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1. AERUVEEICEET 5FE

11 KHNOWIUTE ONEWC L VIETFT5Z L0 b, AFNIL. 1 H
D9 HDOFEPOBEHENIHOKORNT, ZZEORE T v 7R
DK (1 120ml LLF) & & ©IC 3mg $E, Tmg 5230T 14mg $2%4 1
BERMT D2 &, Fo, RARELKOIRMA®Z D2 & 30 4313,
AL O OSEAN ORI Z BT 5 2 &, aE] - e O
BN TIRA L TR 6720, [16.2.1-16.2. 3 3R]
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peEA BRAAEIR - HEE L | BT - fERRIK T

LART 1% #HE| AR EDOPFHRRZ, L | LARFrFT
RFax v HEIGHE | OBRE RO

[16.7 2] BOF o X U RIEE | X, BT

9.1.2 EEBFLHES. EENEBEEDHSBE & (AUC, MIRHEECH | Fic k5 BT
INF LR BN 7 =) 5 2 7 TR S R N 1E) 2 33K Lz & | HEHHORIEIZ &
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_%ﬁﬁ%igg 11. BlEF
BT o AR WOBWER S HIS = L 85 DT, BEEHIATO, B
(8.3 uLl%%f\ HRRD LN HEEII G 2P IR 57 SO 2R 0 E 21T D
0.1.4 BHEMIEES B _o

1.1 EXAEIER

1111 (K (BHEEARH)
WA, MBI, B DZENERE, miF, EiEE A, BiE, 1
B SR, O F W, AL PRI E S ORI ER 2 B 5 b
NHEZLRNDD, Floo A AU VBT A LK== LT L
TH & OO AR EE AR BHE R 2 B S b BRIk E
el b s STV D,
IR MBEFRELR 23558 DT A3 BE &2 & e fh A48 i
B IR EEITHY) Db, T2 L, o v a v X —B.
R EOFARHIT Rz 52 L, £7-, BEOR
REIZJE UCUARA & B WO LT 2 BE5R IS 3K & 4
%7 Pt uEA21T9 2 L, [8.3, 8.4, 9.1.3, 10.2,
17.1.1-17. 1. 6 /4]

11.1.2 25REEL (0. 1%)
M I 2 £ 5 FRBER0 728 L WIEIRSE . B 3R b iz 512
13, RFlOB G2 L, WERLEEZITY 2 &, Fio, P
RKEBWISNIGEE, BRI TbRVWZ L, [8.6,8.7,
9.1. 1 2M]

11.1.3 B, BERX. Bt S5 HHEEE (W LHEEARE])
[8.10 /]

MBI TOEEE BT D2 L, AANTEICHITBOTRIN S
NoH7=0, AOWENEE T 5 aREENH S, [16.2.1 2]
#% 0. 1.5 EEFMOBEERXEIALIRADBREDOHIESE
W% E G LU AER I TEENNH L, [11.1.4 ]
9.4 £HERERET S E
2 A LAWICIER 2 F 78 2 LVEICIIAR 2 583, 4 A
Vo RERTAZ L, [9.5 2]
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VAV UCERMEATS L,
TRt~ 7 VF R W i=imiBiic s\, BRHE
WZARM 2 X FE A & G KEFRRHETO AUC BRIz
T > b TRO0.6 {5, 7 TRO0.5 5, ¥ /LTKI 5. 6~8. 6 %)
T, BREE (T b IREFEORD . WIEE O, B
Je ONILAE Bw OFEABEREIN V. v BTIRIEG, B
B R OV & O J8 ARSI 2. L - RMGEARR L, S
FeIH R OVE R B O ABEIEEN Y- V) BRRO LTINS,
INLOFTRIIBEHOEREMDEES LOTH -T2,
[9.4, 15.2.2 &)
w0k 0.6 IRELIF

L b 1 XL o f B 18 L Lot 11,14 A LR (HERH)
I LR TR ORI L Lo WIS 601 L0 X 2R THZNS S, BEDHR,

HEBRAES . R s 2 HE0M . RS5O B 033800 BT AC
T AR L, AR AE TS Z &, [9. 1.5 2]
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15.2.1 YHARUVS Y FERVE=ET T ILF FONARERER
BETHREHE~IAF REAWET v b O R~ 27 C
BT D 2 FMBASPERBRI BV CL R RIS Y95
13 TR 2 & KR ETo AUC I B W T T v BT
ERTEARBOLZOREIHTES, v ATR2.8(%) T,
FORIR C MBS o0 F8 A M DI INNERD B AT & D
N5,
FOPR R AR D BETE D & 2 B S OVHUIR IR B S 2%
PN IETE 2 RO FIRIED 8 5 B T4 5 AFl 0%
AVEITREST LT, [8.9 ]
15.2.2 H)Lh 7ad— bF b1y LD IERE R ST
ARFNEE THAEE - W S A5 o WD 8 A 2% 1 o0 JE 3 L B
EENDS, Y7oy —hF M) oA EDHEFTO pl
KRR i@ v~ INTF RO IRRERN R <
ZEnTEBHY
~ U A, T FROYIVIZET A RER G FEERBRIC S
T, KR ETO Cuax GEFREETL) @ 276 (5% 22 H
ARG U500, WER, PRI S| TEE I, R %
THEMEDIK T, FIRBRIEDIR T, B OIR 5% 0 —iRiEZE
AU NRD N TN D P,
BTy hTYH LD T uYP— M“ U T AT O S
H~OBITHHRES LTS 19,
7y hCH AT —F b ) 7 LD RRREE RIS R
%h JRIBFRRCET D Z LR Sh TS 0, Ty ]~
BT BB AEFERBRN 1L, HAEROREICKT S
?”i? WL TV, [9.5, 9.6 2]

