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1.5 BEXERERRODERBRUFAFEOER

1.5.1 ERXIERDER

FTHVIVNZ AL RAY DDA h—=Atk (BIAR—=Y v H A T 5T 7—<1h)
THAMENT ARB T, 74Ty 1 247 1 (AT) SZFEEICERMICHEASL, T
AT OERRRICEEBEY 525 2 7, ATy ZHEEEZ N Uiz & IUEs X O b
UL BRNE S ThDT N RAT 2 v OWERER IHl LR EH 28895, @i BE iz
S LTT NI TG o OREEDFT 24 BRIV ERE 5 2 & BSENAA O BRI 5 fER X
NTEY, FloEbG% 18~24 KRBT 2EEZ RS FFEFAZIE S g L TELTWSH Z &
BHE SN TWD, ERIZBWTEA 7R e UCHZB S, miEBERE 593 §lTHZ
PE, AR SN, 1 B 1 8, 20~80 mg O MR TRGREENER L ZEENREN
Too TOFERES ST 2002 410 AIZERE N, FFE 12 Avnolilishiz, 20%, HEH#H
fHOMEES LORE=2 7 F4 7 A20m L2 H & U CEAIDBY X, 2004 4 8 Al
AR S, 20054F1 A X vifilREnTnb,
TARTERUNEE (LT, TAuYEY) i, EHEEEHOENWYE Rrbe Y Uik
BT MEFEEER HNE LTI I T AERECH A, TP E L IVE Ko
BV VAR EOWBFEEZ R T, (EHORBBUIRRI SRR THY, 1 B 1 ROFEGIC
£V 24 BERIZO TV BEIESIREZRT Z EBHALMZENTWD, BRIZEBW T 1986 5065
ELERE, POOAEIZ T 2 BB N i X, 2.5~5mg O HE@ET1 B 1 ROFEIZ L
DVENZREET LI EnAEDBR, 1993 410 AIZER Sz, 723 2009 4 2 A2,
BRAMEE L TIlomg, 1 B 1[EHRSHREREIN-,

FIIFNE L DRBZ VT T AZT V7 0 CBBIEAICRKREKFELTEY, CYP450 {KIF
(72 2 52 72\ invitro SREBRT, DI M7 X I RO (CYP2C9) 3@
D10 pMTRD B (A AR AREEER A IZF1T HT80+AS mg MRIFR 5% OT LI ¥ D
Cmax [ EHE] D8 7L E), 10 pMD T /L I YL ECYPIA4B T A =7 = P
DOEALZHl L7=2%, PEREZXI0%LL T Tho T (FREBEREEITI%), moCYPEZN LT
RBHIE L2V EAVREN TS, —HT7 La VU iE, CYP3A4IZ L A@MbERTE Y
IVUVERKICRB SRS, 20X BRI OEWNS, TAIY AL ET AT
DO - TRE S X ORI IC B I 2 M EMERZ K Z 5 wafEidlunws o LB 6,

TFNIPNE LT AaTErORGANL, RETITA T ADRLEELET FET 7
ADYEFEEZHNE LT, KE, BINBIOTHRIZBWTHEL TS, KEIZBWTIE, 4X4
TR T A N XD bR ERARR O 5 Rz -5 % 2008 4F 12 A2 FDA IZ/KGRHET L, 2009
10 IR ENRTWA, BRI W T, 713 P 5mg THRIEDRAR 59 ARREHE &S
MEREEZx G E LEERBRB L U7 A2 2 10 mg THEZ AR5 A B M: @& i) B %
wpGE Ul A ARG & U CTHEM L, 2 b OfE FITH-D X 200959 H [T EGRHGEZ L=,



1.5.2 RFEDRZRE

ARIZBWTTAIYAZ EBRICEERE L TRBEICHO LR TWS R, BEMEMELIU FIC
ﬁ’:ii‘ﬁ*df%):&ﬁi’uﬂﬁﬁfﬁ/ﬁﬁﬁ%%ﬁuﬁﬂ”% ZxLTO WwBEE LT, KRB E 20
E b AEF Lo, TR IR OB AR B9 2 KR (2002 44 lﬂZSHI*%ﬁ%%UUMMHﬂJ
THRINAIRBRFEDOS S, TaalErbdWET A Iz iy e+
RBEERVRBE O NV E I ERE 2R L Uiz “HERILERRZ [ENRGERAR & L CEtE
L=,
ABAHNIOBRRIZHT->TiX, TAIVANZ LT AT OREELRABREE (2.3.P2.2.1
HH) &2, MhF & ORMBITEOMER R X OV @R OME] & O BN Bl A BT D720,
JEEEPOMMED T 4V ba— MEE LT LT,
LS I 0090909090 Pmedd EE E [ -) SEES
FEAANT, BHANCBT 2BEAGRORGE - DV RB LOHE - HEOMAGDLE ThHDHZ L&k
¥ 2, ARAFIOTEER L OERKFHEABRIILAEL IEZE L TWRY, L, 5% ERT ST
WP E LT A OFRYFAN AR RBEGET b B E A, ARG H OEERBR LT
FHEEE A FEFRBR O LM DWW TR R AT T 5 2 &, WIFERFICIE, 25 BLA O FEER A R AT 2
R U BTG, YR AEERIC LD L2 EORBERAE LRy B c& 28z oW T4
IERTD kjkwﬁﬁﬁm%ﬁtccwﬁwﬁmﬁﬁwm%mb,TW1ﬁw;yk7b
wvt/wm%%ﬁﬁﬁw@¢Wﬁﬁmﬁk&PE%%Qi&w:kﬁﬁém,%%ﬁmﬁw
KT S EBONAEMER LA N ol Z EinG, B pitEidi e L OFERR R 3R
AR FEhiT 5 LB & LT,

BT DR FEEF 1.5.2 0 1 ITRT,



£1.5.2:1 BRORE

AHES
(B! trial No.)
w Bk U5 %
& T40/A5 mg 8 AER 3.2.P.8.31
1| EE# T40/A5 mg N % 3.2.P.8.3-3
¥ T40/A5 mg T A2 ETE R 3.2.P.8.3-5

T40/A5 mghl&Al DR A FT7
ATEVT 4 DR R EER

T80/AD meBl Al DRt A7
ATV T A ORER R
BHEOEEER

BERERR A B MR R LU THARER
R OB OREE HE

A5 mgCREZRA Sk i
M &F il Ui — S5 i
BLER

T40 mgTHEEZIRA 4 la kit

il ESE AR ZHEE L
e

53.1.2-1(123517)

5.3.1.2-2(1235.18}

5.3.1.2-3(1235.27}

53.3.1-1(1235.9)

5.3.5.1-1(1235.13}

5.3.5.1-2(1235.14}

T/ABREFOLF M R 53R 5.3.5.2-1(1235.16)

s B R B

| F RIS BT A O
L D) GO a2 W e L
EA R

5.3.3.4-1(502.126)

F AP BT T O ES
Tl s Lo ER L - e
R

5.3.3.4-2(1235.2)

FIEHFNE 2, T RO - OFE,
EHORMY BAELER T F A R
3

5.3.54-2(1235.1)

i 7+ |AD me THREEZIRA oy et 8

ThESLUE T EER A 5.3.54-1(1235.5)

AL0 mg TR EShE AR +5 i IE

BE A LT EE R R 5.354-412356)

ARE i M E AT ATH0/A5
meBe AL TATS0/AS mgBlE#lo
HAE T S G B

AN T B 55 T4H/A10
meBR AHBLTTE0/A5 mgBl A H1b
U<t R SRR 2t R R
= ERE

5.3.54-3(1235.7)

5.3.5.4-5(1235.8)




ke 0l &0 B e i L, BRERA B T ERRICT A IF ALY 40
mg &7 AT EY S mg (T40+ASmg) PFHFFOHEIRE ALK GEOLEEEZMHRE L-OL, |1
A 10E 10 AFEEE GBI 5%l X OEMBIRIZ OV TIRE L, 2 Of5R, /R A
BT L, T40+ASmg OHRERR OGS & 1 H 1R 10 HORKER G O BEEPER ST,

EWNEBET — & 3w r—UTh 201 X OZ 2T 2 MR & il & &l O ik 5 %
T EMET 5729, MirRmpbencimpezzr e, 0P LY T40mg & A5 mg
DEFNOF K9 % T40/AS mg BLE RO SA T T XA TV T 1 DWERZEIT - T, £ DRk
B, WMRBIEOT VI AZ Ly, ThAa Ve T Chax 38 LT AUC, DM TFEE O o i
il 90%fE FA X XV b A FRIR S D JEE (80~125%) DN TH -7,

