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I-5. ABEEHERUVRE -
EFRAEDOFIREE

(1) ABEH BARRANA

(2) ®B-FERLOHR | ZLU LR
FIH

-6 RMPOIEE BARWANA




(1) %
(2) *4%

(3) BMDERE

oI-2. —fi4
(1) #& (&%)

(2) F4 (@K

3) RT L (stem)

I-3. #HEXAXIE
TR

I-4. ¥RV

S7E

0. 4#ICEAd 5IEE

L7 B NERAEHER 10mg
Simulect® i.v. injection 10mg for pediatric

Simulect® ; Simple & Select
(2 [EDHOFE- T H ; Simple T, CD25 IZHF5 ; Select)
Basiliximab ; Basil 1 xi mab
(Basel O £ J1k (xi) L7=E/ 7 a—FL$iK
(monoclonal antibody) )

N Fo~7 (BiaTifz) (JAN)

Basiliximab (genetical recombination) (JAN)
Basiliximab (r-INN)

F* A FHiK : - iximab

TrROAEGTHE (1-5.) 2K
(3% . AL 7 MEEERE)

N
WL
[ ] A48 (CD25 #EAEL) -
WH . oL YHRE/ HO—F )Lk
(RFT-5) H3E
CH1 L1 mwsEs

E ik (IgG) Bk

el S5
CHe —
CHz
|| Gl ||
IgG

1 147000
B8 5 Cro02H1554N 268033089 ; 70 & @ 22923.26
HHH ; C21908H3375N5790673817 5 70 1 & : 49223.94



Io-5.

I -6.

t#% (RiE)
XIFEE

BR%A. 4.

s, 58S

(AAA4)

~ U APk k CD25 €/ 7 v —F AHRO A Z &L e | 1gGq E & i) 6
RHE N TAXRATGRE ) Ja—F AHikEa— K754/ 5 DNA #3EA
L7z~ T ANA 7Y K—~ SP2/0-Agld Mifla CrEA SN D 211 O T 2/ W%
H (C1002H1554N268033080 ; 77 & : 22923.26) NH R HWEH 2 /1 & 447 HD
7 X ik (Ca108H3ssNs7900673817 5 47 15 @ 49223.94) MO/ 5 HEH 2 4
T iRd, BET I RGO NVE I URER TV H I UBICER S b
BEE (& :f147000)

(4]

glycoprotein (molecular weight : ca.147,000) whose glutamine at the
amino-terminal of the light chain is converted to pyroglutamic acid,
consisting of two molecules of light chain containing 211 amino acid residues
(C1002H1554N2680330S9 ; molecular weight : 22,923.26) and two molecules of
heavy chain containing 447 amino acid residues (C2198H3375N5790673517 ;
molecular weight : 49,223.94) , produced in mouse hybridoma SP2/0-
Ag14.10 cells transfected with genomic DNA encoding human/mouse chimeric
monoclonal antibody consisting of a variable region derived from mouse anti
human CD25 monoclonal antibody and a constant region from human IgG:

& 7 : chRFT5
sl © CHI621, CHI621A., CHI, CHT25. SDZ CHI621, SDZ 215-621



MELFEMEE
(1) 48 - tHIK
(2) BfEH
(3) WimtE

4) B (AER) .
R, BRER

(5) BRIGEFRRETE X
(6) HECHRH

)
BV DERE

ZHTIZETS
REM

m-3. AT DR

HERE. EEE

Z DD E L RIEE

II. EXESICEAYT HEE

BIETHBRZICL D, v~ U AN T U R—<fifld Sp2/0-Agld NHFEASND

M~ R XA IHE ) 7 a—F Pk (IgG) T.

ENDRHMEAE, BETENXIIRB LK TH D,

R L
BRI « 5Bk L

BARANA

B L

SRR L

pH : 5.9~6.5

HEhE Sy DR TIZEBIT 5

IR R GRRANG 7 — 4)

A AN G IR G S
EROE D DT 7
B e BRSBTS,
| <—e0C. W | 36x 8 |7 Lo Bz omonEs s
R A @ bR, E
ORI o T
ﬁ@;%%®5}#&
\ _ BN 3328 3D & AL 7 78
N
g% 5°C. W on il |7 7B o o mwm B ik
P LD BT, BH
ORI o T
o 0, = N 1)

i |2 CIO0NRHL | g,y 17T E R g kom0
ﬁﬁi§g4ﬁm%%RH 5 1 %7u>@g§%@ﬁTﬂ%®%ﬂ
a1 |t ? wEm |

. =+ | 96000 KT A | WEE, BEE R84

N FE AT T hr | ToT | b T,
BEEE « Mk, ik, pH., HEWE. AWymiEi, & s

MERRARBRIE - RV T 7 VT I RO VEBEREXKENE (IEF)
FEBE © SR TR EE R E TR

1,316 O 7 I/ B




V-1. #If

(1) FRDRAH

(2) HFOHNER TR

(3) WA —F

4) EHEOYIE

(5) it
V-2. HEIDHER

(1) Azmsy CGEMEMK
) OEERVEM
#l

(2) EREFORE

Q) #=E
V-3. RTERROBEHEK
URE
IV-4.  Hffi
NV-5. BATHaEEMEDH

P2

V. ®E|ICE8¥ 5EE

DI RS RS AN IR AR L C N 2 SR Rz e 5 7490)
HE 1 A 7 ey ) o~ 7 (B z) 10.90mg #E5H T 5,
sl
-
-
—
PR - BEOI IR T, BIRES KIS R 128 TR SRS L7
w"chd,
%Y L7
pH : 5.7~6.3 (H JRTEH AR CHEfig)
BEIEL 51 (B RN AR CIRfiEth . AR T T)

NATNHICERZZTREL TS,

BRI DE &
1AL T ATV ) <7 GEIETHEEZ) 10.90mg =5 H T 5,

RN

HARY UEE—KFEST MY A 0.541mg, U o IKFEHL Y U A 3.931mg, HHifk

F R VU UL 0.876mg, FEREAME 10.9mg, 7V ¥ 21.8mg, D-vr=F—/L

43.6mg *HHT D,

MAKNIOFNEK S THHNAV ) Fo~T (B z) 1T, ~TAANAL T
R—<HIfd Sp2/0-Agld M LEAINDE MU A FATRE ) 7 u—F /L
PEACTHD, N Fv~T BT Z) Rl TRICEIT 25y

LLT, ARy () . vy BfFmE, b MIET LTI, B
MhTZoAT72) Yy (K ZHEHL TS,

L 7gn
L

BARANA

YLD

IIRIZZ VAL 27 F R4



IV-6.

AN DEEREHTIC
BITHREM

REER VBERED
RE M

AL MNRREER 10mg 20T AL TIVITRTE L, BEMZ S L
AR A TRIORT,

R B 1F 5 PRAFHAR | PRIFIEBE WwOR
=M
0 _ MELE R BEERDE
Ryl
far| 5O WA | send LIk BN,

647 HF TR NE E.
sk MEE 2RO BN
Bov 25C/I60%RH. H5FT | 9 H o 3. 99 H CHEgkMEED
A AT A I, Koy OHEMPESD &

ATV T,
BE| . o HigxmEBo®in, Koo
L | KOO CITERREL | g g BB OV R DI T 53R
W | g e M0 P BT,
R
w = | 1207 fESE R MEE A
o |FEs T T Lux-hr LIZERSD e o=,
WIETEF Rk, RERRAUER, pH. MWL, A%, MEHRER, AW
B, a8
(RPEERRER [40°C/75%RH] K OEIC k7 2 22 EME Tl M 3R 2 bR
<o)
AR

1)1 XA T7AH=0 BRERAK 2.5mL 20-< 0ilz, MLWRE 5 &6
TR 52 b,

2) RIREREZAIT O SEIE, AR L 5% 7 N PR T 25mL PL EIZAR
L. 20~30 i CHET D, Flo, WRZIEMT DLy 723 L <
REH Lanz &,

3) AANTIEAHATH L7102, BRBELEHORBNLALND ZENH D
D, TS E D RFNOFINIEEEZIT 720,

4) SBUCEEDRD SNTHE Bl iE, REMEMK R OEGR E) 12X
fER LW &,

5) oA E ORFIFITHORNI &,

6) WBMEAIL, HOICERT 22 &, Fio, ERABOERRITIMEMLR DB
ENRHDHOTHMEH LN &,

( IVI-11. @A EoEE) © [XI-2. ZOMoOBEEE) OIESR)

RIS D22 EMERER
VALY N 20mg & HRES K 5mL CTIAMR L72% . 5CUT=IRT
FnE 1 BfE 8 HMRG LIRM% OZEMEZ R Lok R, ®Mn g
bt BEE R 2B o Tz,

AV 7 b HBERKESORZEMSE

O PRAF R WEEA WwOR
°¢ IR S
S=iE 1\Mﬁﬂﬁ%\%%ﬁﬁ\ﬁL€§ﬁéiotf
(£122°C)

AL - v o L7 MEEN 20mg & B RTES K mL TR L 728, A T v
ZABISL S B TR L 72 RS = DA TSl L 7 RAE TRRAF L 72,



Iv-8.

wv-9.

Iv-10.

(1

(2)

)

(4)

- Al

&l & DEREEL
(MEFHE)

B

B - %

/j:_E 75‘2\% @%ﬁ
TE. NENREHRG

BE - QECHET S
LR

a%

FHEE

BEOME

RSN DEM
L]

o BE & DIRFEIIITH AN &y,

AP T 5% 7 B 7 BEESHE LS O THIR L2202 &

A

ML 5% 7 N O BERESHE ARG O 2 E MR CRRRRFT — %)

/AV?FﬁEﬁZMg%EﬁE%H*MmTﬁ%L\Eﬁﬁﬁﬁﬂi5%
AR L CTRIRT 2 BRRRAE L7k 5.

7 RopEESK (50mL. 100mL) |

S E B REEE 22 Dk mu&)%z}biﬁ#oto
" o W& wiE |
ROB | REEA e T | M R
AEFRREIR | REARE l::*fzhmﬁﬂ
Wi To| ., 50. ERE D
S MR f%é"i;{% V| kigpits% [100mL| FE ;ig ?ﬁgfﬁ
S8 | o T,
RKEARRE 50 PE | pH [\l
PRI | 7 4 VY m&ﬂlﬁﬁx e | THEAICS
B 1R 2 o~ HAERE PP WTHEL
D AR 5007 KEBE5% |50, PE 1D 5N
%é%ﬁ 5% SeBE i 100mL| PP FLEIT
" TN/ 5% |100mL| H T A ot
RS - IR
18 E o RBIE R, 30 0. 120 0
iz H:PE (RV=x=F L) PP (R 7mELV)

BN BrANA

RPN

B RBrANA

INA T IV

CEAFEHO N T AL TV

AL MNRAFEER 10mg 134 7V

TwFEMEa—T 4 S ENTETFATLREFEAL, BRIZT LI
= LBOTY) v T F T Xy v S TERESN TS,

L 7gn




V-12. ZOfth B v b ~DW A5 B

VALY NERE 20mg & H RTES K SmL CiEfE L, AEAHR X 5%
7 R OPEESR (100mL) ICAR L7, 8 MOt » b (6 FEHOHH
THE Y PR 2 BEOERE T = —7) Z2FWTH 30 sl Cas
B L72fER, WAE XA DR o7,

®om | W Wit o AL & »
2008 B JY-A210CN (JMS)

TIT 22— 3 TS-A400CK (T /v
£)

SA-72 (WU A3)

AEPRA TR R | 5007 E T JY-A511CN  (JMS)

WP RO H

AN Ve . = -
e > b g 7L7 =7 3> TKAS0CK (7| it BRI
ke (007 FULE) 2 lpmoon
PR SR [SE62 (BT A3) Fa g -
T AT aryFa—7 ET100 o
(=7'm)
Ty AT aryFa—7 X2-50
(bv7)




V-3.

EER TR

AR (IR &
THIE

RAERUVAE

(1) RERUVAEDHESR

(2) AZERUVRAEDRE

V-4.

#24g - R

RZERUVRAEICHEE
THEE

V. BEICEAT 5IEH

4. HREX TR
BRHER QSRR RO

BRESN TV

6. i ERUA=E

wE. SR BRIV oY (BT L) & LT 20mg AR
MEL L, 10mg 372 2 BN T, FRIRNICIES 32, PRI 51384
TRl 2 REMLANIC, 2 [8] H O 5I13BM 4 HZIZ1T 9,

FRIRPNTESHIZES L Cix, ARF 134 7V % B /RTES K 2.5mL CTIEMEL .
2EREEGT 5,

WAL NG R R (B152 #BR) @ (55 1 #1) 28\ T, KAl 12mg/m2 % Bk
WA H M O 4 H BICRG L-BROEYENHE T A —Z —Zfiffr L1z, 1~
11 W UIAE 40kg RIGEOBRED 7 V7 T v A%, RABBHESE ORFH T
HoT=N, 12 WL EXIXAE 40kg L EOBRED I VT T AL, RABB
MEBH LIZIERETH -7, D), B152 o (4 2 #]) <1, hE
40kg AJiii O BE TR N BEH O 8 TH 5 A4 10mg % 2[REE L, (K 40kg
P EOBE IR A BE & FRRICAA] 20mg %2 2 [0 5 75 L 9 E LT,
HEYENRE N T A — & — L AR, (RE K OMERRERE & OB O W T BRET&21T
WD, 12 AR OBE TIE, 27U T TR EKE, 7 U T T A LIAREREICH
BAZRB T, A AR K ONE R & AR, (A, AREEICHBEZRD 7
nolz,

WA N B EBR (B105 SABR & O B106 ikBR) (2T, AH| o i i A
0.2pg/mL (RAMEHEE) LLEo L & CD25 BPERISINL U o 7 SERANFIEMH S b
ZENMER SN2, B152 B T 0.2png/mL LA b o> BE T E R R A& 5T
L7z, (B2 ) BWT, AHl 10mg % 2 [0 5 L7~ {KE 40kg KD BE
DARFN O BER R H CEOEEERZE G/ME. &KE) 1%, 35+15
H (13 H. 66 H) T. #/ AGEHRRER (B201 36k & Y B352 #lxr) & Fl
LTCW/e, L2vL, K& 35kg LI L 40kg RimDHEE 2 il ((KE 36kg Xt
38kg) DEH OMIMEIREFHMMIZ, ZNEN 13 AL 14 HTHY . KAE
BB OS5 OEMEIZFHYS L, 10mg @ 2 [5G TITHENRE T 5 ATHErE
Db EEZ BN,

—J . KH 35kg UL EOBE 3 BIIAH 20mg & 2 &5 L2 & & OFRERE
FioiiiiL, 261 T37H, 161 T48 HCTH-7=Z &b, {KE 35kg LA LD
FITIIARA] 20mg % 2 M HT 5 2 EDRZYTHD EE 2T,
EN/NEEEARRER (SIL-3-01 #ABR) TiX., KE 35kg Kiili D BH & xR ICAH
10mg # 2 [A& 5 L=, EWNEAERRE (1101 & 5) < B152 iR & ik
L. 7 U7 70 ARG BERPMENER 2580 5 6 D0, -J<0 B E iR
FrIMIlc R E R ER LR Dol b Z tx5FE 2, HE - HELER
E LT,

<AERUVHAEICEEYS HEIE>

1.1 KFNE, BHEINZZ T D ZLDRHETHLLEOREBEGEEMKBT L
&

(fZE5)