16. ZEWBpEE

16.1 mAEE
aE S YRES R ABE By L))
AARNREEEB MBS (17 f) Z&H50c, 1 A 1 BAFISHES 6 I
LA i A & O 2 BRI LA k% 120mL kT 28 HBIXERYS (&5
% 30 SRfER) Lzl &b~ T RORERE (GMFEH) 11, L
FOLBD Thom ',
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FA S VERBRE (2 d 1 5 iEHIRIE TOER B~ 7V F FIREOHER

2 ﬂ#ﬁh&%ﬁﬁﬁ% 2431 # (5 HAARN 531 ) ZxtGe & L7 RHEEEEY
HEMEAT OFE R BARAMIRE (BT DAHK] 3mg, Tmg KO l4mg O 1
Fl 1 FER O 5% O EFIRIED L B~ VL F RIEFE L. 22
3.6 nmol/L. #J8.4 nmol/L M O%J 16.7 nmol/L LH#EE Shiz, [8.2%
HR]
16. 2 IR
16.2.1 "M ATRALSEYT«
FENL, B~ VF RORNERET 23 A7 aF— b Yo
LEEGEHLTWD, ROBERZICE~ 7T FIZEICH RN SR
Do K E R UIMOGER & R LS8zt~ 70T
ROWIUIIR T 5, Fiz, MOKE, ARFIRA#% ORI & O v
H7u—hrF b AOEEREL Y 7T ROWIUTEEE &
E9,
RSB REMRAT OFERIZIES & RO GHOE~Y I LVT RO
HERSHGSA AT R_A TV T 41359 s HEE SN, [7.1, 7.2,
9.1.4 ]
16.2.2 BEDFE
GRS 22U, 1 A 1 [EARH] Smg & 5 H B 5% 12 AH] 10mg
Z 5 AMKERAOBE L&D~ LT ROBRE i«éﬁﬁ&
CAQEN I‘O)kio@fi%oto —J7, G Lz 26 filF 14 1T

FOTHOBATHERTFREBLLEETRD bR ARprol @
GHEAT—%4), [T 17“%,%]
B h%
| Ok E . » Crax AUCo-24h tmax
L I L K IR R ) ®
(min)
6 MR 1.00
g | 120 30 26 | 15.536.46 | 206. 90 124.51 | |0 o' o0
10 R[] 1.75
g | 20 240 | 26 |29.18228.69 | 554.50£546. 71 | o)

SEIE AR S, e (LA [EPH]

16.2.3 #HBBERUVSKEDOFE
TERE B IERERE & 502, 1 A 1 [EIARHK] 1omg & 10 A FIRAERR 1 #%
H LIz EDE~ I NVT NOBRERITHEGHGRIR., foOKERNT

TR ol /1) mol /L) s (1) e )

10mg | 19.05 (62.07) 374.03 (59.17) 1.0 [0.5, 2.0] —

20mg | 34.74 (46.26) 675.94 (43.84) 1.0 [0.5, 6.0] —

40mg | 61.56 (38.52) 1234. 37 (36.99) 1.0 [0.0, 6.0] 161. 11 (9.91)
TTTE (O - o XTI TR . — - R

BUTFOLEY THo " GHEAT—%), (1.1 B3H]
g BTE Coax . oo
o [ I I I I
15 20 | 12.6=10.74" | 250.9+227.98 | 0.5[0.5, 3.01"
30 20 | 21.3%10.43 | 422.0+220.57 | 1.0[0.5, 4.0]
o 60 20 | 2184 11.70 | 439.6+243.87 | 1.500.5, 4.01"
120 19 | 33,416,587 | 685.9£333.80 |2 3[0.5, 12.01"
15 19 | 11.2%7.28 | 221.7+140.06 | 0.5[0.5, 6.1]
30 20 | 16.8+5.84 | 338.5+114.95 | 1.0[0.5, 12.0]
0 60 20 |32.5+29.07 | 634.9+517.68 | 1.500.5, 6.0
120 | 20 | 3291515 | 668.6=333. 13 | 2.0[1.0, 4.0]”

SESIE RTINS, toax (E P RA [ARPR]

a) 19 #i

b) 18 #i



(e BV A B0, K 10mg & HIER O#E Y (B 5.4% 4 BRI
Mot P52 BERAZICK 200mL 2 KK) L7zt & ok~ LT KD
IREEIT, HUKERNTIILUTO LB Thoz ' GEAT—4),

kB AUCo-24n
ﬁﬁE;J;ge_ %% Crax (nmol/L) (nmolh/L) toax (h)
50 24 10.5+6.8 171.8£114.8 1.5 [0.5, 3.0]
240 26 7.9%8.0 129.3+142.0 1.5 [0.5, 4.0] ©
P+ AR A, toae (A [HEPR]
a) 234
16.3 %1

2 BUBEPRIF B\ C A T BRI 8L L HEE ST GMNEAT — %),
v INF ROMBEROT VT I KT D in vitrofEAERIL 99
VC&)O?’C 15), 16)0
16. 4 X8
HTTUUE LTk~ ZLF R 0. 5mg % G@HES VSR 7 Bl Hilal i
FEH LIZfER, B~ VT RIEIXTF REBEO X R0 By iR ) O
REAEEMISH D B Bl X 0 Rt &N D LHEE Sz GHEAT —4)17,
v 7 VT Rk, COVP 4y RS K U CHRR BRI & 72 2353 (CYP1A2,
CYP2B6 J&T® CYP3A4/5) & B WEFREMER (CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 K U} CYP3A4/5) ZRERn-7= "1 (4LEH
NT—H . in vitroi®BR),
16.5 HEitit
HTTUUE LTzt~ ZLF R 0. 5mg % G@HEB VSR 7 (il Hilal i
R4 5 LT, ok 56 A £ COMEB G HERE I3 2 IR L O3
DOFHHEPEERIT 53, 0%} N 18. 6% TH » 72, MG HHHED > B, &
~ JVT RAREAGIRD R e R SR 3. 129 T dh o 72 (FMEAT —
&) 17)o
Fiz, B~ VF Kk, & b F T AKR—4— (P-gp, BCRP, OATP1B1,
OATP1B3, OAT1, OAT3 } X 0CT2) 1Z%f L CHaMR R & 72 B EVEH %
IRERIMo T MEANT—F . in vitroill),
16.6 BHENERETHEIT HEE
16.6. 1 B EclEEHERA
EHREREORED R HWRE (7 LT F= 2 V7 F A (Cer)
IZ R 558) (2B 24410 H MR A 5-% (KA bmg % 5 HR##
A ARHA] 10mg % 5 A G) OEMBREE | BHEREDS IEH 72 il
& (Cer 90mL/min LA k) & HBARF L 72fE R4 LLFIORT Y (U E

