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25mg, kLU —=7 OD #i 50mg % #iERE L CWAER 7 7 —~ St OFFE 2% T, [FA— DR -
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DRBEENTWS, ( IVI-2. ZEER OESMR)

() HEEARFBRIZIBNT, LR RREHEEAIZEZ0REZ O —F Y UREAMEH L TH oI 235
IR Te =% 0 UIREBFITKRE LT, AAFI 25mg/H Z BN G- L, /S—F% 0 UIREIR Ok
BRDHHNTWD, Tz, LR RAGHERANC X 2E8F CTHORBENE SN TV, wearing-off
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R TER D BV TUVRLY,

DRtm (TR . BR. BER
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B AR S
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M E R L
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D-v>v=h—/b, hUEBIVTV TV |D-v=F—)b, hUEBITVT T
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. 7 WEEKS AR, TASVT— A (- | 7 WEEKS AR, T AT — A (L-
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6. HEDEBEKHTICETIREML
¥ =% 3 I OD §i 25mg TRE SMPP]

R X Sy PRAFSRA PRAFIEHE PRAFIIE RS
.y o PTP/7 /L B — gl -

M . 0o o 7R f
EWIRFRER 25°C. 60%RH (A A D) ) 36 % H e L
N . PTP/7 /L 3 ¥ —AldE s
Y . 0o o N f
InEE R 40°C. 75%RH (ERHI A Y ) 6 1A il L

TR 60°C H T A () 34 H b7 L
ig L 25°C. 75%RH BT AR (BHtE) 35 H ikl L
- 25°C. 1000 Ix o . -
DI (D65 5 ) vr—L (BARD 120 7 Ix+hr e L
RERIAE - MRk, TEEREBR, WA (FEW-rERER) | REENE, BHME. &5
* HSFRIE 120 75 Ix-hr LA b, Tk %W%I$M¥2mWhm2uL
V' =43 K OD #£ 50mg TRE [SMPP]
B IX Sy PRI RATERE PRI B R
8 . PTP/7 /L X ¥ —aldk "
pI/IBEEEEN 40°C, 75%RH (A A D ) 6 # H 7L
IR RE 60°C H T AN () 3% H e L
ﬁﬁ% N o 0 S ¥ AN N
oA 1 25°C, 75%RH 7 Ak (BAke) 3nH ZAe7 L
e 25°C. 1000 Ix o ) S
ot (D65 5+ ) vy —L (B 120 J7 Ix-hr Eib7e L
WBRIEE - MR, MERREER, A ME (EEYERER) | BEENE. B SR
* KPR 120 77 Ix-hr DL b, T EEAMS = r L —200 W- h/im? LIk
TR E D 72 E
Y =H% 3 K OD #& 25mg TRE SMPP|
PRAF S PRAFIEHE PRAT IR FRBRRG R
IR 60°C T AR (B) 3% H 2L
o 1 o o i N R - 2k (BAEN) ©
T B 25C. 75%RH T A (BAR) 3% A ZOMOER - Ebie L
25°C. 1000 Ix
AV N N — . R
ot (D65 5 ) y—L (B 120 J7 Ix-hr k7 L
RERIEE MR, B8, BEEE, BAEM. BN
*5AN—32N (ZE T (BHEE{R 28 30%LL | C, AHEEAS 2.0kg LA EDBA)
>~ =+ I N OD #& 50mg TRE [SMPP}
PRAF S PRIFIEHE PRAFHAE N RES
IR 60°C HT A () 34 H 2L
N o o i N W by (BN
L 25°C. 75%RH 77 AN (BA) 35 A ZOMOER - E{bie L
25°C. 1000 Ix
N N N — . IS
ot (D65 5 ) ry—L (B 120 75 Ix-hr e L
RERIEE MR, B8, BEEE, BAEM:. I

*107N—68N (Z

1. ARERVBEREROREN

L

KT (BEEER R 2S 30%LA BT, fHEEA 2.0kg EHLA LA




8. ¥l DERALI (MELENELL)
LR L

9. BHM
HR R (8 k)

10. &35 - 2%
(EBNBREGRS - AF. NEIBRGERE - RCHT S1ER
A LR

(2)a%

(V=4 = K 0D % 25mgTRE TSMPP] )
30 &2 [10 88 (PTP) X3, HzMAIAY ]
100 £ [10 &2 (PTP) X10. HifRAIAY ]
(V' =4 = K 0D %t 50mgTRE TSMPP] )
30 &2 [10 88 (PTP) X3, HAfRAIA Y ]
100 £ [10 &2 (PTP) X10. HifRAIAY ]
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Y LR
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Y =% I F OD #& 25mg TRE [SMPPJ />~ =+ I I OD #E 50mg TRE [SMPP |
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1. BIRIRHE S0 B B
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V. AEICET HIER

1. EEXIEHR

4. MEEXIIHHE
<0D £ 25mg)
OnR—F2 v hs
(LR ENREFHFCHDOI/N—F OV UREFFEAL THLTRITHENFEONEL - 2I5E)
OLE—IMEARIZBHFEICHES I—F Y= L
(LR RNREFRHEFNEZFEALTHENA—F Y X LN EETEIES)
<0D £z 50mg)
VACEE AIRZ
(LR ENREFHFCHDOI/N—F OV UREFZFEALTHLTRITHENFEONEL - 2I5E)

(fiFa5)

=% IR

B AR/ AERER ORI 1T, TUAR RREARAEZOFH L T o | FIERABRIL TLVAR
RAREGHERAN MO S—F 0V VEEFH L TV D EE ] ThoTo, EERICHRWIE AR/ IFERER I
BIMLT-DIE, VAR RAAEHERAIOBLDEBZITDOT T, VAR FAEFRFNHOF S —% 0 iRk
ZOFHLTWLRENIZEALETh o7, T X9 REBFEZXSIC, EHEE ) O ToH % UPDRS Part
MAFHAITREELEZZ LD, PREXIINEE =% VUi (LR RSB foF S —
XUV UREEFHALTHHDICENE SN2 E) | ERE LT,

LR RRERRACMOPI N —F Y VIR EZEA L TH IR B G N o256 1T,
LR RREFRAF EMOFS—F% 2 IREP O ST THIRA o BE 7 T2, LR KX
GEAREBANCHEH SN T OP/S—F 0 UIFEN P S du, #ERAIC LR RSEERE O L3 &5
STV TERATSREE L E D,

LB/ MERBAVEIZfE S /S—F Y =X A [h LU —7 OD §E 25mg D7)

N—=F V=X LEMHEH L E—/MERRERAE RS 2 55 & U7 B IAHRRER Tk, SeUEHEL LT TL-
DOPA/ Dopa decarboxylase inhibitor & 71 % 822 HIBH A RT 12 UL Fdie U CARIET T, BIEiBRLs 2
MAi2 AL - HEN—ETHHIEH) ZRELL, ZOX)REFEZXIRIC, EERENOEETHD
UPDRS Partll &7t A a2 7 3ei&E L7 2 & D, e Udzshise TLv e —/MRBRIEBAEIZHE 5 —F >
=L (LR RREERBZFERH L THA—F 0 Y= X LANEETH5HE) | LRE LT,

2. hEEXIIHMRIZEET 5FE
FRIE STV

3. RZRURAE
(D AERUVHAEDREDR

6. RiERUVAE

(0D £z 25mg)

AENT, VAR RAGEHEBAEJFHT 2,

IN—F YUK

WE, A =9I RE LT, 1H1E25mg 2/ OEET 5, 2B, X=X Y 9FICBIT
LIERO A NZE) (wearing-off B15:) OtkEICiX, 1 H 1[5 50mg =& 0&53 5,
LE—/MABRIBBAEIZHESI N—F VY =X L

BWEL. AN =3I FE LT, 1H1[E25mg &k A&E5T 5,

(0D £z 50mg)

IN—F DY R

AFNEL, VAR RREERAIEDFHT 5,

WHE. RACY =3I FE LT, 1H1E25mg 2RO #%51T5, B, =% Y RICET
ZAER O ANZEH) (wearing-off B142) oik#2i%, 1 H 1[0 50mg #0545,




(fi#Es)

R—=F Y PR

F LU — T EEDOKRE TORRKRERTIL, LA FREERAIGHL TWAHEEIZ L H 1A 25mg % #
U, AANOFNE GEERSIER 27 0kE) & RN Sz,

T2, ML U — T8O EBNAFREC M L 72 5 IAEFAER Cld, wearing-off Bl & 38 Bl L 7= B

(LA RAEERAOEH) 12, 1 H 1A 50mg Z#5 LicfsS, Aok (off Ref 0 &fE) & ZarEn
R ST,

L E—/MERIZREEICE S S —% Y =X [ LY —7 OD $& 25mg O 7]

ZhEEBINAGERAIC EhE L 72 B IR T, LA RREFRFI e o Bk L, 1 B 18 25mg
G LT R AN OA MK OV MED R S vz,

Q) RFERUVAZENHRERRE - IR0
[V-5-3) A= RICIERHER ] OHESM

4 AERUVAEICEEY HIE

1. BZERUVRAZEICEET 5FE

U—F 2V R

AAKlD 1 H 50mg #5123\ T, 1 H 25mg 54 L[R5 on RFOEEERE O SGERNRITMERR ST
W, [17.11, 17.1.2 ]

(fiFan)
AH 50mg/ HIFAER D HINZES) (wearing-off Bl5:) OdiEZ HIIE L THRESNOIHETHDL Z L
5, WMUIRBEICHRG SN EHOEEMETLZ L & Lz, £720 AAIZMEH L T A0 BECARH
25mg/ H &2 LT\ B A3 IC, 25mg/H % k[0l 5 EEh S RE R = B2 2 #i4F L C 50mg/H 2 ¥ 5- L 72