KEDOEASCEICHER L TR L T 5,

B, AANS X DR IHIRERIE - E RG220, HERM OO
HTBEA T IESNSE1E, BEORBIERE T O2LEND D,

1.2 KFNIL, BBAEIZIB O TN B 2 @ msil sz T 5

T5LZ L,

10



V-5, BREREUE

(1) BBRT—2 /Ny —

(fZE5)
AFNE, BB T—RIICHETT STV D 50 MsilRE SN 2 TREM S 516
L L U CRHl S V72 3854 T H BT OEIRERRIT 200,

1. 3 Wlalf 54412 & B O BUE MOl IR FEME 23 4 U= A1%, 2 [BIE
O AEZFIETHZ L,

(fiEE%)

AFNTEE, BAENTET 2 LN (Day0) & BAET 4 B (Day4) @ 2],
K 210mg (1 NATN) ZEGT D0, REIOY)EHE G R & E O BEUE
JERBH BTG AT 2B B OB G IIFIET_RETHY, Fo, BAMHEHS
WX BB A &2 LG AIIEARF O 2 Bl B OF 513 AT /2 5 7050 L
7=

1.4 RS T, AFItho~ 7 A HKRA OB GO & 2 BFE K G-T
DAL, BBUERGORIUDEET B &,

(FRER)

AT D BRI X ARFNC KT 2 W BEUE OFBLN I Hiv7e o T2 BEITEB W T

b, FRBHE TR OBEES 22 =B, BBUEZ3IE L7 IEF 2N s S

NTWBE-DE L,

1.5 (KT 35kg UL EOBEICE G T H5A61L. MRS D msilzh R 215
HZENTERVWARMNH D720, 40mg i &L L. 20mg T2 2
FNZT -5 25852 &,

(fRE5)

s N R RBR 28 T, R 40kg LA EOERFNCIL 1 7] 20mg., K 40kg

R OIEFNTIL 1 [B] 10mg Z AR 2 RE LI & AT 4 Hi% O 2 [\ 5 L

7= & 25, IRKE 35kg LA E 40kg K> 2 IS 1T B BME N AL ErGE IR AS A

BRI ST D AR OARMEICHY L7z, —F . (K& 35kg LA LB

3 BICAHA] 20mg & 2 [R5 L7z & & OBIERERGYRIT, 26/ T37H, 1

BITA48 H T oTc, ZDT &b, IKE 35kg LA ED/NRIZ 1[0 10mg, #H

B 20mg 2% G LIZBE, BREERRICEAHHMSHEIALEDOBTNAND 572

O, IO OBEFICAKNEZEET 5551, 18 20mg, #HE 40mg D5

BT DH L) R LT,

EWNICB T 5/ NEBBEEE LTV 2 < FREBHEE Z R E LTS
LRIRARRER 2 T 5 Z S IINETH L Z Lo, ERTIE, Mo /NNEE
RGBT 2 AR B 2 O /N R RSB R R 2 F2 i L 72, Z O akBRS
R B O/ R IR GRBR 2 REA L & U [EI PN B AR B M OVE N R
— KRB ZEGE E LT,

L 7gn
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(2) ERPREREAER

(3) RERGEFRFER

1)§§1J%

ENCIEE Y T D ERRER 2 F20E L TR0, AR/ NEE B BT IC BT
éﬁéﬁu\T%@EW»E%%%&%&&UmMg%ﬁ@ﬁﬁW%%E\%
TEE BRI X 0 IR ST SE A 2 B L. viEsk /N %%ﬁ%&@ﬁﬁﬁ
NEERRBR O & OB A 1T 72, OSSR, BN/ N B EEIC
ﬁ%$%®7m774w1 Kﬂ%&ﬁbtm?ﬁ$%f#1_;@%n1w
2H0 L REENVTIRD LT, AFOEN/NEIBEBEEE BT LM
Kk%&ﬁ%m&w&%i%ﬂko

2) EREREIEBHER

[N/ VR G R SR P AR

<kt &> 15 EARMO/NEBBMES GRS 6 #)

<HBRFE> 7 u2ARY L ROREIERERAVE CFIZDER,
m@&ﬁi%ﬁmwzﬁﬁuw . 2 B H OB IIBAEN 4 B2 1 [\
10mg % FIRNFE G- (20~30 77 [ A EE) L7z,

<RBRAERL > IL-2 ZARIHIIR o b g X 46 B (#EPH : 40~52 H) Th
0710 F 72, Kaplan-Meier (K-M) (L2 &0 HEE U 7 HEAESS RS BL

KIIBAENTE 26 BEFS T 44.4% TH Y . L R OB B BEREILR

%a"biiipo 77

( TVI-1. (2) HRIRAUBR THERR Sz furh iR | DIEZ M)

H

AERRANBEBAEE BT 2 AK O Mk - HEIZ, BBtk O MEEE UL
L %ﬁ?é%ﬁ%SW%SH%ﬂ IL-2 ARzl o ik - HEx
Bt L. /N BREBE 5T b RO H TR Shi-, R
TR T T D EE D &2 V- 8RE BRI S v Tunan,

1) S E/NREGEREKER [CHIB152 5XB&] 212
<zt B> NEEBREERE RIAER 41 61)
<HRBRAE> v I7a AR CROREIBRERVE A ZFA L, ABIZLLT

O - HETRS L,

(35 181 1105720 AA| 12mg/m?2 ZBAEF Y B, BMHEN 4 BRICEN
ZPRERNZE S+ 5, 72770 110 20mg 227202 &,
(W%ﬁ%ifﬁAhﬂ):(ﬁﬁ(moXWE(@)Bmm
RIZTHE LK, )

[%2%1¢E4%g$ﬁ®%%TM1E1Mg%\%§4%gui®%
FCIE 1 18] 20mg ZBAEI Y B, BRI 4 BHZIZZ LR IRN
B5T 5,

<HBAER > AFOMBEMETIRGTHY, A DA ViR 2 R THTA

R RFTEOGIERRD B o7z,

7B, EITFHIREHT i@%%s%gui4wg$%@2m ZBWTCREIE

T S R e B R 23 il N 1T Oy AP O BARMEICHS L TR, 1 (8

1%@2@%5?@%5%$Eﬁ%%éﬂko¢E3%g*ﬁ@%%ﬁﬁ

1[5 10mg % . A 35kg L EDBEFITIL 1 [F] 20mg Z BT Y H, BAE

fii 4 BRRICENENEIRNE G T2 2 ERRY B X LT,

(5] RAZHRE LTARIOLR M, AR OHE - HEOMG

WM BN T, TGRS 1/ RN ER SN, Y - HEOMALIZE
L ClE, BB %E O BMEEE OGS B E 8B 2 Bt 30~45 HFIZ IL
2 SRR EIH L, £OR%ITMIMHEEREZ RS R OVHE - HAEZ®BRTLHZ L%
HiEL L7,

12



@ CHIB101 3XE& (/1 ¥ R) ¥

<k B> RABBAEE (WA - HLA RES - BB, RIER] 24 61)

<HBRFE> vr7uAR) CROREIBRERVE VR (—EEBIZT A
7TV V) O L. AAlE BEKR S E 15mg~150mg (%4 . BHiT 2
WEEIRT, BT 2 Bk, 6 B, 11 H#, 17 HEKL D 24 HEDOAH 6
BNy - 30 Zr M siffrE) TG Lz,

<HRBRER > AFOMBEMEIIRGTHY, BEEEZOVA N IA RS
ZARTETRIERO v o To, FEITFIRFHT L 0 BERE S FE
L. 7VFA L7 w4 (RIA) ETMEFIRE lng/mL L ETHNI
X, IL-2 2B/ EZERICHHT L Z LR EnT,

@ CHIB105 5#E& (/1 XU R, /)y x—) 41¥

<P B> RABBMEE (FE - HLA R#EA - BB, HER] 39 #)

<HEBRFE> vIruARY v, BIBRERVECRROT T4 V5%
OFH, AAKlZ 20mg HEIEL (AT 2 RefEIAT) . 15mg « 2 ML (B
TR 2 R AT, BBHEIT 7 BH#) . 20mg - 2 M5 (AR 2 Refdal, &
R 7 B%) . 20mg - 2 [ G CBBAEAT 2 WERmT. BAENT 4 H#&) |
20mg - 3 [ 5 (Al 2 Refilpn, By 4 H#. 10 H#2) . 20mg -
3 (B (ReAffi 2 REfIRT, AN 2 Hi%, 4 Hi%) © 6 O HE -
HE (%%, 30 AR EHE) °R5 L,

<HBRAER > 20mg BRI GRFOBMERE (1pg/mL : RIA %) Fgfif o
JLEE 13 BT, BRE G E 40mg 2 BHE% 30~45 AMIC IL-2 Z&
K% e b L 7=,
F 7. BAEN 2 BERT. BN 7 BRICOBI LEGAICIIBEERE A T
BIDIEGIN A BT Z LD, RFEE G & A0mg Z BAEHT 2 IR AT & B
4 B2 20mg T OG5 2 kb 2SR ML AREE2 0N
Yl
7B, 15 B & KR X 0 ERE OO EER A ENE (ELISA) &I
TP 2 Rt L7 ks S, BMERE X 0.2ug/mL & & 2 Hivie,

@ CHIB106 F#E& (75> R) 1617

<K B> RABEBMEEE (WlE - HLA N4 - SERE . RAER] 32 6i)

<HBRHE> BENHZABRERLVELHETFFATY U20EHL, B
AR 10 BB 7 a 2R Y 20,
AA| 40mg Xi1E 60mg (LEIZIL U T 80mg £ THIE) O HEA Hin|
Bl (Bl 2 RefRG, 30 /oMSEERE) L7z,

<PBRAER > TL-2 AEIMEIHIEIX, 40mg HEIERGRTHIE 25 B (&G
P : 15~42 H) . 60mg A& GRFCHIJE 28 H (HiPH : 15~49 H)
ThoT,

) YA L7 FEER 20mg O AICEWTER SR TWD HE - AR,
[40mg ZHAE L L, 20mg 92 2 [BIZ T TERIRNICER 32, FlRl#E
XA AT 2 RERLIANIC, 2 [BIH O 53810 4 B2I21T5. | Th
%P

13



(4) HRELAIEHER
1) AREREEEAER

1)

2)

EWN/NNRERRR R
ENCEM SNT-EHRRER (7o AR v KO R LVE A % DR
) BT 28V NEE B EE (RIES] 6 #], Flr 1~12 5%, AHE 10.4~
28.0kg) IZBWT, BTk 26 MBI 2 AMEERLUG TR HivieinoT-
%%@%’J/ﬁ\ (=) FLLTFDEED Tho7= (Kaplan-Meier (K-M)
%) o !

HERRICERERDOHE (BR/NME

(%)
1001
901
801

701 f

L

i 60

A

Kl ~

Bl 401 44, 4%
* 30

204
104

0 14 28 42 56 70 84 98 112 126 140 154 168 182 196(H)
FBH ) © ORI

SV EV/NRERER AR
INEBBEBRE A GRE L, Y7 a AR v, BIBRERLVECFIZHHL
7oakBR GRIER] 41 #) [2BWT, Bhi% 12 » A £ ClatkiEfs 38
L. BIEBEGREGT) PRO bR TmBEOES (EEBR) ZLUT
DEFBYTHoT- (KME) , 29
aAR—h1:1~8mDER (1841 . =A— K 2: 9~16 DIEH (23 fi)

ERRICEREEDOHE (SLE/NR)

(%)
10047
801 Y Y L 77.8%
R " .
fﬁfé 60 o 51.4%
5t
;% 40 =
S [ —— pak—h2
20-
0- : : . .
0 90 180 270 360 (H)

Bt & ORF i
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3) ERNKABGRKBLE
ENTEEINTZ 2 DOKRER (7 a8 XKD RO RERLVE A
ZOFH) ISR T 2R BRAEE (RIER 316 I\ T, Biitge » AE
TIZAMAEH LD FBD SN o T EBEFEOE G (BRIR) I ToLE
D CThHo7- (Kaplan-Meier(K-M)i%) . ¢

EERGCERRRO#YE (BRRA)

(%)
100 1
90 1
80 1
73 70 4 T T 1 71.0%
L1
i 60 4
;& 50
a0
30 4
20 A
10 4
04
T T T T T T T T T T T T T T T
0 14 28 42 56 70 84 98 112 126 140 154 168 182 196(H)

Fehtin & Ot it )

4) SERKABERRE
@O o aRRY Y - BIBRERILEVFIGRARE EU. A+-4. XE) 9
[CHIB201% . CHIB352 5E& 7 ]
<k B> RABBREEE GRIERF 722 F1)
<HBFE> I/ RARY UROEIBERERVE AN Z, 20mg B
FIE7 78R &G L _HERAR
<HBRIER > BA% 0~6 » HRICAMIEME L GEL., BHGEFEfE 5
Tp) MAED LN BEOHIG (ERBLE) X, 20mg HAIH
HERTAHEICEL (P<0.001, K-M #EREDE) | £7-BHM 12 »
A% THRERIC 20mg A GRENAEICE -T2 (P<0.001, K-
M H#EREDFE) |

EERICEAEEOHER (EU. A+ 4) [CHIB201 5KE&]

(%) K-M
1001 i : 20mgBUAIRE (n=190) | HEEMODE
\ {ommm- T REE (h=186) | *p=0.003
T I : *5p=0. 007
i {58, 4%
5% 50 e ' 53. 59 %
N omemm e neamnned 29 89
# 143.0% 90.8%
25 :
L — —
0 90 160 180 340 380(H)

T S OfEh I

ERERGCERERDH#E (KE) [CHIB352 &HER]

%) K-M

\ o 20mgWAIRE (n=173) | HETE IR OD3E

) STt T IRAEE (h=173) | owp=0. 002
w7 N . ‘ “sp=0, 001
B 61.9%"
5 60 e
- {7 41.6%
:ff‘i

264
L — T
0 90 160 180 340 380(H)

Ftn S O fE i U]
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<HEESR> ST REZROIZAEFRE ORIRIT, 20 mg WA

HRE, 77 ARAHOmEELE D 99% T, T2 A EFZOREN
BOOLNTZ, RHELBOONTEHEEESLIIER (20mg WA 5
B 48%. 77 BAREE 49%) T, DWTREEGE (20mg A% 5
B 46%. 77 BAREE46%) . K (20mg BAIR 57 42%., 7T &
AEE 39%) . RK (20mg BAEGHE 34%., 77 BAREE 40%) %
T, EHEE BHE 20%LLE) TROLNIEAEERIIBWLT,
20mg A G-I R RAICERD DT A FFHRIL R0 o7z,
CIRF & DOBSEME O EIZ )b S TIRBRPICERB LI H D)

<IBBFRASRR > ARRERIE TR, 4 FEROBHERA GRIER] 586 #i) %

@ vy
<%t

1To7, ARBIE T OLBM% 60 » AL TOY L MR E KO
SEPMERESS DR BT 20mg AR G8E, 7T BHREEE BIZT% TH-
7oo ET-BHEH 60 » H £ TIZ 20mg ®AIF GRE L 7T B REEM O 4
BRICABZEIA LN D 2Tz, FELEHRIL 20 mg BANEGH 15%.
TR 11% THY EEETALNR T, ERFERIL, Wit
EHILDREBTH T, ¥

AXRY Y -BIBRERILEVH - THFA T UHRAFR %10
[CHI INT10 &tE&]
G1> R NBEBREE (RIER] 340 1)