ANT—4),

AUCo-21n Cons
s RE o E FEOHEEE
[90%EHEXRI] | [90%(= hE X ]

R/ 1B 1.37 1.39
(#FF : Cer 60~89mL/min) [0.91 ; 2.06] [0.93 ; 2.06]

FRAERE /B 1.13 1.20
(FP4&EEE : Cer 30~59mL/min) [0.69 ; 1.84] [0.75 ; 1.93]

EE/ER 0.61 0.61
(EFE : Cer 15~29mL/min) [0.42 ;0.88] [0.42 ; 0.87]

K/ EH 1.02 1.06
ORI - BT % 0B & 3 5 R [0.59 ; 1.79] [0.61 ; 1.84]

SEGBIER : TEE 24 B, WRIE 12 B, hARHE 12 4, FPE 12 B, RIY) 11 6
T e OHEE & O 00%E K RIIE, 4Fln, PRSI & OYARE CHi LT,

16.6.2 FFHEEEEWHERE
ATRERERE E OFRFE D72 H R #E  (Child-Pugh scores 1232 < 4y
HH) BT HAF 10 AERARE% (KA 5ng & 5 A MEEZICK
#l 10mg % 5 AHG) Oy EHEE | FHERED IEH 72 i & i
Mt LR 2 UL FICRT 2 GMEAT—4),

AUCo-21n Coa
AFEgRE D HEEE o E
[90%{E HE X [ ] [90%(EHE X ]
TR/ IR 0.91 0.92
(#% 2 : Child-Pugh 3% A) [0.60 ; 1.40] [0.60 ; 1.40]
PR/ IER 0.87 0. 85
(% FE © Child-Pugh 4% B) [0.57 ; 1.31] [0.55 ; 1.30]
HE/ R 0.90 0. 88
(FEJE : Child-Pugh 4y% C) [0.61 ; 1.32] [0.61 ; 1.28]

FEGIEC : IEw 22 B, HRE 1L, PSR 12 4, EEE T4
T+ P OHEE M B Ot 00%F AR IL, 4Fdn, MERI K OMAER CHa%E L7z,

16.6.3 SErE
2 BUPELRIG I 2431 B (9 HAAN 531 Bil) Zxfge & Lz RHEMEE
WYBYRERRHT DA HE, 65 AT %95 65 mkLA k~T75 A & Y 75
WLl B EFRBEDEY Mgt~ 7L F FIREDH L 90%EHEX
1% 0.95 [0.89;1.01] ZTN1.02 [0.90; 1. 17] L HeE 7=, [9.8
2]
16.7 EMHEE/ER
AFNOPFRBEL XD, V27V U757 Y A MRV
TAFT L RO (F =LA R T OF— KRR AT
ML), 7rEI R, BARRZF O AUC LT Crax ~D KRR
LR DRI DN To, AROPHE LR, LRF X oo
HEHEGZICTF o r (NWERPEETHIE) © AUC OBRRZ L
(33%) 723, Cmax ~DEEIIH BN oTz,
B I AF RO AUIC LN Crax 18, A AT TV — L L DRI L DR
MICE L 72 D BT A BN ho Tz GMEAT —%), [10.2 ZHE]

GF PSR O F BN RE I M | F T AHI 0 7 2 ~20)

AUC BE Coax’ FE

S ab ;
BRABEAE R N roonfmimmm] ool <)

V)7 (20mg) 46 1.07 [0.99 S 15] 0.96 [0.88 ;L. 06
S*U/W?U‘/(Zf)mg) 46 1.08 [1.04 S 12] 0.88 [0.83 ;0. 94]
R*U/W?U\/(Zf)mg) 46 1.11 [1.06 ;1. 15] 0.91 [0.86 ;0. 96
ARk (850mg) 31 1.32 [1.23; 1.43] 0.98 [0.90 ; 1. 06]
v a ¥y (500 1 g) 31 1.03 [0.96; 1.11] 0.98 [0.89 ; 1.09]
Fo VA by A=l (0. 03mg) 25 1.06 [1.01 ; 1.10] 0.97 [0.90 ; 1.05]
VIR ) vE AR (0. 15mg) 25 1.06 [0.97 S 17] 0.95 [0.87 ;L. 05]
JugIp’ (/IOmg) 39 1.28 [1.16 ;1. 42] 0.66 [0.53 ;0. 82]
AN Aty (ZOmg) 33 1.41 [1.24 ;1. 60] 1.10 [0.94 ;L. 28]
VK Frgyy (600 1 g)r 43 1.33 [1.25; 1.42] 0.88 [0.81 ;0.94]

a Vs /) 7IN, ULT7 Uy, PaFvr, 7k IR, B ARRXFURRLARFR
FUFHERE, A MRV (L H2EL 3.5 ), 2F AT AR T VA=A RT
VR VG AR Lr (1 H 1EL 8 HE) 13ERE, b. &F#l 20mg (V> 7V, UL
Ty U, A MBI VERT TR V) AAl ldng (2 F =)V A h T V4 — VKRR
JNTARLN, 7aEI R BARRZFUROPLATFrF V) ZEFIREIZISWT
FHAMEREEE LTHS, c. AUChinr: U/ FUNL SSULT 7V RULTF U ¥
Ix vy, 7t I REORe ANRAZF 2 AUCo-12n : A RV > AUCo-24n 1 =F =)L
ANT VA =NVRRVR ) VTR R, _R—=RF A THITE LTz AUCo-ssn 1 LARF 3%+
Vo d LARFEF T AIR—ATA VTHITE LTz Craxe . bb (KFIEDER BV /72 1L) O
T, . R_R—=ATA U THIIE LTz T rd v,

