & 17 (0.86) 13 (1.61) 15 (6.36) 16 (3.32) 61 (1.74)
T ) A IV APERSR 1 (0.05) 1 (0.21) 2 (0.06)
P A AT a g A VAR 18 (0.91) 9 (3.81) 4 (0.83) 31 (0.88)
~E T 4V ABEVENRR 2 (0.10) 2 (0.06)
IV AT A L RS 1 (0.42) 1 (0.03)
7 V7T EERSR 1 (0.05) 1 (0.03)
~A 277 AR 3 (0.15) 1 (0.12) 4 (0.11)
i 8 BR B A % 3 (0.15) 3 (0.09)
7 RO ERE M % 2 (0.10) 3 (0.37) 1 (0.42) 2 (0.41) 8 (0.23)
BTN RS 3 (0.15) 3 (0.09)
Jii B R 3 (0.15) 1 (0.42) 4 (0.11)
JiTiAE % 3 (0.15) 3 (0.09)
BRBR 8 (0.40) 1 (0.12) 9 (0.26)
APEE EE R 1 (0.05) 1 (0.03)
i3 1 (0.12) 1 (0.03)
JIE PR 1 (0.05) 1 (0.03)
BIRE 1 (0.05) 1 (0.03)
%I 1 (0.05) 1 (0.03)
RIS 1 (0.05) 1 (0.03)
BR 1 (0.05) 1 (0.03)
PEALER 1(0.12) 1 (0.03)
S It iE 2 (0.10) | 29 (3.59) 8 (3.39) 7(1.45) | 46 (1.31)
BUEE Y 2 v 7 1 (0.21) 1 (0.03)
MR i 2% 1 (0.05) 1 (0.03)
Il S E 4 3 (0.15) 4 (0.50) 1(0.42) 8 (0.23)
BT AR RS 1 (0.05) 1 (0.03)
H e 3 (0.15) 3 (0.09)
JEEYS 2 (0.10) 1 (0.12) 1 (0.21) 4 (0.11)
k&Y ST X<E 1 (0.12) 1 (0.03)
~ A a7 T A HRERE IR 1 (0.12) 1 (0.03)
Rz 2 (0.10) 2 (0.06)
R RGEE G 6 (0.30) 4 (0.50) 10 (0.29)
JRIEJ% 1 (0.12) 1 (0.03)
PR RS 30 (1.52) 1 (0.12) 31 (0.88)
P ER TR M IR % S e 4 (0.20) 4 (0.11)
B0 A YE 2 (0.10) 2 (0.06)
KB 6 (0.30) 14 (1.73) 1(0.42) 1(0.21) 22 (0.63)
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VI. &2 (FERLEOIEE) CBY 51EH

®3 BiEEE (BB, FHtE. BHBE
BE BMERARE-—E (DDF)

BIVE A & D3 BUFER (%)
RI{EH DO FESE(MedDRA PT)™ - B LR A .
EREZI 2 e = At
7 A L A Y 3 (0.15) 11 (1.36) 1 (0.42) 15 (0.43)
7 A AV RS 1(0.12) 1 (0.03)
A VAN B TE R 2 (0.25) 2 (0.06)
TSRS 1 (0.05) 1 (0.03)
TIPS 1 (0.42) 1 (0.03)
R EG 6 (0.30) 12 (1.49) 18 (0.51)
T AAYLF L AMERA% 1 (0.05) 3 (0.37) 2 (0.85) 6 (0.17)
BRI PR ERE 1 (0.05) 2 (0.25) 3 (0.09)
B A b AT a7 A L AVERFE IS 8 (0.40) 2 (0.85) 10 (0.29)
LB BB M RUE 2 (0.41) 2 (0.06)
FA RATr T ANVAVERGR 1(0.21) 1 (0.03)
P A~ AT e A NAVE+ RIS 1 (0.05) 1 (0.03)
YA R ATy A VAKGR 4 (0.20) 5 (2.12) 5 (1.04) 14 (0.40)
A M AT A NVAER K 2 (0.10) 2 (0.06)
BB PR PR IR S 3 (0.15) 1 (0.12) 4 (0.11)
YA M AT A VAR 1 (0.05) 1 (0.03)
RIE ORAE 27 (1.37) 8 (0.99) 3 (1.27) 1(0.21) 39 (1.11)
MHEE A > ¥ FJE 1 (0.05) 1 (0.03)
7 R0 R MR LA 1 (0.12) 1 (0.03)
JIE R kY 1 (0.12) 1 (0.03)
7 A L APE T 2 (0.10) 6 (0.74) 2 (0.41) 10 (0.29)
R B P IR I B 6 (0.30) 2 (0.25) 8 (0.23)
LA RE A 2 (0.10) 2 (0.06)
DHMEEE 1 (0.05) 1 (0.12) 2 (0.06)
7 A L AR 3 (0.37) 3 (0.09)
VR AL TS 1 (0.05) 2 (0.25) 1 (0.42) 4 (0.11)
v A EBUE 1 (0.12) 1 (0.42) 1 (0.21) 3 (0.09)
7 A L AR 2 (0.25) 2 (0.06)
FEREIERE R 1 (0.05) 1 (0.03)
A P BUME 6 (0.74) 4 (0.83) 10 (0.29)
A AP PR R S 33 (1.67) 1 (0.12) 34 (0.97)
7 V7 v PERRE 4 (0.50) 4 (0.11)
HOLERIR Y 7 — T LR 1 (0.21) 1 (0.03)
T 7 ey 2 —UiE 1 (0.12) 1 (0.03)
JB B B PR B E 2 (0.25) 1 (0.21) 3 (0.09)
KNG B B IfUAE 1 (0.05) 1 (0.03)
BK 7 A )L A Y 1 (0.05) 1 (0.21) 2 (0.06)
B 5 (0.25) 5 (0.14)
RERRNE T i 11 (1.36) 11 (0.31)
7 RO ERE MR E 3 (0.15) 6 (0.74) 5 (1.04) 14 (0.40)
IR 3 (0.37) 3 (0.09)
SV A LR R 1 (0.05) 1 (0.03)
b hRY F— A LAY 1 (0.21) 1 (0.03)
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VI. &2 (FERLEOIEE) CBY 51EH