ARELAH O BRI ERH T, PG TR R 4 22 @& fE B Tk 5 ZIEHR T
b5, FO7H, ASmg HEIE /21XT40 mg HH CREEDRA ol EEE 254 s L,
T oA LB S8 % (CHE R G58A%) O & T 7 BRLIRL M TR A Bk R RE
ERLAFIBECHEE 95 Z L 1Z X Y T40/AS mgfl S Al OB EKFT 5 2 &L & Uiz (BRIEIED
ERPEREAM I B AR HNIZ DWW T [2002 41 A28 H, EIRFERF0128001 =), Ttz
DN, “HERHRSS Bk E TCOREFSRBIMEL LUOBRREEOEBIT OV TE
G AIRE & HLANGRE Lok U7z, EWNBREERBRIE, AS mg TREIEZD R AR+ 45 Zn A RENE & 1
FERRG L L2 LUT40 mg TREIERA Ho R AR S M EBH 255 & Loikix
;ﬁt:t:zo.%r'-.ﬂ K VM L7z, ASmg F72I1ET40 mg HLATRELERD AR 47 7a ARNENE & if )+ f8
FIZH LT, T40/A5 mg FLAFIFE54%, A5 mg ¥ L UT40 mg HAMEGEHR 512~ T, “H5
B 5-8 o> b T 7 AL YRR ME TR F LU N T 7 I EEALIGRE 01 £ F MR IZ 3BT
MEICH B RMEDRE R LTz, AFFERIZOWTITENGERABR2AB DO T40/AS mg #l A
FIREZOFA LT, AS mgHLAIFE 7213 T40 mgHLAIEReHE & ik L7 & 2 A, SlME G L7-BR0F
FEHERGOBBRIITIO mg HAMGRHEOBBHEB LY ®hro7b 0D, ASmg HAMERE OB
RLFRETHY, HHTRIEDRA Lo BEICHT 5 ZRigFEE LTERT 25EG, A%
HEORBFERMEIED Z L3 ho T,

RGBT, ZIT 3 2ENKGERB2ABRZ E T LommERE 255 E L, sell b
R R L OROSEREHRT 5 2 & & Lz, ArBuofj i oLz &
4% 5-56) F TT40/A5 mg ELAHIO B G2k L= BE T, b7 7 R LR M+ L O
R T 7 g RS DR 9 2 L R 51 -8 R AR D HERS L2 E L T2, KB A H O 2 5-56 % % T,
PR 0 i d6 2 OMBGHRE I L L Z 38w TR RS T A O BRIERV R OWIT LA b ko Tz,

ABLAH OREOKE L WRT 572 9IT T40/A5 mg FlAHI %AV CREORERR % 20 &
WosiiLz, 2ofE, TV ORMBIBIET LI P2 o HEIR I & R
AT LY IS R ORISR T 5 2 &, T Au Ve ORMEIEIRT A VY
HLRIE R & FRRICEEORELZ T RN LR E T,



IR OENBERBRICIA, WA CTEE SRR EERRBRESI AT L, F
72, 2009 4F2 BIZAMIZEBWTAIOmg OHESRAHE S L CAREHR AT AR I N
Z &R, Al0mg & ARKFECA A O g A 1T o T WA BGERRR TH b = A8 L OV et
DR %, A10 mgi‘;’r Bl & T40/ASmg D EER AL EFHTIZB L TERT 28R E LTHRIAT 5 2
L e L, &6, WA TR S o R, RIEGHABR L OEN R FE ]
&memwmgmﬁﬁwTwmmmgm”mwﬁ%%HM>L*ﬁ% SHEME XA -A10 mg T
FEEDRA 7o @ B BE 264 & Uil s REER R 2 22T B9 5 B8 ¥k & L CIRMT
THZ L LT,

AKEAFOT NIV NLE BLIORT L rofE (GAIVAZ L A0mgBLOT LY
' 5mg) [ZBL T, EREnoBATHARI AL - HE@GHANO BN SIBIRT 5 2
&Lz,
ARZBTAT IV AL OME - AR, R, KAZET VI A2 L LT 40 mg
Z1 B 1 EREO#ESTH, 7272001 H20mg 565206 Uil ET 5, 7ok, S -
FERIC L VBT 225, 1| ARKEREEITIOmg £TET 5] L&3nTHBY, FLIHL
Z40mg XTI A2 o OEERETH S, BFICREED SRR 572 & i EBRE TR 5
TR AGA, IR TH S 1 H 20 mg TREELELSG B D @R AR
ARNOEFRMBRTIX VW EB 2T, FERIBT 27 22 U0k - A, TEE, ik
N7 2P LT25~5mg 1 B 1 REOH#KST 5, k. MR U e
TH, RATDRGAITIZTIE L A10 mg £THET L ENTE 5] (FHRIX 2009 4
2 HARREE A HEAR) LENTEY, 7o 032.5mg £7213 5mg 5@ i &
LTEREINTWS, TArPEY 25 mg BHHARSL L THRESRTHRNLDD, T 4
7Y BB FOBRKRBRT VA XU REO [REEROBKFAMLFECET LA FT4
(1989 4£3 H 31 A, F|EFE1 8 &) 126V, 25 mg, 1| A 1 BEEZHMWMHEL L, EES
BRI RIBAES mg (IZHiNT 5 74 o CRERRZ £ LTz, 2 OKH R S O
BT ISH 2009 A RT A4 CHER I HBEEERMGEH EoFRI (1 B 1 RS 03RS CIERAH
W%%ﬁfé)ﬁ%7c:@Mmmﬁi%ﬁ,7Am98yz5mgfﬁmﬁ%ﬁr%&%ﬁ
BEHED S mg ITHETLHLOEHEL, AEGAIOHEAGLDEHEE L TT AP E Y
f:‘tSmg LERE LT,
LbEDZ s, FREIREACRIEZ R A 5 72 e B Tk 2 ZiGHE & L CTARRBL A
IS A55A, ARABRIOHREIZT LIV ALZ L 40mg LT AR TUE Y Smg OF A HE
WHR L L Ol oM AE THh D &Il LT,

INOHDOENE LUOEADOEERBOFEENS, UTOLBYEKRBFETLIZ LT L,



HEsim A - 2 ALy MECASE AP

(1 Ed, FAIBALZL L L T40mg, 72 L LTS mgah, KBHHERICIHTEA
XA A ELASE AP IR H)

Zhae - 2R (%) &ifJERE

M- A (%) :

BRAIE T B LA BTV E T aa e s LT 40mg/Sme)a 0 # 5425, AH
P TR O F—BIRIE L L THW R,

1.5.2.1 a H BT 5 SER O RS

ARBFN ORI HT=Y, T40/AS mg BLE#lEB LT TRO/AS mg BLAAIOT VI H vz v 2 HED
WRIBRR ZIT o712, E7=, TG TOMA & OFHIMEF X O aliF i i) 5 Ml & DR 7tk
filh 2B T AT RO DT 4 NV bha— FEE LTHBTAZ Sz LT,

T40/AS mg Bl A HN DT VI A Z VEOTME] (A 7V, RYAFmF L (160K Y 4
Frraelr @07 Y a—n, D-vr= b, BEEKISAT, ATT7YV BT R T
L) ITHOWTHE, BAROI 2 ERARERLEI AT 4 AMETRAShTEY, T3
Y E o OREEIIEE RIEX Wl LTHER LT,
TaaTErRUANBELETNAVIVINE CRERGRAMBH HWVET LAe P VBILEENRD
WAl & DAL TR ZEEEZ M T 22D IR A AR E R LTz, 7o P X g
BT NIV NF @G & DIREYDOZENEIE, 40°C-75%R.H.(open)D MRS TT La v
U R UV ERIE DB E R BIR T B L OO iestoma o, £, WIhoRfFEE
crvcbarzt G srene cors, NG
5 - L L

ARHFN DR EERBRL, [REERBRTA FT74 L OHUFIZHONT) (RIS 6 A 3 H [E3K
FIEH 0603001 ) [ITHEHL L, /34 12w b A& — L TRLYE K hU7- T40/A5 mg FL A CEEME L7,
ARBRIEH & LT, AREE Lol KORBRGIEC LR, wWilia, M, &8r 5
L, ¥£7=, Z2FF TICMAEWRE ONERER, RERGFRROL), FHEMERE, EAHED
X OV R & M L7