WE 9 AN 50mg/ H o b T Eh B e

RLE LIEEMAEE S5 Z L & LT,

5. ERPRALIE

FRIR BRI SE T R HR AL - L ) — 7 OfE R & Fiflt
MEREKRT—2 1Ny r—o

(2% LT 25mg/ H & LR S SCEERDHERR S LTV R W E &2

[V E—/MEBIZEEEICE S /S—F 0 ) = X 4]
BEHX 5y B PIEIrEC BT A v B - B h R
ER(ii] EUMRER | N—F 2 V=X L&Y | B BlEH - AR
L E—/MEBERAE B | HER 7IBR
ZEER THEHEMRI - 1285
TR, T X aMb, | TR, 25mg, 50mg
“HEEMR, WITEERH
A WIARRER | /S—F 0 V=X A% | Bl BE - 4
L E—/MERERIERE | Bk EAZA N
ZHEHR THEMR - 1285
TTRARRR, T oMM, | TR, 25mg, 50mg
“EEMR, WATEERH
IEE FEEME - 405E R
FEER BR 4G 5-825mg
25mg X 1350mg G B IE)
(2) BR PR EEEEABR

ek A 9 Bl &2 kf5iz, ¥ =+ I K 200mg H[al#& 5. (34) . 200mg1l H 1[8]2 HE#ES (34) | 400mg
1H 1B 2 AfEES (4) NHEINIZ, ZORE, 2L W TIREEMEIXRG TH Y . ZathlicEs
WTHMEE R BET IR o7z 9,
) AFIOERARIL, S—F Y FICR LT DER, RAICY =% I FE LT, 1H 16 25mg %% A #
55, e, N—F 2V IRICEBT RO HNEE) (wearing-off B15%) o121, 1 H 16 50mg %
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BOE5T5, | . LE—/MERZBHSEICE D =% Y = XA LR T@E., Ay =93 v
LT, 1A 1[E25mg k0% 53 %, | Thod,

Q) AERIERAER
D)= 5 ¢ 8 T FHRER
LR RAREFRANC L DB CTHOBRIRNME LN TR = Y R EEIRE LT, 1
H 1[E, 1 HAH 50mg. 100mg. 200mg DA ZhE L MOV T, 77 RE2xBE LT EHE
Wb R BRI L 0 Bt L 7=,
AMEICBI LTl 1 H#% 55 50mg. 100mg. 200mg THAMEZ R RSHEIEZFRD B 7248,
UPDRS % F W 2 FHlIZ 3 W TH GRS Hiv7z, 50mg B 58 Cld Partll (H & AEJREIE) KO
Partlll (GEBHEE H#E) T 7 B RELERACH LikE LT,
MBI LT, 1 H# G & 50~200mg [ E K 2MEIZRH 20 E OO, 200mg TlidfA EHF58H
FORIERZBER, PIEBERENE <, 1Emmm%@zém%%&5¢éﬁA X, kviEEC
BETHIVNENDD EEZ BN,
) AREFNOR—=%2 Y JFIct T 2 ARBAEIE EE, KA =3I FE LT, 1H1[E 25mg 280
BET 5, B, =%V I AERO BNESR) (wearing-off BL4:) OUGEIZIL, 1 H 11H]
50mg Z#E#E3 5, | Thb,

2) L B —/MERIZRENEICLE S S —F v Y = X 4 TR

VAR RAREFRANZRATFONN—F 0 V= X L5 L E—/MAAGRAEBRE 255 E LT
25mg/H. 50mg/H OEEEREFEE T2 AT ONWT, I EREZRE LT EHERIE
RERIC LV IRE LT,

HEMEIZDOWTIE, 12 #KFD UPDRS Partll &3+ A 2 7 2 b &4 LEFHMIEE & L, BEE R L7
FEER. 50mg B T B ARBHCH LEEICSKE LT,
@W%ﬁ\fﬁtfﬁlm%(W%WD\ZMQﬁLw%(MBMW\SMMﬁmm%(MMM%
WCHRBL LT, BIWERORBEIAIL 25mg BECIX T 7 B RBEE RFEE Th 7228, 50mg RECTIET 7
EAREEL Y @ T,

) AFID LB —/ MEREZBAIEIC AL 5 /8 —F o Y = X MR B &RAREIT LEE., RAIC =93 R

LT, 1H1E25mg #0553 5,] Thd,

(4) #REE R AR BR
1) BENMHEIREEEAER
V=% I FEOENERRBRBAEIILL T LB Tho 7z,
(=Y )
O  [EWNE I AR/ TR
VIR RAREGHERANC LD CTHOBRRPTE LN TR N—F Y R 347 il & 3512
7T R E Ul H B MREGRER & FhE L 72 R, 25mg B G RETIR T T B AR GRS
FEEHIIE H & L7= UPDRS (Unified Parkinson's Disease Rating Scale) Part &7 A =27 (GESENFE
HEA) Mg L. AOMERRO b,

UPDRS Part &3 A 27 KOt E (BEFHIR-X—ZXF 1 )

. U o= s - A& .
B HRE EGEL | X=X T A | EA&KFEmEE TG 0 | P B
7T AR 81 22.9 21.0 -2.0 0.8 —
25mg & 76 26.5 19.9 -6.3 0.8 p<0.001
50mg #f 82 22.5 16.9 -5.8 0.8 p=0.003

BG4 12
Q) N—RATA MEELERELE LSBT T LI D EH,
b) Dunnett #7E (vs 77 & REE)

V' =W 2 ROFIWEHRBAEE X 25mg #% T 40.5% (32/79 #1) . 50mg #£ T 49.4% (42/85 %) TH
0. ERRIER CEBUEE N 5%LL 1) 1% 25mg B CIRERD (5.1%) . 50mg B CHIR (12.9%) |
BHEGE (71%) | P27 L7 F o RARTFT—BEM (71%) . K ET (5.9%) Thoiz,

- 10 -
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QEWNFMAHRER GEEERE X 27712 X 5 3Fh)
LR RREFRANC L DIRETHRRIEPE LR TRV S—% 2 Y 5B (UPDRS Part T
AFtA a7 10 SLLE) 196 Bl &2 xR, 7T B AR A% & Uiz Tl B R EGAER & I U 725
25mg #& G T T 7 B ARG EERFHMEEE & L7 UPDRSPart & &FA =27 (GE#IEE S
B BgEL, AOMRRO LN,
UPDRS Part MI5FF A 27 R OE(LE (R&FTHERE-X—2F A )

P El R .
BB R | AT | R | Y
77 v R 63 21.5 18.7 -2.9 0.9 —
25mg #E 61 214 15.6 -5.9 0.9 p=0.029
50mg #f 60 233 17.6 -5.5 0.9 p=0.073

B 54112

Q) N—RTA R IER L LI BT T L X0 EH,

b) Dunnett #7E (vs 77 EHRE)

V=W RORWER IS HBEE 1T 25mg #£C 30.2% (19/63 #1) . 50mg AEC 34.9% (22/63 #]) T
D, FEREIWER GEBUHEEA 3%LA L) 13 25mg BTV A% 3o — IR, 25, SARBGE, /)
WA . #19 SER (% 3.2%) . 50mg BE CREAR, L, FHEED (% 4.8%) . RIRGE, A
FRU—, BIE, L, WREEEZ (% 3.2%) Tholz,

@ [ENFEIAERER (off BEEIC X 2 FFM)
VAR RAGHERFNC X DRFETHoRRENE LT, wearing-off B1G &2 R B L 72 /3—%
vV REBE (off 2N 1 B 2 BFRILL E3EHL) 389 &kt Bc, IR AL L _EHER
Folg ik B 2 S50 L 7= . 50mg X GRETIZ T T B AR G R T EIHIIE A & L 7o off BRI
Ffa L. AR HREY

off il (RFf/H) KROZE(LE (RE&FHIR-—Z T 1 )

o e | oo | v Eib & N
BB SR AT | R e Y
A A 53 129 6.303 6.300 -0.011 0.173 —
25mg #E 125 6.435 5.991 -0.436 0.176 p=0.086
50mg #f 121 6.377 5.657 -0.719 0.179 p=0.005

e 511212 3 e
a) N—RAT A MEEHEREL LIS OET L L0 FH,
b) FARETIE (vs 7T &ZHREE)

Y =3 RORIVERSSHMEE X 25mg B T 26.9% (35/130 1) . 50mg A T 35.9% (46/128 f§i) T
HY | ERBEWER GEEBEED 2%LL ) 1E 25mg BE T A F 32— (6.2%) | I F R FEHENN (3.1%) |

F I EREGED . i 7 A )RR T 7 2 —BEIN (% 2.3%) | 50mg #ETY A X% P— (7.0%) |
IR (6.3%) . M FLERMKREER M (2.3%) Th-o7e,

(L e —/MATIER
FE A 255 I

LR RoNEFRIAZ 12 AL EES L CORAF O S—F 0 V=X L5/ L E—/METY

FIEIZEE D /R—=F Y =X b)

SRINNE

B 3BLHIEXIFRIT, 7T R EXRE Ulc “HE RG22/ R., =% I K 25mg
BHERT T 7 v R ERECH AT EFHMEER & L7- UPDRS Part I&# 227 (GESHRE A
NIE L, ARENRRD bz ®

BEREY O 2 AR ELE, ) .
UPDRS Part &3 A 27 L OELE (12 @I f-X—2F 1 V)
BEEE R | 2T A | R il i
T el 0 | pasass o
7T v AREE 118 30.5 29.2 -14 0.6 —
25mg picd 117 31.9 28.1 4.1 0.6 p=0.005

#5412

i

- 11 -
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Q) N—RTA AEEIERELE L, B, MY & 2O EER, EiEREMZ ST MMRM (Mixed
Model for Repeated Measures) £ TEH,
b) Hochberg 512 & VW £ &M% 5%,

V=2 FORIWEMZIIMEE L 25mg T 15.4% (18/117 ) ToH 0. EARBEWEM GEBUHEE N
1%L4 1) 1ZMEIR (3.4%) . RERD (1.7%) . FHER (1.7%) Th o7z,
) ARFND U B —/MEBREEBEIEIZfE D /8= Y = XAk 57K EIL 1 H 25mg Th 5,