®3 BiEEE (BB, FHtE. BHBE
BE BMERARE-—E (DDF)

BIEF % O3 BUHH(%)
AIE M OFERE(MedDRA PT)* B B .
B 2 e = 7t
o — KB ARG 3 (0.37) 1 (0.42) 4 (0.11)
7 R R R 2 (0.10) 31 (3.84) 1 (0.42) 1 (0.21) 35 (1.00)
% 1 (0.12) 1 (0.03)
7 A MYy LERBR 2 (0.25) 1 (0.42) 1 (0.21) 4 (0.11)
TG PERN 1 (0.42) 1 (0.03)
RN S 1 (0.05) 1 (0.03)
JEYVERR 2% 1 (0.05) 1 (0.12) 2 (0.06)
7 V7 v PR E 1 (0.05) 1 (0.03)
TUT ey A — M E 1 (0.05) 1 (0.03)
B PERUILE 4 (0.50) 1 (0.21) 5 (0.14)
AR ZPERUILSE 1 (0.21) 1 (0.03)
2 — REF AVERRLAE 2 (0.10) 1 (0.12) 1 (0.42) 2 (0.41) 6 (0.17)
MR 1 (0.05) 1 (0.03)
TT ) UA I AREY 1 (0.12) 1 (0.21) 2 (0.06)
A e 2 (0.41) 2 (0.06)
B A 2% 5 (0.25) 3 (0.37) 8 (0.23)
PR Y 1 (0.12) 1 (0.03)
JBAN VU AREY 1 (0.05) 1 (0.03)
B BK B S 1 (0.12) 1 (0.03)
KRB B 1 (0.05) 1 (0.03)
AEE 1 R 1 (0.05) 1 (0.12) 1 (0.21) 3 (0.09)
AT T L R 2 (0.25) 2 (0.06)
Pt 1 (0.12) 1 (0.03)
7 VTV T Y 1 (0.05) 1 (0.03)
~A a7 TR 1 (0.12) 1 (0.03)
ELE 2R 3 (0.15) 1 (0.12) 4 (0.11)
L o Y BRI 1 (0.12) 1 (0.21) 2 (0.06)
T bR 1 (0.05) 1 (0.03)
Va— NES ARG 1 (0.05) 2 (0.25) 3 (0.09)
T F TR 1 (0.05) 1 (0.03)
RS 7 A L AR 1 (0.12) 1 (0.03)
Bl S 1 (0.05) 1 (0.03)
TR RS R 1 (0.05) 1 (0.03)
X7 YA ST 7 TR 1 (0.21) 1 (0.03)
B IS 2% 2 (0.25) 2 (0.06)
A v ARG S 2 (0.10) 4 (0.50) 6 (0.17)
A L A S 1 (0.21) 1 (0.03)
AR PERE IR S 1 (0.05) 5 (0.62) 6 (0.17)
SUBE R 2 (0.10) 1 (0.21) 3 (0.09)
B AL 1 (0.05) 1 (0.03)
Za—EF VAT AVBRY = VMR 10 (0.51) 1 (0.42) 1 (0.21) 12 (0.34)
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VI. &2 (FERLEOIEE) CBY 51EH

@ LFtE, fhisiE. EBiE
&4 BHEEE (DBAE. MshE. BBE) BERREE-—&

DBAE IR A RS A & it
LR MEIRHT R GUE B 20 29 36 85
BIVEH S DI BUEFIE(%) 13(65.00) 17(58.62) | 23(63.89) | 53(62.35)
BIVEH O R B 41 46 48 135
BIVE R % D FiE
WA ST ERE BIE R 5 D FE B 5 %)
S8 5L BI(%) MedDRA PT*
RBEES S UVFERE
JEYYIE 77 h3y ) AJE 0 1 ( 3.45) 0 1 (1.18)
24(28.24) P R AH T T A AJEY 1 ( 5.00) 0 3 ( 8.33) 4 (4.71)
EOK 0 0 1(2.78) 1(1.18)
Hiffi~ L~ 1 ( 5.00) 0 0 1 ( 1.18)
RN 1 ( 5.00) 0 2 (5.56) 3 (3.53)
BFTE S 1 ( 5.00) 0 0 1 (1.18)
HHER 0 1 (3.45) 0 1(1.18)
fili 2% 0 1 ( 3.45) 1(2.78) 2 (2.35)
P A B AT A NVAVERR 1 ( 5.00) 0 0 1(1.18)
~NE T 4 JVAPERTR 1 ( 5.00) 0 0 1 (1.18)
7 R UERE MR 1 ( 5.00) 0 0 1 (1.18)
RS 0 0 1 (2.78) 1(1.18)
SRS Y 0 0 4 (11.11) 4 (471
IKIE 1 ( 5.00) 0 0 1 (1.18)
FA b AT 8T AL AERIE RS 0 1 (3.45) 0 1(1.18)
YA B AT ANV AR 0 0 1(2.78) 1 (1.18)
VP RIS 1 ( 5.00) 0 0 1(1.18)
¥ a— FE S AR VMY 1 ( 5.00) 0 0 1 (1.18)
P A R AH T AL AMSE 0 1 ( 3.45) 0 1 (1.18)
R NRIE 0 0 1(2.78) 1 (1.18)
7 A L APERS A 0 1 ( 3.45) 1(2.78) 2 (2.35)
Za—F VAT 4 AVB T Uik 0 0 1(2.78) 1(1.18)
[ % oot B R 0 0 1 (2.78) 1(1.18)
FRARME R RS 1 ( 5.00) 0 0 1(1.18)
A R AT a U AL AR 0 0 3 (8.33) 3 (3.53)
TS AL AV N—T ALV ARE G 1 ( 5.00) 0 0 1(1.18)
B, BB LUHHMTHOFEYD ERELURI—TEED)
TR T U 0 1 ( 3.45) 0 1 (1.18)
3(3.53) TTREA Y A=0 A VAR R 0 2 ( 6.90) 0 2 (2.35)
mEH LV VIRREE
mﬁ%fﬁﬁ\lmfﬁ% iR I 0 1(345)| 0 1(118)
N U P BRI E 0 1 ( 3.45) 0 1 (1.18)
E'ff;f/} U P ER B 1 ( 5.00) 0 0 1(1.18)
i Bk B ) 1 ( 5.00) 1 ( 3.45) 0 2 (2.35)
2 ifn.
2(2.35) 2y ifn. 2 (10.00)| 0 0 2 (2.35)
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V. 2% (ERLOIEF)