<HRBRFIE> vr7uARY v, BIBEERLVECAIR T FFATY

Nz, 20mg WA L7 TR 25 Uiz —HEEHRAER

<HRBAER > Bl 6 v H £ LRSS SGR 0 b T2 B3

OEE (EAEBLE) (X, 20mg WAL GH 78.7%. 77 2 RH#E
64.3% T, 20mg #AIRGHCTHEICE -7 (P=0.002, K-M #
EmDFE)

EfERGERBEROHER [CHI INT10 X8R ]

(%) K-M
100 A | HESE fik D 24
9()—& | "p=0.002
804 N, 178. 7%
- |
04 e '
""""""" TTTTTemmmme-o 1643
60 - |
|
50 |
I
: 404 !
I
30 :
I
20 X
: 20mgBAIHE (n=168) i
10 m--mme L TSERRE (0=172) !
0 '

|||||||||||||||||||||||||||

012 4 8 12 16 21 26 ()
oAt 5 OR% IR

<AEFFEL> HEHEOS K OBGEZ RO TZAFEROER TIE. 20mg

TR 58 88.7%. 77 L AREE 87.8%IZHINRBD B iz,
F o, RYEDO B RIT 20mg WAIK G 65.5%. 77 BAREE
65.7% T > 7=,
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2)

()

(6)

T MHER

BE - mERHER

ARREIE A

® vy O0RKRY Y -BIBRERILEVE - SO/ —ILBEIIFI
(MMF) #tRstER W
[CHI INT11 &E&]

<kt &> RABBAESE (RIERF 123 #))

<REBRFE> v/ ARY o BIREEFRVE AL MMF I2Z,
20mg WHI T T v REHG Lz HERAR

<HBRAER> BHHE 6 » A F CICAMERKICRD b h- - BE
DOFEE (HAEDIR) (X, 20mg WA GHE 84.7% . 77 B HREE
73.4% T, 20mg ®HEGHCTHEICHE -T2 (P=0.047, K-M #
EREDFE) |

EfERGERBERQHER [CHI INTTT EHER]

(%) K-M
100 4 | M o %
wl ' ap=0. 047
3 184. 7% *
80 - |
—————————— L}
70 e
w '
fi 60 - '
e i
% 50 i
i !
R 40 4 :
30 4 i
]
20 4 i
: 20mg A BE (n=59)
I E S IR (n=64) !
)
0+

012 4 8 12 16 | 26 (i)
bt & o keI

<HEHFSH> FEESOEITIL, 20mg WA GHE 98. 3%, 7T BAREE
96.9% T, IZETEFNCIBEIRD b,
F 7o, BYYED R ERIT 20mg ”A# 57 62. 7%, 77 HREE 70.3%
ThoT,

5) SE/NREERRER > 12
<zt B> 16 AR O/NEIEBREE (RIAER] 41 1)
<HEEBGE> 7 a ARV ROFEIERERVE CFZDER,
(1) (18 41)
1E®HZD v AL 7 b 12mg/m? Z BN B, BHET 4 BZIZE
NENFIRNEZ 545, 72721 18] 20mg #8272\ 2 &,
(5241 (2361
{REE 40kg A O B Tl 117 10mg %, KHE 40kg L EOBE T
1% 18] 20mg ZRAHEMTY B . BRI 4 B RICENENEIRNE 5
T 5,
GRBRAE R > TL-2 2RI o e ff 1355 1 T 31 B (#PH - 20
~63H) . F2HT36H (13~66 H) Th-o7c, KMIEIZEVH#HEEL
TIPSR BLRIZ R — b 1 T T77.8%. 24—k 2 T514%Th-o
7o BHEBBEMGIL 12.2% IR O B0, W LIEHERIGEZIZAET
T2b DT oTo, BRiE 1 FREEOIFRTHIL R T2,
aR— k1 1~8DEF] (18 ) . aAR—F 2: 9~16 WDIEH] (23
1)

INRZ RS LT D RGBT ENM L Ty,

UL
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1) ERARERAE (—#
ERARMERAE. BE
ERAREAE. £/
AL BREE) . &
ERFERT —2~N—
AAE. RERTR
RARABROAR

2) ARRBEMHELTER
FEDOABXIEEM
L=ER%E - HEBROH
=7

(1) ot

HEIE G R 5 BIER RIS (XL G5 ) OBk, FfEM-—
B Al L7

ARG LTER LY 27 M/ANEHEER 10mg O R E 6 A 1
BTL, £, HKEFEER 03249 135 (CFk 2643 A 24 Bf)) Ik H#
TRERPBEH I, TEER) KO THIEEROHAE] BEAROLBYER
OOHENTZZ Enb, AGRSLMITHIBREI N,

AR L

18



VI. EMNFEEICEET 5IHH

VI-1. EEZHICEESHD | RIS
LEHRIFLEYEE

VI-2. RIB{ER
(1) ERERLL - ERRE | (EHDAZ - IS TMIlao IL-2 251K a 81 (CD25)

TR
ALY NI, EMHE T MR EIGRIRICERT S IL-2 28K o $#H
(CD25) (% L THRFEEZZBIAMEZA L, IL-2 OZEFEE~OREE 2 HEHT
Do ZTORER, IL-2 2B EKZ0 L THdOTEM LR OH i 2 86l L, BB
TR\ FEH S D QRO 2 03 5

cIL-2 RIS D 4EH
TEMEAL T MR BN R BT 5 IL-2 B E a i (CD25) (Xt LT
BB 2 A L, IL-2 @ IL-2 /IR 5662 Lz (v
ke THEYIV e h=T A VIV, invitro) .

- TR k3 5 7EM 19
t R E R T AR OTEMEL R OURE U v SRS 28 L7 (in

vitro) .
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LY MMERBEY
RIEEAD T Mm%, IL-2 ZH/E B 8L Ny $HAEE L TW5D, IL-2 Z&EK a $4 (CD25) 147E
ML S 7 T HIRRICHEBL L, B $H, vy 84 & & biTmBifntE IL-2 B aby BEERE KT 5, IL-2 23
COZRKIHEETHZ LIk, MIRANERIGEZEREN LT AR~ miESh, T Moy
EMTLE SN D,

IL-20) IL2AIL-2L T4 —
IL-2L%7°%— IZHFEaTHEHBEA
A DLTFARERH
~D¥EE EbEhcTERO
R AMEHET S,

S LLYME, IL2L
72— a #(CD25)
284S IL20IL-2
LET4—~DiEE%E
FEJ 5,

THl iR Er AR = . ;
) et e
B5 IFEELTLELY,
(BRfE : AULRFIRTF RO o508 EH K]

AL ME EME T RO REICEE TS b IL-2 ZF/E o $4 (CD25) &R a9 iRk L Chl
ETHZ LY, IL-2 D IL-2 ZRIK~DOFEE ZFHEWIIHET 5,

FORR, IL-2 ZRBREZN L2iEMAL T MO EZ IS LT, RIS % I3 5 2 <o
I35,

MHC %5 X I-E/T Mz sk LU

IL2#EEE
IL-2R
a(CD25)
v

IL2% (u—-ﬁﬂ]ﬂt

. pEERA )

Q

~——

SRRy v
RA—3)

IL-2 2 & #0 Hi
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(2) EMERMITDHHER
RRHE

1)

2)

3)

IL-2 Ak afd (CD25) (Cxt9 B#EEMEEIER (/n vitro) 1®

Ny U TIE, b b IL-2 ZAEE a 5B MT4 MR x5 125-11-2
DOfEA % 1pg/mL TIEIE 100%ME L7z, £/2, TOREHRIT~Y 2E
Ja—FNHERTHD RFT5 LFRERTHY ., F A TLIC L DEIT &
ExZ bz,

(%)
100
""""" —— A YFTwT
80 1
O RFT5
FH 60 A
==
£ 40
20 D
0 T T e T = ---9
3 1 0.3 0.1 0.03 0.01
"o (pg/mL)

RERFIE) & b IL-2 R a SH5ME MT4 Hifakk a2 v, 1251-1L-2 OFE S
2% 9% 0.01~3pg/mL O/ ¥ <7 KO RFT-5 OfEA R
FHRAEMG LI,

REREEEN THROFEMLEICHT 2BEER (n vitro) ¥

Ny Fv~7 KO RFT5 1, HLA (b b AMERPUR) 7 7 2 D#EMED
RIS ThHEUERL YL U (PPD) I2k% T MIADEME{LE .
300ng/mL T 80%#il L 7=,

(%)
120

—0O— Ay IFveT

~<-  RFT-5

0 T T T T T T T 1
0 0.3 1 3 10 30 100 300 1000

B (ng/mL)

(BRG] b PARMEI Y > 7Bk (10548/0.2mL) % Fuvy, KRR [~
nZ7 U (PPD) . 1~300ng/mLDONT Y £ <785 0%
RFT-5D17/E FCOH MR L, REEE#& TR RIATCSH-F 3 ¥
U U=, THIRIEPEAL OFREE & L CiigNSH- T2 ¥ v D
B iAHEERIE LT,

FEAE THIRR O IL-2 BRI T HRMME (/n vitro) 1820

E b, YTV =7 AP LBkoFERE T MBS T,
0.37pg/mL @ FITC (74 L&Ay AV F AT F—h) ik
X~ 7D IL-2 ZHEE~OFEEIL 100pg/mL Ot bk IL-2 12X Y% 80%FH
FBINTZ, (o T, NV U XUV TORAEAITE b IL-2 TR Z2EBAT
ThdEBEZLNT,
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(3) PR -E&K
R

4) BEY BRI (MLR) 128175 THBEOFEHICEEERR (/n vitro) ¥
N XTI HLAA—EE MR Y >3k e O MLRICEIT D T
faoiEMAL Z 3ng/mL TH 50%. 30ng/mL LA LTI 90%[HE L, = DOFHE
EHEIX RFT5 LV i Th -T2,

(%)
120 —O— v URw
100 =< RFT-5
80
s
i 60 —
#
40 -
20
0 T T T T 1
0 0.3 1 3 10 30 100 300 1000
. (ng/mL)

(RABRF1E) & PRMIM Y > 8Bk (105 f8/0.2mL) %, XARFRGLEE L7
HLAA—ZD v FERMIMY > 38k (105{8/0.2mL) & 4Lic, 0.3
~300ng/mL DR Y ¥ ~T7H50E RFT-5 DIFEFT6 H
MRS L. ISR T 6 FRRIATNIC SH-F I P U 2RI L7=%. T#H
JafEMAL OFEE & LTl sH-F 2 ¥ OBV AL & HlE
L7,

BB L
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VI-1. mAREO#R

(1) BRLAEMG
e

VI. EMEIEICEET HHEE

IL-2 &K% 522 ifl (CD25 FBLFN 3%LLT) T 2BEIRE X, ELISA
(BEFEFEERENE) 15T 0.2ug/mL &E X 65,

ELISA s CHIE L7-MiEH AT Y X~ TlEL 7a—Hh A h A N —]ET
HE L7 CD25 BEROEMBRERT LR, CD25 BELEN 3% LU FiZH)
Hl &N BMERE T 0.2pg/mL £ & 2 Bz, 819

F7o. EA/NEBBRER ICBIT 5 BERERHM (FY£S.D.) 1T 465
H (40~52 H, HRfE 46 H) TH-o7=, V

XRIA (FVA4A L7 vEA) BETIE, BEREIX lpg/mL E@E S T0D,

(2) BRIREBRTHRESA | 1) FIRDREBEEE (BEAAT—5) V

f-mfEE

ENOFHIE - N AEREBREEE (6 6], Fi 1~12 %, AH 10.4~
28.0kg) Z x4l L7iRICHWT, ALY N &R 2 R LA &
e 4 B D 2 [FIZ 10mg T OFARNE 5 (20~30 43 FATEEE) L.
ELISA 1EIZ X 0 iy e B & & L7z,

MiEHF AN R~ TREHB L, /a8~ M A2 MEFTIZE VRO
T HMENEE T A —H & FREIRT,

W 5%, Bl 11.6pg/mL L2 >7-DObEEL, 2 BIHOHEICLD
BOLEA L, $XToOEE CTREMERE (0.2pg/mL) LLEICHER S 0T
7o Fz. FEH 7.142.1 B THEE L. PEES% 40~52 B (FHR{HE 46
H) O, IL-2 &K% 52226 (CD25 RN 3% L) 35H
BERE (0.2ng/mL) % EFR-7z,

(seg/mL)
100.00
10. 00 %
M
i
foLo00 b
i
HE
0.10
0.01
0 10 20 30 40 50 60 70 80 90(H)
a5 H 3%
SRR T A —H (*F-#)+8.D.) Cmax : FIELRIEFARNE G4 T 2 IR LAY 00 SR
SN bBENY T Y IR (1) £TO
AUCo+ (pg-day/mL) 152+42 AUC (i rbgfes s | i)
Twe (day) 7.142.1 Tz IR G5 OV R XV B U 72 i)
Vss (L) 1.240.5 Vss D EFRREIC I B A A
CLtot (mL/hr) 5.841.7 CLtot : /£5’7 U 77\‘/X

fRET 71 . o=k A MET
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2) NREBBIERE (BF  SEAT—42) ?
SREO/NRBE B RS 265 L L2 BR* 128\ T, ELISA 742 X v iy
HRREE A I E LTz,
SRR (11 REAF) « HEH (12~16 ) 120 TRYEIIE T A —
ZEEILIZE 2 A, IL-2 SREIHIEHe I & AR EmCREISII 5072
FERRITRE O BT, TL-2 A RIH R i o A dibiiL 13~66 H %R
L7z, Z#uX. CHIB352 #BACHEONT-RAICBIT 0%/ (12~69 H)
WEEL L T,

kALY NOEETTE

(7 v AR > ROEIEREFRLVE CFIZDER)

(1) 1 EH7ZY A7 b 12mg/m2 ZBAEMTYS B, Bl 4 B %12
TNENERNZ G5, 72720 118 20mg 2B 2722 &,
(FRFHEMAEIL BSA (m2) = (HE (em) x{KHE (kg) /3600) 2
(TR LT )

(%5 2 1) (K 40kg RiHOHBHZ TIL 1] 10mg %, AHE 40kg UL Lo B
Qi 1[5l 20mg ZBAHET Y B, BT 4 HZIZENENEIRN
535,

KO ZZBIIME TR, DNEBEBAEIC K LT, (KE 35kg AR 1
7] 10mg. K 35kg LA EITIE 1 [0 20mg & AT 2 e AN K OB A i
4 HRICHIRNZE G M Th T\ 5,

3) HRBABRIEERE (BRKAT—4) 42V

EINOFHRN RSB B EE (11 #l, (KE 42.5~88.0kg) #xt& L L7
REBRIZBW T, 20mg A2 BT 2 RERICAN & BRI 4 A% 2 BN
20mg T OEARNEE G (30 LA #E) L. ELISA EIZ X0 g e
ZHE LT,

MIEF AN R~ TREHBE L, /o a N— A2 MEFT RO R
— M A MENTIZ L U RO TZEYERE ST A — X & FRLIRT,
MElEE%, 2 BHOEGEAMOMFH NI F o~ 7 REDX
2.540.6pg/mL (E¥H+SD.) 2 L. T XToHRE THMEEE
(0.2pg/mL) DL RICHERFS Tz, F72, 8 8.2+2.5 HTIEL., #)
[Bl¥e 5% 44~54 B (U5 (r&iPH)  (BRfE 45 H) OWIR, TL-2 /K%
SERIZHNE] (CD25 FELHED 3% LA T) T 2BMERE (0.2pg/mL) % LE-

770
(yeg/mL)
100.00
10.00
It
s
o100
i
i3
0.10 [
L]
0.01
0 10 20 30 40 50 60 70 80 90(H)
a1 56 H %
HEE T A — X (E¥+£S.D.)
Cmax (pg/mlL) *! 6.4+1.3 Cmax : #IELSTESIRNR G4 T4 2 BERILAN O F4HIME
. AUCo: : #lE5-7 & el SRR FYELL B HIE &
. . ! 104+22 .
AUCo: (ng day/ffL) NEELERENS 7Y L VI (1) £ TO
Tz (day) 8.242.5 AUC (i Es iR T rfs)
Vss (L) ** 5.4+1.1 Tire IR G O I K0 SR U7 i
CLit (mL/hr) *2 17.3+3.7 Vss D EFIRBIZIT 2 A

9 RMT T - 38— b A MEHT
(a2 /=R A FETI)
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)

(4)

M

(2)

)

(4)

hEE

BE - fRAROEE

FWIRE SmAY
INSGA—AH

R A&
MR U2 328 5 0

HREEEH

D2UT7S5VA

4) BANICEITHMEPEPHE NS A—4 (BF : HEAT—F)
WFRORBRIZE N TS, 20mg BG5 2 BAEMTAT 2 FFRILIN & BAEIN 4 H
%o 2 Al 20mg T ORI S (30 A R #HE) L. ELISA IEIC X

v Iy R a2 HE LT,

B CHIB105 B2 ¥ | CHIB352 itk ®
Bl 15 164
Cmax (pg/mL) *! 7.145.1 —

Tz (day) *! 8.3+4.5 7.7+3.3

Ve (L) * 3.7+2.1 —
Vss (L) *2 8.0+6.2 —
Vz (L) ** 9.8+10.9 —
CLtt (mL/hr) *2 33.4+22.3 —

(*E¥+S.D.)