ARBNL, SRERETORFIZBNT, BOETET 22 P EROK T B LUEHOK
TARD B, iRz XY 8RB L7z, PDVC 7 U A X —@¥E T2 ToFRFIzZEBWT
RETh oz, WX, IERRE X O o RIRZERBROPREFER (12 EAH) T,
B O LB L OEENIRD b T, BETH- T,
ARWBORAFRMTERMBRAT L Lz, A2, RORGERBSMET CHDLZ L, E72M
MRS Ok T D RAIMRAERBR O P RFE (126 H) T W T E DML LU
ENIRRO N2 Eonh, EEMIZ2FEL Lz, BEIRERBRICOWVWTE, EKRREE T
Wl & xR R T AT ETH A



1.5.2.2 JEER PR 51 BR R HE D L RS
[ HENEEd B Bl BN JEAESIARGEE NGRS
BT HBEKGRONE - B L UM - HEROMAGDE THH I L2 E A, ARGHID
R LUK AR IS AH L ITEB L Ty, HL, S%FE BT H57VITA2 7T
LY OFEYEHEAEAERRBREATD B E 2, REAH O BB X OER AR IEIRAR O
VEMEIZOWTHIRERTT 5 2 &, WEERICIX, & 8EAOIERERARMEET A R L BT, EY
MM EERIC LY Z2M EORBERE 2N EHBTX 2B BIZ O W T HRII B8] 52 &)
E ORI A 5T, FOBIERLIZBEARBRICEBNT, AITANL T LV E O
EHBBEVOERNEBIZEEEZ L2 22 R Eh, BYEMBEERICERT S & Bbh
HEER b AR oT 2 &0 b, Bic et L OERRIRERAABRII E I L 2o 72,
723 = C, RRFEIC STz - T, & HA 0 FER R BT L OSEW AE BAEH O kiitn o,
LM EORMERE U RN LB 2B ICOWTELE LT,

1.5.2.2.1 ZEIEBHAER

152211 TLEIHILEZOBREAER (EYa—/L242158)

MiEF L= BECLAEMNSFREFRE L=y, EELoVvBIGEL=VURIENLTEE X
NAHFMEESLTEZ » b, @MEARBIET v b (SHR), FTF VAV x=v 7 T v MIXL
T,?W?ﬂw&Vﬁ%nﬁgh DR REEERZ R L, ERE I L o> THIEAOMT
BLOBREKTICLD Y AT Y REBIIRE R olz, i, L=v =T v o470y v R
m@éﬂt%ﬁv?AKZﬁ:ﬁ4%wtﬁLT%Ha&ﬁ%&%%%m&mL,?wiﬁw
AT L = RIERS X ORISR FET S 2 LR BIEEMEZRE L, SHRE LU T
VAV x=w 7Ty FOMFEIZEHTAERICEBNT, FAIPALF AL T T AB LR
PR L) BIEAENSBEERZRL, FOEMTEHENTH-7-, SHR ZHW-1EH®
R EIZ BT DI W T, TAI I COBEFER ORI D T2 v LRETE
ol BMAREOT VIV NS AL, EFLEE IR L C—@BMEOREMERZ /R L2, @i
JEEV b9 H BEEAERIZ 580 - T,

152212 FZFLADEVOREER (EVa21—L242258H)

T A YA ERA G (SiiEBRBIET v, DOCA @i+Z v &, Bk
MEZy FBLUARX) ZBWT=7 2V EFAFEEFLIIERU EOBREERNZRL, 20
TEMRBUIER CEMR B R - 1o, DI ﬂbfﬁﬁrﬁm&mfmﬁwzmy@(7
v b)), 03 mgkg (1 X) OFROFLGETHIFZEALACEBIALN 1o, SHETITONK
OEMERLER, ZOERIT=7 2V X0 HLNIHE -7, 7oA U 2l o
P h U CHBRIERRICTEDRIIZ A SRR o7z, Eiz, MMEEH 5 I & ME HAFE T v



Nz 79 MBS L OEHEESZ M Dahl-S T v M2 10 B EEGE R G- U7 CRIEER 2R &
EHiz, EMPENEO LN, T2 Y ORESREROBRETI=7=V O/ 1.2 14,
RINRINDKI 4 5, PNVFTEBLAORN9 FRATHY, =N Lol £
7=, W oEY LY HIERABBRITERT, oM ThoT,

FAEDT LT ACBW TS, IEWIMEEMIR L TRIEMERZ R L, s EEwic
9B B AR IZ g9 o Tz,

1.5.22.2 EYMEBEHR

152221 TILZHILEZY (EPa—)L2435H)

TFNUIFNANZORIERE, Ty b, 4 XTERENR 64%B LTH 200 TH-7-, AUC &
Coax 1, 7 v MZHBWT, 5 mgkg LLETHEM EOBMARD bR, Ty MIBWT,
FEMa L T O AUC (X T AUC OF 77%IE T L, B X 2WRIEEOK T8 b,
Elo, R Z W RNS T (T b)) ORGORER, SFIRHIZoA L, RCHEEE,
FFIIZ B W TR EICHFE L 728, W HREHIZRE L, REMR~OEFMEIRD Sh
pinoi-,

FHIPNVEANETT y MIRNET 5 EMBEP 2T E A EREIEE LTIEEL, mEE
AfEARIET v b, A ABLTE FTEREN 99.6%, 98.7%k L1199.6%TH YV, T v hiEk
~OBITRIIE Tz, TAIVAZ T, WiEE@mEL, iz, b ~bB8i7L, T
IV R ERS SO CRE a5, RPPEERE 1% &K<, 1ZEA LA
HEILUTREMEOT Vv a @bk LTt &z, e NFI /7 nYy—2%H
V7= in vitro RRBR O FE S, HESEREE AL (20~80 mg) T CYP Z 4 L 7= 3HH BAE M o AT REME
HIEWZ &R Xz,

1.5.2222 7LAVEY (EYa—I/L24358K)

T LY OFIRNE 5%, 4 X TIEEEBINED 45%, 7 v F T 38%, ¥ U AT 25%,
b R T 2% IR R X T, IRET R DT OB THIZIER L TH - 703, - th
TR ES PR ARRRE o T, D ARG U ABRKARETHL A LRI L, [4-1C)
TARTVEAIRAORGHITIERRIIRINEINDS Z BRI, —HTe NRPIZESG &
D S%ULLFOREMAR L pHEI S AW E0vd, 7oAV e 3w #EZidsb08L%5
bz, B bOEEANENL, e FubE U DUV BOBEHsE6I122- 7/ bF v AF
WANB & DL 5- A R F VR s BB ENT-REm ThH L. 2o 0EmIE, 7
v FRA X THROOLNDHA, TROOEYRETIIMMOYE Fr el vl B2
Endz, WTROREDIZH, AU AEFERREEA LRV LBAREELTWS, &
ARGHONRLFT AL FTEV T 41%, ZREHE FT63%, 14 X T 88%, ¥ AT T5~100%
BILOUT Y FT100%E @H-Tz, HEHERGICRT 24 mEE R SRR e T 35 K,



A4 X T30, Ty FT3ER, ~UVATINEHTthoT, Tl 3 b4%, K< 4
AKNIZoAi L (B R AiAM=21L/Kg), ThnZ oFEYOEWVERM & 1 B 1 RS TOR%)
MG DE ST E R TWAEEZ NS,