AHNORYBEICKIETOHE A AT TV =) OFBD

. . S b AUCo-24n L © Coax b ©
BHEARRR | N [o5% [ #I<) [o5% T2 #II<)

Al (10mg) 26/27 1.13 [0.84; 1.53] 1.16 [0.85; 1.57]

a AHIKERL (FH 5ng % 5 B EBEGZICAH 10ng 2 5 ABES), b. A ATV —1
40mg (10 FE) ZAHEMERIRE LTRE, c.lb (FATFIFY = LHlH 0 /72 L) OHEE
fill, N:fRETICE DT A AT T = EQFH B Y /72 LOSEBIEL,

17. BRERALIE

17.1 BHERURESMICET 5558

1711 Bk 75 ARBIE5HK. REMBIETHREERER
(5 11/111 AERGRER)
R FVBE R 38 00 BN 1 S0 B ek e OSE B e vE Tl = > b
/LIS RA43 72 BARN 2 BUBEIRIE B 243 1 2 el R ICIIEAEI Y
fHF 24T KA 3mg, AHA Tmg, AHK| 14mg O 1 B 1 [BIFEH£H-,
UZ7MVFRO0.9mg D1 A 1EREFEL5 L7 78A0 1 A 1 [E#E
O 54 52 MM FEhE L7z CRA Smg B : 49 B, AHK Tmg B : 49 i),
AH| 14mg BE - 48 B, U Z0F R 0.9mg B : 48 i, 77 B AREE :
49 Bil) o A% FRE GRS D BRI & S LU T R T R DB R
DD v 22T U MEICARIOE S ERG Lz, ARNIL 1 B 1
8] 3mg THeH-A BAAG U7z, WL 4 WH 2L & L, Tmg X O 14mg
OREIIZZENENEGED 4 W% KO8 B%RICEET D XD
RRE Uz, ARANL, ZEREIREECTE O H ORAMOEHED 30 47LL LRI,
2y TESLUT oK ESRITROEE LTz,
26 FIZHIT B HbAle DFEFRE FRITRT,

Iz

HbAle (%) KA 3mg AfTg | AR | )T 7R
RN 8.120.8 | 83510 | 8.0%0.9 |83%0.8 |83=L1
(49) (49) (48) (48) (49)
11508 | -L.720.8 | -L7%0.8 |-LALL 1L |0.2%0.7
26 W ORI (43) (45) (44) (45) (1)

T RAI) 707 v

0. omg)" 0.3 -0. 1 -0.3 B B
(OS] [-0.0;0.6] |[-0.4;0.2] |[-0.6;-0.0]
T K7 508 )° -1 1 -1.5 -7 B B
[95%F H X[ ] [-1.4;-0.8] |[-1.7;-1.2] [[-2.0; -1.4]

BINORERFFEZE T D 2 &7 IRBRIER G- T TR 6 - BllEICES <,
a: PR AR GEFIED | b SFEOZETME Y R LREICH T 2RAET L EHWT
HEE LT,



17.1.2

17.1.3

52 IZIBUWN T HbAle DR—R T A L35 DA b (V-3 = {5 R 7)
1%, AHI 3mg BET-1.04£0. 9%, AH| Tmg BET-1.4+0. 9%, AH| 14mg
BET-1.5+0.8%, U 7 Z/LF F 0. 9mg BET-1. 3+ 1. 00 N7 T & ARRE
TO0.1+0.7%CThH-o72, VT ZNTF R 0.9mg ff & OREZEDOHEEIL,
AHA 3mg BET 0.2% (95%FHAIKIE] : 0. 1;0.6) . AHI Tmg FET-0.2%
(95%{EHEIX R : 0.5 0.2) KOARH 14mg #ET-0. 4% (95%(5 #EH X[ :
-0.8;0.0) Th o1z, 77 R L OREZEDHEEM L, AH] 3mg T-1. 3%
(95%{E#E XM : —1.7;-0.9) . AH| Tmg T-1. 7% (95%EHHXH : 2.1
~1.3) KOARHA 14mg T-1. 9% (95%(FHEXH : -2.3;-1.5) THo7,

N=RTA b 26 BECOREOLE R CFAEEERFE) |

AH 3mg FET-0.4+1. 9kg (\NRX—RF A D 71, 4kg) . AH Tmg
BET-1.211.9kg (R—R2F A L OH @ T1.3kg) . AH| 14mg BET

~2.47%3. 0kg (“RN—RA T A D 68.0kg), U T 7T R 0. Ing B
T 0.1%x1.6kg (R—=R2FA DY : 74.Tkg) KT T v REET
-1.1%+1.6kg (NR—RZF A D 1 70.3kg) Tholo, N—ATA
Uh D 52 HE TOREOEE (FHLAEERFE) 1%, A 3mg A
T 0. 02, 4kg, AA Tmg #ET-0. 82, Tkg AH 14mg B T-2. 93, 9kg,
UZ70F R 0.9mg BET 0.5+2.0kg KO T T BARBET-1.0£1. Tke
Tholz,