19 5EE

&4 BHEMEE (DBHE. HstE. BEBE)

BIERARR—E (03F)

BIERSEORSE BIVE R % D3 BUEER (%)
T MedDRA PT* DEAE it A [EERS Al & &
%fﬂﬁ@]iﬁl(%) [ =R ZNE AAZHE (ST
REREE
Ky 707U e 1 ( 5.00) 0 1(1.18)
B R S 0 0 1(2.78) 1 (1.18)
KB LURERE
7I7—VYES | BT IT7—E8N 1 (2.78) 1(1.18)
2(2.35) &7 27— IME 0 0 1 (2.78) 1(1.18)
%ﬁii:;?gimlﬁ AT S IE 0 0 1(2.78) 1 (1.18)
e I A IfH 7 R o pEHE N 1 ( 5.00) 0 0 1(1.18)
5(5.88) MRS RE R 0 1 ( 3.45) 0 1(1.18)
7Y a~E s a8 1 ( 5.00) 0 0 1(1.18)
& B 0 2 ( 6.90) 0 2 (2.35)
BAVATE—VIE | 3 L AT 0 — L UE 0 1 (3.45) 0 1(1.18)
5(5.88) IR AE 1 ( 5.00) 3(1034)| 0 4 (4.71)
'%’Mly(uﬁg)mﬁ BRU 7YY RME 0 1 ( 3.45) 0 1(1.18)
BHRAR s
1(1.18) B 0 1 (345 0 1( 1.18)
YR BRI 0 2 ( 6.90) 1(2.78) 3 ( 3.53)
4(4.71) 2 BUHE R 1 ( 5.00) 0 0 1(1.18)
BEEE
9 DY )
1(118) WRSlT 0 1 ( 3.45) 0 1(1.18)
HEREE
3(3.53) Pk 1 ( 5.00) 2 ( 6.90) 0 3 (3.53)
GIEbr .
2(2.35) GEVG 1 ( 5.00) 1 ( 3.45) 0 2 (2.35)
PR CRIETE | ERRAAKEE 0 1 (3.45) 0 1 (1.18)
5(5.88) g 1 ( 5.00) 1 (3.45) 0 2 (2.35)
B~ VOET 1 ( 5.00) 0 0 1 (1.18)
T A 1 ( 5.00) 0 0 1(1.18)
IR 0 0 1 (2.78) 1(1.18)
S s
,‘—L.E]:;—Lﬁ
1(L18) W S 0 1 ( 3.45) 0 1(1.18)
DEEE
ek _
2(2.39) HER 0 1 ( 3.45) 1(2.78) 2 (2.35)
ISR e
1(118) FHENR 0 1 (3.45) 0 1 (1.18)
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VI. &2 (FERLEOIEE) CBY 51EH

x4 BHEEE(LBE. MBE. BRE) BEHERRE-E(0JF)
BIERSEORSE BIVE R % D3 BUEER (%)
T MedDRA PT* LBE | WEE | mem | &
FEEUEBIH(%)
mERE
e 5 I JE -5 0 1 (3.45) 1(2.78) 2 (235)
3(3.53) I 0 1 (1 3.45) 0 1 (1.18)
ENHR AR E 0 0 1(2.78) 1(1.18)
1A E 0 0 1(2.78) 1 (1.18)
ERkeE. MRS & UHERES
a7k
1(118) Ha 7k 0 1 ( 3.45) 0 1 (1.18)
AEEME i 2% 1 ( 5.00) 0 0 1(1.18)
St 0 1 ( 3.45) 1(1.18)
BEEE
AL
3(3.53) Mg - 1 ( 5.00) 1 ( 3.45) 1(2.78) 3(3.53)
%LZ (235) L 0 1 ( 3.45) 1(2.78) 2 (2.35)
T
40471) T 0 1 ( 3.45) 3(833) 4 (471
}Mi(”g) S 0 0 1(2.78) 1(1.18)
B 0 1 ( 3.45) 0 1(1.18)
Wi 0 1 ( 3.45) 0 1(1.18)
DB PR 1 ( 5.00) 0 0 1 (1.18)
3R IR 0 1 ( 3.45) 0 1(1.18)
FREEREE
JFRéRE L I NEIN T AT =T — P 1 ( 5.00) 0 0 1(1.18)
4(4.71) RS RE B, 1 ( 5.00) 1 ( 3.45) 0 2 (2.35)
e UL E S ISE 0 1 (3.45) 1 (1.18)
EES L UVETHEES
< ji.ls) % 9 FEIE 1 ( 5.00) 0 0 1(1.18)
FIB PEZRFEIE 1 ( 5.00) 0 0 1(1.18)
2(2.35) iR 0 1(2.78) 1 (1.18)
HERRE S UEESHBIEE
HHLRRE 3 (15000 0 0 3 (3.53)
A 1 ( 5.00) 1(1.18)
ERLURBEE
B P M7 L7 F = 0 0 0 3 (8.33) 3 (3.53)
8(9.41) 1 H R SR N 0 0 1(2.78) 1(1.18)
g RekEE 3 (15.00) 1 ( 3.45) 1(2.78) 5 ( 5.88)
Ri{?ﬁﬁg) FR B> 0 0 1(278) | 1(1.18)
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VI. &2 (FERLEOIEE) CBY 51EH

&4 BHEMRE (DBIE. B, BBl BERRR—E(DJF)