1.5.22.3 HHHEHR (EYV1—-)L244288)

TFNUIYPNZ T AP ryOZENEN LA TR UL SICBBEINERFTREER
1.5223: 1IZR LT,

FLIPNEZUBLORT AP b0 EHEEEZ R LT,

HEHGEERBR CAH LN ROL XS EAOEIEMICER T 25 D5, H5HWVIE AT,
TREEREE I AT LEREDO Y T AR L EZ LT,

TUIVNZ BRI EICT7y FBEXUOA X TP RFEREB L7 LT F =
fED ER-BALR, 4 X TIEEIRME OZEZ M- 7o, FEBRARRRIZ W T ACE FLEHI 23S
EHEZALLZENMESINTEY, WOMTEMROZE(L L ORERRBEINTWD, F:,
F v MAEBREHREA MG L CREBRT 5 L P IRFBERMER LTCY VT F = AEOZEE) AW
ENHZENDYL, TAIVAZ HBREIZL>TALD 2N OO OBEPT RiXT VIV
N OEBIEHICERTA2b0EEZ ND, —F, TLAaYEr 7y MIHEAIRS LT-
EEICHMPIRFBERMENBEIZ LR LR, 7 VT F=HOEE L D WVITH WA LB
SNTELT, MERMEIC L > TP RBFERMES LA TLH52EBLMENTVDZ &b,
ZOMPIRFEEREDO EHIET 22 28 OFREMICERT 5 MEREOR L LEEZEZI N5,
DX, TAIVAZACHALNMPIRFBLER MR LT VT F=ED BRI L TUT
BIRMEDOZEE T La P AZA LRI PIRFBEHRMO LHIZ, FFERAOFERIEHICER
THLEDTHHI L, iz, TARVE Lo TEEENEL TRV Enb, A3
NG T AP OUFICE L CEEE AN & 2 TR TR b & Lz,
TP NZ R BFIEEE LT L & IZRRD b B E KR O AL AT, $5 503 5 W ACE
LERIZAOND 7 FAGRTHY, AHAHEEEMGELZT Y MTFAI Yy oz bT
HEBOLNRNZ G, TAIVALZ ORBEHNEOEEREZOND, Fiz, TAIV
W CBEEICESENE FRRRBRICEBT 2 A HFFRR T, ANEHMEEFCEL T IV
NE R ETTERBICKREREZZTAONT, 62, TAuPEryOT vy MEHWZEHE
AR CHBERBEORENRBEREIN TN EE2EF20bED L, TAIFLZ LT A1
TECOFRIC X o CTHIBE KRR E A ES LS Z L IXRWw B LT,

PLb, KE#RGHEERRICAONZELRD S D, BafrREEZ R T b0IEZT Iy g st
RPN =Rl g STV B T B CC NSV (A EEoY

IRLEDZENS, TAIVALE L ET A EFRER L E 2, FRENO A
AR A U BB HENICE(T 2 Z L3RV EBZ L LT,

AR AT OWT, TAIPALZ ATEBKARTT v P DSWIEL T FITHETBEEZ R
ol —J, ACE LEFEZ EIRPHI~BANTEH U7z EiciB R KOS AR FEE )
HENTWS, £ hTHRESNEZZOREEEEIV = —T o7 o RIAERICEEL



ol FGAMBLEZLNAEYD, FAIFAZ U OBMBLOTFLIYLE T AR IE Y
OUFREGITTRT O L3t s 35, £, 72auP 2851727 v MIFSHEB L
VT ARMATarOIRT, BEE, Bkl Lo b lkoRdsgsEshtn
DM, TIPS ATEHE R~ OREERITRD b TWARNnWZ &b, TAIYL
BT aaTErORRERICLE-T, ZOF7 La P O/MEMEARE T A B TR
EhsrZ EiThnwtEZ BN,

FNIPNLZ LT ATV ORGANE, A TH L2 T CICZelRlER I THD O
VSN T 7 R OFER DB LE & 72 H RPN NI - T2 DT, SfimEGE Lz
PERBRIT N L 72 o T,

7 15223:1 TAIVALF LT Aave Ot 5

T TPk AN =
T v b OB E 7 v h® LDs :

HLIA]#E 1 2000 mg/kg I 393 mg/kg, ME 686 mg/kg

¢ 57 A XD/ B E

2000 mg/kg #

Ty bEEEBARXTHEONEER | Ty b TAHALOREERFR K&
PR, - ARESINNE], AR oM | $nEE, s, g E RS
B, BAKEOEM, RiEKRHBEE | KT, MPRFEREO L5F, &

RAE#A oW, MPfRFEHME, 7L | K- REBSLOCRPEREO L

P2 5.3 TFmEB X OEREO SR, 5, NBEEOYLE, Ok E RO
DI R OWA, BIEOFRERIA | BN, 8% BB BRI A O B R
PR OWBAE TR R, LA | 3 X OWRE IR
SRANE DZAL, HIBE RO %
Ty NZREBIVCEKEEITO | Ty FZREBICERE TOH
PIHRAIRSE A ¢ IR - B VEBOE/ER, BImREE A R - BRIRBOEER, &
RIRE, ZTHE, BEBE~OE | BE, ZHE, KERE~OEE
Bl el
T v MEREEEAMEYS . A% | 7 v MNRREE ARG« A
HPERED 50 mg/kg/ B BETHAR | IBIEM, I® - BIEESCIEN, IF -
D1 Bl RERED, HTFTEER, | BIERE~OFEER L
IR - W EGEEM, IR - BN E

EFFRE | Ao L

i
VY RIRIBEE A Y 45 | UV RN E RIS - A
mg/kg/ HHED MG W CREKBIE LR | IBIEH, It - IRITESEEH, It -
ORI, A EAERRR L NEIRFEE ~DEER L
Ty MHARBICHA#ORAE | 7 v MHHAERB L OCHAEROREA
72 6 NI BHEN OFERE : 15mg/kg/ | 72 5 CUZ REEN OHEHE @ 10 mg/kg/
AU EoBECTHARAEGFEERY, | BE CEEDM - S OIEE,
S0mg/kg/ H B CHRIGBRA O | AW, WAESR, 4#% 4 AAETRF

BOWW
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1.5.2.3 B PR 5 BR A HE 0D BRI

15231 ENEIARE "IF7I5E) T RRELVATOPERE

BE - REFHERR (Y 2—/12.7.6.2.1 28, BI trial No. 1235.9)

12 2 DERERR N B2 x5t & L, T40mg & ASmg (T40+AS mg) $ L U8 T80 mg (T40 mg & X
2 88) & A5 mg (T80+AS5 mg) DOHLAIRR O GHOLAMEZHR L%, Fhbo 1 B 11E 10
ARG X DR, AEER X OCRYERIZ OV TR L,

T40+AS mg & T80+AS mg OHEFR O HGHB LT A 1810 HEMEERSIZBWT, Ty
N B D E IR R e T AL, 19~22 BEE O R T Lz, Ao
SATERFIE 1520~1990 L & KZEnolz, TP ILF 0D Coup (XA DL EIZHIINT 2 5]
WA LTz, TAI VN2 AIRERGRGE 6 H RICEFRBIZEL, BEHEL 1.4~2.0
Tholz, ToroyromEhIRYREITE G 4~6 IFH T Cua (SEEL 728, 41~42 B
DWW TR Uiz, AT ODMERIT 1630~2400 L & K& holz, 7TAa PV IE
FO-bMht 6 B BICERRBIZEL, REREIL3.0~35 ThoTo, £z, BERAICHL,

T40+A5 mg 33 L U T80+AS mg MHERR 445 & 1 H 18] 10 A M XEEG OREERHR S
7=

T40/A5mg BA 3Bk (£ ¥ =2—/V 2.7.6.1.1 B8, BI trial No. 1235.17)

30 & OFEFERR A BEE 4 & LT, T40 mg & AS mg @ HHIHEH (T40+AS5 mg) (Z5%F9 % T40/AS5
mg BLEH & DI AA AT XA TV T 4 T 5720, WERE, F—7 2T, 20
2 W17 a Ad— - BRE FEM Lo, WRAIOEMERE N NT A -2 EITAIVALE S, Thn
DEVHIZEHU LT\, TAITAZUBLUTT AT TVE D Cha B £ T AUC.,, O B
O ST ) 0 He D W 4] 90% 15 48 X[ b A 4 5 1 [) 5 0D JEHE (80~ 125%) DREPHIN Th - 7=,
F iz, EEEEER AR LT, T40/A5 mg Bl A Al L U T40+AS mg HLFIPEH o Bilal 5 0 B
Bl ThHoTz,

T80/A5mg BA 3Bk (£ =2 —/12.7.6.1.2 2, BI trial No.1235.18, 2% %&¥})

30 4 OEERERR A BEZE 4 & LT, T80 mg (T40 mg $E X2 88) & A5 mg OHEIDEH (T80+AS
mg) (I 5 T8O/AS mg B A # & DMXtSA FTRAFE YT 4 ERatd 5720, HE#RE,
F—=T T, 2R 2 W7 0 A —_—-RBREER L., REFARGICBILITFAVITAH
VD Coax V%, WHIPFHIZ AR THOI A E <, REFIR 00 207 25 0D L o R ] 909615 45 X i 1
MR MO FEHE (80~125%) ZiT= X2 -of2b D0, TAIPIZ D AUCL, B &
V7 L2V E VD Cpa & AUCqy, OB FEIE O L W 90%15 H8 X 11X A4 1 R St o S5
WEOHIHNTH - 7=, E7-, EEERABIEIZH LT, T80/AS mg Al A3 L U T80+AS mg D HL
HIOFH ORI G OBBMEIZRETH -T2,