2) REMHER
O —F Y R
D E#EERE (D
EHFRBREZ KT LBE CIREOMGE AL Lo 3—F v Y URBRE x4 L L, ER&REIC
£ B LR RAREHERAIDFRAREOFINE, ZRME2RFTT 5729, 1 HH&E 50~200mg % 1 4R #
H4 2 B 5 RBR & £ L7,
HEHEIZE LTI, UPDRS TREMIBICOT W W RN FT 5 2 L OVRR S iz,
1 H & 50~200mg TO/X—F Y RBE IR T 2 RZRMEICBE LT, BERAMEITEEO RN
OO, 1 HHE 200mg #HETIFAEFLBBUENELS, 1 HFHEL LTEHRETERVWEEZ LN
oo —HRICEMIRICOZ > CTHEAEZHEHAT 2 ZENTHEINDI A A—=F 0 Y UFBREICH LT, &
HIRZ 7= > THEAT 2 Z S ICRRICREIT VW EE X BT,
H) ARRNDOR—F Y IRICKHT AARBAEIL @, gAYy =% I FE& LT, 1 H 1[E 25mg ##%0
BET D, B, N—F Y IRICBIT DERO HNES) (wearing-off Bi4:) OEIZIiX, 1 H 11
50mg RN ET 5, | THD,

i JE#&RERER (2

IN—=F 2 REEICHT DR 5K D VAR RAAEFRAPAEOZ 22/ L. BRI

EMRSEOFIMEERTFT 5729, 1 HHE 25~100mg % 1 F[# 59 2 R 5538 % 550 L

77

EIEAFE BT 65.2% (60/92 f5l) ToH YV, EREHWEAIZER, K VET, Bl BREER, 55

B, DAFR VKPR ETH -T2, BEMERSGICXVRWERAOEIRENEHZLS b 2 Lidil,

BRIRIIICHIEE E 2D b Db 7eroTc Z &b, RHIRICOTE > TLUAR RREFRAIE AT S Z

EIFFRICEZ N D LB X b,

AZN%EIL UPDRS 12 & 2 5Fll CUGEDNRD i, TOMEDRFHE L= Z &b, BHIEEICL - T

BN—=F Y VIRIBRICA D RERTH D EE 2 b,

&) ARBNDO =%V PRIk AARBAEIL @, ALYy =3I FE LT, 1 H 1[E 25mg ##0

P55, 2B, =%V URICBIT DAERO ANEE) (wearing-off H4:) OEIZix, 1 A 1
50mg Ak Hith54 5, | THD,

QU b —/MERIERFSEIC L S N —F 0 Y = X L
FEWpe 55
WN=F 0V = AL EMHEH LB —/IMEARIGEBEE B % k5580 U 7= 55 IAEEER 0 — 8 B MG
(12 M) 2 Bikee LT, FEEHRIAHEY (40 M) 121 A& 25mg XX 50mg ##&5- L, Mk
HEe (52 M) OREVEROHIEE KR LT,
EWERE (52 8E) ORIETORBEGIT 31.9% (73/229 #il) Tho71-, FHEEGDOE D> T-F|
TERE, REBED (5.7%) | IR (3.9%) . BAJEHE (3.1%) . ek (2.6%) . f#HFK
(1.3%) KONEZ (1.3%) Thol-, RHFZGRICHEE T 2EHEOFELLC, BEHMNAEL 2DIC
ONTHRBAENENEL 2D FRIT 1o T,
EM& G (52 M) @ UPDRS Partll &5t A =2 713 28 F £ TR T L., D% 52 I £ TR
BHERF LT,
) ARFND L — MABIERAEIC AL 5 S —F L Y = X AR ARG AR @i, Ay =9I REL
T, 1H1E25mg #5325, | THhD,

(5) BE - FRRERIGER
MM ER e L
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(6) ;AEAER
DEABRERE (—REARERE. FEFEARERE. FARBELERE) | HERTERT—2—
AFAE. HERFTRERABOANE
<R—=F Y PR >
V=43 R 25mglH =% Y UREBE AR L U A A A (BRI oA D
FAAHAR - 2009 4F 11 A ~2012 4E 6 A (BL£2HIM - 1 4ER))
LAV VA R SRAE W 542 Birh . BIVEIX 62 5] (11.4%) (2 86 #HFEE L=, FARRIEAIL.
FEMED £ 24% (131F) | WFL7% (OFF) | YAFHY—15% (Bf) Thol, &
BERRWERIX, 36164 (Kf21k, =M, LB, WhEEORS, BEMEGREEES 114 2

B BT,
AN« ARG G 527 10 e A BRSO BV 341% 77.6% T - T,
et ah o

ERUCEREN [ [ooW®E] (AE L) LFMEShENE 58 & LCARERB L, Sk
TR, TdeE) TR0t TRE L *Yy R 2% THYL) o 5 Bk CHAERASREM L7z,
1 AEL: KFFRERBIFIC S—% 0 Y VERR 2 bo— L ENRTEBY . AAIFRERBE®Z S 2 b
0 —/L ST TREDEE (RAINERO%5E
H2  ARE2: AARERBEKIC =% Y JERN 2 br— A ENTELT, ar bo— L REOEE
REDOHE (RBIBEHOEE)

V' =43 K 50mg/H wearing-off 154 24 5/ 3—F% 0V IRHREEZ XL L LREEARGERE (B
WE I B3 25 4) 59

FAAHAM - 2015 4F 2 H ~2017 4F 10 A (BLZ2HIH : 1 4F)

e L MM SER] 540 Bith . BIVERIL 47 ] (8.7%) 255 F3 B L=, TARRMWEMAIX. ¥
AXRTT 1.5% (84 | HIR1.3% (7H]) Thot-, EELBERIZ. IR (X)) | 4
HO(ER) | EMEREEE A S LN,

BRI - AR S5 503 Bl DR EMEF D off BEI A L E1T-0.74+1.64 R CEXE A= YE(R
) | WERNI56.7%TH -7,

M EE

SRR (Y] (Rl LMl SN EAORS % TR & UTHRI Lz, SdcsEET, Tk
B et [REL Ty DRZE2%2 THE4L) o 5 BB CRlffi L7,
1 RE L AH 50mg B 5-BHEEIC S—% o Y VRN = b — L ERTRY, BERGHR L2k
1 —)L & CTREDSE A
2 RZE 2 AKI50mg B EBIIARRC S—F v Y ERA I b r— L ERTRELY, 2v hu—LRE
DEFEREDOYE

< VB —/MEBRIZREEICE D S—F v V=X LA >
V=W I R25mg/H R—F Y = X AEES LB/ MERIGRHE R At G & U 7o — el A kA i A
57)

FHAWIRE - 2019 4F 2 H~2021 4F 11 A (BIZ2HIfH - 148)

LM VR R E B 514 IR . EIVERIZ 41 61 (8.0%) |2 51 -REL L7-, FELEIA N 1%L
DOFWER L, IR 1.4% (7 1) . ARKBEOE 1.2% (6 1) ThoT-, BEMHFFEHETH D [4)
OB, AL, BER ORBUEFIEIA L, B 06% 1) . LR, LA 04% (2 14F) |
FEZ02% (11F) THY., SEELORBIIR -7, BERBWEM S LTiX, BAEE 2 1,
WRREE, e, KERESEHE T R A L EHEARD b,

BN A IR SUE B 470 61 O B AT O A Zh =M1 52.8% THh - 72,

MAHBE

OREEEN (U)oU) LM SNEFOBIG % AR L LTHEH L, SRUEEE,

) ToRvUHE) TRZ) TE(L) O 4 Bl CRAr Y EASEEE L 7=,

DEBEHELTEBPENNERITER L-RE - SBROBE
A% L7R0

(N ZF D1t
MM ER e L
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VI. EMEECET HIEAE

1. EEZHMICEAEHHLEYRITILEYE
LX) VR, T~ D U
IR BEEO D 5B ORRE U REFIL, BFOE TSN LEEZSZRT L2 L,

2. REMER
() ¥ERERML - 1ERRF

ERBEFIZE PRI SN TR, 6-8 Rr ¥ R332 (6-OHDA) 1T XY Al BB R4
KD RS AR BINANCHEE L= S —F o VYV URET AT v b (Al 6-OHDA ALE S » ) 2
T2 INBATIEIC LD FEBRIZB W T, LR KX (Rt 70 RIEBIEESA) FHH T2 D RdEARRS
HRASNG S RS v LUk LA E R ERER RS,

2, T ROV ABREEI har KT « 7 F Y —AEERT O MAO IEHEEZFLEL., TOM
LN B MAO @ B AR M2 R4 9),

oI, TR CaTF vV LU NaT ¥ 2/ (Ehice MEB B X ) 78) 1T LT, EnEh
DF % FMTBIT HEROMEER 2 R~T 9,

(2) EshEZE 1T D HRERAIE
LUA RN GEBE 72 RER) PR TICBIT 2503 —F% 0 UnzghiR
DOUEBENLNE B ASR—=F Y IF{ET VT v MIBIT D LA R2EH ORI
V' =3 F 15 KON 50mg/kg HLEHEG-1%, LR RSB ER) ST 6 L CHE Rl R AR L7 19,
@ F il 6-OHDA ALiE T~ MZH T 5 LR KAUWER OEE
V' = 3 K 100mg/kg HLEI#E G TL R F/% (RNov T2 RERREGA) i RIsES oI
® L TEEN R Z R LT 1,
Fio. KETNT v MZBWT, ATV R (Rev 7Y REBEEH) OmARKEREIC
X 0 AT TEh O B R 24 L. FE2BRAY wearing-off BG4 5| & 2928, Y =¥ I K 50 KX
100mg/kg @ 1 H 11[8] 14 HEREHE 512 L 0 | ZEAY) wearing-off BLG: 1% L THENR RO H il
7= 12,
@MPTP*E T A /S — 20 Y URE T AP ACEIT 5 LR RUWEH O#E5R - IER %) 3
Y =3 K 12.5 O 25mglkg O HilE# 5., X% 1~10mg/kg O 8 BEREIFE D 14 [l E# 512X 0 |
A FHNCEE IR o 7203, IR A F L LA R BRI TEI O MRS 5 VT E OIS (%
BRI K OME A FRE R SIS B LT,
¥l AFN4-T7 =2 =)1-1236-7 b T R ov
2)VE T
OMEEI ha v R 7 w7 kY — ABEEA T O MAO TEMEIT 5% FE R F
Y= RET y A =7 A VRO MAO IEMEIC 9 2 BERNE (i 4y & o 30 4y o
TLAVXa_X—2 g VEETF) ZRL, ICoEIZLLTDOERBY ThHho7z 1),

MAO-A MAO-B MAO
Hi 3k (G - [MC-15R%] (FEH « [MC-1Eak] (FHE « [MC-HEmk]
tr h=) B-7 == F T I ) NEARINY)
7wk 250umol/L 27umol/L 85umol/L
BH=r AP 520pumol/L 58umol/L 10pmol/L