BIVEH % OFH BIVEH % DX BUHE(%)
. giiﬁ( "y MedDRA PT* LB | MR | mER | 6 a
SHERB L UVIEEE
| PR | 1500 o [ o [ 1 (118
—f% - 2EEES L UBRSHLDIKE
EEgiysin .
1(118) T RN RS 0 0 1(2.78) 1(1.18)
s FEEN 0 0 2 ( 5.56) 2 (2.35)
2(2.35)
FE. PEELULESHHE
U VR 0 1 (3.45) 0 1(1.18)
A R i, 0 0 1(2.78) 1 (1.18)
FERA~L =T 0 0 1(278) 1(1.18)
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<BE>
#5 XKETONGBEIZET2EEER
By R— R 8 VT RABR LB FRES)
JE B #K 98 9

FA AT T A A EYSE 35(36)
Y N 20(20) 1(11)
TR A ot 1 99 5(°5)
PEPEREAE A et 1E 95 (1)
HhEE 5(56)
A P4 RS L 2(22)
A IV ANEE RS 2(22)
IR - BT 3(33)
R 1(11)
PRk 1(11)
W% fL 1(11)
B %)
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VI. &2 (FERLEOIEE) CBY 51EH

2) EEMRENE [H T 0. 5mg - 1

mg. FRAIDAZH]

=6 EuEmELESRE BMER—E
BLEHR Te ,
S =
% > e R Br *xt ES it i % 1,015 100
gOE M % o 3 OB OJE B O (% ) 332 (32.71) 78 (78.00)
il 1E Jii & 2 ¥ H 7 # 697 304
BIVER S ORI BUTERR 52 4% w
VR SO R AT S
T EE (%) * MedDRA PT** S BIB(%) FEHUIEBIE(%)
RBEES L UFERE
2RSS 0 1 ( 1.00)
MR 0 1 ( 1.00)
A B PE T 1(0.10) 0
RUE IR 4 ( 0.39) 1 ( 1.00)
WeRLR 2 ( 0.20) 2 ( 2.00)
517 2 ( 0.20) 1 ( 1.00)
Fh H e B¢ 0 1 ( 1.00)
FOK 1 ( 0.10) 1 ( 1.00)
LR 0 1 ( 1.00)
ElZES 1(0.10) 5 ( 5.00)
Vb R 1(0.10) 0
il 2 0 2 ( 2.00)
LN 4 (039 2 (. 2.00)
Fi 0 2 (2.00)
Y 1(0.10) 0
A TN W 1 (0.10) 3 ( 3.00)
gl 1 ( 0.10) 0
YR E U o HifE 1 ( 0.10) 0
53(5.22) 77 k2w J ARG SS 1(0.10) 0
BYERENE 0 1 ( 1.00)
SRFE S 6 ( 0.59) 25 (25.00)
BET P HIE 5 ( 0.49) 0
JNEL R E 0 1 ( 1.00)
AfEs P FIE 3 ( 0.30) 0
TV R 0 1 ( 1.00)
LR 0 1 ( 1.00)
WHEE 25 2 ( 0.20) 3 ( 3.00)
Jili % 10 ( 0.99) 0
PSENES = >~ 7 1 ( 0.10) 0
B2 o R 1 ( 0.10) 0
e gLy 1 (0.10) 0
VLS 0 2 (2.00)
PR G 2 (0.20) 0
i F e 0 1 ( 1.00)
K 1(0.10) 0
FA S AT e A VAR 1(0.10) 0
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VI. &2 (FERLEOIEE) CBY 51EH

®6 BEMBHERSL

BIER—E (DD%F)

—— BIER %O %%nﬁﬁligf w
hs e s El %
%gﬂj%?@(%) * EEIRAIE %%fﬂfgﬁuiﬁz(%) SRIEAEAO)
BEh o 0 1 ( 1.00)
SpTRSS 0 1 ( 1.00)
it g 1(0.10) 0
EE 2% 1 (0.10) 0
KOB Y 1 ( 0.10) 0
Za—EVAT 4 AV R T = Uik 1 ( 0.10) 0
F Ak 1 (0.10) 0
JERYIE %% 1 ( 0.10) 0
53(5.22) Mg 1 (0.10) 0
X 1 ( 0.10) 0
LRI DRIE 3 (.0.30) 7 ( 7.00)
1 e SRR 2 (0.20) 1 ( 1.00)
B 0 1 ( 1.00)
B 1 ( 0.10) 0
R 1 ( 0.10) 0
v ARG 1 (0.10) 0
B, BESLUHMTHOFEYN ERELURI—TEED)
¥ 2 (0.20) 0
TR i DM ) 1 (0.10) 0
5(0.49) AER L O H e 1(0.10) 0
B BT e g 1 ( 0.10) 0
MEH LV VREE
T U U BRI E 3 (0.30) 0
Vo R U U SEREE 39 ( 3.84) 1 ( 1.00)
43(4.24) - -
U RERE 53 1 ( 0.10) 5 ( 5.00)
i 10 ( 0.99) 1 ( 1.00)
. PR Z MR L 0 2 (2.00)
a ~< h7 U M 4 (0.39) 1 ( 1.00)
14( 1.38) T
~EF 70 e R 2 ( 0.20) 1 ( 1.00)
AR BRI 1(0.10) 1 ( 1.00)
I e SRR 1 (0.10) 0
F ifn Bk e I ERER SIS 2 ( 0.20) 0
5(0.49) HLER B 2 (0.20) 1 ( 1.00)
H iR BaE 2 (0.20) 4 ( 4.00)
T Mg FEER ST B 3 ( 0.30) 0
X I ERERER N 1 (0.10) 0
Eﬂ;ﬁﬁi HLERBEE N 5 ( 0.49) 0
It EREOE N 21 ( 2.07) 5 ( 5.00)
H L ERHEEE N 33 ( 3.25) 9 ( 9.00)
N RN
fi] fﬁg) /IR 3 (030) 0
I/ MR 2% y
300.30) T IR F N 3 (0.30) 0
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VI. &2 (FERLEOIEE) CBY 51EH

®6 BEMENERSE

BERA—E (0J%)

