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LOSARHYD® Combination Tahlets [SAWAI] ADES

[ERE vl ISR L Iy E TR UR L S e Rl

2. ER(RDEBHICIFIESULEWVTE)

2.1 RHN DA U EEE O BRI O & % 85

2.2 77V FREFH T ZOFMEEW B 217N s 1) K
VEEDANT F YT X NFHBAMR) T B B HEOE O BEEEE O
H DL HBE

2.3 IR IR L C W AT REME D & 2 e [9 .52 ]

2.4 mELNIEEEDD L EF[9.3.15H]

2.5 MIROBE T BENTEE[9.2. 12 1)]

2.6 AMFEEDOEEI.2.22H]

2.7 K D F MY A - A T AL NITEA L TW 5
BEMEF MU 7 A ME, KA ) 7 A MESE O B 20 %
BALE DL BENDDH H.][9.1.2, 11.1.7. 11.1.155H8]

2.8 TUAFL v EERGHORERKEES (7720, hoEEiE
WEAT->CHaBIMEDT Y PO —LELIANBDEE
#k <) [10.12M]

2.9 TAET LY UERERE KM (B YEIC B 2B L IRIC &
LIZMHIR) =35m0 B E[10. 13H]

3. #8m - IR
3.1 #8rk

i %4 |uedve FEAHELDI 7 A |l adve FEASEHD 7 A1

HEaYyvy »n1) oA HREaYvy »hn1) 7 A

(1] |HRe FozuooF7Y K |HREbFozooF7o R

BRI 50mg 100mg

12.5mg 12.5mg

HNvFoaNuy, fiftrva—a, BibFy 0 AT
CEEMg. #FLBE, e Fed ootk ro—2, b 7O R

STt
el O—A, E 7O AT —A T Y VB AT IV, 5T IVT 7—
brr 7
3.2 WFIDMR

% |udhve FRASELDI 7 A J|udhve FEGEEHDY 7 1

HD SwW
A A
= ——>

A TANLKT—TF 1 T
[RN 1t
1% (mm) 8.1 13.7%6.9
JE & (mm) 3.8 5.1
Hit (mg) #1206 #3410
AEFETR SW gk F LD o)Lk K HD SW
4. FEENIFZIR
SMEE

5. MEENIFHRICEHET DFR

BEZIMEET OBZNEN D D . KH 2 S MLE GO —E

PEEL L w2 ko
6. AERUHE

BAZIZIHLIENSE (e vy o h ) s /e FazsaaFry

F& L T50mg/12.5mgXi£100mg/12.5mg) & #5114 59 % .
ARANE B ME GO —RIPEE L L THV 2,

LD HD
22600AMX00259000 | 22800AMX00516000
iR 75 B 3R 201446 11 20164121

7. HERUREICRET R

FHIE LT, at vy B ) A50mg TR RA 5 %Y
Glcay vy yh)yra S erorzoaF7Y e LT
50mg/12.5mgD ¥ 5%, o g v 4 ) v A100mg X iE o
Vy oA ra e Fazuoud 7Y FE LT50me/12.5mg
TR REAIcaY vy s A1) wA e FasaaF7
Y K& LT100mg/12.5mg0¥ 52 #iit3 5 2 Lo [8. 1]

. ERGBFIER
Jd RFNETHOVE 29 7 250med b\ id100mgE b Koy

OnF 7Y F12.5mgOEAFITHY, a)vy U h) o nk
vrozoasd7 Y FRGTORWERPEERT LB 0H D,
WA OMH Z T2 2 & [7. 2]

2 —BREOMEMT (2 3 v 7 iR, BRI, WS &

) ERITBEND D LD T, ARG 20 %55
MR 20 2 &, e © AR ICF =y ) 7
EERMT LT L,

B AFoOFSTHLIe FarzaaF 7Y FidEs ) v AME%

BITIEPMONTWS, O Ly A YA,/ Rarza
OF7 Y e LT50mg/12.5mgh %5 & L7z E N R IR iR 12
BWC, MEH ) 7 MEFETEEEZR L, T80 7400
JEOFRBF IR A ) T AMIEEL D bE,P o720 LIz > Ty
A7 AFEDFEHS L Y e SNLOT, MiFEH ) 7 A H
DE=ZS) 7 EEMNICER-L, BIgr 512179 2 &,
[9.1.2, 11.1.7%H&]

A KA THLe Fayaad 7 Y FILERIRIE 2 53

SHDBTND D DD T, RFNHG- I 169 12 i BRIRAE D
T T ERERL. B ET0IT) 2 E.[9.1.825 ]

S AR oSG THL e FarzaaF 7Y R E -5 L <

T RIFSAMEAL O BZ MDD B DT, BlEE 571247 T &,
[9.1.8Z%:]
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AT T T e [11.1. 10288
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DT, EIMEE. HEHE OMIREEM % E ) B 805 5 5
IIdEESEL L,