1



BREORERR (FV2—/127.6.1.3 88, BI trial No. 1235.27)

324 (FH164) OMMEMRASEZXISE LT, T40/A5 mg Bl A&l L O T80/AS mg Bl &
FIOFEDENRRIZ AT 2 R EOREEZRF Lz, BHFICIVEEGHITOTAIF LI D Cun P
LTV AUC, X, FHREFN 63~T1%HE L 32~37%IK T LTz, T/A BEAHIEGHFEOT VI ¥
Z v OIEHEREIL, B L RPGEE R L ORI T 5 2 R Eh, IV
Z ARG FARORFOREEZITHZ EPRENT, —F, BAFZERGRETOT L
VE VD Cpax BET AUC 1F, 7 A0 VB VAR GER LKL, BFORBEBEZIT RNV
EoRENTZ, F£72, BEEH (T40/A5 mg Bl E A E 721X T8O/AS mg LA H]) OHEMENE, 22
Rt 5B LUOB%ESOVTRIZBWTHE BFTh o7z,

1.5.2.3.2 ERNE Il 18515

TAaYEr 5 mg CREDRA+ARELEBREEZNRE LE_EEREERR (£EV2—
)V 2.7.6.3.1 Z, BI trial No. 1235.13)
AS mg WEIF 512 L0+ 7B ERh B0 G S 7e WO ASTEVE & i AR 2k LT ,NWMH@M
GAIE 512 X DRI RS AS mg BLAIkGe B 5- & b L TR TWA Z L2 RiETH 2 &% H
Ml Lz,
RERT P A %, ZEHERIEX AW T v SMMEWATRERIER T VA & Uiz, IBRICBRER S
NTBEFEIEZ2BEO T 4+ v a7 v MYE, S EHEEIZB VLT AS mg HAIZ 6
MG L, +oRBEEDRoGFonzro (HREMm/ER 90 mmHg LLE) BEDLRE T
ZrfbL, “HEHERYARRIE (T40/A5 mg B EH] F 7213 AS mg BLA)) ZZ 0% 8 M5 L
7=, —HERMORAHTEHL, BRECTAIVINLY COEHRERBRCBEREEN 5 THE
PERSHH Z End, REGEE LT T20mg & ASmg DA (T20+4AS mg) DS EAALT=,
AN PEfRAT %152 520 4 (T40/A5 mg B 263 44, AS mg B 257 4) 12Xk 0 ootz - -4
B, CHSEHRY SHE T TR ME DN AT A b O TR O FERER] 0 3%k T
B (R 95% 5 HE X M) 1%, T40/A5 mg £ 9.56 (8.34, 10.78) mmHg, A5 mg #f 4.45 (3.23, 5.68)
mmHg T - 7=, WREF O b T 7 WAL PLGE I fE T AL O iR EXE O 71X 5.11 (3.98, 6.23)
mmHg T ¥V, AS mg HLA| TREEDRA 472 BE K LT, T40/AS mg BED kT 7 RF AT HE
SR ME FREEEIL, ASmg BEICH_EEIZRE o7 (p<0.0001), —EHEWHRY 8 H kT 7 i
AEGHE I ML DS — A T A 236 O F FEEE O TRFAE R O FH R V51X, T40/A5 mg #ET 13.04
(11.24, 14.85) mmHg, AS mg £ T 5.77 (3.95, 7.59) mmHg T - 7=, WEEM O kT 7 BFEAT
IS 3 L T B S D GRS 00 751X 7.27 (5.60, 8.95) mmHg T&H Y, AS mg HLH| THReE%h R
Ao BEITEBWT, T40/AS mg BED b7 7 WA IURE 1 E TR X, AS mg BEIZE~F
.ahﬁéﬁhak(wmﬂmnu
AR RS 531 4 0 " E eI AEBRIEO R G o ESE (SD) ik 559 (59) BT,
B Mo P YEiL 56.0 H ThH - 7=,
CHEBRBICEB LA EESOREEL, TA0/AS mg B 30.1% (81/269 %), ASmg #¥ 29.8%
(78/262 %) Th » 7=, e b BB DO E o T A4 HEF LI RHTAR T, T40/A5 mg B 9.3%(25/269
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4), ASmg B 13.0% (34/262 41) (23 L=, W TIERZEMED F U (T40/A5 mg #f 1.9%, AS mg
FE11% : LLTRER), REXE (1.9%, 0.8%), R (0.7%, 1.5%), ik (1.1%, 0.8%)
) | [EF A= B

“HERIICREL, RRIELORRBERATETE VA EFEFRROBHEL, T40/AS mg i
3.7% (10/269 %), ASmg#HE 1.9% (5/2624) Tholz, BEENRL K& oA EFLIL,
TREIED F U (T40/A5 mg B 1.1%, ASmg B 0.4%) Th-T-,

T40/AS mg BCG AL, AS mg HLE CTRIERNVRA o e ARSI EBE TR L, BIERICE
W, AS mg HAREGIEREC I L, BRIRAY, HEFHAOICHEBPEDSBRAE X 7=, T40/A5 mg Bl Al
DZEMITASmg HAILREThHL EEL LN,

TNIFNE L 40 mg TREDEA+SREMEREZNRE LE_EEREERR (£V 2

—/V 2.7.6.3.2 2/, BI trial No. 1235.14)

T40 mg HLAIHE 512 X 0 +o3 72 BRI L 0345 & I 20 W ARHEVE @& i 1 83 12 %t L C, T40/AS mg fid

BEIB G L AREED D T40 mg HAIR G L L TERLTWAZ L2 RIET A2 2 M

& L7,

AT I A %, “HEREEZRWIZ T U F MEATRM T A & Uiz, IR ER S

B 28O T+ vy 270 MM, £I9EEMEHEBIZHS VT T20 mg HAIZ 2

HHE], T40 mg HAI% 4 B (GFte R 85 L, +oRBEEDROG LN -7 (JRIRH

fJEA 90 mmHg VL L) BEOLE T 7 AL, “HEBRHIARRIE (T40/A5 mg Bl A HIE7-

X T40 mg HLAD) #Z 0% S HEMEEE L=,

FNPERRHT &5 311 4 (T40/AS mg 153 4, T40 mg B 158 £4) (2 L 0 WO 217 - 7= 4

B, “HEBRWY 8 b T 7 EAIERI LT DR — A T A i B O TR O R O R

filfl (MR 95% 1= #E X)) X, T40/AS mg AT 13.49 (12.25, 14.73) mmHg, T40 mg #¥ T 5.47 (4.25,

6.68) mmHg T - 7=, WREF O & 7 7 WAL HE SR i E T B o 5 EEA O 7513 8.02 (6.41,

9.63) mmHg TH Y, T40 mg LA TRELEDRA+4 2B T LT, T40/AS mg D | T 71

JEGLYE SRS TR, T40 mg BEIZHL A EICRE o7z (p<0.0001), F£7-, —HEMM 8

B &7 7 PEALE I E DR — AT A s O T REEOFREEEEIE T40/AS mg B 17.86
(16.17,19.54) mmHg, T40 mg #f 6.51 (4.85,8.16) mmHg Tdh - 7=, WREF D kT 7 BEEENA L

SR I E T B O FH RS O 2513 11.35 (9.16, 13.54) mmHg T&H Y, T40 mg HLA| TREJE L) H

A+ BEIZBWT, T40/AS mg BEO ~ T 7 IR FEALIUHE B L FRRE L, T40 mg BRI L~

HIZRE -7 (p<0.0001),

BT XIS 314 4 0 " EHERIABEBERO LG HE O (SD) 1% 551 (6.2) HT,

B HME oI 56.0 H Th -7z,

THERBICRE LA ERSOREBERIT T40/A5 mg BESY 30.1%(47/156 44 ), T40 mg HEAS 22.2%
(35/158 44) T o7, mHFEHBORD > - AHFEGIIRMEIAK T, T40/AS mg # T 12.2%
(19/156 41), T40 mg HET 10.1% (16/158 44) 2% Uiz, WO THEEHRERE (T40/A5 mg #f