BRI EE SR oo, BRSO E (56mg/dL
i) EBEMAR MRS (IAR OKFAEREL T 72 R TITRD b
Nz, UZ 7 0F R0, 9ng BETIE 2 61 2 #iﬁiéiﬁ’ ),
(11. 1.1 &M]]

ERAREME CRIERER 52 5l

() A% 56mg/dL A DK MBE,
ML T ARNBIEEREERER (5 1] AEEL
RIEtER)
BHERE N ONE BRI Tl 2 > b e — L3Ry e 2 TR R R
H 703 7 2 S BT MAEAEI D (HT 24TV, ZEHER T A 3mg, A
7l Tmg, AFl ldmg O 1 A 1 [EREAHELG T 77RO 1 A 1ERED
e b2 26 BN L7z ORA] 3mg #F - 175 611 (HAN =29 #) . K
A Tmg #0175 611 (AAN 29 6) . AH| 1dmg # : 175 6] (HAN :
28 B) . 77 EAHE 17861 (AARAN : 30 45)), AANL1 A 1E 3mg
TG ARG LT, AR 4B TS L L, Tmg RO 14mg D
BIEZENENEGRMGE D 4 %KD 8 WRIZEET 5 L HET
U 7o AFNE, ZEfIRTETZ D H ORI O RHD 30 4 LA ERTIC, = v
AL LT oK SR O S Lz, EERMEEE TH 5 HbAle D
NR—=R T A b 26 HETOERIZE LT, AR ML T~
TOMETT 7 /RITxT 5 B REES 417z (p<0.0001),

£2) SUTARMBAER 2 ¢ 5 i Bl

HhAle (%) KAl 3mg | A Tng | A ldng | 7IER

IR 7.900.7 | 8.0£0.6 | 80%0.7 | 7.9%0.7
7 (175) (175) (175) (178)

T0.9%1.2 | -1.3%1.0 | “L5%XL0 | 0.3%L.2
N Ny =

2 ME TR (167) (160) (160) (168)

ﬁf)’ EORM-77E 0.9 L1

AL A—— [-0.8;-0.4]|[~1.1;-0.6]|[-1.3;-0.9]

TRBE S 500 B IR ST I O BE R
BRI LS,

a: YRS GEGIER) | b BEZEIE. HbAle O XHME % 2 Eliseik 4
THESERS . HEoT BT 2 D THEE L7z,

HOMMOFEHEDSL S, Hohi

R—=RT A )b 26 WETOEREOE(R: (CEHHFHERE) |
AH 3mg BET-1. 5+3. 3kg (WN—RF A DI - 86. 9kg) . AH Tmg
BEC-2.6+4. kg («“X—RF A DY : 89. 0kg) . AFH| 14mg BET
~4.0+4.2kg (N—ZF A L DOFY : 88. 1kg) MOT T EREET
~1.4%3.5kg (RX—RA T A DY) : 88.6kg) Th-o7-,

FRALRMEHT 1 S Save OB Tng BF) . R 72 ST fURE AR
& (56mg/dL A%i) JEMEMEIKMEEIL, A 3mg BET 5 61 5 -, AHl
Tmg BET 2 B 2 . ARF| 1mg BET L) 144, 7T &ARBET 16114
Wi sn=, [11.1.1 28]

FRAEE : A FRILEIUDARIEA PRIV VU ER LR
Lo LTHIOWE E DA, EEGB _EEREERER (5B
111 {EER L RER)

2 TUOPEPRIF R 1864 Bl & R GeIT MEAE 2K 0 A4 1 Z24T 0,
COBIIEA R I v RNLK =Y LT RIOWHNC X DO
HIZBIML T, ZEER T TAA 3mg, A Tmg XA 14mg @ 1
H1EREAO#EE, 0Ly 2 7Y 7F 2 100mg O 1 B 1 [EFEA#E
G 18 WM L7 (AH) 3mg BE - 466 45 (HAN : 52 #i) . AHAl
Tmg FE : 466 6] (AAN : 52 ) . AH| 14mg BE - 465 %] (AAN : 51
Bl), 257U 7Fr 100mg B ¢ 467 I (AAN : 52 61)), AAIL 1
H 119 3mg CTHG-ZBAMA L7z, R 4 Ml & &L, Tmg &
U‘Mmg OHEIZITENENE GG S 4 1% & O 8 HE IR
5 R OBRE Lz, AN, HEJ#FET%O)H@HWJ@&?@ 30 23 A
ERiC, 3y TS TFOKERTRO#ESE LT,

THEFAE H Td 5 HbAle DR—R T A b 26 M E TOE{LEIC
BY LT, AH Tmg Je OARFA 14mg D% 70 7 F 2 100mg (x4 5 I

P IVIN

17.1.4

17.1.5

BUENRRFES LTz GELTE~— 0 1 0.3%)
T 100mg (x5 B IEL M

AHK 3mg DT Y T
BREhanot (TRBM),

fibAle () Alone | AR | A ng | 0
100mg
JEEEP 8.3%1.0 | 8.4=1.0 | 8.3%0.9 | 8.3%0.9
(466) (465) (465) (467)
e | 06ELO| LIELI]| L3EL0 | -0.8£0.9
% S TOR{LR (435) (438) (436) (446)
2 (A ) F
‘?ﬁgﬂ;ﬁﬁ” i 0.2 0.2 0.5 -
[o5%{E I 1] [0.1:0.3] | [-0.45-0. 11| [-0.6;-0.4]

TR G- 0 R IR SUTEMOFERFE OB A OFRIED 5T, fFohi
Bl LS <,
a P EAEYEGR S GEBIED | b BEZEIE, HbAle O KU Z 2 EAise: 2 Vv
THliTE R Heor BT 22 I THERE L 72, AAIBEDO 2012, 0. 3% ESTE~— )
DHFEMICINZ BT,