8 FAHI2ARER 135G L W EREE L v T VAT

v DS BREIHITR G- RO BE T, R CFMFicr = -
TV F Ty ROPEWEIC X AEE R MERT 2RSS
BENWEDH S,

9 KOs Gt T v VA T v v DR TRR G-

TN REOEELIFEE DD b bz OWEDH b T
AL 2 T 5 % & BlIE T T IATw. REFRD LN
B A 3G 2 RIET 5 4 R R LE T 2L,

N0 RHOFGAZ L) FURR DB EHICH DN 2 DD D

DT, BEH, BRI HHEET A2 Lo

1 I OKREDERIC B R BB IE, EHOPER % #1572

O, PRS2 ENEE Lo



9. BHEDERZEIHEEICHTIER

9.1 GHIE - IEEEDH D EE

9.1.1 MAILEEFIRIERDS D EERIIFECEEIRIEREDS S
F2E
EELLOEERZVEH SN DA% RE, BRIEHTS S
b BT E DR R ARERE A BEOR T X 0 BRI E R
TEASELBENED S,

9.1.2 MBAVILEEZEDESE
AV AFEIEES )7 AMEYRIITBENDED S,
[2.7. 8.3, 9.1.3, 11.1.7&JH]

9.1.3 AV Y LMEDEE

HEERLGEELRVEHM SN IEEZRE, SIS S
Lo RAOBSTTHAOF VY 7)) 7 2E, EH Y T AIME
EWMEIELBEINED S,
F7o, BRREEEE, I PO VR EOMERFEIC LY miE s
VY AEDREL R DR TWEE TR, S 7 AMGENEHY
HBZENDHLOT, MEHI) D AMMEOET=F ) ¥ 7 & EHHY
WZFER L. BZEE 1412979 2 &.09.1.20 11.1. 758

9.1.4 RiMERZEDH 5 EE
WEOBTESRILG A S ER L, WEEEBELLSEL B
5o

9.1.5 FREHNFL LTV B EZE(KSEMDT+HEEE, B
EDOETEULTWVNDEE)

— O MER T 2RI T BEMNH 5,[11.1.58H]

9.1.6 RUEEERDEE
KF M) T AMIEZ R TBENDD Do FFIZ, BRI 2 %
FEHoRF T, —BEOMFERTZEZTBENND 5,
[11.1.5. 11.1.15&H4]

9.1.7 SEEIFEEIRE LN (3 INENARE LIED B % BE
SWARTIRD D S b - a, Sl iiiiEsiml ., M %
KL, MEERELFRT 2BENDDH 5,

9.1.8 XANIIEH. 7HBICER. BREDHDIEE. NUBR
ERIMAED & B EHE
T RERINGEE . W IPERE % 2R L. . AR O EBA LR B Lo
BENDDH 5.[8.4. 8.5&MH]

9.1.9 THI. [EMHDHZEE
EBIFERFDRD S bNDLEBENDD A,

9.1.10 ALY O LIMAE. BIFRIABREEETUEEDS 5 EE
MiEANT T L% LAIEDEZBENDEH S,

9.1.11 RRAMHRVIFREDEE
REOBETERAP RSN L BENDD 5,

9.2 BikEEESEE

9.2.1 EBROBENISEREE
LW L [2.551]

9.2.2 2HBEEDEE
B LnwZl, B EICEL S BENDDH 5.[2.65]

9.2.3 BREEEEEE(MEIL7F=E 2.0mg/dLiE)
EELLOEERZVEH SN ExRE, BRIEMTS S
Lo eFazooF7 Y FIZk ) BIMiEIMET L, a3y
AT LKD) B ESEALT A BN D D,

9.2.4 BEREETEEMEZIL7F=UE 1.5~2.0mg/dL)
ARFEG T ER I 2 L7 F = E K OIS R ERE O €
=)y eERL. BEr 5T 2. s LTI =
UMl EA R OME REEE A0 BZ2NDH 5.

9.3 FTEeEEEEHE

9.3.1 EESITHEEREDH 2 EE
BehLanwZ &.[2.4, 9.3.25]

9.3.2 FFEEEIEERIZZDEEDH B EE(ILE L. EEFATH
BEBEZEDH D EEERL)

FHENZ BT, B - hEEEEO 7V g — VIEIFREZE B IC a1
52 H ) A50mgx BRI 59 5 & fREERA L L
TUS VY v OFIHREDRIL L, Ty v O H VR
RO IMAE R E 25 E 2 IURIBRE L OR265 12 BA-9° 5 2 LAk