1.3%, T40 mg ff 1.9% : LLFEER), BIHEK (1.3%, 1.3%) OIECEm»- 7,
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CTHEBRMICHIE L, BRIEEOREEFESGETE RV FERRORBEEIL, T40/A5 mg fif
3.8% (6/156 44), T40 mg #if 1.3% (2/158 44) Tdh -7z, T40/AS mg #ETiL, &, M, LM
e, 29, A Y T AN, FEREKECEMS | AT oIl A BT, T40 mg BETHE, @RER
MAE, AFEERERE 8 1 AT HolcAHA BT,

T40/AS mg Bl 5 AlE, T40 mg HLA| CREEAVR A+ e RBEME S B HF Tk L, BRIERRICE
W, T40 mg HLANHEGIAHEICIE L, BRIRAY, SEEMAYICEBYE DS BRGE S v7z, T40/AS mg Bl 5 #l
DA T40 mg HANZ R & 07 B e n bt B2 6z,

1.5.23.3 REKEGHER

ENEHRERR (£V=2—/12.7.6.3.3.28, BI trial No. 1235.16)

AREVE & M EAE R E 26T 5 T/IABA A (T40/AS mg 35 L O T8O/AS mg) 1 4E[# 510
BB L UEIMNE BTS2 L 2B E Lz, REZ, T40/A5 mg BLAHITHRES) A+
Sy IR EBREITH LT, T80/AS mg BLAFI~HI it L 7= ORBIEMEH O R B (LREOMETEDE)

WOWTHBRATH2Z 2 HME Lz,

RERF VA L, WBEE WA T TV RBRCEITT A ENBIERR 2 ABREEZT L

CHBEO Y LEARR 120 4T oI RBEERB ARG T S 2 L & L, IR I B
2 7 v VAR A —FERRE (RIS 1) 128 W) T T20+AS mg FEA &5 2 B O #%, T40/A5
mg BGAIZ 6 HERG L, +aoRkEERROG O (JERHI/ES 90 mmHg Ai) B&E T
1% T40/A5 mg Bl G Al Z ke L, o RBRER R OGN h -7z (FERM MLE S 90 mmHg LA

E) B3FTiX T80/AS mg BL A Al 7 B 5 Lo, ZO%BEH QR 1) & L URREE
A OFEIEIEOE M 24707 8 WG Uiz, DIRMERFY (EHE 11 15)) Cidp a2 5 ot 7
PFRZBEATZHZ & e L, fickk 40 W REBAMh» L EF 56 ) HG5TH2 8 e L,
BE G T2k 5 N7 ZREBAIGRAEDHBIZ>WT, Ya— FX—2X5 4 (EITT
LRBRZIMATOFHETREIEREO 7 + v v a7 7 M) 50 OFRRIME FRE O EfHEE, #
5-8 HLIFE TA0/AS mg BlA#lZ fkfefe 5 L7 B ¢, #5 16 18 20.81 mmHg, #4528 #
20.67 mmHg, # 5- 56 # 21.39 mmHg T& - 72, T40/A5 mg THEIEZN R A +53 D 7= 8 T80/AS mg
Bl A AN i L= B i, #4516 18 15.75 mmHg, #%5- 28 # 16.36 mmHg, #4556 # 17.78
mmHg Th -7z,

K 7 7 MR A 1 5 B0 1L OO S PE O FRIFHERS 12D T, T40/AS mg Bl &7 2 ke 4% - L 7= i
T, B G- EE (B 5. 0 1) 86.24 mmHg, # 5- 8 1 80.14 mmHg, #4516 1 80.09 mmHg,
% 5.28 1 80.23 mmllg, # 5 56 # 79.51 mmHg * R L7, # 5.8 HELMEOHEBITLEL,
R I LE 5 BRIE S R OWES XA B> Tz, T80/AS mg BLAANCH & L= BE T, £
MG BAREE (B25-0 #8) 93.99 mmHg, #45-8 I 94.62 mmHg, #4516 ¥4 89.39 mmHg, #
128 1 88.78 mmHg, #4556 # 17.78 mmHg &H#ER L7=, #4520 HUBEOHEBITREL,
IRF IR (A O BRERN R OWES LA i o7z,

T, RHMBETICBT S b7 7RHEMPER M EOHEB 2>\ T, Ya— FR—2F 4 (4
1T HRBRBIMATONHERMBIEIRD 7+ v ¥ a2 7 7 ME) 5 5 O NG E T B2 o S E I,
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T40/A5 mg Bl Al 2 e £ 5- L7 B Tk, #4516 18 33.89 mmHg, #4528 ¥ 33.73 mmHg,
#215-56 1 33.97 mmHg T 7=, T40/A5 mg THEIELNREA 145 D7= % TRO/AS mg Bl A A=
L 7- B T, #5516 18 26.44 mmHg, #4528 4 27.18 mmHg, #1556 # 28.11lmmHg T
»Hove,
7 BT LA S5 00 S O R EFHERS 12 D\ T, T40/A5 mg Bl AAl & fkfvede 5 L 7= g
TIX, W GBEMGE (8450 #8) 131.88 mmHg, #%45-8 i 122.53 mmHg, #5- 16 1A 122.17
mmHg, #7528 i 122.32 mmHg, #¢%5- 56 # 122.08 mmHg & #E8 L=, #5 8 ##k LIFEOHE
Bz m U, RERREIZEE O BRES ROBIII A SN d - T-, T80/AS mg FlAAIZHE L
BT, RS MEE (850 ) 138 62mmllg, $eh5-8 % 137.17 mmHg, #5 16 A
# 130.22 mmHg, #4528 ##% 129.49 mmHg, #1556 # 128.56 mmHg & H#ERE L 7=, #4520 #
BLIBE ORI L E L, FERFEIZFE O BEEDROBESEA bR -7,
F7z, T/A BEAIE G T T 7 REEALE R ME A 90 mmHg Kiz =22 b — L En/EBH
DEGITHONT, V77 VU AR—AT A CIRRMMER = > Fa—n s 5kt S
7= TA0/A5 mg BEOILRMIME = > b a— /L3, Week 8 T 91.8% (190/207 4), Week 20 T
90.8% (188/207 #:), Week 48 T 92.8% (192/207 #) T -7z, T80/AS mg HEo>HLIRI M F
I b L3E, Week0 (U 77 Ly AR—AF A ) T0.0% (048 4), Week 8 T 52.1%
(25/48 4), Week20 T 54.2% (26/48 %), Week 48 T 66.7% (32/48 4) Th -7,
—J5, b7 7 BFEALEII0E 23 140 mmHg Rific 2> b — L AR BEHEOERIZ SV TIT,
T40/A5Smg HED =22 P — /L35 Week 0(V 7 7 L AR— AT A /) T 94.2%(195/207 4),
Week 8 T 93.2% (193/207 %), Week 20 T 95.7% (198/207 4:), Week 48 T 93.2% (193/207 %:)
Tz, T8O/ASmg RED 2> Fra— L&, Week0 (V77 LV AR—RAT A ) TT0.8%
(34/48 4), Week 8 T 85.4% (41/48 #), Week 20 T 89.6% (43/48 4:), Week 48 T 89.6%
(43/48 41) T o7z,

ZAPEICE LT, RHEG RGO O LRSI EIE, T40/AS mg #ET 383.13 A (s
fi 392.0 H), T80/A5 mg#¥ T 381.06 H (HHA392.0 H) Th -7z, BREEHHE 16 WLLT
DEBEIXT40/ASmg BETS & (553 £41E8 MLIT), T80/ASmg BT 1 £ Th-7-,
AEFRZORERIL, T40/AS mg T 77.3% (163/211 4), TS80/A5Smg HET 77.1% (37/48
%) Tholo, bRBBOENPToAFHGILAMEIESR T 42.9% (111259 4) 1T L7,
TEPERERI T, T40/AS5 mg Bf 43.1% (91/211 41), T80/AS mg Bf 41.7% (2048 %) T -7,
TREREE & DR RBMR NG E SN o T2 A FRL OB AL T40/AS mg BET 1.9% (4/211 4),
T80/AS mg #f T 4.2% (2/48 #) Th -7z, T40/ASmg BETIL, AAMED TR 2 HITRBL
Too O, MERT, WZEREREFNR 1 AT ORH L7, T8O/AS mg #ETIX, 7, WA
TNEFNR AT HORB U, B, PERETHRERD > ZHEARE (TSO/ASmg HED 1 14)
VX, TRBRAE X [T O R ARl TR & ww%@af%ﬁ%‘ﬁ?éh EFD B RN,