QO#FEZHRERKL N K T v AR —2 —zxtT B E
R, TReFLay FJAVEIVEE T RLFV S TF vy v-7 2 IR T
Py, HoFEI)A R, 2L A= AT alFy, F— MRV~ NREZF LU %
GULHEHEZRE, TNZE/TIV, KXV, kv b=y, JAT KL FU > y-T 2 Bk
OWT T ) vy bV AR—F—ZxT 5V =% I K (300pmol/L) @ in vitro BLE=R T K 21.14%
THoTo, UEDFERNL . ZNOZRIKE NN T v AR —HF —1ZxT 2 BRMENRD 7200,
RO TR Z & AR X 72,
ORREARRE T R AR R sV
F v MZBITDH Y =3 F 30 KU 100mg/kg DHEH# S, EAE Y MIBITFSHY =% F 10, 30
KX 100mglkg D HEHE 1L, TNENAE 7 invivo BRERHER T RS S ARSI E T 2 R
L=,
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@l 6-OHDA #LiE T~ MZEBIT B LA RAGEFH TO R U HEhnhf
Jr il 6-OHDA JLiE 7 » M, LR R 23PRH F ¢ =% 2 K 100mg/kg % B[R 5 L 7= k55, ks
BRI K0 JE LI BE IR SRR BT T O KX LAV EREICER LY,
¥, IEHT v MY =% K 10~100mg/kg & A& G Lz & 13, VA R0t -FEHFH T C
BERBITIR T O RN U LUV HEBREEBITRD LR > T,

®v MUT %47 CaT v x/V KLU Na T v 1 uizxtd 5 BHEEH
V=H3I FiE, B MUT Z A7 CaF v/ Cavd.l KT Cavd.2 IZx%f LT Ca F ¥ /L # flE
L. Y =% 32 F3mmol/L ®LEFEMIZZN TR 59.5%, 424% TH -7, F7=. Cav3.1 k345>
=% ROEEEHD ICs fEIE 2408.1umol/L TH 72, X 512, b M Na F v 1/ Navl.1l, Navl.2,
Nav1.3 & O Navl.6 (2% LT Na F v R/VEREZEEL, V=% K 3mmol/lL DEEEMIZENZE

AU 12.6%, 10.7%., 11.9%, 17.3%Toh o7 9,

() fE MR - T
DRI L
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VI. EYEhRECRHd HIEH

I MAPREOHES
(1) B LA MR
LR L

(2) BRPREAER CHER SN -hiRE

1) HElRE 0 &5
O =43 K OD #& 25mgTRE [SMPP] & kL U —7§E25mg (e IE) DEMZFRES MR

KT DR R (HEH 23 ], Z2MERE Y =4 3 F& LT 25mg & 1 W& 5)

=iz Tmax (N)® | Crnax (ng/mL)® tyz (N) Y AUCo-6 (ug-h/mL)®
OD #& 25mg 8.0(1.0-12.0) 0.100+0.015 96.6+£32.5 7.16+0.93
§iE 25mg 4.0(1.0-24.0) 0.099+0.015 99.1424.2 7.00+£0.87

a)FRAE (/M - e RE) . b) IME EAE R 22

0.15 -

—e— OD#E25mg  —e— §F25mg
u TEELRERE (n=23)

FREE (ugimL)

—HE

mifEdy,

0 20 40 50 80 100
BERS (h)
K72 U CHRAORER (R 23 i, ZEiERs =% I K& LT 25mg % 1 B 5)
ﬁ”ﬂ% Tmax (h) 3 Crmax (p.g/mL) b) tie (h) b) AUCo.-96 (ug *h/m L) b)
OD #& 25mg 6.0(1.0-12.0)| 0.101+0.027 119.1+39.2 6.83+1.54
$E 25mg 4.0(1.0-12.0) |  0.100+0.023 102.4+36.4 6.77+£1.50
)T RAE (R/IME - R Al | o) FEIE AR R =
= —e— 0D#F25mg  —&— §E25mg
E | EEE+RREE (h=23)
Q
g
gi

m#Echy,

B8R (h)

fEEER A Y =3 2 K OD $£25mg TRE [SMPPJ & h LU —7§E25mg &, 7 B 24— "—klZ LY
ETNENLEE (V=% I F&LT25mg) ZEfgRsE, KHY (2341 KOUKZL (23 41) <T1lEHEEO#E
HLUCmEpy =4I FREZRIE L, HBonEyEiE T A —% (AUC, Cna) (22T 90%(F
HE X RS CTREEHIAT 24T - 7255 5. 109(0.80)~log(1.25) DFPHN T V) . iAW Sr0R S 2 e
REni-.,

- 16 -



@ =% 3 F OD § 50mg TRE [SMPP| &> =+ 3 I OD #& 25mg TRE [SMPP]
Bk

& &S 570 5% 1 E TR O LW A R SRR A T A

D AWy [R)

ICHSE, V=¥ I FOD

50mg TRE [SMPP] & ' =+ 3 K OD % 25mg TRE [SMPP] [Z/EWaIC R4S & Ir7e Sz,
@Y = I FEED H #5305
fERERR N 12 f51], 25mg ZERERE 1 Bl 5
Tmax (h) ) Cmax (ug/mL) b) t12 (h) b) AUCo-t (ug' h/mL) b.c)
4.0 (1-10) 0.118+0.018 94.0+26.3 6.68+1.57
a) FOE (R/ME - e KE) . b)) FHEIE AR, ) =96

2) AR O 5
<R—F 2 F >

1 H 1[8] 25mg Xi% 50mg % 4 MR O#E Lz EOEFIRETO M7 7REX, ThETh 114+

0.48ug/mL (108 {51l DL fE = FEHE(R 22) |
(V=% REEDT—H)
<V E—/MARERHEICHE D N —F Y = XA >

2.57+0.86ug/mL (105 fil D LHFEHERZE) Th o7z,

1 H 1[0 25mg X% 50mg ™ % 4 BB OEE Lz EOEFRETO N7 7BEEIX, ThEh 143

+0.34ug/mL (39 {51 DM - FEER 22)

(V=% FgEDT—4)

1) Kﬁﬂ@/\“ﬂi%///r (2R % AR
Ik 2 &R HEIZ LA 25mg TH D,

3 sl
MR L

D EE- tREOZE

BERERN 12 BlIC VT, ZEERF R ORI IC 25mg & 7 b A A — 38—k (1 6 i,

. 3.43%=1.34pg/mL (37 FlOFELE EEHER ) ThoTz,

DAEIT L A 25~50mg, L B —/IMATIERAEMEICfE S /R —F Y = XA

2 ) (kv EER

A5G Lz oty =9 I NREOHER, EMEREBAN T A—=ZFZLUTOLEY T, Cux &

AUC [ZEFEIUC L VKT T A2EAPEDLNTZHEDD,
iEB ik/\/kmu&)ﬁonf&z})/)f_o (/ ‘bL ]\fﬂf@T &)

(ug/mL)

0.14 - ZEFRE (n=12)

-+ &% (h=12)

War BEE

24

36 43

EFE (h)

&0 v a4 a5

NAFTTXAZEYT 412

xtTHrREFEOR

ZE R K OVEE % HARIE A 4 S ip o Mg > =3 X NIREEOHER (fREERAN)

ZEREIE B OV % HARIRE O 3 G-I O BN IR 2 HY /ST A — & [fERRRA 12 f1,

25mg 1 [A4% 5]

Tumax (h) @ | Cmax (ug/mL) ® | t;p (h) ® | AUCo (ug-h/mL) 9 | AUCoss (ug-h/mL) D
e e R 5 4.0 0.1177 94.049 6.683 4.162
BRHEG 4.0 0.0959 138.670 5.392 3.576

a)F I, b) T
AUCo-t : O~FH&Y 2 77U o ZWERE t kT oD i v 8 8 - ] R
AUCo.s : 0~F¢ 5. 48 B[4 F T oD i #5E Ty J3 - ] i T T
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2. EYEERONTA—4
(1) g A%
HEYENEE R T A —Z T, BT ITHEAE LR WIERTIC L 0 B

(2) BRI
LR L

Q) K RETEH
fERERR N 12 5], 25mg 1 [A1#% 5., Il i HERZE (V=% FEDT —#)
Az (KERFR DI IS E E4) - 0.0080+0.0027h}

DHoIVF7IUR
fEREREN 12 5], 25mg 1 [El4% 5., Pl R ZE (V=% FEEOT —#)
CLIF (B FoeH 7 V7 Z 2 A) 1.91+0.65L/h

B) AR
fERERR N 12 5], 25mg 1 [A1#% 5., Il EEHERZE (V=% FEDT —X)
VzIF (&R TO LT DOOFER) : 239.6+31.7L

(6) Z DAt
PH R L

3. BER (RKEaL—a>) @i
(1) BB AT 753k
PH R L

Q) I A — 2 EHER
DRI L

4. IR
T v M YCAFR Y =% I N 20mg/kg AfEOREG L7 &, V=0 I MIRREEENHE LD RIS
e H MBS THRIN SN D EEZ DL, o, VI3 22% gk S, BATIEER IS K 5 AR
3K 1B3% Th 7217,

5. 9%
(1) mix—BXEA P @ aE
Ty T Ve = X R 20mglkg AR ER AL L2 & & MRS R e e L 12IER T
H o718,

(2) I R—REAEEAPT Eid
TAPABEIZE T 2 Y =5 I NOE /AR MR X 1.22 (ARG, EA7Im : 16.6ug/mL, H
PEEHTRMA MG T EE « 13.6pg/mL) 19, 0.92 (JFH#HE G, >~ =3 I | 400mg/ H | AL : 14.4pg/mL,
53 W RF REA AR R BE © 15.7pg/mL) 20, 0.98 (fF #5541, >~ =3 I | 300mg/ H . AL : 16.7pg/mL,
HZERT B B A FEEE ¢ 17.1ug/mL) 200 3EFINHE SN TV D,

IR T~ M “C-E5k Y =+ X R 20mg/kg % 1 % O &5 3 BEf# . M AR (16.8ug X4 &/mL) &
BHAIMAE A (17.2ug S &E/mL) (XFEFRE TH -7, 5 48 Bi#121%, BHAMmIE PR & e hie
FEIERARICIR N L7z 19,

Q) EA~DBITH
Y =42 R 300mg/ B 2B ST e, BE LHIoFR & O #ER 3, 6, 14, 30 H BRI DR
Wt 1.5 F721% 2.5 K0 Y = I FORFALKL O S R 2 2 00E L 72, REFLH IR T 9.4140.95ug/mL
() = (R 2= #iPH 8.25~10.50pg/mL) | M EF 1L 10.130.45ug/mL - () R VE(R 22, HiPH

- 18 -



9.52~10.60ug/mL) TH V. PR FEE (M) /SEHEE (P) FHiX 0.93+£0.09 (CFH)+HEHE(F,
#iPH 0.81~1.03) & 720, FRALPERE &R REEITIIZFBRE CTH -7 2,
E) AANONR—F 0 Y IR T D ARARIZ 1 B 25~50mg. L E—/MEBIZBANEICfE ) R—F 0 Y = X AT
X 2EBHEIZLH 25mg TH D,