T8 WRITIIT D AANTD A ML I U HiH & O R4 FEIC
Y,

HbAle (9 AAlone | AAe | A ng | )7
100mg
JEEEP 8.0£1.0 | 82+0.9 | 81+0.8 | 8.0+0.8
(40) (39) (38) (40)
“0.740.9 | L2%1.1 | 1.540.9 | 0.8+0.9
N
T8 HE T ORI (39) (39) (37 (39)
‘?ﬁﬁ;ﬁﬁww )73 0.1 -0.2 -0.6 -
[95%{= 4 K] [-0.2;0.5] | [-0.6;0.1] | [-1.0;-0.2]

TR - 0> T4 1k ST IO FERIFIR O O B D & 45 b -
HEIHS <,

a: PEIERENERRZE GEFIE) o b BEEIE. HbAle O KM % 2 Eifiseikz v
THliTER . I & IV THIEE L7z,

SEMICBWT, AH ng BET 1ROV X 7' ) 7FF 2 100mg FET
4 B 4 o ERZRARIEEA WA S, E K2R O i b i E
(56mg/dL i) JEMEVEARMMIL, AFH 3mg BET 23 {1 56 1, AHl
Tmg HfC 24 1] 42 1 A 14mg 7 C 36 {511 60 £, > & 'Y 7F > 100mg
BET 396 76 R sz 0, [11.1.1 2]
BREE : A FRILEODARIEA FRILE 2 & SGLT2 BE
EHIOmMEILE DHA.RERV TS R B I ETREERR
B (5 111 MEEHREER)
2 BUBEIRPTEEAE T11 Bl % PR ICEAELE O F1F 2170 A RARL R
CDOBIATA RNV & SGLT2 FLEAIO A & oG HFREICEM
LT, 7N E I =B KD ZEHER FTAA 14ng © 1 A 1 [ERED
B VZ70VF R Lemgd 1 HLEKE FRGHDWET 72RO 1
A1 a5 5% 52 W ZEHM L7z (A 14mg BF : 285 5] (AAA : 31
B,V 7 ZF R 1. 8mg ff: 284 il (H AN :29 fi) , 7T B ARHE: 142
B O(BARN 15 610), AKX 1 H 18] 3mg THEEMBLE, HE
WX 4 & &L Mmg ORISR S 8 I EE
THEIRE LT, AFNL, ZILIREETE O R ORYIOEFED 30 4
PLERTC, 22y 5L Fok &k n b L,
FHEAE E T 5 HbAle DR—R T A b 26 M F TOE{LEIC
BILC. KAl 1dmg O F BRIk 2 EBE (p<0.0001) KTVY Z
T R L 8mg Ik HIESME FESPE~— 0 1 0.4%) BREES

7

HbAlc (%) AHl 1amg  |V707VFE 1. 8mg| S TEAR

R 8.040.7 8.040.7 7.9£0.7
(285) (284) (142)

. . -1.2+0.9 ~1.1+0.9 -0.1+0.7
20 ETORIER (278) (272) (134)
HEZE (RAI-) 707 WFL 1. 8me)® -0.1 - B
[95%(2 #H <] [-0.3;0.0]

Tt Rl 7 £ )" L1 B B
[95%( #H <] [-1.2;-0.9]

TRBRE R - 0 R 1k SUB IO BRI OMEH OF BB D 53 3578l
P S,

a: PR RS GEGIED | b BRI, HbALle O KNG % 2 EMSEEZ L
THESED 25T BT 2 O THERE L7z, R PEDRRAT Tl AFIRED 212, 0. 4%
GFEtE~—v ) BHligEicnz b,

BRI 8RS SR oo, BRI E (56mg/dL
i) SEGEMEAR RS 1%, AK 14mg BET 26 21, U Z 71 F K 1. 8mg
BETTH 9, FIBRBET3H 3 RS-, 11115
fa]
BEREE A VRV VEDFRAXIEA VR) o EA RV
SVEDHA. T RNBIEEREERER (5 111 48
ERH )
A RAB S PR UIIEBE T oA A ) T K B iR (Basal A
VAU v BAA A Y Xt Basal-Bolus %) CTHE L ho—
/wj S5y 70 2 RUBE PR A7 KB 731 61l & e BT SEAR A E] 0 11 2470,
ZEHER FOROELGIZE DAL 3mg, ARHF| Tmg UTAFH] 14mg D 1
A 1 [\l VLT 72RO 1 A 1 [EoBnEE % 52 % L7
(A7) 3mg F = 184 Bl (AAN : 49 Bil) . AH| Tmg BE - 182 1] (HA



17.1.6

N 248 i) . AA 14mg FE - 181 451 (HAN 47 f), 7" 7 &ARHE - 184
il (H?Jx)\ 50 Bi)), AFNL 1 A 1[E 3mg THGEZBG L, Ak
WX 4 B Z L & L, Tmg O 1dmg O FH&EIZIXENE &% 58044
D 4 BEO8 MBRICEET D L ORE Lo, AFNT, ZiERIE
TEDH ORI ORFD 30 LA ERNC, =y 7 LLF ok &3k
BOfh Uiz, Zedk, KBED U R 7 2K 5 72 I R 5B
MDA A ) v i 20%EL LT,

FHEIFAGEH T 5 HbAle DR—R T A b 26 1l E TOLE(LEIC
LT, AFOWTNOHETYH 7T BARICKT 2 BN HRGEE S
iz (p<0.0001),

HbAlc (%) AF 3mg AFH Tmg A 14mg 7R
PRI 8.2+0.7 | 82+0.7 | 82*0.7 | 82+0.7
(184) (182) (181) (184)