T40/A5 mg ﬁa"-ﬁﬂ& T80/A5 mg ﬁa’*ﬁﬂ%‘a LWL RBEDRBRA LD BN, FOHE
IEfEE 56 I E CHEFF S Tz, %556 i'” T40/A5 mg Bl &#1$ L T T80/AS mg Bl A # 0> 2
BT o T,
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1.5.2.3.4 BHER

TFTNIPNZURT APy OEYBEBICE 2 2B RF L2 EYHREEARR (V=
—)V 2.7.6.2.2 28, BI trial No. 502.126)

SRENERER A B 12 4265 L LT, 722 YE 2 10 mg BM#F 50 (A10 mg) &7 4w
CEY10mg & F I FAH L 120 mg DOFHE R (A10+4T120mg) £ 1 H 1819 H
BHBOT 2P ORYEREL L, 7P ORMERIZG 25T VIV
DIEEEERT LIz, ZOfRR, TAIVAVE AR GICELT 2000 OIFERYERE~DF
EIFELALERVWLDEEZ BN,

Al10mg B LTV A10+T120mg @ 1 H 1171 9 H B LE RGO BEETILICBFTH -7,

TAQTPEUYRTNLNIVANE OERDEBIZE 2 2B ERH L-EDHEE/ERARR
(£Y=2—/Vv2.7.6.2.3 B, BI trial No. 1235.2)

SREMERERRA S 36 4 (BPE 18 44, PR 184) X% E LT, A I Y% 80 mg B

P (T8O mE) & T /LI ¥4 80mg & 7 AP B 10 mg DOOFH#EH5KE (TRO+A10 mg)

D1A1E9 AMKEROBESEOT VIV LY o ORpEIEZ L, T/IFLT D3R

MBI 5257 AP ErOEBERTT L, ZOME, 7P EUEARSICLS TV

SYNG DOEMEIE~DEITIZEAERVED EE Z BT,

T80 mg ¥ L TN T8O+A10mg @ 1 H 1171 9 HFEAEHE G- OZAEMEITILIZRIFTh -T2,

A5 mg BHAREICKYVBESDRA+ARABEELEBRE LR L Lz T40/A5 mg BLD
T80/A5 mg DRRFEREBR (2.7.6.3.4 2, BI trial No. 1235.5)

A5 mg HHITREIERA T2 REESIMERE Z 55 L LT, T40/AS mg BEAAIEB LT
T80/AS mg Bl A& AI# 512 X D FEIEZF D AS mg HLAIHKGE# G125~ 2 fEiME, A10 mg HiAH
R GAZRIT BIEEPE (b L <MY &, T40/A5 mg BLAHINE & T80/AS mg Al & Al #E % DF
B LIS GOFRBORBEIZOWT, Al0mg BAI LY W2 & (Y 2H6EE55 2 % H
e Lz,

A5 mg HiFI THEER) BA 4 Ae A REME & 1 E R 1% L, T40/A5 mg fE3S J TN T80/AS mg BElL,
N T 7R IER M E 23\ T, AS mg fiEFERE7Z 4 T2 < A10 mg B A & LT b Rk
Zos Uiz, T T ORIRGEANIE H (23551 5 T40/AS mg BEFS LT T8O/AS mg BEDFEITZN HiX, AS
mg MEBERE & LR TUh/Z, T40/AS mg fE & T80/AS mg B & PFS L7z T/A BL A HIRED IEIED
BRI A0 mg &R L LG EITE -T2, Fio, T X TOBRFE AR R 2
-7,

LIE X W, T40/A5 mg il G &]$ L T TSO/AS mg Bl A Ai: AS mg HiFkSH: & L < 1X A10 mg HLA|
~OHE LY b ASMER L OREMNICER TWD Z LR ENT,
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FAERLEBRHNRAR x4 BERTFT VA, —HERE) (EY 22—/ 2.7.6.3.5 B8, BI trial No.1235.1)
AT—=VIRBLCNOKREBEGNEEEEELZGRE LT, TAIFALF LT IaI B DR
FInREOHEMREEZRF L, Zh b oS REhEh o G L v & iRy /e T #
FEIZBWT, FMEREWI EERTIEEHME L,

ARRBOFERPS, 1TEPS N EORMERECHT D, TAIVALE T a2 M
FEDOGMER LR EMRHEER SN, 7V I T X240, 80 mg &7 A2 VEY 5, 10 mg
OPFH#E G, TAI P F 40, 80mg 23T AT E Y5, 10 mg OHIRHE G L g L,
A DO ERIR IS A B2 BRE 2N R OBEIR GO BTz, TS D & i 0 i ifE B T Lkt
LCHRBRRFERD GO LD, TR EDOBEFITHT 5 9HNERCTHLHEZTH S ArRetkE
WA I, (PG TAORICAEFRSRE, MBS SHELL e, £z, Tan
T 10mg HE G TR LN D KMEREORIWER L, TAIdrsr bt s2 s
WAL,

T40/A5 mg 3 X Uf T80/A5 mg D EM#F 5B (62— 2.7.6.3.6 B, BI trial No. 1235.7)
ARG L B % LT, T/AREAA] (T40/A5 mg 36 X T T80/AS mg) & L < i fth oo i 3K
EMATz 6 7 ARGREORZAEE LU ERTFTT 222 HME Lz,

A5 mg HLEI G- CHRIEDER o/ B Fxt g & Uiz efraklin (12355 3ABk) & T2, Mk
L T T40/A5 mg BL G #1F L UV T8O/AS mg Al G &l 2 B - L7z & &, iRt = > Fa—iL
FIX 795% Th -7z, TN TOERFERECHLRM LR L O M EOBREMICEROH S T
FER A BV, F7- TIARGHIOBEMIIRI T, T/ARAGH THRE SN AEFELIIT VI
PR T A VEVEEITHRIZH LR TOWAFEERRNL FHITE S HDOThH o7,

A10 mg TREDREFR+2EMERELZRNRLE L _HEREBERR (£V2—1 2.7.63.7
24, BI trial No. 1235.6)

A10 mg HANFZ 512 LY+ 7 BEEZ AL D5 & L7 WARTEYE & U E B 126 LT, T40/A10 mg
Bl G Al $ L UV T80/A10 mg Bl & &I 512 X 5 FRIEZD AL 03 A10 mg HLA & fhig L TR TWAH Z &
ERGETAZEEZAME L,

A5 mg HLAID 2 WFIZHES A10 mg Hikl 6 W[ # 5 TRIE R A+ 2 BEITHB VT, T40/A10
mg Bl 5736 LT T80/A10 mg Bl 57 8 W[ Gid LT O MmE TREEZ R Lz, BT 7 REEAL
PEAI M (2 3T, T40/A10 mg BG4 L U T8O/A10 mg B A Al A10 mg HLAIRERE (2 L
AR EBE 2 R Uz, F72, T TORIGGEERSE H 1238 T T40/A10 mg BlA Al X
Y T80/A10 mg Bl A HI D %h i, A10 mg HLAINER 12 b~ Eh T\, “EE RO T/A B4 Al
DEAEMETE A10 mg HLAIRESE & Ak CTh o Tz, BEEORBRT 3 >OFEEEM CRBETh -
b OO, FHEICLHERIBOZG P ITIT/ARGHRELD S AI0mg HEITE o7,
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T40/A10 mg 3 X T T80/A10 mg DRI 5B (£ = —/V 2.7.6.3.8 B, BI trial No. 1235.8)