BIVEH & OFHE BUERR 52 4% w m
WA S IR o Gk A
FERIEBIC%) MedDRA PT R R
LI ER A E . b
100.10) LI ER IS i 1(0.10) 0
TRIEER S I
100.10) IREEERE 1(0.10) 0
REBLUREERE
BV 7 AfE | B Y T A ME 1 (0.10) 0
3(0.30) M U o S 2 (0.20) 0
e | BV AT BV IE 5(.0.49) 0
IVATE IR | e e 5 ( 0.49) 1 ( 1.00)
21(2.07) -
= v 2T o — L Hn 11 ( 1.08) 1 ( 1.00)
U o | @YY R FIE 3 (0.30) 0
m?ﬂi;;m NEE B 1 ( 0.10) 0
' M~ 27 Y'Y REEN 7 ( 0.69) 4 ( 4.00)
it A A i 24 ( 2.36) 0
p— e 21 ( 2.07) 1 ( 1.00)
™ 81(“7 o8) Mg 7 R o s 20 ( 1.97) 2 ( 2.00)
' MR T 1 ( 0.10) 0
7Y a~E s a e 18 ( 1.77) 8 ( 8.00)
e DR I L JiE 15 PR I I E 3 (0.30) 0
4(0.39) 1. H SR AN 1(0.10) 3 ( 3.00)
K~ 72y AfiE | A&~ 7% 7 AMSE 0 1 ( 1.00)
1(0.10) M~ 7R U L 1 ( 0.10) 0
R A fE BT V7 2 v ME 1(0.10) 0
7(0.69) R A 6 ( 0.59) 2 (2.00)
BH N T ASE .
1(0.10) A F v 7 LN 1(0.10) 0
=7 m—)LIE -
1(0.10) Ifn.HR 27 v — LN 1(0.10) 0
RACRR s
400.39) BARE 4 (0.39) 0
TT7—¥ LA IR
2(0.20) 77 —E8h 2 (1 0.20) 3 ( 3.00)
(S BRVEN X2 ‘
4(0.39) E97 RN Ik 4(0.39) 0
B PR IPi .
26(2.56) B IR I 26 ( 2.56) 0
m= U U AE 1(0.10) 0
fREEE
e N 1(0.10) 0
355{314(%0 30) 57 1 (0.10) 0
' 1B 1 (0.10) 1 ( 1.00)
. N 1 (0.10) 0
N o
200.20) «%E%i@fxé 1(0.10) 0
N EE 1(0.10) 0

HRLE IR A D RIS <
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BIBR 1 (4.0 HRIREE D v P A E 2 ( 8.0
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VI. &2 (FERLEOIEE) CBY 51EH

10. BERE
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13. BERE
13. 1 fE4K

BUN L&, 7 b7 F = k&, Bl FIRE, FFBEE LRSS/ EE S Tn g 210200,
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R B 72 R 3KIT 72 \, BITIC L o TRESI NV,

()

AFNIOMWER G2 XD BUN, MiG27 L7 F =2 B b, FREE OISR EFER#RESNATHD D
EMBEE LT,

;ﬂg@rm@Liﬁgﬁ@ﬂ%&LT AFNO—Kepe G-k, B, G RE G M OV T 1o
WEFEICLAMNFMEEZ BN E L7 == b V&SRB IT NS,
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ﬂ: 216- 218)2333;) ',:)O
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12%@7% BUN L& KOG VT F =0 ORE EH., B, FIESRLOFEERE SN, F
7o, KAl iéﬁﬁ%@¢®lwﬂm75\EX%7717f&U%mF%%Fbtﬂ\Kﬁ&®I%%

RIIARATH - 7=,

INHDERN A BN EFE 8 Bl E&BINFEGHIEH D WIFFTEEIC L 2R GHICTERNPHEE LZ, F
k\3E®&5T@%&5kﬁotf%®&&m)AX®E$%Vi1%ym\%E&%W@&?DUA
A DML AL 51.6~197ng/mL TdH > 7=,

WERGOME & LT, (D)E B, QIEMHRENEE, QBIETHETFT N/ a—AP4S0IC L5527 vl
AADORBILEE BN E L7 == b UG @KERMSCEICGREOEBEFHEICWE - T2+ 0 el %

77229,

BRELOEE

W ERAEDZE [ 7L 0H%4]

141 ZRIZFHREDTE
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BB AR AN BRI~ L, EICIT B L2 B2 L CHERIAR SO EE RS HEZ IR T2 2 kﬂ
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A SEEFE T 240 (AL 8 4F 3 A 27 HAH ROV 304 5-(CFEk 8 42 4 H 18 H)) TPTP REEKRIKIZSW T I
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12. TOMODEE
(1) BEEREAIZED  1H#R

15. 1 BEEREAICE D < 1H#R
<%hEeHE>
15. 1.1 S AN L 2 1aH 252 ) 7o B8 Tk, BEEIESRIC U oNE, RS O AR R Fm VL
THREND D,
<BEFHUDIF> [H7 &L 0.5mg - Img DAFLEY]

15, 1.2 K41 A N Lt — b OB Y U~ F b D\ IEPT TNFa 504 0FH L 72RO B2 &K 0%
VEIIHEST LTV,

15. 1. 3 A LRI & HAT S O AR 31T 2 KA O L AMEITMENL LTV e,
SIW—TREB%> [H 7 &1 05mg -« Img DHi%4]

15. 1.4 AR E TORKRRBIZBNT, 28 BEGIZEV I VT TF=0 7 VT T AR FRALINT
W5, 7ok, TIRE OFRA(1355 BB W T, SEBIEK TRO 7 LT F =0 EHORBBHEIL2.9% T
ol

(i)

<%hEeHE>

15. 1.1 BAMEER IS WO TREIMHIFIR 5L 0 Y o E 2 & e RS O BERNHEINT 5 Z & 08—
Bz Tns Z b, ZOEEGEH L, (5 EELGERMIELZOERH) 8.7 DHESHW)

<BHEIY < F> [ 7 &/ 05mg - Img DAH%Y]

15 1.2RB88 ) o~ FHREZFICBWT, AFIE A FLdH— b, oHi Y 7~ FH K OHL TNFa 5] & O bF
FIZOWTII R ERN R . 25200 LIZBROARIE R QL EMEITHESL L TR W &b,
FOBETLHEH LT,