4) FERA~DFITHE
AR T BN RBNT, B FL =V X0 LY =3 3 FEERFPREIL, mMPREDOK 75% T
Hot= D),

5) Z DD AR~ DT
7 v MBI D YCHE# > =4 X K 20mg/kg #% OB 5% DIEN iz, 7 V4 A N —ROA—F T
A 7T 7 4 —TRrg L7z 72, YCAER Y =% X NHEEGH% O T v MR RE X5 3 Rtk Tk
m e e MFERRREE LAFIFWAT U CID Uiz, AR SR 2 5 60 7o R 43 D FER Fh R B L afn 45 v g i
D 12~2 5T, JRilEK, Bk, SRR TIL21~28E L mooTc, £, 7 v MIBIT 5 UCAEik Y =
B N7 HERERGZOENTOSAERIL, 1 FEE5% & IZEFRETH -7,
- FRIMER ~DRBATIE
Z v M YCHE > =4 I K 20mg/kg Z# 1 AR OG- Uiz L & V=4 I ROJRMEBR A R 1 i 5 h
FELoE<HBLE YA, V=% I FORMER~OBATIZFWA T, BFILALRST I iR (7
XTI RE) LRERIC, REBKBERICEWBFMEEZ AT 5720 THLEEZLND D),

(6) MIELFKEAE
48.6% (invitro. bt ~IiE. FRAAilEEE) 2

6. K&
(1) R BIBBLL R VR BHR R
V=% RidEE s LT TR S, 7TEF b, RUBVEOKERL, ALERT 2 REDOR
ft, A VXYY —VBRORAE, 77 v U fas, mBgaas Sl oR@sns,

MI o, MI o, MV
Z7 N Z NN
g’,_{%g“‘/ﬁ”i L cHo50:NHCOCHs Leoon
(E.'jn/ kA4 R) (5w b, i) (F9 k)
« }
OH A Oy
COCH2S02NH2 CHz802NH2 (EHSOzNHz
Y=#IF OH
OR /O\Il\l
CH2S0zNH
MI @COCHQSOZNHQ i aoheRne
(5o b AR L EF) MY [ ] MR R
R:ffR: 5 b Y
Fhrasig 43, L, e Nz armEiEd (4 2)

B =93 FOHEEGERR

Q) RBICB5T 58K (CYPH) OHFHE. F5E
F b7 m— L1 P-450 3 i : 32& LT CYP3A®)

@) MEEENREDEERVZFDEE
B R L

B REYOEEDEERVEMNL, FELE
MM ER e L

- 19 -



1. Bt

(L) PR AL K UVRE K
E& L TR

(2) Pkt
RO H# 2 WSR2 IR P HEIERIZ, RE IR E LT 28.9~47.8%, EHW (1 V0 — L ERBH
ZURKD 77 o U EHRAER) L LT 124~187% Th -T2, ZIHITHGED 47.6~60.2%Tdh > 7=,
(fdtHERpk A, 200mg 1 [7], 200mg/H X 1% 400mg/H™ 2 HE#&5) 9
TE) ARBNDN—F% 0 Rkt T 2 &G A EIT 1 B 25~50mg, L B —/MEREERBHIEIZFE 5 X—F > Y = X AIZ
*TAEBARITZLH 25mg TH D,

(3) il
AR L

8. FIURKR—A—IZET H1EH
BRI L

9. BWEFICKBBREER
MERETEAT  BEBSENT 21T > TV D TANABE LHINZBIT LY = ROEEEN 7 V7 7 0 AR ORE
FR(%, 50mg/ H #5213 0.298L/h, 18.7%. 100mg/ H ™ #5121 0.231L/h, 18.7% T - 7= 2,
MR - MM 24T > TWD TANAEE 4 6] (IR ARG 20~40%) (I2HBW\W T, Y =% I NiZ
45 B OBHTIC L 0 52.0+7.6%FRE STz &),
W) ARBNOR—F 2 IFICRT A ARAREIL L B 25~50mg, L B —/MARIFRIEEILfE 5 =% 0 Y = X ATH
T 5KRAEITZ L H 25mg Th 5,

10.BENE=EETHEE
BB 2 R I B 1T A EpdEhRE 29
EXMSREEERE (WMEAN) B\ T, ZEigR Y =3I K 300mg 1 E[ii) % O % 5.4% o0 I TR S K OV o
PEMEZEE Lz, ZORE, 7L T7F= 2777 Z260mUmin#8 (E%) 8#l. 20~60mL/min 8
B, 20mL/min &3 7 B0 3 FEICIBWNT, B2 U T T 2 A R OYRFHENSE CIEF BHEEERS & oz zEn
B BT,

Z fj;z’;‘; Conax T max tue AUCo-.. cLe Ae
(mL/min) (ug/mL) (h) (h) (ug-h/mL) (mL/min) (%)
>60 3.64 3.3 58 282 3.42 16.8
20~60 3.73 4.3 58 282 2.50 11.9
<20 4.08 2.9 63 383 2.23 13.3

a) BIVUVTTA
b) JRFPEIE (5% 8 HME TIZRPICHREE Ny =W I FOARIZxHT 2 EH0%)

) AFN O S—=% 0 UIFISHT B AR AREIZ 1 H 25~50mg. L E—/METRUGRAEICE S S—F 0 Y = X AITH
T AARMAEIZLH 25mg Th B,

1. ZDfs
AR L
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VI. £&% (EALOEESF) I HIEHE

ERNBEZFOHEA
% L7

% 0

N
#

EABEZFDEH

z.ﬁa(kwﬁﬁlﬁkﬁbau &)
2.1 W SOTIER LT A AEetE o & 5 2ot 9.5 2R
2.2 KANDEAT % U CRBUEDBEERE D & 5 B

)
ﬁ}ﬁ)&ﬁP Y=Y FF kG Sz TALABE THIE (DEPRIXE, LEHRRXIRS) 2867

LWROHEREDRH D Z & KOFEM - RO EOEE 2S5 I1Z&RE LTz, [ [VI-6-(5) 1247
DIHZ]

=

(f
2.1

3. PEEXRIEHMREICEET 5:FE L FNER
FRIE I LTV

4 RERUVHAEICEEYT HIBEETOER
V-4 FRERVRAEICEET 538 DHES N

5. EELGEAMIE L EDER

8. EELEANIEE

8.1 HUHHIIEMBICHT « BHRE., MIEMREZITO ZENEE LV, [11.14 8]

8.2 IR&., EES - £ - MFHEBNENSOIKR TR Z D Z ERXH DD T, KA OBREICIX
H B O EEREERZ ) B OBEICIERESERWE Y FEETLH 2 &,

83%Hﬁ@ﬁ%%bﬂé:kﬁ&w BCERITKIEN LHT25 2 L0835 50T, AFIEE A
BEFICEEL, 20X RBAICITERRE T2 T 272080, @MUR0MEZ21TH 2 &,
[11.1.10 /]

8.4 AFIFEHH T EHIEEIC, BERENAS 5bndZ E0NH 5D T, BEDIRER OJFEDZLE
b EEFRE<BET L2 L, [11.2, 1513, 1514 &)

(fig7n)
8.1 FRARARERIC IV T, AMmERJAD, /D RSB E O R ENHE ST b,
x%iﬁﬁﬁﬁﬁénéﬁ%@imfﬁétw LRMEIZR Lo iEBEnLETHY . EAT
TIXBFORIRELZ R L, IF#EfdA (AST (GOT) . ALT (GPT) . y-GTP. ALP %] | EH&rE
@ﬁ(mm\7v7% VAR IR RMER, AimER, R 23R LT, 5 &ﬁﬂ@
HEWTERETHZENREE LY,
8.2 PICAMARE LTy =% FIAIZMHEH L-HA1C, IRK, BXS) - ARME T, #EELHORIE
m# DB ET- LU — T EEDIKER if@%ﬁﬁ% IBWTH . BIWEM & L THRA 64/613 141 (10.4%)
ERNME SN ENDLRE L,
8.3 PICADAIL LTY =% FIAIZMER LIZBEICRITED OBWERNHRE SHTE D, FITH
O ERIBDERGIZ OB N DBENNH D Z & % RE LT,
( IVI-8-(1) EX%GEIMER & MEAGER ) DESH)
8.4 AH|Z#H INTo/—F 0 Y RER CHEABEORIERAZRD LN TWAHZ b, BEY X
WCOWTHEME T 572D E LT,

6. RENEREZHIHBEHICHTHIE
(W EHE - BEEFOHLEE
RIESH TV

(2) BEkrelEERE
g

==

BRIE S
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9.3 MrH¥rEEERE
| ERELGHHEREXIZCOBEEOHSEE
MPRRER EFT2BE0N1H 5,
(fdn)
Y=Y MEEE LUMBTBI SR, 77 e o Biagzxd Tt sh g,

HERIFEIERE O H 5 BE IZ OBFEROH 5 BE Tix, MHPREN EAITIBEZELRSH D Z &
Mh, RE LT,

D EFEREEET HE
BEEN TV

(5) 3E4%

9.5 1Eim

PESG SUFHEAR LT D ATEETED & 2 MBI R G- L 2 &, RIS Y =3 I MGl 23 5 &
NICREDOLEPRIE, DETRIBAELATIRZHELLLOWERH Y BWER (w7
A, T v by AR PV) THlE, EHRAEN (AEHEXR, DEPREREE) PfESATWD, £

T RISy =% X PRI 2R G SN ORICFFRIEERH b bh i L ORERH 5, [21
Z M

(figan)
V=PI RIZONWT, UTFORENRDHDZ ENHRE LT
ORI Y =% I FRFIZ B SN TADAVBENLETRAE, LDETRAEELFET L 0%
HIPE LT & O
HRF 218 C TR TANAEE LTy =% FIAl (=7 k7T 0) ZBMEL L TOERHADN S
DEFRRREEET 2 WA LR ®mE S Tind,
Flo RPIC=7 BT U RRA LT 26 Bl 2 ] (W TR b Ot TADLAREEZ D) THEE
HIDWREHE L EOWMEENRDH D 30,
O#MERR (vU A, Tv b A4 X, H) THiE, #aBIEHORE
YUAL Ty M AXKOH U, V= FORESBERBRME G 2ITo7 A, v URA, Ty
by A ITBWTRAFEENZE O 7=, Y0 Tik 10mglkg, 20mg/kg % 5- CIREEN RO HLZ D
BT, AEFIETRD bR o Tz LG ST 5 38,