1T L v a o=k A L MR
2 RN - A= P A MR (28— PR FETL)

Cmax : #IELEHEFARPIR G T 2 BRI O FEHIE
Tz HIRGHROMIM LD FH U780

Ve s =k R MR DA

Vss : ERIRREICET D0 M aE

Vz CEERMHOMEE L 2H 7 VT 7 ADLHEE D AT OS5 AR
CLwt :&HZ7IUT TR

CRARBANAEOFMT V. ipRICET5EHE ] 2 I22R7EEN, )

BAARUSNEANICE T2 F AR VBRIEREFGHAMOLE
(8% BAT—%)

T R R I (H)
HAN 420 11 8.9+2.5 45 44~54
5)
5{2{]\3352 StER) 164 7.7+3.3 35 25~43

FESL L TUVRU,

5% RANBBMEHE I, HEHS Te0mg b L<I1L3~5 HIZhiz > THEl#
HT120mg £ CHRE L7=), EERAEFEFRZIIALN R T, Fo, /WA
BAHEEIZ 20mg (2.3mg/kg) ZHEIFRG L2, AEFRITZO N>
7=,

BARRANA

Jra =k A SRR
M ERe L

BRI - NIRRT 6 B (FElp 1~12 7%, {AE 10.4~28.0kg) TV AL

7 b 10mg ZBAEIN A & BN 4 BRRIC 2 BIZNENEFRIRNEES L,
(ELISA 7£) V
Ke : 0.1071+0.0381 (day?) (CE#J+£S.D.)

B - N BREE 6 1 (FFH 1~12 %, A 10.4~28.0kg) 1TV AL
7 b 10mg ZBAET A & B 4 BRI 2 BlZEhEREIRNE S LT,
(ELISA %) V

CLitot : 5.8+1.7 (mL/hr) (Clet: &2H2Z VT 52 R)

(CF¥£8.D.)
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VI-5.

(5) NTMEIE

(6) it

BEH (REaL—
ay) &

(1) A&

(2) NS A—2ZEBHERA

LS

3
3t

(1) % — fxEIFe@ad

(2) Mm% —RaAERAFY &8
i3

(3) Eir~DBAITH

(4) BEE~DBITHE

(5) ZDDBEBE~DHE
7%

(6) MIFELMER

FHIE - NRB B EE 6 B (Pl 1~12 %, K& 10.4~28.0kg) TV AL
7 b 10mg #BAEMTH & Bl 4 BIC 2 BENENEIRNES LT,
(ELISA i) V

Vss : 1.2+0.5 (L) (Vss: E#IREBICET D5 mAH) (CE¥=£8S.D.)
MU ER e L
IR BT T i (NONMEM)

ﬁ%ﬁ%%%ﬁ%ﬁtié@%(i%:ﬁA?w&)w

mA B DHE 4 Rk & ENRER OGP RET — &(%6%)%ﬁ%
E%I%%@ EFRAT 21T o o5 0. HAR AR OYME AL %5Kﬁ@7)

77/2(U®w IXENZE 0.288, 0.732 (LLFRFEIE) | “ﬁaﬁ(m

56&989f%ot07)77/2kAﬁaﬁ ﬁbf%%ﬂﬁﬁ(P<

0.001) 7eIEETHoT, —FH., Fn, YER, ANFE L OBLEMEITR i

nolz,

GE>T, AARNEANEADZ VT T 0 AR OS5I RFES

ZO—KE LTHREENES T EEX BN,

HYENRE ST A — X

ML FRIRNER S L BB icBITT 5, )
R EHRR~DSTRNZ DO W TS L TR0,
LEZONS,

BE T AT

LR~ DOBATIEILIEH 1T/

FRNE G- L7 & & D Vss 1% 40~60ml/kg THYH, =

OIEIZ Y VORESH -0 OMEE (36.4ml/kg) ([ZITW 28, KTEER
HIZBE SN B OMBN ~DOBI TRV 2 & 2 5z,
¥, b MRkEHWT, REERTFRTFIEZ AN THE A O N IEF RIS

THNVY XY T DOREREMEZ G LTofE R, &Y Kk k N~ 7 m
Ty —=VIHRIZOBFES L, ot FIEFEMEMSS S IITER N E RS RN EE

Zbhiz, GNEANT—%. in vitro)
SEOMOBE L= b MESRHAE - KIS, m%\m%\M@ﬁ\f%Wﬁ\k@%\
maE, O, M, &, MR, ﬁl_ . B, Z=RE. RENG. EE. AFHE. R

o, W, BRI ML RUNME,
R, BRE. FLER. IR, R,
(NN 2

ﬁ\ A UM, MR MR, EIE,
ﬁﬁiﬂ%\ REEL IREL. FERES,

AR L

ZUERHTI WA, IgG HURIT IR 4@
bHIET 5L BEZOND,

WD ENMBENTNDTIZD, KA
HMERHL 2078, TgG BRI ICBTT 5 2 LM BTV B0, &
HILBATT 5 L 5L BB,

KRR L

KRR L

KRR L
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VI-6. {X#t
(1) BB & UM EHHE
B

(2) KBIEAE5THEFR
(CYPE) OnF
B, 5%

(3) ELEBESEDEHE
RUZFDEE

(4) REHOFEDOHE
RUOEMLE., FEE

=

VI-7. i

VI-8. +rSYVRKR—E—IC
B9 51

VI-9. BHFICKDBRER

VI-10. HRENERZEHT S
BE

VI-11. Z0fth

MU ER e L

ML

ML

MU ER e L

TR L

B L

REREEAT « 7%

M BT
BT A~DERFEIZDOWT in vitro TRBRZ FEE L7-FE R, o — A ZFEfg
(CTA) E, AU ANFY (PS) B, XU AFNLAZZ7 Y L—k (PMMA)
i, =F L orev=Ar7ra—LIEAK (EVAL) K, £#mdtdtre—Xx
(MRC) TNV Y FU~7ORERTIEIRO NIRRT, —T, ‘J‘JT
Z7Unr=hFrU/)L (PAN) ETIEANV U X< T ORERTARD N, K
Uix?wﬁvv 7uA (PEPA) ETIIEMMOEITIC L D2EERKTOH
REMEAV R STz, 22 7ok, 20mg A 518 12BNT 24T - TIERNIC IV T,
A/J%/77®i%@ EXCAMEESUG OV FEF R O R BRI 2D L
LNzt OWEND D, 2

HERR L

B BT HATHI OB EE T A — X Rt LR, 7 U7 T A L5
RENCORPLKEVHEZ R LIS, B2 FEh L TR W B IR, K
TREITRBO NN oTz, T, WAHEICEK LfMAREeic k26
EELSLBD LN o T, IENT—4)

CL (mL/hr) Vss (L) Tz (day)
2JEH] (n=169) 36.7+15.2 8.0+2.4 7.4%+3.0
BATHEA T (n=23) 42.2+14.0 9.0+2.0 7.242.5
FRAT 5 - 2o R— DAY MM (2-3 28—k X FETL)

B RE MR T

20mg FHNZAENTY B & 4 %I 2 [\IEEE L2 GERI T, B 9 H IR

NI SN DICMER . (P59 A~T7 2L —3R) #EfLE-EZA, I

IEAHAETIC K 61.5% DN RESNT- L OWMENDH D, 22

RRUER L

RRUER L
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VI. ®£1% (FRLOIEF) [CBATHEE

-1. ZERNEFEZOEMR

VI-2. EZRBEZTOEH

VI-3.  3hEEX IR ICEE
THIELEEDER

V-4 RZERUVAEICHEE
THIEELEDER

VI-5. FEEGERMTEE
ZDHEH

[
AHDOHRE L., RENFRERVERIBIEEZOEEICHBEL TV HEMD
LETHEATAHZE,

(&)

AFNOFEITE L TiE, BAEEE ORESLH NI 2 FANIE C T, el
FBGICE DR L VA7 2B E 272 ECHEBERATOLERH D720,
[&&] OEzERE LT,

222 (ROBHEIZIF/RELAEWNI E)

2.1 AAIO RSy 2%t LiBBUE OB ERE O & 5 B

2.2 I SXOTEER L T\ S afRetE o & 5 4otk [9.5 &[]
23 AU FUoRBER LW L [10.1 ]

(fRER)

2.1. AFNZ2FG5%., AV (24 BB (2R BI4 2 & OB mBUE SOG O 8k
NHYD, ZOX)RBFEICAKEZEFERE LGS, BOURBEUER 2 58
THRREMERH LD L L=,

2.2 MVI-6. FrEDOEREHTILIEECHTIER (5) | ODEBMH

2.3 IVII-7. #MEMEAH (1) | OESMRK

WIE SN TR,

1. RERUVRAZICEET 52
11 AANL, B 2205 2 EPBETHD EEORREEMRT S

&

7.2 AANT. BEMICEB O TR SN D GEEgEEIcinz <ih
THI L,

1.3 BB G412 8 B O BUE OSSO AR iR g BEML 3 4 U756 1%, 2B H
O HE2 R 5L,

1.4 HBAES T, AFSUIMO~ 7 AH KA OGO H 5 BE &5
LEEE, BEUERIS ORBUZHSEET S Z &,

1.5 {AHE 35kg U EOBEHEICEET HHA1T. MRS DR mbi R 25
DHIEMTERWAREENH DD, 40mg #RHEE L, 20mg T2 2

ENZ T -5 E2ZBETHZ &,

V-4, FEROHEICEET SEER] OHSM

8. EELEARNIEE
8.1 o IHIEEIT. CRIEIEIC R LRSS A S AR S 5, —
IRIHVEGINE U=/ e B 2175 2 &, [11.1.2 4]

(FEER)

ARHN % & e oML 2 51T LB B EE Tk, ME, EE, VA LA
SR LT <L e, WO E S o0 L AR R YLIE 2 BT B ATREME N B
D, Fio, BRICEEICREL TWALEIZIE, TOERE I LICELsE
HEREMENR S H - Lz ( [VI-8. BIEH ] OEBMH) |
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8.2 AT, WETREOBD THIHIOEM (= A X —& A7 OFERE)
T, By o—# s LCe MLUERHER S THDH e MLET LT I v
KO P T A7 ) 2R LTWDA, KRGO SE LT
BELTWRY, b b MLEH R ICR L CRMEEE x5 L Lz
KRR M A 129508 L TV Wy, MEFZAIMEIC L Y A L 2 DOHR
MIT T A NARZKHTHPENREETH D Z 2R L TWD, BiZ, o
o MLUKHRES KON Y Fo~7 (B riiz) oflEick
WT, BHEHOIRIZIDV ANV ADRE - RiFkd LTEBY ., &kl
~0 B AR A LA (HBV) . C BFX VA2 (HCV) KOt b
FIEARLET A LA (HIV-1 O HIV-2) BADARENME IS TRV, *
7. EbFTUAT7 2 voBEICT T U RATERM LZ e MK Z AV
TWBR, RAIOE G L VIR (TSE) 23t MIEHL
7o OWEIT/R <, TSE (BT 2 HRANR U A7 FHlifEix, —EDREE
MEHERTHELITZELTCEY, RAlIZL D TSE DU R 7 (3D
TRV, AFIOEEIZEL Tk, =0 5O BE I+ OR#EE ~Dit i
EEETHI L,

(figE%)

AANL, ZOoMETREROWBD THMOEM THLIAZ—EAL NNV
(MCB) OfE#EFIZ, B MEHRAS (B PIJET7 V7 Iy, B M FT R
T2V V) BRSO E L THEHALTWS N, RO E LT
TEFENTWRY, 25O ORIMAEIZ %3 2 R EE R A 13585 L €
WD, MEFHIREIC L A A L ZAOHE L7 A LA Z5ET B HUER
RRIETH D Z L DOMR, BICINOHDRGRONT Y X~ T OlEIZET
LDEBOTRTUANARERORIELEZToTND, TNHDI b,
BB ~D 7 A )V AR A O RIREMEIIR O TIRW EEB X B D,

¥, B RS RAT Y voBEIC T T ATEM LU MIL#ESE VT
WAHNR, ZNETIZTV ALY NOE5IC X VIEEEERIRIME (TSE) 2t
MBI LT L o#HEIT/Z2 <, TSE ([T 2@ Y 27 sHiE X, —&
DOEENEMHRT HDEHRICEL WD, LirL, VA LVARA, TSE OEE
B Ot Z 2 2R T A Z LIXTE RV, Y ALY FEERE
THRBICITEE IR EOREZ IR T I2HHEZBET D L O EERE L

—o
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VI-6. BHEDNDEREZHIT S
BEICHYT IR

(1) AHHE - BEEZFD
HdEE

(2) BH BE

iy
i
oH

(3) FrigrefEE R8s

4) kJEREEHT HE

9. BEDERZHIHEEICEHT HFE

9.1 &HHE - IERZEOHLEE

9.1.1 FRIAMIWNARXTYUTDESE
RO ANVAF ¥ )T OBREFICARKNEZREGT 2561, IFHERERAM
RFRTANAT—T—DF=F ) T E(TH R E, BEFXRD AL
A D FEHALCCHRIFF R O BALOBAEIER ORBUCER T 5 2 &,
EMGIF 2R E SNTEBRIFR VA VAX ¥y U T OBEFIZEBNT, B
BFRTANAOBHEHLICEDITFRR OO ERH D, F
7o HBsHURFEIED BT WT, B sl Al o & 55 161 12 BRUF
R A NAOFIEHEIC X DR ZIGE LTER N HE I TV b,
Fo, CERIIFR AN AR v U 7T OEREITEWT, SR ofS
BLERR ICCRF R DBEAL R A OND Z BB D, [11.1.25MH]