15. 1. 3 — A Sa e Al O £ 5-rh X B AGR AGAR TP AR O IEGERBUC T T A IEERLETH 5.
B #R L ARG 3 1) 2 ST O IMEIF O T Y 27 - XX 7 4 v FOBLEN LR E2GRVE D
O, BfY v~F DX ) 7 IEBSEHEDOE BRI, BIETER OHEITISEE 5 SRR T o A
OARBNOFBERILXERET 2 L 2BETREITHDLEEZOLND,
7eB. ENOREHY v~ FEBE TORKREBRCIX, AFIRGHIM T oM, B2 & o N TR & i
Ba (ANt 2 BT D)NBHIRIE 21T 5 2 & 228 R IR L T\ ez, BRI T 54K
B D22 AT B3 2 Bl 1345 S Tuzauy,

<IW—TREX> [H7 &/ 05mg * Img DFAri%4]

15. 1.4 N —7 2B R LA OFEIRIZ B T DUERTOKRR CTIX, 7 V7 F =027 V7 7 0 AIMHEREHEH
EENTWholeZ b, J VT F=0 7 VT 7 AT HERIIZ Lo o, —T ABR
TOBKRBE CTIIE2FNZOPNWTIZ LT F= 7 VT 7 AFRE L, BERNGHL N R LT F=0
IVT T AMETA2BODLZEWNHBA LT, — T ABREE ZE & LItk o8 (L2 eV
RIGIERBIEL 1355 BB T, B GRFO 22 2MECER#& G- 1508 B0 OW TR L7zfE R, £
BHEICL Y RWERRBRSEO EAITRD o7,

(2) FEERPREAERICE D 1B

15. 2 SEERFREAER CE D < 1B
15.2.1 7 v F(1.0~3.0mg/kg, & F#5)T, HFEOBAD KON FEIRROK T, FlomHEHTIX
BHERE DB EAX T 358 8 B LTz 219,

(fEan)

7y MZZ78u Y LA 1.0~3.0mgky H % 2 BFE T #E LIZRABCRICE W T, BEEATEREZ ME LIz s
25 MEARAARNTREE LRI OR RO K OFEFIEMEOAKT 28 A b, 3mg/kg/ H 551 THIKEK
M OGE R OAR T 2358 B L7z 2920 2 L/ BREH L7z,
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1. EEHR
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VI, RHERICEYSEBE) OHEM

(2) REMEEHR

Z7nm ) NATEIRNZE S 3.2mg/kg, O #KE 32mg/kg £ TOHRGEICBW T, AMEMRR, BIEMR
FRMOCEIER, BEHEEE. MRSk L CRMEDIER Z RS o7 2D,
27 aY) LAAOREOEG(+ FEHENE5) TIEMEE - fEERZR OB O R ERITERD e o 723,
BRI G- CUIRRIA X CIRERRECHE N i+ TR O K ONR R Eh AR ifn 3 E0si 0 3588 & 7z 220,
T, PRI~ U A B EBEMH,. T v MAR TR, MAESS~TE e DV E TR T Y MR

ST, T M BIERSWNEL 7 v MNMEBRK D ITRTTEN RO b 2,

(3) ZOMOEERER
DR L

2. HEHER
(1) HEx5E4HER

B E#E5E M LDs (mg/kg) 2

ELZiEi S5k
==
1R 2 i i
i fEs 57.0 23.6 50*
it i 134.0 194.0 >250

(2) RERESMAER

* Bt R

T PO BGEARG LEEZBRST LI RIIUTO LB Thol-, RERMBEOIH, FEk>
VNN A SRR DZE b, I EREFERIIE AN, A3 UAHI A o> B RERT ) Ko OVES et (R B DR A O B Mg R
b, BE - BEEBERE O IRAL) N 2l TH - 7=,
7 FIZ 0.05~02mg/kg & 1 B 2 [0 4 @RI 72> THIRNES LB L2 Z2A, 7 b, Bt LA
B OFMEAEN I AL, 2SN Z TR RRAN I ORI IT R . AR A X VR M A . ke b 72
EOBENRBER SN, ZORRICBIT 2 EEE T 0.1mgkg RiliTh o7, . KB Tlx, 4 #
1 51% 4 ERRIE L7325 07208, ZoRETIZOEOBHEIT RIZIZEA RO oNT, Zhb ot
W IR b DTHDH EEZBNT-,

REHSEM (S b, )P

ELz/En R B (mg/kg)
P 5128 (D) A bk
e (4 ) 0.032(0.032~1.0) <0.5(0.5~ 2)
& 11(13 ) 1.0 (032 ~3.2) 1.0(1.0~36)
& 1(52 M) 0.15 (0.15 ~1.5) 1.0(1.0~10)

(3) BEieFMHHAR
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EAR 7 2R ZE B Y R B AR K N DNA GRS W T AR R E I 2 R S 7227
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(4)
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(0.1~1.0mg/kg. F&HOFKE)TIEREMIZREINEOIHEH 5 VTR ERAD T X CTORET, HENT
HAEL EORET, RO ISR VA O AS & H &R TR b iz 179,
FERR ORI AR 5 R
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X. EEMEEICEYTHIER
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AR - 34
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RO EDEE
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AT T VIR I WBERFEZ 1T TV LD T, 70 IRFAER IR Z BT TRFT D Z &,
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[l & 38 JeRERMA
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(BRIt + BRI 212 D DELHER 2672 L
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22007461 A 26 H [ 7€/ 05mg -« Img DFAi%4]
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< FBRAREE  HEHRMER T a A RIEBUWE, AT a4 RRIFEE) OIS KIG AR (TS E~ B IZBR D) >
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BRERARIZ 3517 2 R RS S OB R et i 290 O #1999 4F 4 A 30 H~2004 £ 6 H 30 H(#&T)
DRBHEIZ 31T DRSS OPH] - 2001 426 H 20 H~2011 46 H 19 H(10 4, #47T)
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N—TAGR(AT v A RRIOEEPNEAYSr. SUIRIERIZ X0 W56 55 H RS )
12007 4E 1 A 26 H~2017 4 1 H 25 H(10 4=, #7) [# 7 &L 0.5mg - Img DA% ]
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8.1 Pregnancy
Pregnancy Exposure Registry

There is a pregnancy registry that monitors pregnancy outcomes in women exposed to PROGRAF
during pregnancy. The Transplantation Pregnancy Registry International (TPRI) is a voluntary
pregnancy exposure registry that monitors outcomes of pregnancy in female transplant recipients
and those fathered by male transplant recipients exposed to immunosuppressants including
tacrolimus. Healthcare providers are encouraged to advise their patients to register by contacting
the  Transplantation  Pregnancy  Registry  International at  1-877-955-6877  or
https://www.transplantpregnancyregistry.org/.