(6) =317
9.6 ZFLIF
BRALBRNWZ ENREE LY, b FRAF~OBITHRE IR TV,
(fisi)
t NEILA~DOBITRRE SN THNAEZ L, RELTE, ([VI-5-Q)Ei+~D#iTiHE] OBEESMH)
(MihR
9.7 /NR
VINAE 3o O R i Y7 S0 T e <Y T DAV AN
(fEsn)

AFNOEERABRIZIB WD CTNEZLE (15 RN 2xfg s LRI, MEE~DEGH v &
MO ECE LT,

8) =
9.8 S
BAEOREZBILZ LN OHEEBEICKREG TS 2 &, —MRICABEMERE (B, RS METL
TWno,
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1. fAE{ER

10. 8RR

AHFNX, F & LU TEDIHEESR CYP3A TR#T S5,

[16.4.2 7]

(W HREZEEDER

BEEN TV
Q) HREE L FNDERA
10.2 BtHEE (BHRICEETH &)
SRH4 25 EEARIELR - $EE Tk KR - falRIN 1
HLTADAH] AENEFLTADARIOREE, | 7= v, IR EBE L, 7=
A= N G IO DOEMERWEXIIPIEL | /L E X —/L Tk CYP BNFE S

Vi NIA S el a4

. AF O E N E

[t ae

. AAOMAHREPET 95 2 &

Tr= M UOFRFELRNH S
LNBZENRBHHDT, TXDH
R R A RE L, T
Ll PHYIREARZIT O T &,

Tz )L EH— L H+5Z k@@éo DRIBEN TS,
ST alg s
Tz b AV IRIE, M EE, EIRHED | AFNCLD 7 2= b1 o ORHRI

&, mPEEN ERITBZ N
RIBEXNTWD,

=BRARP D DA
TIMN)TFY EE

MAO-B fHEEH AT 5 L
XU AZBWT, ZBRAHI O

AN - FERIEHIC LD & E A B
2

ruarruwd Lk
TFuT ) REHA
Ny R—)LA%

TUERZRHT D OH FlEofRicky, BiLE, &
~7aF) 5 L OREIHE, BT, TADAL
BE - B D2 b K OV 78
i & WS ZEIERD ® 6 bt
IR CHI L HRE STV D,
LB CFHER RANDOVER NS D AlREM: | BN R v 2 S8 5,
LELE s NH D,
T ) FT VR BN RX 2 m IRl 5,

ALY R
ARSI IR
(fig#n)
OHLTAMDAFE (Zxz=rA v, INAR=VBEL, 7/ LEHX—)L, )L o)

V=W REMOFTANAEDGHIC &
EBINX N TNA T LD

O7z=rAV

TADPVEBEIZBWT, 7= hr Vv EDHRIZEY, 7= b v OIMPREELZ LR IEZZ LN
REL, ZNHOWMEOTIZIE, Y= M U OIMFEED FHIC
M7 & AR R ¢ BT,

WEFSININTNDLZENG, &
o7 == bAoA ik G EEER Bl

T LT,

E)ﬁﬁﬁbfwéﬁm%ﬁiénfwé

O=BAHLD Al (7

TRV TFY )

BRRPL O OH

V. Y=Y FOMPRERGRLPET 52 L3H

(=7 uaFVU %)

EEICHE, IRE

AHX MAO-B FEERHZFETHZ L0, MNDB@$WW%ﬁ¢5?V#)/&U@$ XA
H (=7aFV ) OFHEOTEEICHELD TRE L.

OLEBAEVFHER (LEALEVE) T2 ) FTIVURER (Varra<wo %)  7Farx )
VRIER] (~Na XY R—EE) | ALY R A eI IR
INHOHEANL, WTIRL RS VOERERET 700, FEEOLEICHE T TRE LT,
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. BIEA

11. BlEH
WROBWERANSH 5ONDZ ENHDHDT, BIEE STV, EENBDOON-HEICETRG 2
1E3 272 YR E AT 2 b,

() EXLEIER & MHAEIK

1.1 EXLEIMER
1111 BMEEE (1%

ARFNF G- ST G IR B ICEMEERE N S bbb Z b 5, BE, EikkEE, BEfHHES 5
FEDFEEE . AAREEES, W FREE, SR, MEOZLE, BT, MG CK © EFERE 5 bill-i
B, RGAEL, KOHREO RS, K OFR 5% T 572 MR U@ 2175 2 &, 72
B, AERERHZIZ, IA 70V REMED BEEDIK TRALND Z ERH 5,
11.1.2 hBMRKZIEFFAAL (Toxic Epidermal Necrolysis:TEN) . RIS HEIZARAE IR B

(Stevens-Johnson fE{EEE) . FIRAE (RIBRMEREER) (WL HHEE R

FE RLEE, A - YD AL £ D FERE, WHEENE., RN, ANREDRENEO LNZHEITIE.
e adik U, BIBRERLE A ORGSO LB EZITH Z L,
11.1. 3 BBUEAEIRE (BEERIH)

WIHIER & U TREB RN LI, & 5T Y Vo HEIE, FFHSRERE =5 o lfaalEE . [ ek,
FRERIE % BALY O BRI BL S A 0E ) RO BEERIBBUERD L D bNA 2 ERb 5, 1B,
t AR RAT AL A6 (HHV-6) ZD w7 A4 L ZADOFIEMALZ LS Z L2832 . 3B, FE, 1T
HEREEZEDIERP RS 5 WVITEBE LT A ENHLOTEETH I &,

11.1.4 BETBMAM, |MEBRABRAE. FFBRE (WITHHEERR) | m/MREDY (1%R5)
[8.1 &M

11.1.5 2QHEBESE (HEEALH)
11.1.6 EMME GEEARH)
FEEN, Wk, PR RIEE, S X BRERE . AFREREE S E AL O MEMMR RS bbb Z LB D
DT, ZOXIBIERDS S ONTGEICIE, &5 2P IEL, BIEEEFRNVE CAOREEDHE
Y72l %2179 2 &,
11.1.7 FFHRERES . &E (Wb HEER)
AST, ALT, y-GTP @ LR ZE%1E 5 EERITKERE, SERXLLDLND ZERH 5,
11.1. 8 HEMFHRMARE (1%A7H)
AR, PR, CK ER. AR IA T ey ERERD L b -Hmailcit, 5411k
L., WYIRMEZITH 2 &, £, BEIHRMAREIC X 2 8MEBREORIEICEETHZ &,
11.1.9 B - REHER (1%KH)
RO . BERRJE. MR, FERIR. SR, RRE. ZIREND L DONT-EAIE. 52k 57
O AE AT O 2 &,
11.1.10 FFRA IS BdhiE BEEARH)
RO RS b, (KEN EF L, AER2 &7 2 L 083H 5, BT (KB ESH . B,
BiklEEERL LNEEAICIE, 52T IE L, ABHSOEURAEEZITY 2L, [835HK]
11.1.11 98 (1%Ll k) . =8, #iEl. tAE (Wb 1%KR0) SOREMER

(fifs3)

11,11 EVEREERE
Vo=t REED/SN—F Y PR ARG L LT ERRRBRIC W T, G A2 H Ik U7 e
BEARBL LRGN RE SN TWD, Fio, MIRZICBW TR 5 IS B GRE & F8 B L 7o hE
BIAHAE STV 5D,

11.1.2 MR EESERIARIE (Toxic Epidermal Necrolysis : TEN) | B kLEERRAEAE (Stevens-Johnson

FEWERE) . RLERE  GRILAE R R %)

TIRZICBWTH TANAIKE LTy =% I RRAIZMEH U756 I HEE 72 KRR E ORI1E A
JEBIN A ST b,

1.1, 3 SEBUEE R
TR 3 THFBRERFE N & 5 IR % 1 5 W I D EE 2R BIEHEG 3 Mt S Tn 5,
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SERMREARBHEERVEBEREREERE %
<R—=F 2 F >
kLU — 7 BED ENEERRER 31 2 BIER BRI — [MedDRA ££5t]
e RIS 842
FIVE S BUIEL 393
FEAZBLES 46.7%
VR O REAH FEBLBIEL | BE (%) FIVE R DR FEBUHIEL [BEE (%)
MAEE LV VREE 5 0.6 BEES S UEFERE 8 1.0
i 3 0.4 LIEBIEDS 1 0.1
T FRER BN 1 0.1 JERPERE R % 1 0.1
BR 2 M I 1 0.1 RE XK 1 0.1
IDEEE 11 1.3 SUE SR 1 0.1
EulEs 7 0.8 JBeET e 1 0.1
=AM 2 0.2 HRE S 1 0.1
DS 2 0.2 FHR 1 0.1
R4 1 0.1 JIEZS 1 0.1
TR A REAGERE 1 0.1 ELHEE 1 0.1
HE L URKEE 3 0.4 il e g% 1 0.1
ELREREIR 1 0.1 S 1 0.1
H i 1 0.1 5E. PESFUVNEBESHE 7 0.8
T 1 0.1 HiR ] 4 0.5
R bEE 1 0.1 5 2 0.2
RO IR RE AR T 1 0.1 BT 1 0.1
RfE= 7 0.8 LN 1 0.1
RS 3 0.4 BRRBRE 137 16.3
R B e A 1 0.1 IRED 31 3.7
HAET 1 0.1 M7 L7 F o dk AREF—EHN 27 3.2
B 1 0.1 TI=y T3 h VAT = 7PN 19 2.3
4] 1 0.1 T RGN ) N TR T 27— 18 2.1
BEREE 99 11.8 i TP LR AR SRR SN 17 2.0
HEL 40 4.8 A7 /v A Y RAT 7 & —B 16 1.9
NEEBA PR 25 3.0 i R SN 14 1.7
EEA 20 24 i Bk Es 10 12
HIERR 7 0.8 y—INE VT AT =N 9 1.1
T 6 0.7 ~E S v v 8 1.0
AL 5 0.6 FR i ER R 8 1.0
VR % 5 0.6 ~< 7Yy M 7 0.8
[ 5 0.6 s~V 7YY REE 7 0.8
EES 3 0.4 H i ERECE N 7 0.8
NS 3 0.4 iSRS 6 0.7
BIREPS 2 0.2 i 7 V7= Hhn 6 0.7
NG 2 0.2 g B U o A 5 0.6
BILW 1 0.1 i = 5F- 4 0.5
AL DR 1 0.1 IR B 5 4 0.5
B A B R 1 0.1 SRR A 3 0.4
Hi5 1 0.1 BRI ER SRR 3 0.4
O OFERTE 1 0.1 i/ MR 2 0.2
RPN 1 0.1 = AT v — L 2 0.2
RS 1 0.1 i AN 2l 2 0.2
AL H S 1 0.1 i H R RN 2 0.2
i3k 1 0.1 ) a~E s a e 1 0.1
SRR O B 1 0.1 i U o AEN 1 0.1
—f% - 2BEEL L VRS OIKE 67 8.0 ML B s A 1 0.1
1178 30 3.6 i ko R 1 0.1
ek 13 15 I ERERE N 1 0.1
ARG LR 12 1.4 I R 1 0.1
e 11 1.3 I P ERECE N 1 0.1
e 7 0.8 B AR AT 1 0.1
FEEL 4 0.5 LS HA i A 1 0.1
Ehk 3 0.4 DrEEm 1 0.1
HL I 2 0.2 2R A 1 0.1
2 R 1 0.1 KR AN 1 0.1
JRERIE. 1 0.1 PREHE N 1 0.1
FEEREE 2 0.2 SR AEE 1 0.1
SRR AL 2 0.2 REvael =4 1 0.1
R T R o BERE 1 0.1
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<RN—F VN>