. . -0.5%1.0 | -LLO*L 1 [ -1.3%1.1 | -0.1%£0.9
2 WETOR{LR (176) (174) (73) (176)
B ORAI-7 7 8)" -0.5 -0.9 -1.2 B
[95%(5 #H X ] [-0.7;-0.3] | [-1.1;-0. 7] | [-1. 4;-1.0]

TR E G- O R L SULBMOBERF RO O EICHD 5 F, Hoii
B IS <,

a: PR GEFED) | b BEZEE, HbAle ORI Z Z Eliveikz H
THlizEt. oo & D THEE LTz,

IZBWT, HbAle D= T A b D2 R () = EUE(R
ZE) 1F A 3mg FECT-0. 6+ 1. 0%, A Tmg #£T-0. 97 1. 1%, AFH| 14mg
BEC-1. 2+ 1. 0% ROV T REEC-0.240. 8% T o 7=,
ERZRMAEE, AH 3mg BET 5 41 5 4. KK Tmg BET 1 £, K
#l ldmg BET 2 6 2 tE RO TR ARBET 1 FRSE Shviz, KA T
MR E (56mg/dL AH) JEMEPEAR M, AHI 3mg #ET 52 71 196
k. AH] Tmg #ET 47 51 180 . AH) 14mg R T 48 B 147 (E ROV 7
B AREET 54 il 156 iy S . [11. 1.1 B8]

FEREH 62 E8M) FMERURLMERR (B
REER)
AN 2 BUBEIRSPS A 458 51 2 )b G SEAE 281 0 A 2170 R E
FERRFIEIA (ALK =Ly L7 H N A o R Y o UMEER]
a-7 N ay B —EA, FT7 VU PR T SCLT2 FLEA] D
W) IBINL T, AAI 3mg, AH| Tmg UIAFK] 14mg © 1 A 1
[ G 5 VET 2T 7 F R 0. Tomg O 1 [ F5-% 52
SR L7= (A 3mg % : 131 1, AFK| Tmg BF : 132 1, AH 14mg
BE 130 5, 7 =T ZLF R 0. T5mg Bf : 65 i), AF1E 1 A 18] 3mg
THEG AR U, FHEEHEIE4EM T & L, Tng L O 14mg D H
:ai%ﬂ%“ﬂ%&’j?ﬁﬁ%% 4 T KO8 WAICEIET D K 5 aE
Lz, ARANE, ZIIRETZO B ORYIIOEFED 30 43LL ERiC
=2y ST oK ESLICRROEE LT,
52 BWIZF T, HbAle (/)N‘~x§4 U DR (R Y
R72) 12 A 3mg BET-0. 8+ 1. 0% (N— 2 F A > DF14:8. 20, 9%) |
AFK| Tmg BET-1.4F1.0% («WR—RT A > DFH) : 8.34+0.9%), A
F 14mg FET-1.8+1. 0% (R—R T A D] :8.4E1.0%) LT =
F 7T R 0. 75mg BET-1.450. 9% (R—A T A D1 :8. 440. 9%)
ThHolz,
N2 T A G 52 E TOREOEEY (P R 13,
AFH| 3mg BET 0.0+2. dkg (WRX—RAF A DI : 71, 5kg) . AFHK| Tmg
BET-0.913.4kg (N—RAF A DI 1 72.Tkg) . AH| 14mg BET
-1.7%3.5kg (R—=RA T A DY : 72.6kg) KT 2T 7 LF K
0.75mg BET 1.0£2. Thkg (=R T A DY) : T1.2kg) Th o7,
) MBI 50 B bk F 7 LB MO RFEROMSE A O A E D b &
LR EREIC S,
52 2B 5 OFH AR D HbAle DFEH % FTHRIRT,

111 8E

HbALe (%) [ =251 [silE ol
AF3mg
ANVR=T LT 8.5+1.0 (42) -0.7+1.2 (42)
HENRIA R Y oy MR 8.1+0.5 (22) -0.7+1.0 (21)
a-ZnayF—EREA 8.00.8 (22) -1.1+0.8 (21)
F7 VY PR 8.320.9 (23) -1.1+0.8 (20)
SGLT2PH 4 8.21.0 (22) -0.8+1.0 (22)
A Tmg
AV = LT 8.3+0.9 (42) -1L3E1 1 (40)
HRIA 2 A oy IEE A 8.5+1.0 (22) -1.620.9 (21)
a-J N3y X —PHREHA 8.21.1 (22) -1.6+1.2 (22)
F7 I DRI 8.4*1.0 (23) -1L.5*+1.3 (23)
SGLT2BH 241 8.3+0.7 (23) -1.4%+0.6 (23)
AFil14mg
AR LT H 8.7+H1.1 (42) -1.9+1.1 (41)
HENRIA R Y oy MR 8.5+0.9 (22) SLTELL (21
a-ZnayF—EHEA 8.4+1.0 (22) -L8*+L.1 (21)
F7 ) DRI 8.2+1.0 (22) -1.7+1.0 (22)
SGLT2PH 4 8.3%0.8 (22) -1.7+0.7 (22)

TR R GEGIEK)

AR S S, AR T M EfEE (56mg/dL Ai)
JEGEPER MBI T, &K Smg BET 3 Bl 4 F (WFhb ALk =1r L

THIGFH) . K Tmg BET 341 44 (AR = o LT AIDEAE - 2 6
2, WA R oy WMREERIDER < 1 61 2 #F) . ARA 14mg BET
4614 (Wb A LR= Ly LT EIGHH) @it S, 727 70
F R 0. Tomg BETITME S edpo72 %, [11. 1.1 3R]