Risk Summary
Tacrolimus can cause fetal harm when administered to a pregnant woman. Data from

postmarketing surveillance and TPRI suggest that infants exposed to tacrolimus in utero are at a
risk of prematurity, birth defects/congenital anomalies, low birth weight, and fetal distress /see
Human Data]. Advise pregnant women of the potential risk to the fetus.

Administration of oral tacrolimus to pregnant rabbits and rats throughout the period of
organogenesis was associated with maternal toxicity/lethality, and an increased incidence of
abortion, malformation and embryofetal death at clinically relevant doses (0.5 to 6.9 times the
recommended clinical dose range [0.2 to 0.075 mg/kg/day], on a mg/m? basis).

Administration of oral tacrolimus to pregnant rats after organogenesis and throughout lactation
produced maternal toxicity, effects on parturition, reduced pup viability and reduced pup weight at
clinically relevant doses (0.8 to 6.9 times the recommended clinical dose range, on a mg/m? basis).
Administration of oral tacrolimus to rats prior to mating, and throughout gestation and lactation
produced maternal toxicity/lethality, marked effects on parturition, embryofetal loss,
malformations, and reduced pup viability at clinically relevant doses (0.8 to 6.9 times the
recommended clinical dose range, on a mg/m? basis). Interventricular septal defects,
hydronephrosis, craniofacial malformations and skeletal effects were observed in offspring that
died /see Animal Data].

The background risk of major birth defects and miscarriage in the indicated population is
unknown. In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk

Risks during pregnancy are increased in organ transplant recipients.

The risk of premature delivery following transplantation is increased. Pre-existing hypertension
and diabetes confer additional risk to the pregnancy of an organ transplant recipient.
Pre-gestational and gestational diabetes are associated with birth defects/congenital anomalies,

hypertension, low birth weight and fetal death.
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Cholestasis of pregnancy (COP) was reported in 7% of liver or liver-kidney (LK) transplant
recipients, compared with approximately 1% of pregnancies in the general population. However,
COP symptoms resolved postpartum and no long term effects on the offspring were reported.
Maternal Adverse Reactions

PROGRAF may increase hyperglycemia in pregnant women with diabetes (including gestational
diabetes). Monitor maternal blood glucose levels regularly.

PROGRAF may exacerbate hypertension in pregnant women and increase pre-eclampsia. Monitor
and control blood pressure.

Fetal/Neonatal Adverse Reactions

Renal dysfunction, transient neonatal hyperkalemia and low birth weight have been reported at the
time of delivery in infants of mothers taking PROGRAF.

Labor or Delivery

There is an increased risk for premature delivery (< 37 weeks) following transplantation and
maternal exposure to PROGRAF.

Data

Human Data

There are no adequate and well controlled studies on the effects of tacrolimus in human pregnancy.
Safety data from the TPRI and postmarketing surveillance suggest infants exposed to tacrolimus in
utero have an increased risk for miscarriage, pre-term delivery (< 37 weeks), low birth weight (<
2500 g), birth defects/congenital anomalies and fetal distress.

TPRI reported 450 and 241 total pregnancies in kidney and liver transplant recipients exposed to
tacrolimus, respectively. The TPRI pregnancy outcomes are summarized in Table 16. In the table
below, the number of recipients exposed to tacrolimus concomitantly with mycophenolic acid
(MPA) products during the preconception and first trimester periods is high (27% and 29% for
renal and liver transplant recipients, respectively). Because MPA products may also cause birth
defects, the birth defect rate may be confounded and this should be taken into consideration when
reviewing the data, particularly for birth defects. Birth defects observed include cardiac
malformations, craniofacial malformations, renal/urogenital disorders, skeletal abnormalities,

neurological abnormalities and multiple malformations.

Table 16. TPRI Reported Pregnancy Outcomes in Transplant Recipients with Exposure to

Tacrolimus

Kidney Liver

Pregnancy Outcomes* 462 253
Miscarriage 24.5% 25%

Live births 331 180
Pre-term delivery (< 37 weeks) 49% 42%

Low birth weight (< 2500 g) 42% 30%

Birth defects 8% 5%

*Includes multiple births and terminations.
tBirth defect rate confounded by concomitant MPA products exposure in over half of offspring with birth
defects.

Additional information reported by TPRI in pregnant transplant patients receiving tacrolimus
included diabetes during pregnancy in 9% of kidney recipients and 13% of liver recipients, and
hypertension during pregnancy in 53% of kidney recipients and 16.2% of liver recipients.

Animal Data

Administration of oral tacrolimus to pregnant rabbits throughout organogenesis produced maternal
toxicity and abortion at 0.32 mg/kg (0.5 to 1.4 times the recommended clinical dose range [0.2 to
0.075 mg/kg/day], on a mg/m? basis). At 1 mg/kg (1.6 to 4.3 times the recommended clinical dose
range), embryofetal lethality and fetal malformations (ventricular hypoplasia, interventricular
septal defect, bulbous aortic arch, stenosis of ductus arteriosus, omphalocele, gallbladder agenesis,
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skeletal anomalies) were observed. Administration of 3.2 mg/kg oral tacrolimus (2.6 to 6.9 times
the recommended clinical dose range) to pregnant rats throughout organogenesis produced
maternal toxicity/lethality, embryofetal lethality and decreased fetal body weight in the offspring
of C-sectioned dams; and decreased pup viability and interventricular septal defect in offspring of
dams that delivered.