LU — 7 BEDENERRRBRIC I T DRITERRBLRN —% [MedDRA 4£35+]  (Fix)
BIVEH oo fEpE ™ BB (B (%) BIVEF oo fEpE ™ FRBLBIEL [BE (%)
REEFLUXRBEREE 62 7.4 2% 3 0.4
BAEER 56 6.7 BEITH) 2 0.2
Jiizk 4 0.5 SEELIRRE 2 0.2
15 DR R L E 1 0.1 MR i 2 0.2
REAH) 1 0.1 hZ & 1 0.1
KA Y U AIifE 1 0.1 N=y JEE 1 0.1
BEIRI 1 0.1 A 1 0.1
BEBRRELUHESHERBES 16 1.9 LAY 2 1 0.1
5 HBYE 5 0.6 SR 1 0.1
BAfR 2 0.2 SR 1 0.1
5 A 2 0.2 H R BEX 1 0.1
VU g 2 0.2 BE = 1 0.1
R L ARAE 1 0.1 N 1 0.1
B A A L 1 0.1 PA AT R AE 1 0.1
B kR 1 0.1 e 1 0.1
FHERYE 1 0.1 BB L URBEE 22 2.6
B 1 0.1 BEIR IR 7 0.8
B, EESLUHETHOHEY | 0.1 BEIR 7 0.8
(BERBLUR)—TEED) ) SR P 3 0.4
FIRA ST 1 0.1 KAE 2 0.2
HERES 161 19.1 JRIGEE 2 0.2
fEHAR 71 8.4 JiilS 1 0.1
VAF RV — 48 5.7 APRR IR IR 1 0.1
RALED F 24 2.9 TR RS A 1 0.1
FEPED 21 25 RHIBEIR 1 0.1
IEE 14 1.7 EERELVIAERESE 1 0.1
TR RE PR 9 1.1 PEAA 1 0.1
PR 6 0.7 FFikER. BEE & UHRES 9 1.1
FEPEE (BERE 3 0.4 IR TR 3 0.4
LR 2 0.2 FLRRE 1 0.1
SRR BB 2 0.2 Ak 1 0.1
EXORVEEER 2 0.2 1 N SR Rk 1 0.1
THT 1 0.1 T PR Bk 1 0.1
T IV A~ —TIERIE 1 0.1 s ifn 1 0.1
VA =— 1 0.1 B RUE Xk 1 0.1
SR IEE 1 0.1 RESLFUETHBIES 13 1.5
FLIEREE 1 0.1 15 3 0.4
A B R 1 0.1 s 3 0.4
= AR 1 0.1 % 5 FEIE 2 0.2
PRHR 1 0.1 FINERER S 2 0.2
IEROEIKT 1 0.1 Wi SE 2 0.2
B A PR 1 0.1 B ERR 1 0.1
HIBOE T 1 0.1 HLBE 1 0.1
AHEE 109 12.9 hEE RS 1 0.1
L5 37 44 B2 1 0.1
SNET 32 3.8 mEEE 7 0.8
ARIRAE 19 2.3 PRI 5 0.6
9 IR 15 1.8 IFTY 1 0.1
5 S5k 15 1.8 AL 1 0.1
LI 7 0.8
=R 7 0.8
WHEZDORS 5 0.6
LR 4 0.5
MEE 4 0.5
Wl 3 0.4
NS 3 0.4

¥ICH EHREIAREE (MedDRA)
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<RN=F Y PF>
MU — 7 OFFEEHBGREGRE (S—F 0 VB RS, REEHICEET 2504 (2B 2RIWERZBURML—
% [MedDRA ££3}]

O EN e 123

QFHAEREBI%L 542

QRINE % D3 BUE B 62

@FIERSE D FHTIK 86

®FIESEDFFLEIE(@12x100) 11.4%

pA A R B
B 55 00 R el I B FI 5 O IR ol I

MEL LV VRREE 1 0.2 RfEE 2 0.4
2 i 1 0.2 vl 1 0.2

RFE L UVREREE 1 0.2 AR B e 1 0.2
AARIRGE 1 0.2 MRS, MEHE & UHtRIES 1 0.2

AEE 20 37 I R 1 0.2
=il 2 0.4 BERES 9 1.7
9 O 1 0.2 JE BB A PR 1 0.2
Sal 9 17 {5 2 0.4
LI 1 0.2 T 1 0.2
ZIH 6 11 L 4 0.7
TRARSE 1 0.2 & - 1 0.2
g 1 0.2 F D RS F SRR 1 0.2
WhaEEDRS 1 0.2 EEH LV THREES 3 0.6
AR 1 0.2 % 1 0.2
MR FEfE £ 1 0.2 BT 2 0.4

HRREE 31 5.7 HEBRE L UHEESHBES 3 0.6
FEED E 13 2.4 5 A 2 0.4
T aEREE 2 0.4 B A [ 1 0.2
VAF RV — 8 15 —f% - 2HEEL S UEEEHOIKE 6 11
SHR 1 0.2 e IE 1 0.2
EEYK T 1 0.2 W 1 0.2
MG 1 0.2 L 2 0.4
R 1 0.2 T 2 0.4
fEIR 5 0.9 FRERRE 1 0.2
PRHR 1 0.2 IR E D 1 0.2
R—=F 2 BT 1 0.2
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MU — 7 OFFEMFEHRAETA (wearing-off Blgi a2 23 5 3—F v B ctg, RH#EMRICET 53
) BT 2RIEHREBUR—5 [MedDRA £5t]

FRAE B 540

RIE S BT 1A 47

RIERFHESG (%) 8.7

RIVEH O FEEE FOUFSK | BBEG BIlVE A oFHH O | RBES

Rt L Ok E 1 0.2 AR 1 0.2
ARRIBOR 1 0.2 TR B RE IR 1 0.2

F 9 1.7 H s 7 1.3
= 1 0.2 JE 1 0.2
LI 4 0.7 R A e 3 0.6
i 1 0.2 LR 3 0.6
LI 4 0.7 R ¥ L O TRk E 2 0.4

PR 24 4.4 9 FEE 1 0.2
SEIR 2 0.4 55 1 0.2
VAXRTT 8 15 Ji =B 1 0.2
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EFEIMED E N 3 0.6 —f - RHEER L OGO ORRE 4 0.7
SHER R LK 1 0.2 175 1 0.2
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T PR 1 0.2 ATIRE 1 0.2
jEd N7 1 0.2 RAG PV 1 0.2
EPESE R 1 0.2 EK 1 0.2
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b LY — 7 BEDENERARRERIC IS T 2 BIEHREBRNL 5 [MedDRA ££51]

ICH [EBREHAFESE (MedDRA)

HARERR Ver.19.1 BRI ORT) K OEARE PT THG

22N A R B 5k 435
RIE RSB 120
RIlVE P28 BLE & 27.6%
BIVEH o fipE ™ FELIE | BHE (%) Bl o F A B | HE (%)
MERH LV VRREE 2 0.5 BRERRE (HE) 33 7.6
2 i 2 0.5 S 427 e e s 1 0.2
DEES 4 0.9 ifn. LI A K SR I SR 4 0 1 0.2
=SNG 1 0.2 M EE T 1 0.2
HE7 e s 1 0.2 C — SUS I ER [V 1 0.2
Bl 1 0.2 R#BELUXRBERE 16 3.7
HEREET T Y Y 1 0.2 BAKIBHE 11 2.5
B L UVREES 1 0.2 &7 V7 2 v ifE 1 0.2
AN PEREEME O F 1 0.2 KAV U AfE 1 0.2
IRfEE 3 0.7 ik 1 0.2
H PN 2 0.5 e I I E 1 0.2
IRz )58 1 0.2 1 I 1 0.2
BEES 14 32 MEERE L UEEARBES 5 1.1
5 3 0.7 IRERHITEE 1 0.2
NG 2 0.5 BRSO AR E 1 0.2
gt 2 0.5 LR 1 0.2
T 1 0.2 A 1 0.2
Hi i e 2% 1 0.2 A 1 02
G [ 1 0.2 RA I 1 0.2
KGRV —7 1 0.2 B, EESLUHEETHOREY 0.5
EMEE % 1 0.2 (BRELIUR)—TE#ED) ’
FEES 1 02 AT = >
AR 1 0.2 HRRES 28 6.4
— % - 2HEEL L UESEMHOKE 6 1.4 fEERR 14 32
FRIE 3 0.7 FFEED F 3 0.7
=R 1 0.2 U o IMERERSE 2 0.5
KR IE AR 1 0.2 N AGES 2 0.5
L 1 0.2 PR 2 0.5
FFEEERESE 3 0.7 DAXRYT 1 0.2
RS 1 0.2 A R=T 1 0.2
SR RE L& 1 0.2 R L 1 0.2
HFERY — 7 1 0.2 ES 1 0.2
REARE 1 0.2 X AN 1 0.2
BEPES K UHFERE 6 1.4 FE AR RE P 1 0.2
W E 2% 2 0.5 FOENE 1 0.2
il e 1 0.2 RAHES 29 6.7
CWEd v BHE 1 0.2 VAl 7 1.6
ERES 1 0.2 TR 7 1.6
RE S 1 02 e 3 0.7
NS 1 0.2 SaLiT) 2 0.5
T2 1 0.2 5 ¥ 1 0.2
BE. PEELIUVLEEHE 10 23 U v R—JTiE 1 0.2
] 7 1.6 ANMRE 1 0.2
Al 1 0.2 NHREEL) T 1 0.2
Pl 1 0.2 e 1 0.2
g 1 0.2 ZIWE 1 0.2
SHER RS 1 0.2 PERKR T 1 0.2
BRRRE 33 7.6 T B K i 2 il e 1 0.2
IR E 23 53 M 1 0.2
M7 /v VKRR T 7 X2 —PEI0 3 0.7 HE 2y 1 0.2
27 V7 F ok AR F S —PHN 3 0.7 FLHATH) 1 0.2
7 v = 8 2 0.5 BHEZDORE 1 0.2
TANTGXUMT I T UART =T — BN 1 0.2 TR i Pt 1 0.2
TIS=r T3 RNTURAT =T —EHEM 1 0.2 Ei 1 0.2
REEHEN 1 0.2
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<L B —/MATRIER