HENTwD, F/20 e FurouF 7Y FFESEY F5
TLBENDD 5H.[9.3.150H]
9.4 &hEREE BT &
9.4.1 HIRT DEEMDH D
HIRL CTWAZ LR EINT 7 v I F 7 v 2 VAR HE
FIXNET 7oy v T H IR 2 B L. R - #rk
A0 (B4, EE - i - BB S, JEEE) 5D
SNBSS ENTWEY Y,
FHNOF G2 H . RBREOF S L EE L TRAR GO
SRR EEIMRE L. IR EofF e x e s LOoHE
ENDIGEINZORGT DL, Fiz. G PLELRYAICE
WOFEBFIHICEZT 52 L.[9.52H]
(M AFFGBEENIEIR L TR W LA FERT 5 2 & KA
Hpdh | IRL T w2 Ex EHIICHERE T 5 2 Lo G
WCHERASHIB L 72558121, BB ICHE5 2T 562 L,
@) KDFBIHIZOWT, REFGHMGRICEEICHIT A2 &,
F7o. HGHLLENIS LHHT L2 L,
CHHRHICARH 2 L2 a, IR - RSB e T
VAT B L,

CIEIRASHIBE L 72 A3 b N A B EE, R A IS G R (AR
T5HLI k.

IR A ETEIT A e, HABEISHET A2 L,

9.5 iHim
R SATHEIR L CW A REE 0 & 2 2 Id G- L e wZ &,
PG HIERAS I L 7256120, mH IS 2 k35 2
Lo HIRFIAR ORI 7 v O 7 v v U ZEREEE ILER
TV T Yy WA & e 5 S T BE TRk
JE. BRI - BB O T, HiARoKME, BAE, SRR
g, HBEOBEAER FEABFEIC L 5 LHEM S 5 MO
i, SHEHEE O, MORIEREDL D & b itz & O#E)s
HbHo B, FTYRRESRCEHAEEFIBICEY Y LY
VIRE, M/MRBAMEE IR 52 &EDH b, F72. FIREIHR
(ZFED CmEEERA, MR, 5 - RREREmS27H 5
bIDLZENDHLH[2.3. 9.4.150H]

9.6 1=3iw
BI LW EDEE L, Ty NORBES RO a
V% 1) Almg/kg/day,/ v Kz oo+ 7Y F0.25mg/
kg/day~1T 4% > 5 ) 7 A50mg/kg/day, /& Fo 7 oo
7 ¥ F12.5mg/kg/day & #% 5 L 723 BRI B W T, gy v
71 7 A50mg/kg/day, /& Ko 7 a7 Y F12.5mg/kg/
day ¥ TR AR E O K OV O R BALHR L2 A 6
2o F/2, OY VY v, ANKRUVBEREAKR N FarzaaFr Y
FOFLTBATE D MR S N7z RO EIRITN§ 2 Wt s
Fa vy oH ) A10mg/kg/day,/ e FazoasF7 I K
2.5mg/kg/day CTH o720, b FuzouaF7Y K, b ML
HADOBITAHE ST 5,

9.7 INR
INBEEZ G E L BERRBIEFER L Ty, FLUBIEERY
INT LA TR,

9.8 EEE

9.8.1 —MAZAIBRAEAMET L T2,

9.8.2 ~MICHEDRETLIXITFFE L vk 8N Tnd, IufligEs
W DLBENND 5,

9.8.3 miHE CoOuY IV ) 7 AHMEZ 5B 1T BB ERE
ABEC, O Iv g R OH VR VRO MR E S IEE R
WCHRTE > 7z GEEmE I L CuY vy v KU H VKR
¥ FRAR O IAE IR BE S E LS II265 L O 1 30512 B o

9.8.4 S AFIRIZINEERORA Z R L, Bk, RINEHFICE S
TELbAR, OFV, RUELRITIEND D,

9.8.5 FFIVEBEECTHRIED D 2 @il Tl 2 FRIE S 72
Mg O & MR 5 L. SO e FBRIE % 555
THEBZND DA,

9.8.6 K7 MU v AMIE. KAV T AMBED D HHILRL TV,
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10. HEFHA

KANDE S THAOAFIE Ay 2, EYRBESZETF -y
T — 4 P450 2C9(CYP2C9) & UF3A4(CYP3A4) 12 & 0 iG A a1
THAENNVRUBRICRBIEN S, BB, KOG THLHE R
OrunF7 Y Rid, 1 3EACRHEND Z &4 RPICHER S

N%,[16.42M]

10.1 HHEARRWHALEWNI L)

i

B REIR - HEE T

Wy - falaA T

YR T RNED

FWERWE -
VIR ) i
YRR KA
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FEE 8 o R
HAMET L2 20D
%o TANTET O B 12l
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B RS S O LE % S
HZk,

KEDORGTTHDHE T
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I 7 ) 7 AEOK
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F D AHE - 5 I W1
RHMmT2LEZ LN
TWwh,