In a peri-/postnatal development study, oral administration of tacrolimus to pregnant rats during
late gestation (after organogenesis) and throughout lactation produced maternal toxicity, effects on
parturition, and reduced pup viability at 3.2 mg/kg (2.6 to 6.9 times the recommended clinical dose
range); among these pups that died early, an increased incidence of kidney hydronephrosis was
observed. Reduced pup weight was observed at 1.0 mg/kg (0.8 to 2.2 times the recommended
clinical dose range).

Administration of oral tacrolimus to rats prior to mating, and throughout gestation and lactation,
produced maternal toxicity/lethality, embryofetal loss and reduced pup viability at 3.2 mg/kg (2.6
to 6.9 times the recommended clinical dose range). Interventricular septal defects, hydronephrosis,
craniofacial malformations and skeletal effects were observed in offspring that died. Effects on
parturition (incomplete delivery of nonviable pups) were observed at 1 mg/kg (0.8 to 2.2 times the

recommended clinical dose range).

8.2 Lactation

Risk Summary

Controlled lactation studies have not been conducted in humans; however, tacrolimus has been
reported to be present in human milk. The effects of tacrolimus on the breastfed infant, or on milk
production have not been assessed. Tacrolimus is excreted in rat milk and in peri-/postnatal rat
studies; exposure to tacrolimus during the postnatal period was associated with developmental
toxicity in the offspring at clinically relevant doses.

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for PROGRAF and any potential adverse effects on the breastfed child from
PROGRAF or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception

PROGRAF can cause fetal harm when administered to pregnant women. Advise female and male
patients of reproductive potential to speak to their healthcare provider on family planning options
including appropriate contraception prior to starting treatment with PROGRAF.

Infertility
Based on findings in animals, male and female fertility may be compromised by treatment with
PROGRAF.

Hi g Ak

F—A M7 U T DI

(An Australian categorisation of risk of drug use in pregnancy)

CQ0194 11 A)

5% SO

A=A KZ VT DOBFE

: (An Australian categorisation of risk of drug use in pregnancy)

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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INDICATIONS AND USAGE
PROGRAF is a calcineurin-inhibitor immunosuppressant indicated for the prophylaxis of organ

rejection in adult and pediatric patients receiving allogeneic liver, kidney or heart transplants, in

combination with other immunosuppressants.

DOSAGE AND ADMINISTRATION
2.3 Dosing for Pediatric Kidney, Liver, and Heart Transplant Patients

Oral formulations (capsules or oral suspension)

Pediatric patients in general need higher tacrolimus doses compared to adults: the higher dose
requirements may decrease as the child grows older. Recommendations for the initial oral dosing
for pediatric transplant patients and whole blood trough concentration range are shown in Table 3.
Perform TDM to ensure that patients are within the ranges listed in Table 3.

KE OFAT rE Table 3. Summary of Initial PROGRAF Capsule and PROGRAF Granules Dosing

(2019 46 H) Recommendations and Whole Blood Trough Concentration Range in Children
Patient Population Initial PROGRAF Capsule and | Whole Blood Trough
PROGRAF Granules Dosing Concentration Range

0.3 mg/kg/day capsules or oral
suspension, divided in two doses, | Month 1-12: 5-20 ng/mL
administered every 12 hours

Pediatric kidney transplant
patients

0.15-0.2 mg/kg/day capsules or 0.2
Pediatric liver transplant | mg/kg/day oral suspension, divided
] . o Month 1-12: 5-20 ng/mL
patients in two doses, administered every
12 hours

0.3 mg/kg/day* capsules or oral

Pediatric heart transplant . S )
tient suspension, divided in two doses, | Month 1-12: 5-20 ng/mL
patients

administered every 12 hours

*0.1 mg/kg/day if cell depleting induction treatment is administered.
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For conversion of pediatric patients from PROGRAF Granules to PROGRAF capsules or from
PROGRAF capsules to PROGRAF Granules, the total daily dose should remain the same.
Following conversion from one formulation to another formulation of tacrolimus, therapeutic drug
monitoring is recommended. If a patient is unable to receive an oral formulation, the patient may
be started on PROGRAF injection. For pediatric liver transplant patients, the intravenous dose is
0.03-0.05 mg/kg/day.

USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use
Safety and effectiveness have been established in pediatric liver, kidney, and heart transplant

(Prograf: 2019 4 11 A)
(Modigraf: 2019 4% 9 H)

patients.
KE OFAT rE Liver transplant:
(2019 -6 H) Safety and efficacy using PROGRAF Granules in pediatric de novo liver transplant patients less
(moX) than 16 years of age are based on evidence from active controlled studies that included 56 pediatric
patients, 31 of which received PROGRAF and supported by two pharmacokinetic and safety
studies in 151 children who received PROGRAF. Additionally, 122 pediatric patients were studied
in an uncontrolled trial of tacrolimus in living related donor liver transplantation. Dose adjustments
were made in the PK studies based on clinical status and whole blood concentrations. Pediatric
patients generally required higher doses of PROGRAF to maintain blood trough concentrations of
tacrolimus similar to adult patients.
Kidney and heart transplant:
Use of PROGRAF capsules and PROGRAF Granules in pediatric kidney and heart transplant
patients is supported by adequate and well-controlled studies and pharmacokinetic data in adult
kidney and heart transplant patients with additional pharmacokinetic data in pediatric kidney and
heart transplant patients and safety data in pediatric liver transplant patients.
4.1 Therapeutic indications
< Prograf 0.5mg, 1mg, 5Smg Hard Capsules >
Prophylaxis of transplant rejection in liver, kidney or heart allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal
products.
<Modigraf 0.2mg & 1mg granules for oral suspension>
Prophylaxis of transplant rejection in adult and paediatric, kidney, liver or heart allograft
Fe[E D SPC recipients.

Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal

products in adult and paediatric patients.

4.2 Posology and method of administration

Pacediatric patients

< Prograf 0.5mg, 1mg, 5Smg Hard Capsules >

<Modigraf 0.2mg & 1mg granules for oral suspension>

In general, paediatric patients require doses 1% - 2 times higher than the adult doses to achieve
similar blood levels.
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