HEICPE S N—F o V=L >

U — 7 EEOENERR RIS T DRIEARBURNL—% [MedDRA £5t] (i)

B VEF O REAR FEBIBIEL | BEE (%) FVE R O FEAE FEBLBIEL | B (%)
BB L URKEE 9 2.1 R3S, MEld &K UHitlRfEE 1 0.2
BAIR 2 0.5 FEEPE S 2 1 0.2
EDS 1 0.2 REH L UVETHEES 10 2.3
TR Ak 1 0.2 9% 4 0.9
JRE)H 1 0.2 1z 3 0.7
JRERERE 1 0.2 B 3 0.7
B gl 1 0.2 TG 1 0.2
BREAIE 1 0.2 mEES 2 0.5
B 1 0.2 A% 1+ 1 0.2
EERBLVIEREE 2 0.5 L 1 0.2
AL 1 0.2
LR R ST R 1 0.2

ICH [EFREZFEESE (MedDRA) HASEEAR Ver.19.1 OEFE BRI (KF) MOKEAZE PT CTHEH

<V B/ MERIEBFIEICHE D /N —F Y = AL >

b LY — 7 O fis ARSI 51 D EIERISE BRI [MedDRA #it]

L2 ARVERENT R RIE B (5]) 514

BIVERSE D FFE RIS (B) 41

RIVE S D3 BUEI A (%) 8.0

. e ey T T . - . < <
Rl R &5 o0 R ey o RIE R o FRAE ™ E%% gg
R L OseEE 7 1.4 H 4 0.8
BARIEE 6 1.2 A LT 1 0.2
A ) 7 A fE 1 0.2 {EFR 2 0.4
Rl 13 25 L 1 0.2
23 1 0.2 JHFRHE SR b 1 0.2
A 3 0.6 SR HE S 1 0.2
LY, 2 0.4 F2 &8 KO PRk & 4 0.8
LI 2 0.4 HE 1 0.2
EE SV 1 0.2 % D FEAE 1 0.2
SLHEATE) 1 0.2 #®45 2 0.4
2y 1 0.2 B AS R IS KOS B Mk 1 0.2
TR 1 0.2 B 1 0.2
ARORE FRE R 2 0.4 — i - BEEER L OGN OREE 3 0.6
PRI 13 25 THENPEIR T 1 0.2
SR 1 0.2 A5 e 2 04
THEEhR % 1 0.2 AR 1 0.2
fEHAR 7 1.4 IR 1 0.2
FEEE S F 3 0.6 G, hEk LONESIHE 1 0.2
R 1 0.2 K 2 E 4T 1 0.2
R 1 0.2 TR 1 0.2
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BRE STV

10. BEHRE
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N EALDIE

14. BALEDEE

14.1 ERIRFERFOEE

14.1.1 PTP AL3EDEANT PTP > — b BV H L TARAT 2 X 558+ 25 2 L, PTP v — F ORI
L0 OB AABERBEA~RIA L, FIZIZFRAL2B I L CHtERR SO BERAHELZ %15
ZENDD,

14.1.2 AANTEO LICOETHERZRESES LRAET 5720, K LTRHAFETH S, £/, K
TIRATAZ B TE S,

12. ZDthDERE
(N ERRRERAICED I1FH

15.1 BREREAICE D EH

15. 1.1 ARANC X 21RE ., FIRARHOZERENHRE STV D,

15.1.2 Mgz 7070 > (IgA. 19G %) ORENHSOND Z b D,

15.1.3 R—F > YV U RBEEEXNG L LEENERRBRICBWN T, ML) —78EZRESNZEBET
D AT AT A OBIWER R HEI AT 0.24% (2/1842 ) Th o7z, £z, NA—F o V=X
AEES U e —/ MARIERFIE B 2 x5 & L EWNERRRER TIx. BT B REEIT A ORIE
FIEZEBLL T2y, (8.4, 112, 15.1.4 5]

15.1. 4 g4 CohE S vz =3 X FIRAI ORGRAMVRE - 2hiR. ik - A& 25 08EE0OPTA
AIRIZBIT D, TAD A, FEEBSE 258 E Lz 199 O 7T &R %R RRER Ok Rick
W, BESRELOABREROFEBLOY 273 FrCANAIKDOIRAEETT 7 2R E L il LT
2fEE < (FUTADPAEBARE0.43%, 77 BARRE024%) . M CANAEOIRMABETIE., 77 &
RREE 1,000 ABH720 1.9 AW EFHE SN (BNEHEXA:0.6~3.9) , /-, TAMLAR
BHOYT I N—TTlk, 77 BREEL 1,000 AHT20 24 AZWEHRESATWS, 2B,
SMEERRBRICE T B Y =3 2 FRAIO B SEL O HZREROFIFEIL 045% TH V , 77 2 REE
TIX023% Th-o7-, [84, 11.2, 1513 ]

(figan)

15. 1.1 JFIRARBE D Z29R3E
PR=F Y UIRICHT D F LU — T EEDERFE TORKRBRIZBW T, KR O 225K DIE
BIR LHIRE SN2 ENBRE LT,

15.1.2 s /a7 Y > o i
PLCADARIE LTy =0 FRIFIZEER L2546, migaE 7 a7 > (IgA, 1gG %) ORE
NHLONDEDRENHD Z ENLRELT,

15.1.3 HAXPBIHIT A ORBE A
FLY =T8RG SN =% Y UIFREICB O CHZRBEORERANER L2 &b
FEEL7-, hLU—7 OD & 25 mg® b & —/MEARIEBIEIZFE D /X —% 2 Y = X A OZhEEB K
FERIC, N—F V=X LA LB/ MAREEBAE BF BT D RIEAE R A2 BT L,

15.1.4 PiCAMNAEKIZL28%8EITAS Y A7 0 EH
KEEAMERETGRE (FDA) OAXTF U ADFER, FICANPAEERHAL WL EETT I
REEL B L CHABEITASDO Y A7 RNEWT & A RBET AERENE N2, FDA O
KIZEY, TRTORTADAEORM CEICHZE#ITE U A7 O ERICET 2EENBRLS
Ni-, ZoxtEzEZd, ENORFORBE, T XTOHRTANAIEOIRAN LEIZ FDA O
RAEBRTDH I LITRoT=, FDA DT Y =W 2 FRIFIOTFT —ZNEEND Z &b, FREIC
Bt L.
7B, LELOMATRERICR T 2 Y =% I FRFI O A SR & OV A AR ORI 0.45%
(3/672) THY . 7T BREETIL0.23% (1/438) Th o7z, Z DT/ S—F 2 Y LIF & k15
ELEBRRBOT — X I3E N T,

(2) JEFGERERERICE D < 1HHR
BRE STV
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X. JEERRIERICRAI HIEH

1.

EH A ES
(1) ZFEZhEE A ER
(VI BT HIER | OHESMH

(2) REMEIBHER
1) P HEAR R R KT 2 A
O— 478, %0
Y =% FiX100mg/kg FEAFELGIZE Y, v T A TRPOBEOALE R O NNZRBOMT, Rig FHE2
~ LT,
ORI EN T 5 M (xr2)
Y =42 RIE 40mglkg FRARN$ 5-C B SR S OV BRI K 2 MM R SOS C B % I E
9, 80mg/kg 5 TIEMM I TEE OMEMEM 7], BREE T — M DMK HRIE O Jd b 23388 &7z 39,
Y = 3 R 40mglkg FFURN B G- CUIMTESOG, RIRERGSER 357 SOG I E A 5. 2 7o Tz
23, 80mg/kg B 5 TIEWF AL #i S 4v7e %9,
QIEBNHRE, MEIRIEA LK OMEIRESEERIC T 2% (v R)
YU ALY =Y RERAORE Lz & X O WREBREMHIER . BIRIEH L O~F VL e s — 1
MEARIEFRVE R I3 5 LI RZ ISR & 72 0 | E 4D EDsofE 1 X 228mg/kg., 934mg/kg & Tf 895mg/kg
THo7-%9,
F7o. V=% R 100mg/lkg D% A5G- CHRAERER S EEEZ KIE ST, 50mglkg D% H#5-
THRZEATENCE R L KIE ST, 20mglkg O N5 CTAT v 74 07 RIS B[R G xE L
TEE Lo, SHETIISRISICHENRED b ¥,
2) B HARIR R ISR D 1B
Y = 2 RiX 100mg/kg $HIRNER 5 CHABMBSRICR L TiE & A EIEAET (xa) 9, ®BRETH
HAEMER RIS LTIEEAEER Lho72 (T b, BAEY b, UHF) 44,
JE - TEER AR T HIEH
V= 2 R 30mglkg SRR G2 L 0 | A X CT—i@tE o E T & OSEBIIR & R ERED RO i 223
W L, 100mg/kg FEIRNEE G L0 | f)E & i &OIK T 2 £ 5 RO Z R~ Lz 4D, 7 v K
TIT 300mg/kg #& #5412 X 0 EIED L2s, MEICIZER 2R S o 72 49,
T2, V=2 FiE 10%/mL TREHEEAE v MOEEARO H R ES) K O H T O X EARO -8R
WAER L7edo 7z 42,
4)TH L8R % L OB At 2B
V=3 Ri%100mg/kg B OEEICE Y, 7 v FOBFNEBEHEOML T, 100mg/kg + F5IHNE 5
kv, WSS v hOBFRE., BIEHER O pH OV AR LZ, £72. ~ 7 ZAO/NGRKREREGE
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