18. FinFIE
18.1 {EFA%F
AANLE N GLP-1 7Fm 7 Th Y (WIKYE GLP-1 AMER &5 GLP-1 5
PR LRIRAICHE S L. cAVP St &2 90 S8 5 GLP-1 28 (R EBI 3R
L LTIERY 5,
AENIT VT 2 v A L TRBNC L 2 0 fEOBIER O 2 VT T v
ADEFERTEZZ BT, £727 I/ BEHICIY DPP-4 (2
KD ficxt LTt 2" 2 Lo k0. (ERDB T 5,
18.2 ZEIB{ER
b N COENFHEROFMIL, Fit T 25652 RE, T XTR TS
A~ 20T R 1. 0mg O 1 [F] 12 38 (ARWEMMEET) KT
g o EFEIREBIZB W T,
18.2.1 Mm#EMET1ER
T~ NVTF ROE FHGIZED . BERAE db/db ~ 72 (1 A 1[4 28
ARG CERBEGHIARE & il U i B 23K~ L7z *Y,
SMEN 2 AEIRFBEICB T, B~ AT FOR TREIZLEY 7
Jb 3 — APRFEARIFENCA A Y U WDMEHE R OV )V F1 2 3 WS
P S, P 2 a—RBEEET TR & L TIRT L,
SMEN 2 BUERFEE IS B~ 2T R 1. Omg Z3 1 [8] 13 3 F‘ﬂ (FHE.;
WG 2 & Te) M FHG Lo a, Mk 5% 1 Hmick T 52
JERFIBEGE 1L 7" 7 2 A &bl U TR < L ifbERE FOERIE 1 HF%%
BOTHEHIL TR,
18.2.2 T —RBEMA VR U5ib
BT v g A N in o vitro R D ROV =7 2 2N in
vivo @ pE 7 T FRER YV ICB W, B= /LT ROR F#EIEA
VAY U WERIRE LT,
SEA 2 TR E I~ VL F P2 FRE Li-fE R, #ilRM
TN A= AREEANGE DA LAY O 1S (Fva—2Ekh
ﬁﬁéf»% 10 534%) ROV 2 FRAMW (Z L a— A5 10 5344055 120
I3E) BOSIE. 7T AR & b LTI L7 ),
18.2.3 J AT U5k
SMEN 2 BUBERIFEBFICB W T, B~ VT ROETFEREIZLD .,
TR L LT L T TR E R MR D VT by
WSEAMET L7z ™,
18.2.4 BB HH
SNEMEHHBRE SN T AT ZE—A (T T 7=2)
DOIMHPPRE T 1 7 7 A AT FED < Cnax L OYAUCo-1h Z4FEE & L TR
L7, B~ 7 A F RORTHEGIC L0 &% R Yo H NSRS

BIE L7z,
19. B2 ICEAT HBILZMHR
—f4 B INT R GRS TR Z) (JAN)
Semaglutide (Genetical Recombination) (JAN)

ﬁ\q‘it : CisHeo1NisOso
53 4113.58

s
H3;C CHs
His—” Glu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-
HOZC\WMGfu
" J\/O\/\o O _NH
O\/\O (0]

N6
Ser-Tyr-Leu-Glu-Gly-Gln-Ala-Ala-Lys-Glu-Phe-
lle-Ala-Trp-Leu-Val-Arg-Gly-Arg-Gly

AREGH - B~ T Rk, Bz e NIRRT TR
“1(GLP-1) A TH Y, & b GLP-1 D T~3TFHDOT I/
FRICHYS L, 2 HEH O Ala O 28 FHOD Lys 1%, £hEh
2T )2 AFNT R EE N Arg ICEHR S 1, 184
AT I TEEN UEHO Glu KO 2{HD 8- 2 /3,6~ A
XY Ay ZUBETHERSND ) =% LT 20 ZHHOD
Lys IZREA LT D, B~ Z0F Rk, SO T X/ iEikit
Mo HIEMINTF R Th 5D,



2. BRLLOEE 2. XBEHERERVHLEDE %
AFNSIIER A< | HISRLIER T, PIP 2 — R ORHECRAET VR INFARY T RS R TR
Bt T100-0005  HUFCHS UM ALON 2-1-1

Tel 0120-180363 (7Y —%A 7 /1)

21. ERBEH - ‘
. . e MSD Bfslaxth MSD I R ¥ v —HR— h 7 —
R Y 2 7 REFEERED L BINRIET 5 = & T 102-8667 HUSCAB TR UBEE 1-13-12

Tel 0120-024961 (7 U —4A 7 )V)
22. @
15)(?%;\ )Ez;ﬁffpgf X10] 321 i;ﬁgrf b
100 8 [10 6 (PTP) X 10] www.novonordisk.co.jp

26.2 BRETiRiE

23 EEXH MS DHkIEH

D ANEE Ty FERVEZKEER O EFD B (FEr vy 7 BT RRHBFAARAEILT-13-12
2mg : 2018 4F- 3 H 23 H7&FE, CTD2.6.6.6.1)
2) HNEE : 7YX &2 W EFD iR (A vy 7 BRI 2mg 1 2018 4 Y LA 2K O Rybelsus®l Novo Nordisk A/S (ERERFIE T,

3 A 23 HKGE, CTD2.6.6.6.2)

HENEE  h =2 A LB EFD ik (B vy 7 FE 2mg ¢

2018 4F 3 H 23 A7, CTD2.6.6.6.3)

HRNERL . =2 A FL &R EFD L ONPPND BB (BB Y 7

FE 2mg @ 2018 4E 3 H 23 A/KFR, CTD2.6.6.6.3)

FEPNEORE : (s Lt A et e & U7 S B AE R R (5 1 AHER PR AR -

NN9924-4669)

FEPVEERE . Ty R ARV 104 R BE B FRG-AY AJRMERER (8 v

Yy 7 2 R 2mg ¢ 2018 4E 3 H 23 AR, CTD2.6.6.5)

’ftlfﬂéﬂ ~ U A% e 104 B E R NG 0 ARERER (A8 v
7 & FYE 2mg : 2018 4F 3 A 23 A7ZKGE, CTD2.6.6.5)
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