(FEER)

FEMHIA ARG S B BFA A L2 (HBV) $x U 70BEEICTBNY
T. HBV OFJEMIC X DR ZRIE LTHEF ARG SN TWn5, —H T,
HBs HtJR M D B 2B W\ THRZEIH A% 5% (2 HBV O FiEMAbIZ X 50T
REFBIELEZEORELDHD, 25O L, REMHFESICLY
HBV NEIEMAL L BRIFRNRIELIZEEZ BN TS,

Fiz, C BRI ANV A (HCV) Fx U7 ORFIZEWT, GEMHIHl O
BE-BIE%ZIC C BIFRNEN LZEFMPRES N TWND, ZOH, Tk
TANAF X VT ORFICRAZHEGT 2551, FEEREMCHFRY
ANAS—HN—DF=H VT HEITH 7 EMRORIE « BAbizxt L TEER
NULETHYEHEH L, ( TVI-8. (1) ERABMEM L MHIER] OES
&)

9.2 BHeEEESE
AR GRICBEN 2T HEE. AU T2 Yr=1FI/ (PAN) RO
RY 2T NVRY =7 mA (PEPA) ROMEMZRET D Z LAEEL
W in vitroTOFHIE~OWAERBRIZEB VT, PANRKT AV Y v~
DIREAE T2 v, PEPABR TIREK T O ATREMEA VRIR S,

(FZER)

invitro\ZBF 530 ) XU~ T OB DA ERER 2P 2 £ L7
LZ A, PAN ETIINV Y X~ T OREIKRTNRD 540, PEPA [ECIHE
FER DBHTIC K D IREIR T OR[REM N RR STz, KB G ISENT 21T -
TIEBNZRBWT, N F o~ 7 OEYBEHRE AN N M OVE EFH O
FEARDNCEENZBD SN o2 & O 28 1 IH 50, WEMRBR O
Bnn, ZINOOBITEZ AWV GAaIc v ) o~ o miEHREEDKT
NEZONDT-O#EH Lz, (VI BITEIC L DRER] OHEZMR)

BRIE STV

9.4 XJEREZEAT HE
PENRS 2 PTRETE D & D Ve TIIARI AL G584 AL, #EET 5 2
Lo, [9.6BMH]

(f2E%)
N X< 7E IgG ik Thr Z LA BIRTAEEZE A OND, £
72 AAEORBRICBWN TV X~ 7 D IL-2 ZAEIMEINE 3 » A 248
Z DR T BEOENTND Z LD, AAIRKEES 4 5 A BTS2
BHTHHZ EETH L,
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(5) 4Ei&

(6) =FLim

(N IMNRF

(8) =t

9.5 147
R SOIFIRE L CW A ATRE O H B iz, &5 Lxnwz &, AFNT
[gGHUATH D Z MDA BT 52 6N5, £, HREdhO
P BB T A3 LTV RV, [2.2. 9.45 ]

(fE5%)

BER (=74 V) (TBTHAEMBEFEERBUICE T, NV U F
~ Z\RINT 2 B8 O BECBRIE~OREBIIRD LT, BEEEILR
LTV (TIX-2. 3R (5) | OEBH) | N U F~713 IgG
PUEATHL Z e biplamR T2 B2 bNb,

Mo T, NV U X7 OREMBIDRPBRICESBEZNRD D720, 4T
IR SUTIENR LD ATREME D 3 5 ethid st s b LTz,

9.6 =AM
TR L ORI R BRI O A& I L, SRILOMEIE 1L 1k &
BAT5 L,

(fRER)

NI X~ T ORBLBITHEE RF LRBIIITbh Changs, Ny %
U= TIE IgG HiATHATORATICIBITT 2 L E2bND, EoT, Ny
UL~ 7 OREME EAELEICRESBENNS L0, RILEICIT.
I ORI R ORI RO Z B L. BILofkli L b ik % st
THZLE LT,

9.7 INRZE
RHAERER, SrAERIIAIIR 25 & LENBRRBRITIM LTV
e, Fo, ENAERRBRICARE kg RiEO/NEETEEN TV
VW, . AEICEBT AERARRICOWTIE, 16.1.2 RN 17.1.2 2R

THZ L,

(fi#E5%)

AHIAFERE E CORENERKRRER T, REAKER, Al O3 ZicsT
ZBRFHATORTO RN =D, SEOFARR 12 2507 ( [VIFL (3) i@
WHETOMPRE] OBESR) , £/, —RINIBEBENZ2ICHE S
NoHEEZLNDEETIR (T~8kg FLE) DB & EWN/NEEEREHERRIC
B2 VT 7 ACKERENNIALINRND, (KE 10kg A O/
BUIDHY ALY NOMERAEIZ 26 & EHARRN DT R b, ENSMER
ABR BT EHRN AR LT,

9.8 EimE
BEOREBEZBE L 2P oEEICRET DL, —fRICAEERE (BHK

RE. ATHKAE. fyetlaes) METFL TV %,

(fRE%)
EEE IR EBEENMET LT DD T, AFOEEICHTZ > TUIBEED
WEZBIET D L) EEWMEEIT -T2,
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vi-7. *HE{ERA

(1) HREELEEDER

(2) BtREE L EDER

Bl{EA

(1) EXGEIEREOH

FEIR

10.1 BtRAEE BRALGWLI L)
AN 5 BEAEAR - HEIE T 15 BEFr - fEBRIA T

ET 7T (HlEsE | EMEl FCEY 7 [REMH T cAEY 2T
HERRLAT 7 F o, 8| Frora28dt sl | 2Bl 8L, H
B EAR LAY FIET LI EZENAND D R MtEEH 5 b3 agEEn
VOROERIVFUZ|IOTHALEW | HS,

I, #lE BCG %) L.
[2.3 ZHE]

(f#E5)
BT Fr o AV FOBEMGIIEMICE D . U7 F RO B
HIEOERPSEZ Y . BIET D AREENSZ L 5N D,

10.2 AR (BRISEEI S L)

HEHN 4 5 RERAEIR - H5 & 715 W - BRI 1
RNED 7 F o T 7 F OB E | REMFEERICE - T,
ARIFELA N2 | BNV EBENRH | U T F AT D H0EN
Ty F sk 5, BohnWnwBENLRH
50
1. BIER

M

ROFWERRHEONDZ LD DD T, BEEE+2IATV, BREDN
D ONIHEIII KRG 2P IE 57 D R ME AT 2 &,

5

=11
[

1M AEX%GEER
11.1.1 2MB8UERG (BEEARH)
UTDOLS7eT7 74 7% —EREFCRRERE VRO LNTGAITIE
EbHlzgEbG eIk L, WEYRMEZITY 2L, £, TOBROEEIX
1Th7enz &,
- BEREREAR - B, FRB. £ O FIE
< PR o PR IREE, PRI R4 KR, SUE SRR Mg, <L
2 I
- PEERER ¢ ARME, BEAR, LARAE.,
- ZOM YA ST A BB

BANE I O A

(FEER)

KA A%, Atk (24 BN ICHBR4 2 BEUE S DOMENH 5,

DX RBEENRO NG EICITEDLICEREEPIE L, @Y R0 E 21T
W, F. HERESII TRV L,

11.1.2 B (5%LhE)
M, HEH DI T A VR X 2 EEREYGYE ik, BunsE,
PRESIRYE, HAEEE) DNHobh s Zenid b, /-, B T
RUANADOHERLIZ L DRSS C BFROBILRHEDOND Z

ER3HBH, [8.1. 9.1.1 ]

(fiRE%)
AFNO@EMHEERIC LD, EERBYELZE U D AREENS 5, BYEIC
I ENDEIERIL, EN/NLEER SRR BV T 5/6 B (83.3%) . EHWN
N ERRFRER I\ T 17/31 ] (54.8%) . &t 22/37 il (59.5%) IZi®H 6
Nz, EBR/NRIZBIT D ERBIFEIL, VA M AT T A AR 3 4
(50.0%) . EREEY 214 (33.3%) HThoTz,

( TVI-6. (1) APHE - RO H 5 38| OB
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11.1.3 ETHSEMERERE (PML)  (BHEARH)
AAN DGR T S OTRIRRE T 12T EE OIREZ Blgz L,
PR R ’ﬂlﬁa%\ Tﬁﬁfﬂk ()#T“E\ @H&Tﬁﬁ) . é%f‘a%”
FEIR DN & %?bzht B3, MRI (T & 2 B2 Wr M OV Fr B R A
179 L EBIT &Ef%ﬁfﬂtb Fﬁ’@]iﬁ%%%ﬁﬁ:k

FT
B

R

Q*Sfmﬁ

(fRER)

HEATME 2 B A M JE  (progressive multifocal leukoencephalopathy :
PML) %, E ]\T)j_‘—VW/(/VX BT HICTANA (JCV) iz k-
THE & 2 AR OBBENERN 2 T D, FEIT HIV RYLBE TRIET D723,
MR RS . BT OBMER AR, ENRIROKREEZ T TV 2B
%%iﬁEﬁﬁﬁb*‘@@fﬁ?b“(b‘éfa/\ %\éf?éo JCV i3t MTHEET
LUANATHY, L TNEHITEAEGIEICEE L, 2ok, 2L LTHE
NBAE AR | Rt g 9%, fﬂiﬁ’jﬁﬁf—@ﬁﬂ: ZHEV, BIRICIER L TV D JCV
DOHEFEDTLHE U CHATHEICKICERE L. & 512, MTIRER O H 5 fiHT
FCRARELZ RS L fﬁiﬂ’j%ﬂﬂﬁbfﬂﬁ‘é”ﬁ%ﬂf_ ‘?k%i%ﬂ’(b\éo

JER & LT, FERXAENR EoREEE ., EBROE (OB < MY 5
) . KA, BERRPEER EORMOEREEN LD, 1R Tl E Y
RREREEZGOND Z 2T, TRIIARTHY . BHEHy H CTERLT
WCEDLZEMHESN TS,

(1114 BK 94 LRBIE AT |

(fi551)

BBALRE TS STV D,

BK 7 A L ABEIL, & hARIA—~7 A LB TS BK 7 A L2 (BKV)
DFFEMEAEARIE THRIET 52 BIE T, BBAEEE D 5~10%IZ%IE L., B
DFEHEIZDIRN D ATREMED B D, S NHI T TITIREE RIZEIR LTV 2 BKV 23
PR % bR RN TN L | %EW@L&%HH@/\}:W/ﬂ%#kLﬁx{“ﬁ>§‘éf
THEEZLN TS,
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(2) ZDtnEEA 11.2 Z0nE|EA

5 4 b i R | ?ﬁﬁwﬂ%%
B OB K, 5
I, ORI

- TR . .
R

0
)i

PR B

B8 5R e |MMLE. U L5
i " WIERIE, 1L
2. BRI
U NER R Ar s 3 s
I “‘ééﬁgﬁﬁﬁ%§<§§%ﬁyﬁﬁg i
RN e .
A \
A B R
i PLDEHI,
ASTHIN, ALTH
fF B | ., i ALPRIN,
ey e
i, y-GTPHEM
M7 vryrF=r
WwoOR B | RPEALE S, R
hn

e e WRAIEDHE. %
s B |2 o8, He
B, FEED

N N
g, Ctttm e | ol A e, ik,

wEhN, I Y. =) Ry Nk

t o @‘m¢b97UﬁUF‘gkmiigzé%zzigzvx%m
B0 o | =

B, DA
PE, RE I
oL MEWER % (EP/N VR PR SRR / A /N R R AR - [EIPRRA
B AR RURR - S E RO S IR ER R BB - f R A IS B U D RIER — 5 - /hE
FrEE I AR 31T 2 BIEH —5) BISHR

VI-9. BRRRRERRICRIT | UG L
TEE

V.[II_10 i@%?&% %32\ /ié*}fﬁ L/
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VI-11. @A LDZE

VI-12. £ 0h0FE

(1) BRRERICEDCHE
#H

14. BHLDIE

14, 1 3EAIFR R D 1 5

14.1.1 IXA T B0 BREFAK2SMLEZ Y- ViNZ, MLWREE S
T TS5 Z L,

14.1.2 mUHEREZIT O S a 1, ABRBEERXIE5% 7 R UK c25mLLL |
WAL, 20~30 CHET 5, £, WREZRT 2B IXA0m N
v T EBLIIEE D LignZ &,

14.1.3 RANTEARAITH DD, R LPEVORBNRAOND Z &
DD, ZIUTE Y ARFIOFENIHEAEZ T 720,

14.1. 4 NBUCEF 2RO B EIITER Lan 2 &y

14.1.5 foBF L ORFIFITHRNZ &,

14.1.6 WR%BIL, e+ 2 L, £72, A% OEKIIHREWE
POBFNRHADOTEHEH LN &,

(FRER)

14.1.1 ARG B RTERH K 2B LS ANTZRE, XM LWEE 2 ickvig
Vb, EROBEENEMRIZIEETERWVWBENLAHLT-OH L=
( TIV-7. EHF OFRBE ) OESE) |

14.1.2 FUFEHEZITOBRIZ S, RNy 7O L WRE SlI2 L hiascs, R
OFGEENEHICRETERWVWRBZENLN S D205 H LT,

14.1.3, 14.1.4 AH % HJREHNHK CEME, BRICI D BRE L2, A
PR E O EANBIC R E RO LA, A LTIV,

14.1.5 Al & OEE I T B M ERERIT 0 L TV 7euy,
2B, R OREERBRICEB VT, 20mg BAIZ B JRES K 5mL T
fig U, AHEAEE T 5% 7 FUBEFRICAHR L CRIET 2 B L
ToRE, BETH - (([IV-84hf & DELAZEL) OEESM) |

14.1.6 AANIIPUEAIFILE L TVRY,

15. ZDMDEE

15.1.1 A v7 5% A T4 2 A THIROSE RO e MMt~ v AHUE
BUOSHRBD NI L DWMEDNR D D,

15.1.2 SEmbilANC X D16 25 T IR RE Cld, EMEE (R
PEY U NIE, BERESE) ORERDPENETOWMEDNDH D,

(FRER)

15.1.1 EWE AL O E DR RBRIZ W T, AFIREZIZHA T4 A 7 H
KRS RO e R~ 7 AFURKSERRO LNTIEFNH Y | Z OMEE %
TEUTRT,

7272 L. 2o OFURKIGFEEL & ARHK| O 2h RIis5 K OB BUE i & @ B
PERFRD BTz & OHRE LR,

EN (kA) ZANES|
FEEBUBIE/BEFIE | BB/ BIE B

BiA T4 % A T HuR K 0/31 4/339 4

v hi~ 7 AHURRS 1/31 4l 6/172 1

15.1.2 —fRICBAE% O BFE TIXREMENRIEIC D 5720, Btk U o oM
P (PTLD) SCRZJE S OEMEIER S BT 2 AN @2 &3 5
ﬂ‘(b\éo
S FER 5 5 B D FE B M 1 S0 BRI VRS L 2 S il O FR E & 1 L B
LTWDEBZ B, ZID OIRE A HifTH O BE TIXEMEEE ORI
TR EBEETOINERD D, NEERGE LIZENNORRRE, &K O
NZExtg & L ENEERRR Cix, BEHEDORIIED ST\
U,