AREPEE M EBF IR LT, FAIIALZL /T LraP U EEHR (FAIPLF 40 mg/

TAYEY10mg BEOT VIV ALZ L 80mg/ 7T ATV 10mg) & LIt OREEIR

Nz 6 I HRGREOLREMR LT MEE BT L,

A10 mg WLAIF B CREIENRAR oo BF 24 & LB 7RI (1235.6 #ABR) #& r#ic, ik

e LT T40/A10 mg FC#)$ LT TRO/A10 mg Aol 2 Riffe b Uiz & &, fgkifim /e = > b

27— VT 89.2% T - 7o, T T OIEERE CHEsR I i 33 3O I il O BE R Y B3R D

HDHTFERAELNT, - T/A BAFIOBERMEIZRET, T/A BEAAITHE S N-AEFEFRIT

THIVNE T AV HAITRIZHMON TOWAEERERNL FRITES LD TH -7z,

1.5.2.4 REELUARN

1. AESAIIRERBA T v b — AR+ EEC LT hiBMOREEHRIS L
T&ED

[E N B Bk 2 A5k (BI trial No. 1235.13, Bl trial No. 1235.14) {28\ T, T/ $4 > (T40
mg) FIET LA TUE Y (ASmg) HAIOERE THEDREA TS Th - 72 B AR ARG & i+
BEEZHRL LT, BEAEFELITHEA LY 8 HEES LB omE FREZ i Lz, FEFHM
HHELTHRELEZ_HERY 8D ~T 7 R ak W e T O fEEEE (W] 95%15 3
X)) X, BCAAIRE, HAMEGREDNAIZ, 1235.13 3Bk T, 9.56 (8.34, 10.78) mmHg, 4.45 (3.23,
5.68) mmHg, 1235.14 A5 T, 13.49 (12.25, 14.73) mmHg, 5.47 (4.25, 6.68) mmHg TH Vv,
WP ORRTYH, EAFITHIHEARMGRECI L, T 7 RRERME 2 A EICE T SH 7,
CHEEMM 8 WMo T 7RI T O ST (A 95s%EEXHE) X, 1235.13
AR C, 13.04 (11.24, 14.85) mmHg, 5.77 (3.95, 7.59) mmHg, 1235.14 #ABRC, 17.86 (16.17,
19.54) mmHg, 6.51 (4.85, 8.16) mmHg TH Y, WTFNDOREBTY, BLAFIRETHEEINkGEREIZ
L, BT 7EREIGESMIE S GBI T X872, T40/AS mg Bl GHIE G2 LY, ASmg F721X
T40 mg HLAIMERe B 512 kb U, dRaki ) E 5 L OUGE M £ ERSoBEHERGE SR Z L
BoRENT,

U S FER SR (BI trial No. 1235.5) TiX, ASmg THEZER +ormmERE 254 L LT,
A5 mg MEGERE, A10 mg BYAEHRE, T40/AS5 mg #f, TSO/AS mg fif CHEER L L=, —HE KR
8 W8 DY gEIM i 35 L ORI LE T B EE O SR (Wl 95% A58 X H) 1%, AS mg #kfe
BE, A10 mg B & HE, T40/AS5 mg B, T80/AS mg BEDJIHIZ, 5.71 (4.75, 6.68) mmHg, 7.95 (7.00,
8.91) mmHg, 9.35 (8.41, 10.29) mmHg, 10.63 (9.70, 11.57) mmHg T - 7=, LUHEHIME T
R OB ME (W 95% (54| X M) X, 6.18 (4.75, 7.61) mmHg, 11.11 (9.70, 12.53)
mmHg, 13.56 (12.17, 14.94) mmHg, 14.99 (13.61, 16.38) mmHg T& -7z, T40/A5 mg i,
T80/AS mg HEILLT, ASmg #E, A10mg BEICXE U C, faRiif e, UM e & % e T R A
AEICRZEVWI EARENTZ, A5 mg HEITHRIED RS HolhmEEEICH LT, 7Toaay
EUHAZHEET L L0 Y, T40/AS mg BLAANCUID B2 72w, MEALD BiFic= b
—IERAHZ EBIRENT,
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2. 1 H1EEETCMED I Fa—ABARETHY, BREBREIZBWTHRBEDRIIZEL T
#Bond

ABAFOKS THLHT NI NE 2, T hn D AT 24 BERIC 72 0 SR A Fipe
HTEPRRENTWD, EWNFKFERAR T EEHRY 8 WD T 7Hp R Co il EE 2 74l L T
BY, 70% EOBETFT 7ERIOMIEAEFBE L T A mMIEEARMIC =2 - Xz
ZEERLTND, ENEW#EGHE (BI trial No. 1235.16) 28\ T T 7IEMES 4 8 2 &
WBBF L BRI 5RO A LR L= 2 A, RIFE S S6 B £ CRERIEIMBE T 52 L
SEELTHEONAZ EIRENTE (BEV 2/ 25423 $hROERE, MHIEEME, £P2—1
2.73.5.1 RHIEGIZBT AR OFHR) .

3. BEfEmmEREICN L THBRESHERHFHEIND

ENHRRERER T, AIAREEIR Y 4+ v 227 U MEOIUEIIIME 180 mmHg VA E % 7= i3 5L8R
il 110 mmHg LA BB (JSH 2009 A RT A 2T E B Y) 2 F0E & i
B LER LU, ENKGERR (123513 &bk LT 123514 3B T, BEAEIEETERER
41 44, 20 4 OFF 61 44 53 HAE @ MUEBE OERITZ Y Uiz, EAEMMEEF oL 8 Ak b
T 7 WEiRiR I M E TR O FEEME (SD) bE, 1235.13 3Bk T 9.50 (6.76) mmllg, 1235.14 A5k
T 11.10 (7.39) mmHg Toh - 7=, #5 8 Wtk b 7 7 REOUEHME FREAEELE, 1235.13 3ABR T 13.45
(11.02) mmHg, 1235.14 BT 15.70 (11.09) mmHg T - 7=, FHE & i E S 26 LTl
ARG XV, JRaR ek LK 10 mmHg, L[Rﬂfg%[fﬂ}—i % L# 15 mmHg @ FHEdofE
SRR ENT (Y2 27333 EoHERICBT 28 ROLE: 2.7.3.3.3.2 FEIZ R
TAHHET), FEANRMRGRABROFE RN, l{@&'ﬂ? 56 A F TR RIMmEIX 90 mmllg A
fi, ORE M (X 140 mmHg Bz 2> ha—vEindz (v a—/v 2.7.3.5 ZEOFRE, it
EME 2.7.3.5.1 B SICBT A0 R0 R .

4. EEpEEMEICH L THHEERE L FAEOREDEPPHRINEATHS

BEDFEMmE 65 MR GEEia), 65U L (Fa) Ty Lz, EAFIFICRTs &
S 8 M T 7 I sRIINE T R O (SD) X, HEmbnd, &id ONEZ, 1235.13
AT, 10.11 (6.95) mmHg, 11.92 (6.71) mmHg, 1235.14 &5 T, 13.36 (7.69) mmHg, 15.25
(6.78) mmHg T -7z, “EHEKRY 8 F T 7 REUHEI ML FREEE L, [RIERIZ, 123513 3
B¢ 13.04 (10.62) mmHg, 16.70 (12.55) mmHg,lBSJ4$ﬁﬁﬁllﬁl(mﬂﬁ mmHg, 20.14
(10.35) mmHg TH - 7=, BAFFEO ML FTREXABEICBWT, EamE LY HR&Eho
t(%vEszm&s%%%Wrﬁﬁé#%@m@21M51An%ﬁ%mwﬂ Fi,
ENERE RO RS, @A ICxLTh, 5 56 8 F CHRIEDROMITIZA LN RH
Ot(%QEHW21151Eﬁ&%mk?%%%@ﬁﬁS_ﬁ%%,iﬁ(&mem)ﬁmr
BEIZBT 20 ROHER),
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5. BMERBEFICBNC, EhERBREDRZAETIESHIILIVBGRRE L FIFALAT VR
mEEE, TRET IV RAORENHFTES

L DO VRH B E, EBNRREDCAZR ST, BHiChizo THERE LSV EHRERT5 2
ETDMEAN FETFPHT5Z8H5, FF, MEEHROEEESLVEESATELD
LML EMEREOMIE = b a— R EFMANI S D5, KR 7 BIRRE O BE TIIHAIT
HEEMEE TR 52 EBRRERRN T D, HEEMEZ #EKT 572012 B AR A @ BE O
40~50% T 2 FILL Lo @M ERFERORAARLEL 2> T, @IEOIHEEIZE O THE
FEREERICZ LS, WSRO A1 DIRBEESEMT A2 & TRIE= T T4 7~
AREL D EENTVD, | BITEATEBIEDREZ R LLEEERGORERE2 “RIBTFE L
THHFT A Z X EMEREDIEFEA~DEF R g VOREZ TS T4 T AR EEES
ZEToRBY, BAKIIET Fe 7 I v ARBEIEHEELZLRS,
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