B, MAZEXZRE LT 20mg BAIOHNENZE T HERSE 1/ TR T
X5 B, F7o, FBIHRBR TIX, 20mg HAE SR N7 7 B RS
HoEnEn6fl (1.7%) . 96l (2.5%) IZHEMH EWHRRD bz,
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(2) FEERIREAERICE DL
CE:S

FIE STV
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X-1. REFHER
(1) EHREHR

(2) ReMEEHR

(3) ZTDHDEEAER
X-2. FHMEHER

(1) EpHNx5HEER

(2) REHRESEHER

() EinEMtaER

4) HARMEER

(5) EERAFMEHER

X. FEERFREERICRII S HE

[VIIEZWHEEBICE T 2IHE ] &M

TATHFNVNERNZATY X o<T 4 BEERNES (1 5mg/kg) AR5
T 4 BRFAIRNES (0.5 + 1.5 « 4.5mg/kg) KO 8 BEMEIERBROMER, —
FROERBIZE, TEERAR. HbdR, BHEREIC BT, — e 2o
T5 89 REITRD SN o T,

—MRIEEAER (7 A 7Y RN )

PBRIE H b PR AR

TR B 1 - 5mg/kg ’

IR 2 0.5+ 1.5 - 4.5mg/kg PR L
PR AR 1 - 5bmg/kg ;

T, Ok, LER 0515 dbmgkg | AL
HILER R 1 - bmg/kg ;

EEEE, PEE 0.5+ 1.5 * 4.5mg/kg fE7e L
%X%EE . |1 5mg/kg

R, JRpH. KBE, REH. MHE TER7e L

R (FM)OA- D) 9h-HaFEAEy - vvgs) |05 1.5 + 4.5mglkg

* LB 4 WEEIRA S GRER (1 n=4. M n=4)
TB 4 BERERIR R G M O 8 I RIRIE AR ([ n=5. M n=5)

AL LR

N Xv~<7 6, 12 KO 24mglkg & 7 7 7 P /VIZERIRN S 5Tl 18], 2
M Gt 2 \) &5 LR, T X TOHERCHETIIRRET, ek, K
BROEBEEICBOTHEGITER L2ZiT@B o btz h o iz,
(J/NECBE & @ > 24mglkg)

1) 4 BAREIRNZRESHE (FHS YL, 1 - 5mg/kg, 1 BRI 2 [, 48[, &5
8 [, E#ARMA)

—BER, REL OB EICEIIA LT, LEX, ME, RIRSERE.
MR, MR L PR, JRRE, Fik, Nses 5= &% OYE BRARRR 71
BMEIZBWTYH, N U UF~7RRE L7222 D i oz,
(FEFMEE © 5.0mg/kg)

2) 4 BREE#IKNEERY 8 BEEEKR (FASHIL, 0.5-1.5 -4 bmg/ke.
4B8IZ1[E, 48[, & 7E. §#IKA)
—RER, RE K OB EICAITA LT, LEX, M, RIRSRA,
MEFRIRA, M EFEAIRRAT, RARAS, SR, Betes B & OYW Bk 2R
RAEIZBNWTH, NV U U< 7ICER LRI bl ho T,
(EF M & © 4.5mglkg)

AT 7 AMERCTMRERBRIR Gn vitro) ROWIIEORAIL (V79
cell) %IV Yeta KR H IR i vitro) (ZBVT, T_TIHETH T,
KPR L

1) I - BMRREICET SHIRNBESHEI (D=5 1)L : 1R 20~48 B)

N X< 7 1 KO bmglkg %8 2 [BIFF 9 FIFFIRNEE G- L, IR - IBUE3E4
BT 2B ARG LR, NV 2T ORGICEF Lo R
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(6) RFrRIEEER

(1) ZototikE"

WM RA~OREITRD T AL A DR 7,
(REEND) K ORISR 3 % B PE & © Smg/kg)

U BRI G (4 40, Bl 0.6mL/45y) L. RIPTHIE N & i
FL7EAER. 4.0mg/mL O/N2 U X o~ 7 VEERIR B OVE AR L kF U R AT il
PEZIRE R o7,

1) RERGHSER
AL R RIE R N T, fix Ot M EFEMESICHT AT o<
T DORFEIEVEIZOW TG LR, N U <703 RN
NDO e NIEFEHREE IIRERSEE RS o2 (in vitro) .

2) PRMRER
PURMERRBR 1230 L TR,
kB, P ERWEREREGRBRICBNT, iRV Rv~T T4 HA
THUROEAENRD ST, —BIERBZEICBNT, XY F <=7 0
BEWZIDEANDDNITF 74 T7F— « ¥ a v 7 EOIEROFBHRITR
O LIRS T,
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B2

BEIREE TORTIE
kL EDEE
BEMITEM

R—Ri - A

EfREAEFAR

SLERSTAREAHE
RURRES. Eff
REENHEFEAR. K
SERAsRE A B

SHEEX [T REM,
AZERUVHA=ZEE
MEOERHRUZ
DARE

. BEERR. B

BRELARFABRY
ZTORE

. BEEHM

. BEAREGIRCEY

1R

. &Ea—F

. RIRIGH EDEE

X. BBMNFERICATSHE

AR R, BISE, A7 E S
(EE —EMFEOLTEIZLVENT L L)

3 (LEMFBROMRIZHES )
TIECFIR O IR 9% 2 &

2~8CITIRIF
EE—EREONTEICLIVERT L
BEMERLTA RN E\L, <FDVOLEY : HY

Al —p o3 - AL MERER 20mg
[/ SR 1o 11 il Pl

1998 £ 4
KA H £ 200846 H 6 H
K5 1 22000AMX01625000

SR ELHEIHEAEH B - 2008 £ 9 H 12 H
BRGEBRAEAEH H : 2008 4F 10 H 27 H

B L

AR EEA 201443 A 24 H
FGREIEIZAT R L

(CEAHRAT 0324 F 13 5)

200846 H 6 H~20124 1 A 16 H
(v 7 b/ANRABER 10mg (2B 5 HEEYMIZ. AL 7 MEFEEM
20mg (235 1) 5 R A #I R o 7% R

RPN

R E T 19 B T

. Q . fEBIER S = — [HOT (13#7) | L &7 FER
= { SE H
B 724 %E%%%im K (YIa— F) £ B L R
ALY
k
/JNEE | 6399418D2020 | 6399418D2020 1188%§50101 621882501
EH
10mg

AL 7 MRNRAEER 10mg

1) ARBAFNL, e mEEE L RSB EE OFRICHEE L TWAHERMO L
ETCHEALEGAICBYVAETELHLDOTHLZ &,

2) ABHKNT, WIEIE G XA 2 REFLANIZ, 2 BB o 5138 % 4 A #
ATV, 2SRV REETEZ D20 THDHZ &, (BREFRSE 0912002 5 :
2008 4~ 9 H 12 AHf})
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16)

17)

18)

19)

XI. 3¢k

HNEE  NREBRBFICB TS ALY FOENERE
SRR BR

Offner,G.et al. : Transplantation 2002 ;
(PMID: 12394837)

HNEE IR/ NEBBERE ICR T D AL 7 FOHEY
e - K1, B OMAEEOMRGT (CHIB152 5k)
HNEE  BBMEEEICB TS AL 7 FOENERERRR
RAE (G PR SRR — xR ER) (2002 451 A 17 H&
(A v 7 b 20mg) . HEEERMEZEE ~-73. -86)
HNEE  RABBREBEFICB TS AL 7 NOANEE
FREEARER (CHIB201 #5R/CHIB352 id5%) (200241 H
17 HAARE HEEERMEEE ~-41. K-57)

Nashan,B.et al. : Lancet 1997 ; 350(9086) : 1193-1198
(PMID: 9652559)

Kahan,B.D.et al. : Transplantation 1999 ; 67(2) : 276-284
(PMID: 10075594)

HNEE  RABBEBEFICB TS AL 7 FONEE
FREEARRER (CHIB201 REk/CHIB352 iklf) : HMZERIE
S BR O 5 LR

Ponticelli,C.et al. : Transplantation 2001 ; 72(7) :
1261-1267 (PMID: 11602853)

FEWNEER: THTFA T RS 3 AUFHEEICR TS Y
LV Z hETTRAO ZHEEMLERBR (CHI INT10 &
Br) (2002 4 1 H 17 HARE (AL 7 k 20mg) . H7E
EEMEE ~-101)

Lawen,dJ.G.et al. : Transplantation 2003 ; 75(1) : 37-43
(PMID: 12544868)

Kovarik,J.M.et al. : Transplantation 2002 ; 74(7) : 966-
971 (PMID: 12394838)

Amlot,PL.et al. : Transplantation 1995 ; 60(7) : 748-756
(PMID: 7570988)

Kovarik,J.M.et al. : Transplant.Proc. 1996 ; 28(2) :
913-914 (PMID: 8623459)

HNEE  BBIEEICRBIT 5 AL hogat kO
KYEofE (CHIB105 k) (2002 4F 1 H 17 BA&AGE (¥
LLZ K 20mg) . HEFERHMEE K-16)

Kovarik,J.et al. : Transplantation 1997 ; 64(12) :
1701-1705 (PMID: 9422405)

HNEE  BBIBFICB TS5V AL 7 FoEKYEREDO R
#f (CHIB106 #8%) (200241 H 17 HA&GR (AL 27 b
20mg) . HFHEEMEZE ~-30)

HNEE: AL 7 Fo T, IL-2 Ve ¥ —2k4 2%
SPMEM (2002 42 1 H 17 HARE (AL 7 k 20mg) .
SRS k-5, 7-6)

van den Berghe,L. : In ‘Introduction to TRANSPLANT
IMMUNOLOGY AND IMMUNOSUPPRESSION’ Mosby-
Wolfe Medical Communications. 1999 : 58-59
Quesniaux,V.F.J.et al. : Translant.Proc. 1998 ; 30(5) :
2152-2154 (PMID: 9723423)

Haba,T.et al. : Transplant.Proc. 2001 ; 33(7-8) : 3174-3175
(PMID: 11750362)

HEBRE 5 19 B H A EETR T — 27 > a v 7-(),
85-88,2005

Kovarik,J.M. et al. : Transplantation 1999 ; 68(9) :
1288-1294 (PMID: 10573065)

I ERLIEDS « B & &N 60(2),283-287,2006

NGB BIFI OB~ DWHE (in vitro) | AL K
ST H 20mg

74(7) : 961-966
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X 1-2. ZODSEXH | D ARIES  BEGHE 2000 ; 34(S19) : 443-448 (20020926)

YA "4 LtEFZ— CD25 (IL-2a) |

2) REFR—ERIE)N 2007 ; B 42(2) : 136-142
DURNEB B EEIZHIT 5 basiliximab (VAL 27 he) @
i AR — A AR N/NRICE T 2 EmERe s L O ) %)
RO Bl G2 558 —

(20073917)
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XI-1. ELGNETOHT
i

XII.

2021 4F 6 HHIfE,

SERH

30 » [EHLLLETHR SN TWD,

B, AFICET DRREXIIZER,. HIEROHEBUTOLEY THD,

4. REX IR

BHAER ORI R I D]

6. RERUVHAE

HWE, -]

NIZIEARYV Y w7 (B H#LZ) L LT 20mg AR

AL L, 10mg T2 2BNZ3IT T, #EIRNICHER T 5, #5338
it 2 BRI LANIZ, 2181 H O 513N 4 B I1I29T 9,
EIRINTESTICER L Cid, AAI 1 3 7v % HRES K 2.56mL THfE L,

LEEFR5T 5,
2020 4 8 HET
E4 KE
HR5E4 Simulect®
HIE - Bits Simulect 10 mg vial

Simulect 20 mg vial

HR T4 4

IIN)VT 4R T 7 —<

FE e

1998 4 (20mg) . 2003 # (10mg)

PIEREESIES

INDICATIONS AND USAGE

Simulect® (basiliximab) is indicated for the prophylaxis
of acute organ rejection in patients receiving renal
transplantation when used as part of an
Immunosuppressive regimen that includes cyclosporine,
USP (MODIFIED), and corticosteroids.

The efficacy of Simulect for the prophylaxis of acute
rejection in recipients of other solid organ allografts has
not been demonstrated.

MER O &

DOSAGE AND ADMINISTRATION

Simulect® (basiliximab) is used as part of an
Immunosuppressive regimen that includes cyclosporine,
USP (MODIFIED) and corticosteroids. Simulect is for
central or peripheral intravenous administration only.
Reconstituted Simulect should be given either as a bolus
injection or diluted to a volume of 25 mL (10-mg vial) or
50 mL (20-mg vial) with 0.9% Sodium Chloride Injection,
USP or 5% Dextrose Injection, USP and administered as
an intravenous infusion over 20 to 30 minutes. Bolus
administration may be associated with nausea, vomiting
and local reactions, including pain.

Simulect should only be administered once it has been
determined that the patient will receive the graft and
concomitant immunosuppression. Patients previously
administered Simulect should only be re-exposed to a
subsequent course of therapy with extreme caution due
to the potential risk of hypersensitivity (see
WARNINGS).

Parenteral drug products should be inspected visually
for particulate matter and discoloration before
administration. After reconstitution, Simulect should be
a clear-to-opalescent, colorless solution. If particulate
matter is present or the solution is colored, do not use.
Care must be taken to assure sterility of the prepared
solution because the drug product does not contain any
antimicrobial preservatives or bacteriostatic agents.

It 1s recommended that after reconstitution, the solution
should be used immediately. If not used immediately, it
can be stored at 2°C to 8°C (36°F to 46°F) for 24 hours or
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at room temperature for 4 hours. Discard the
reconstituted solution if not used within 24 hours.

No incompatibility between Simulect and polyvinyl
chloride bags or infusion sets has been observed. No data
are available on the compatibility of Simulect with other
intravenous substances. Other drug substances should
not be added or infused simultaneously through the
same intravenous line.

Adults

In adult patients, the recommended regimen is two
doses of 20 mg each. The first 20-mg dose should be
given within 2 hours prior to transplantation surgery.
The recommended second 20-mg dose should be given 4
days after transplantation. The second dose should be
withheld if complications, such as severe
hypersensitivity reactions to Simulect or graft loss occur.
Pediatric

In pediatric patients weighing less than 35 kg, the
recommended regimen is two doses of 10 mg each. In
pediatric patients weighing 35 kg or more, the
recommended regimen is two doses of 20 mg each. The
first dose should be given within 2 hours prior to
transplantation surgery. The recommended second dose
should be given 4 days after transplantation. The second
dose should be withheld if complications, such as severe
hypersensitivity reactions to Simulect or graft loss occur.

2023 £ 10 A &GT

4

EU

ongs

Simulect®

AT - Kk

Simulect 20 mg powder and solvent for solution for
injection or infusion

Simulect 20 mg powder for solution for injection or
infusion

Simulect 10 mg powder and solvent for solution for
injection or infusion

Simulect 10 mg powder for solution for injection or
Infusion

JIONNVNT 4 A Ty7—<

clt|el

o

1998 4 (20mg) 2003 4 (10mg)

20mg B

1998 4 (AAf A, AV =—FT 2, RAY, Tr~—70 A
TGN, A—ARIT)

1999 F (A Z VT, T4 TV R, AL, TTVA,
XY, KVhIAL, TALVT R, VI T
7)

10mg HFH|

2003 . (RA Y, 7T RA)

BRE X T DR

4.1 Therapeutic indications

Simulect is indicated for the prophylaxis of acute organ
rejection in de novo allogeneic renal transplantation in
adult and paediatric patients (1-17 years) (see section
4.2). It is to be used concomitantly with ciclosporin for
microemulsion- and corticosteroid-based
Immunosuppression, in patients with panel reactive
antibodies less than 80%, or in a triple maintenance
Immunosuppressive regimen containing ciclosporin for
microemulsion, corticosteroids and either azathioprine or
mycophenolate mofetil.
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4.2 Posology and method of administration

Simulect should be prescribed only by physicians who
are experienced in the use of immunosuppressive
therapy following organ transplantation. Simulect
should be administered under qualified medical
supervision.

Simulect must not be administered unless it is absolutely
certain that the patient will receive the graft and
concomitant immunosuppression.

Simulect is to be used concomitantly with ciclosporin for
microemulsion- and corticosteroid-based
immunosuppression. It can be used in a ciclosporin for
microemulsion- and corticosteroid-based triple
immunosuppressive regimen including azathioprine or
mycophenolate mofetil.

Posology

Adults

The standard total dose is 40 mg, given in two doses of
20 mg each.

The first 20 mg dose should be given within 2 hours prior
to transplantation surgery. The second 20 mg dose
should be given 4 days after transplantation. The second
dose should be withheld in the event of a severe
hypersensitivity reaction to Simulect or post-operative
complications such as graft loss (see section 4.4).
Children and adolescents (1—17 years)

In paediatric patients weighing less than 35 kg, the
recommended total dose is 20 mg, given in two doses of
10 mg each. In paediatric patients weighing 35 kg or
more, the recommended dose 1s the adult dose, 1.e. a total
dose of 40 mg, given in two doses of 20 mg each.

The first dose should be given within 2 hours prior to
transplantation surgery. The second dose should be given
4 days after transplantation. The second dose should be
withheld in the event of a severe hypersensitivity
reaction to Simulect or post-operative complications such
as graft loss (see section 4.4).

Elderly (2 65 years)

There are limited data available on the use of Simulect
in the elderly, but there is no evidence that elderly
patients require a different dosage from younger adult
patients.

Method of administration

Reconstituted Simulect can be administered as an
intravenous bolus injection or as an intravenous infusion
over 20—30 minutes.

For instructions on reconstitution of the medicinal
product before administration, see section 6.6.

1) ERADRESIZET 515K

AINZBIT 2AROREEDH REAT H2BECHT 2EE IEMEZAT D
H. W, R OHOLEIZUATOLEBY THY | KERMNCESSE
ADEC 73 L1382 5,

9.4 kMEReEHT 5EF
GEHRT D FTREME D & 2 LM CIIAAIR B G4 4 » AR, #ET 5
&, [9.55M]
9.5 1%
AEh SATIEHE L CW A RIREME O & D & Elcid, G- Lz &, AA|
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X IgG HUATH L2 Z &bl amiE T 5L BN D, £lo, EiR
P OREIZEAT 2 ZAaMIIMAL L TRy, [2.2, 9.4 Z]

R EOAHRMEL OB EOAHRIEZ BB L, BRI OM TP 1k
AT O L,

2020 4F 8 HkzET

HH i RLAEN A
KEOWRSISLE | Carcinogenesis/Mutagenesis/Impairment of Fertility
No mutagenic potential of Simulect was observed in
the in vitro assays with Salmonella (Ames) and V79
Chinese hamster cells. No long-term or fertility
studies in laboratory animals have been performed to
evaluate the potential of Simulect to produce
carcinogenicity or fertility impairment, respectively.
There are no adequate and well-controlled studies in
pregnant women. No maternal toxicity,
embryotoxicity, or teratogenicity was observed in
cynomolgus monkeys 100 days post coitum following
dosing with basiliximab during the organogenesis
period; blood levels in pregnant monkeys were 13-fold
higher than those seen in human patients.
Immunotoxicology studies have not been performed
in the offspring. Because IgG molecules are known to
cross the placental barrier, because the IL-2 receptor
may play an important role in development of the
immune system, and because animal reproduction
studies are not always predictive of human response,
Simulect should only be used in pregnant women
when the potential benefit justifies the potential risk
to the fetus. Women of childbearing potential should
use effective contraception before beginning Simulect
therapy, during therapy, and for 4 months after
completion of Simulect therapy.
Nursing Mothers
It is not known whether Simulect is excreted in human
milk. Because many drugs, including human
antibodies are excreted in human milk, and because of
the potential for adverse reactions, a decision should
be made to discontinue nursing or to discontinue the
drug, taking into account the importance of the drug
to the mother.

Pog

F—=A 7 VT D5

( Australian categorisation
system for prescribing
medicines in pregnancy)

D (2020 4F 10 A)

<BE>F—ANZ VT OHFOME : Australian categorisation system for
prescribingmedicines in pregnancy

D : Drugs which have caused, are suspected to have caused or may be
expected to cause, an increased incidence of human fetal malformations or
irreversible damage. These drugs may also have adverse pharmacological
effects. Accompanying texts should be consulted for further details.

2) INREADEEICET 5B ER
KIZB T AR ORFEDE Fae AT 2 BE T LER VNE%E] 0f
HIZLLTO LB THY . KEBMCE L ITRL D,

/A
S
o
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1.1 {»E%Hjﬁiﬁgﬁjux ?ﬁ% BX i?L %%XT%& L/fg_llji]ﬁuuﬁg % i%ﬁﬁjb

TR,
“Cl/‘fcﬁlz‘

F7o. ENAEERBRICAE 9Kg ARl O/NLEITE i

9.7.2 /NS~ ALY NEEETHHEICE, AL 7 MNERBEH
10mg DRI CEEL ST 52 L,

2020 4 8 HET

Hi i

RLARN A

KE DU

Pediatric Use

No randomized, placebo-controlled studies have been
completed in pediatric patients. In a safety and
pharmacokinetic study, 41 pediatric patients (1-11
years of age [n = 27], 12-16 years of age [n = 14],
median age 8.1 years) were treated with Simulect via
intravenous bolus injection in addition to standard
Immunosuppressive agents, including cyclosporine,
USP (MODIFIED), corticosteroids, azathioprine, and
mycophenolate mofetil. The acute rejection rate at 6
months was comparable to that in adults in the
triple-therapy trials. The most frequently reported
adverse events were hypertension, hypertrichosis,
and rhinitis (49% each), urinary tract infections
(46%), and fever (39%). Overall, the adverse event
profile was consistent with general clinical experience
in the pediatric renal transplantation population and
with the profile in the controlled adult renal
transplantation studies. The available
pharmacokinetic data in children and adolescents are
described in CLINICAL PHARMACOLOGY and
DOSAGE AND ADMINISTRATION.

It is not known whether the immune response to
vaccines, infection, and other antigenic stimuli
administered or encountered during Simulect therapy
is impaired or whether such response will remain
impaired after Simulect therapy.
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XmM-1. FAAF - REXIEIC
P L CERER I 2 1T
SIZH->THSE
&H

(1 B

(2) HEALE - BAMERU
BRE®REFa—D
DEB

XIM-2. ZOhOREEER

XM {§&

R L

MM ER e L

BIBICEAD TV AL 7 MEER10mg O 7% ]

R OEEHZOWTIL, AR — A=V O ERBURE T A~ (httpsi/drs-
net.novartis.co.jp/dr/products/product/simulect/document/) %R+ 252 &,
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https://drs-net.novartis.co.jp/dr/products/product/simulect/document/
https://drs-net.novartis.co.jp/dr/products/product/simulect/document/

1LNRERIREAER (L LY MMNERAFERA 10mg) 12H1T58ER—E

ERNEER | S EERRRER
EIRRER (B152 5ER)
BRliEs ek 6 41
BIERRIRGIZE (%) 6(100.0) 6(14.6)
EERRERLH 39 21
EERNIELE FIRHIE (%)
BREES L UFERE 5(83.3) 5(12.2)
PA N AT T A )RR 3(50.0) 1( 2.4)
LA R 2(33.3) 0
A L AR Y 1(16.7) 0
KRB XK 1(16.7) 2( 4.9
SUE Mg 1(16.7) 0
SAPERE 1(16.7) 0
e i e 1(16.7) 0
BRI 1(16.7) 0
E 1(16.7) 0
ARG 1(16.7) 0
DR IR Y 1(16.7) 3( 7.3
] = e g 1(16.7) 1( 2.4)
JIINGES 0 1( 2.4)
MAES LV VREE 0 1( 2.4)
2 if. 0 1( 2.4)
I R ERIBVE 0 1( 2.4)
REFELUVXRERE 0 1( 2.4
oL AT e —)LiE 0 1( 2.4)
HEREREE 1(16.7) 0
JbadiE 1(16.7) 0
IRfEE 1(16.7) 0
AN 1(16.7) 0
DEEE 0 1( 2.4)
TRAPELRAR 0 1( 2.4)
mEREE 2(33.3) 0
e I 2(33.3) 0
FERER. MaEBd & UHithRES 2(33.3) 2( 4.9)
Ao 0 1( 2.4)
EGE DRIE 1(16.7) 0
i 15 1(16.7) 1( 2.4)
Jii b 0 1( 2.4)
BRES 1(16.7) 2( 4.9)
T 0 2( 4.9)
Mg 1(16.7) 0
BEEH L UVETHBES 4(66.7) 0
b 2(33.3) 0
ZERRS 2(33.3) 0
EERBELVIEREE 1(16.7) 1( 2.4)
NS 1(16.7) 0
A2 0 1( 2.4)
L EBEL L VRS AFERE 0 2( 4.9)
FEEN 0 2( 4.9)
BERRE 3(50.0) 1( 2.4)
Mf 7 L7 =800 0 1( 2.4)
e U 27U+ RN 1(16.7) 0
C— SGER A 1(16.7) 0
H i EREE N 1(16.7) 0
M/ NG N 1(16.7) 0
i KGR 1(16.7) 0
M = AT a— L 1(16.7) 0
fiiiRse oAl NAvd 2 3= | 1(16.7) 0
R A IV AR 1(16.7) 0
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2. ERRABRREAER (VALY FEHER 20mg) 2B 5EERA—E

(1) BREEK (2) ERBREEER
FIEAIE (%) FIEBIE (%)
BB EIE 31 STl o S 5115k 31
El1E ARGk 25(80.6) EERRIRGISK 21(67.7)
REERVEFERE MRFHRE
PA N AT T A )L A R 7(22.6) U L SERR 9(29.0)
ESFEDN A il BR800 5(16.1)
J Y SNk 7% 2( 6.5)
Kig HERMe ) 1( 3.2)
JBEIDES% 1( 3.2) TR EREE L 1( 3.2)
LA R 1( 3.2) SR EREEN 1( 3.2)
B~ L~ R 1( 3.2) mEREEZNEE
B EBR 1( 3.2) 1% LDH k& 6(19.4)
A 1( 3.2) ALT (GPT) #n 5(16.1)
BERUVERFEY AST (GOT) 4/ 4(12.9)
BYE T R | 1( 3.2) C- SR 4(12.9)
MERUYY VNREE 1 Al-P 840 3(9.7)
I R L | 2( 6.5) M ey e 3( 9.7)
HRRES v -GTP 40 2( 6.5)
S 2( 6.5) MmUY 7 U K8 1( 3.2)
e A 1( 3.2) Y Rt 1( 3.2)
AP BRI 1( 3.2) 1. H R SEHE N 1( 3.2)
BE= 7 L7 F = Hin 1( 3.2)
AR 0D 5k 1( 3.9) M7 7 I e 1( 3.2)
Hl 1( 3.2) REE
MR 1( 3.2) I FURBE 2( 6.5)
BobsHox 1( 3.2) B PR 5P 1( 3.2)
DEES Z D
TR 1( 3.2) I _E5- 1( 3.2)
mERESE PURSHE 1( 3.2)
i ZEARE 1( 3.2)
K= 1( 3.2)
FRRIARIE 1( 3.2)
EREE. MZB R UHtIRES
K 2( 6.5)
] 2( 6.5)
WP BN 2( 6.5)
IV P . 4 IR 1( 3.2)
BEES
T 2( 6.5)
MEMR 2( 6.5)
4, 1( 3.2)
EERUVE THEBES
5 FERE 2( 6.5)
S 1( 3.2)
HER. HEHEBRUEBES
RAER 1( 3.2)
L 1( 3.2)
LEEERVEERMEE
HEEN 9(29.0)
ok 2( 6.5)
Y 2( 6.5)
A 1( 3.2)
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3. S ER A MARRRPREXER (B201, B352

BB D LLY MEHER 20mg) ISH1TBEIER—I

No.1
20mg 2K | TS tREH 20mg BK|IFE | TStRE
(%) (%) (%) (%)
STt & B8k 363 359 HIg% 1( 0.3) 2( 0.6
BERRIRBIZR (%) 123(33.9) 134(37.3) ML 1( 0.3) 0
—BHEEEE 48(13.2) 51(14.2) BN 2( 0.6) 0
I 1( 0.3) 0 H W i, 5( 1.4) 3( 0.8
W IIE 1( 0.3) 0 A 2( 0.6 0
ok 2( 0.6) 2( 0.6) - ifn. 0 1( 0.3)
AT E5- 0 1( 0.3) I 2 AL 1( 0.3) 0
A 2( 0.6) 1( 0.3) T =Y THE 3( 0.8 9( 2.5)
BN 7( 1.9 15( 4.2) M 55 2( 0.6 7( 1.9
i 1( 0.3) 4( 1.1) AT 0 1( 0.3)
A0 A R 2( 0.6) 0 AIER 4( 1.1) 1( 0.3)
FLH R OF) 0 1( 0.3) HESR 0 2( 0.6
A IRSS 0 1( 0.3) NS 3( 0.8 0
7 A L A Y 23( 6.3) 22( 6.1) =N 1( 0.3) 0
A VT VT PR R 2( 0.6) 4( 1.1) N % 0 2( 0.6)
=Y TIE 1( 0.3) 0 T O N2 0 3( 0.8
L 4 1(0.3) 1(0.3) L&D () 0 1(.0.3)
TENE 4( 1.1) 3( 0.8 N 1( 0.3) 3( 0.8
EolCgEil 3( 0.8 0 BE-jIERES 0 1( 0.3)
T PR 2( 0.6) 3( 0.8 Hig 0 1( 0.3)
RAPETEIE 2(0.6) 1( 0.3) DEEC- D) ALEE 3( 0.8) 0
(3] 1( 0.3) 1( 0.3) D AR 1( 0.3) 0
Mg 1( 0.3) 3( 0.8) AR 1( 0.3) 0
e 6( 1.7) 6( 1.7) PR 1( 0.3) 0
iy MEEE () 9( 2.5) 12( 3.3) FFiEi - FEE REE 4( 1.1) 5( 1.4)
PEERAR A 0 1( 0.3) JTHERE L 2( 0.6 2( 0.6
ECG 5% 0 1( 0.3) %% 1( 0.3) 0
& I 6( 1.7 8( 2.2) Fm A 0 1( 0.3)
e I A 2( 0.6) 0 P 1( 0.3) 0
JE i E 2(0.6) 1( 0.3) MIEAST (GOT) GH5&- 0 1( 0.3)
e SRR 0 1( 0.3) MBALT (GPT) |5 0 1( 0.3)
FiE - RKEHRREE 11( 3.0) 11( 3.1) RE-XBEEE 17( 4.7) 23( 6.4)
5 0 1( 0.3) TV R—T R 2( 0.6 2( 0.6
KEBIE 0 1( 0.3) Jhi /K IiE) 1( 0.3) 1( 0.3)
DEL 0 1( 0.3) BRI 1( 0.3) 0
SE 3( 0.8 4( 1.1) T % 2( 0.6) 2( 0.6)
S AR 1( 0.3) 1( 0.3) oL A7 o —LIE 1( 0.3) 3( 0.8
i3 0 1( 0.3) e I 5( 1.4) 5( 1.4)
—a—mNy— 1( 0.3) 0 w7 A E 7( 1.9 3( 0.8
R4 1( 0.3) 0 = U B IME 1( 0.3) 2( 0.6)
SRR 1( 0.3) 2( 0.6 80 R 1 I 1( 0.3) 0
IRk 4( 1.1) 3( 0.8) & V27 I ILE 6( 1.7) 4( 1.1)
i 2( 0.6) 0 KH U o7 A IfE 2( 0.6 4( 1.1)
BR%E 1( 0.3) 0 K~ 7' %> 7 AMUE 2( 0.6 5( 1.4)
R—F = v NF 1( 0.3) 0 1D BRI E 6( 1.7) 6( 1.7)
AR bEE 0 1( 0.3) TNAHY T F A7 7 H—F H 0 2( 0.6)
BRI 0 1( 0.3) ARE N 1( 0.3) 1( 0.3)
HILEEE 33( 9.1 35( 9.7) B-BERREE 8( 2.2) 8(2.2)
i 5( 1.4) 2( 0.6 Raf 2( 0.6 2( 0.6
R 2( 0.6) 1( 0.3) B 0 1( 0.3)
7I5—F LR 0 1( 0.3) BT 0 1( 0.3)
BRI 0 1( 0.3) RS 1( 0.3) 0
PN T 0 1( 0.3) EAEN 1( 0.3) 1( 0.3)
15350 7( 1.9) 2( 0.6) e 0 1( 0.3)
T 1( 0.3) 3( 0.8 5 (A i 1( 0.3) 1( 0.3)
+ _IBE 1( 0.3) 0 RS 1( 0.3) 0
HEAR R 2( 0.6) 3( 0.8 TR 2( 0.6 1( 0.3)
i T p 0 1( 0.3) ke 2 1( 0.3) 0
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No.2

20mg WF(RE | TSR 20mg BFIE | TStwRE
(%) (%) (%) (%)
BN 0 1( 0.3) R 1( 0.3) 2( 0.6)
DE - DRIE- DR FEEE 1( 0.3) 1( 0.3) Il e ge 0 2( 0.6)
el 0 1( 0.3) R Y 4( 1.1) 3( 0.8)
INALN 1( 0.3) 0 R REMNESRES 29( 8.0) 33(19.2)
D FRIBER 1( 0.3) 0 g 0 2( 0.6)
FED (ES) 2( 0.6) 5( 1.4) JBi.E iE) 4( 1.1) 0
LR Je 0 1( 0.3) T L TE—F 2( 0.6) 0
7R 2 P 0 1( 0.3) B G2 0 1( 0.3)
MY il 1( 0.3) 1( 0.3) FE R (EBFER) 1( 0.3) 1( 0.3)
B =Ry 1( 0.3) 0 0 () JiE 1( 0.3) 0
B 0 1( 0.3) Bt s 14( 3.9) 12( 3.3)
F v HEVENE 0 1( 0.3) HIRES 3( 0.8) 4( 1.1)
/iR - H I M fEE 7( 1.9) 4( 1.1) % (JiE) 1( 0.3) 1( 0.3)
i ZERRE 1( 0.3) 0 9 ¥ (i) 1( 0.3) 3( 0.8)
1 JE 1( 0.3) 0 W5 2( 0.6) 1( 0.3)
HA 1L 2( 0.6) 1( 0.3) FLBEPER S 0 1( 0.3)
SRBE () 1( 0.3) 0 BEIR Bt 5 0 1( 0.3)
i/ NI GEE) 2(0.6) 1( 0.3) W O 0 1( 0.3)
A (i) 0 2( 0.6) RS fe 5 0 1( 0.3)
BaEE 2( 0.6) 2( 0.6) B 1( 0.3) 1( 0.3)
Tk 2( 0.6) 1( 0.3) R ik 1( 0.3) 1( 0.3)
SEIL 1( 0.3) 1( 0.3) SRS A DHE 4( 1.1) 5( 1.4)
= 0 1( 0.3) Zit 0 2( 0.6)
IR EE 9( 2.5) 2( 0.6) JEEE 1( 0.3) 1( 0.3)
25 1. 6( 1.7) 2( 0.6) WRBRES 50(13.8) 52(14.5)
TR I 1( 0.3) 0 AR 1( 0.3) 0
YA I 1( 0.3) 0 T 2( 0.6) 3( 0.8)
IR MR IAE 1( 0.3) 0 HEPR K2 0 1( 0.3)
LSS (B) BE 3( 0.8) 3( 0.8) i JR 1(.0.3) 2( 0.6)
S 1( 0.3) 0 JKBHE 0 1( 0.3)
AEFHERTE =) THE 20 0.6) 1( 0.3) RN ER A 4( 1.1) 3( 0.8)
Rtk 1( 0.3) 2( 0.6) ZR 2( 0.6) 3( 0.8)
B4Rl (38) fEE 2( 0.6) 0 BEER 3( 0.8) 1( 0.3)
[ES 37352 2( 0.6) 0 B R RE LR 1( 0.3) 1( 0.3)
R BRES 27( 7.4) 27( 7.5) DR AL 2(.0.6) 1(.0.3)
[ 0 1( 0.3) FAlr 4( 1.1) 6( 1.7
A g 5( 1.4) 417 PRSI 37(10.2) 36(10.0)
I e 0 1(0.3) mE (D iE) BEE 2( 0.6) 2( 0.6)
o 1(0.3) 0 A7 — 7 VRO 0 1€ 0.3)
% 2(70.6) 1(0.3) I o A 0 1( 0.3)
I R 2(0.6) 2(0.6) AL 0 1€ 0.3)
W I 0 1(70.3) FrRSK 1€ 0.3) 0
1 g 1( 0.3) 0 N7 1( 0.3) 0
e OF) 1( 0.3) 0 HEEE 3( 0.8 1( 0.3)
S 0 2( 0.6) il 1€ 0.3) 0
WHBE % 1( 0.3) 3( 0.8) &I MR 1( 0.3) 0
Titide 3( 2.2) 7("1.9) 15 B 1( 0.3) 1( 0.3)
i) 1( 0.3) 0 BEk-BANRES 5( 1.4) 7( 1.9
i 2( 0.6) 2( 0.6) i Bk () 2(0.6) 2( 0.6)
S BRHERE 0 1( 0.3) H M ERIE % (JiE) 0 1( 0.3)
Jifi 7 JiE 0 1( 0.3) Y BRI (IE) 0 1( 0.3)
PP 4011 ) 1( 0.3) 0 U 2 RERBE S (E) 1( 0.3) 0
JSe N I [R] S (B A 2( 0.6) 0 Y U SERED 2( 0.6) 4( 1.1)
PR AN 42 1( 0.3) 0
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4 D LLY MEER 20mg OERABREREICE T ARIER—8 (3%)

FHAE IR 1551 45l
RIE 45 00 36 BUE Bl 372 i
RIVE A 5 O B 578 1
BIVE R %D F 2 (%) 23.98%
BIVEM OfEtE FEHFIE (%) BIVEH OFEEE FHBBIE (%)
JRYYIE B & VB AR HUE 250(16.12) BE, MR X ORI o f A (28 6(0.39)
S 2(0.13) fads X ORI —F % & i) :
PA N AT A VAR 1(0.06) ¥ 1(0.06)
P A N AT A AEG, 144(9.28) B AL RRERE 3(0.19)
e 1(0.06) TSRS e R—=T A LAY 20.13)
TS RABA e R— 1T A L R Y 3(0.19) BRI R )
FLEA R 1(0.06) M LY o SREE 11(0.71)
ELCES 1(0.06) =g 5(0.32)
7 RO EREPE B 2(0.13) TR 0 58 PR 1(0.06)
B A% 1(0.06) TR ML 1(0.06)
IV R A JL A G 1(0.06) F 1 BR ek i 3(0.19)
LN 11(0.71) U o SERIE 1(0.06)
AT NT 2(0.13) YL BRSO E 1(0.06)
ELISE S 1(0.06) Rt L O s 35(2.26)
G 1(0.06) TV R— R 1(0.06)
MHEA S 3(0.19) ik 1(0.06)
i 3(0.19) URE] 4(0.26)
B A N AT T oA L AVERZ 2(0.13) B L AT a— L ME 2(0.13)
7 RO ERE MR 1(0.06) 55 1 B 3(0.19)
Jiti B A E 1(0.06) Eh Y T AIE 2(0.13)
IR 4(0.26) B R I I 12(0.77)
AR EEL 2(0.13) 1K B E 1(0.06)
MG SE = U T 1(0.06) 1Y) R IE 1(0.06)
ivqiiine 3(0.19) 23 g IS 8(0.52)
DR R 10(0.64) w7 27—V IE 3(0.19)
RS 2(0.13) Tt b 3(0.19)
B R 3(0.19) ARE 1(0.06)
PA b AT A NAPEF K 1(0.06) Z kLR 1(0.06)
PA AT v T A LAV 1(0.06) FE bR 1(0.06)
Bk JE P 2% 1(0.06) AR R BE 7(0.45)
PR 1(0.06) Abd HA 1 1(0.06)
1 JE 1(0.06) JE g 1(0.06)
SR 1(0.06) S 3(0.19)
BK 7 A L A kY 3(0.19) RSB 1(0.06)
7 R0 EREPER MR 1(0.06) HR R EIE 1(0.06)
7 R0 EREE Y 3(0.19) o fjbE 8(0.52)
e RRY S 1(0.06) B UVE 1(0.06)
WA R AT B YA AMSE 45(2.90) LA BEAR 1(0.06)
v A L A (LSE 1(0.06) D Ik 2(0.13)
T T ) A AR 2(0.13) JIE AL D 1(0.06)
A VA g 1(0.06) TRVESENR 1(0.06)
B VLS 1(0.06) AR 1(0.06)
Za—FEVRAT 4 AV T = Vi 10(0.64) D EVEH MR 1(0.06)
[ A oo B 1(0.06) I 23(1.48)
B 1(0.06) & I 20(1.29)
R Y F—~v A )L AR EIE 2(0.13) MARSE 1(0.06)
e~ L~ 1(0.06) JIIKERS 1(0.06)
TR IR S 2(0.13) U LR gE s 1(0.06)
MEREE 1(0.06)
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BIVEH OFEHE FEHHE (%) BIVEH OFEEE FHBBIE (%)
MERas . BRI K OWERR 11(0.71) E=PS 1(0.06)
ME KR 1(0.06) B Eh IR AR 1(0.06)
A I 571 o B 1(0.06) B IR A AT 4(0.26)
i L 1(0.06) BHERIR R 1(0.06)
Figein 1(0.06) IRAE A 1(0.06)
NIk 2(0.13) SR P 1(0.06)
FEDFE A K 1(0.06) PR HIAE 1(0.06)
R 1(0.06) IR P ZE 1(0.06)
it H 1L 1(0.06) B REpEE 1(0.06)
IR A2 11 1(0.06) BRSOy B R BRI L E 1(0.06)
IR AR 42 1(0.06) AR B L OHEREE 3(0.19)
R DRI 3(0.19) EPERT SRR CE 1(0.06)
B E 25(1.61) FEEL 1RS¢ 2(0.13)
NE R AR P 1(0.06) BISEIR 2 1(0.06)
2 1(0.06) —i% - BEEER X OB SR OIREE 11(0.71)
Ry 1(0.06) B PR 1(0.06)
JiE 7K 3(0.19) SEA 1(0.06)
5 2(0.13) TEIE 1(0.06)
T 2(0.13) FiskeaEa 1(0.06)
=il 1(0.06) FEEN 7(0.45)
e E 1(0.06) R RIRES 74(4.77)
HUMAE 1 —FR IS 2(0.13) Ty T NT AT 2T—F 70.45)
e 2(0.13) o )
H 5 H i 2(0.13) TARTRUEBET I ) VTV AT 2T 3(0.19)
T AT 1(0.06) —PHIN :
FRBLEA L R 1(0.06) M7 7 —EHn 3(0.19)
5% o 1L, 1(0.06) 7 L7 F = Hahn 4(0.26)
EiE 1(0.06) 1 IR s A L L HE N 1(0.06)
N2 1(0.06) i~ R o RN 1(0.06)
L 1(0.06) mpseE s a7y v G 1(0.06)
AETES 1(0.06) I AP LI i K SR SR BN 3(0.19)
I RE K 1(0.06) I P AT AR ARV N 1(0.06)
/NG ER AL 1(0.06) IS 3(0.19)
NGRS 1(0.06) MJE F5 4(0.26)
BUPME RG2S 1(0.06) S 300 A 1(0.06)
R ZE AL 1(0.06) ifi. A PR SR N 1(0.06)
JH N R P 13(0.84) C-SUG I {8 N 1(0.06)
A LR FE S 2(0.13) C RUF R PRSI 1(0.06)
JHF A2 1(0.06) Y S—P BN 1(0.06)
FERRRE S 9(0.58) AFEg e s 2(0.13)
EE UL IE 1(0.06) I/ AR K 3(0.19)
BRR X O FRskbEE 1(0.06) A= N =S 1L 1 5 1(0.06)
125 1(0.06) 1 ifn BR s ) 3(0.19)
BB X QIR RS 18(1.16) I BRI 0 2(0.13)
LY 1(0.06) MLPRIBIEER/ 7 LT F = L 1(0.06)
I MR A 1(0.06) YA AT B AL ARG 39(2.51)
SRERIRB R 1(0.06) .9 B -D- 27 L7 480 2(0.13)
1 jR 1(0.06) AR A 1(0.06)
KB E 1(0.06) M7 AH U RRT 7 2 —F RN 1(0.06)
PR 7 Ny — 4(0.26) SRR 2(0.13)
2R 1(0.06) W& I 1(0.06)
BER 1(0.06) BE, hEBIOLESIHE 1(0.06)
AR DA OHE 1(0.06)
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5. VALY MMNRRAFER 10mg O/MNREFEERABGERAEICES T HEER—K (%)

FHAE B 76 i
BIVE S O R BUERIEK 12 5]
B S O F 85K 30 1k
FIVEF S O R BUE R 15.79%
BIlVE ] O FEAH FEBLBIEL (%)
BYHER X OFA dUiE 10(13.16)
KRB R 4(5.26)
PA MAHTETA )L RAJEYY 2(2.63)
fiti g 1(1.32)
A E G 1(1.32)
HA R AT a7 A LA MSE 6(7.89)
IR 1(1.32)
M e~ L~ 2(2.63)

B, B X OREARE 0B L

W (B L OWR ) — 7 % Sie) 1(1.32)
Btz U o R R 1(1.32)
MR LY o REE 1(1.32)
R Z R 1(1.32)
At L Ok E 1(1.32)
ik 1(1.32)
N s 2(2.63)
DR 2(2.63)
I 4(5.26)
e I 3(3.95)
JiififiNES 1(1.32)
Mg, BOERE X ONithR R = 1(1.32)
FEGEDORIE 1(1.32)
BB 1(1.32)
T 1(1.32)
YR 2(2.63)
MR T 2(2.63)
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