FAI

WK - $ 85

Wi - falriA T

TOAFL Y
7L A
ChESR IR B E AT 5
Yito 72720, Mok
EEBEZIT-> T B
MAED T ba— )V h
LARBOBREZRL)
[2.82]

el L N
REMEE, ) v A
SE M MR ILE D ) A 2
WnmrHE SN T 5,

V=TIt T
¥ v R EE AR
ENDREED D 5o

FEEAER 2 H 3 5o
A

B3t
—taryky v

REEFIIE AT 552
N D B BRI
R 52 L

Ve B O 87 B [BIE
TERIC XY Bzt
NS %0

FAETS LY R

ARAH

IZY AR
(BB 2EMEIR
12 & B HHEIR)

[2.9ZH]

K MU A ME AT
BIybsB2N0rd b,

WIR LR B A
MAEAFEHT bBTh
NdHb,

TEE ) AH
vaxv

PR RN T ¢)
TAHEMEZHBL, A
BIRGE R 2 &
b MiEH ) 7 LfE
T EET LI L,

KA OB TH D
rFozuoaF 7Y NI
L oMEH ) 7 LD
KFLEhEmoY
F &) 20 HiNa-K
ATPaselZ#E & L. DI
i ) B & AR R Ak
N S AVFN 33
T EROIVER %2R 3

10.2 (HEER(HAICERT S L)

A5

FRIRIEAR - 45157

W - falRdr

H10) 7 DNEFRERIRA
A¥a/ 57 hv
M) T AT

) v KRR
S (/R Rv PN

FUX ST AEAAR

i A ) 7 A28 B 5
THBENDD B

KHFNI DA Td A
Wy rH) L kDB
2Ly n) o nliFd
TERMHmT 2820
b, BEHERED
&5 BEIIIEIEE

AT b A

FT7YRREHIL D
M7 vy —
AL & A ) T AL %
WiHT 52 DB 5,

AKHFOWSTHAHE N
Os0uFyY RO
U AHERERIC LD
7 ) v 2 e <o A
BTV HE— 2 AHH]
ERIENDLIEDD
Bo T ALK TS
LELERF ) T L O
X Z OIREE % 528
iS5,

# THIE,
AN T 7 A NFA
V=l ) RXANT
UL\

FIRFEIEHA] - — 3\ PE O MK 2 2| AR B A CiEE = =
Jut3F CIBENND L. FTWwWBEFICIEL =
MY ZaVAFT Y VIEMWSTLEL T D
N5 BENL L FHI0ZE

[11.1.5&H] SRR

TOAFL Y HEBEEE S|y TV T

v A AE Fe OV R i T
rRITBINDLD
5o eGFR2760mL/
min/1.73m*# jifi O & B
e ED D L EE~D
TVAFL v EDOPERIC
DV, HELRD
RV EHEND
WErBEE#TsZ L,

TYIUAT Y R
T SR B A1

BRERE, %7 Y
AL B ORI % 2
ST BLNDH b

VSR AR A 5
SNDREED B 5o

UE PN
KR F 7 L

) F oy AR EEDS R S
NCTwa, M) F
LREICEET A L,

KHEN DB Td A0
WE )T DG MY
7 AHEIERIZ LD,
VF A DERIE S
HEEZHNTWD,

VT AdE R S
ZENH Do MFEY T
LPRBEISIERT 52 &,

REOKHThHhHE R
osanaF7 Y RIEEIC
BB F LD
NEfRAEL, VF 72D
Mm% FR 385,

BB R AV E H)
ACTH

7)) 7 4 I AYFE B
THILEDRH D,

RKEOWHTHDHE R
arzoaF7Y FEDY
B 2 2R V£ v HL
ACTHE b 1) w7 4 8E
MER & Fo.

IV — VB EAR

HNAT VI UL FE
JFREE

TIIva—)v

RV R (3111 DEERARN it
NEZLNH 5B,

IS DOIEF O F I
HiVEH & AR D 5T
HiHekurzouaF7y
VFOREEHICE %,

TN F ) F o ERE

M 71 7 AEDIRT
BHOLONRT b,

7)) F v F v BENE
7 ) A % E#
LT VR AT
VIERFIE R L
b LIzhoTHK
O THsbre Fu
raaFyIRET)F
V) T v BEIO BF S
IS H Y Y A LE %
RS AR D

AHE DK THDHEe K
aruonFyYRED
ANATIVAHOAL FOK
G CME T2 S
Sbhis I EpHE s
nTwb,

HE BRI A

SUHI

LA
RN A > R VA
WA

PRI A OF H % 2%
LSS 22 EDD 5,

R EWHETIE 2
M. RKKIDOB S TH B
viozooaF7 YR
& B Hn) 7 AgESRC
L0 Wl o g o A
YA AT 9
HEEZOLNTWD,

KH DK ThHDHe F
orzuoasFyYREe
BIWRIEHZ2ET 57T
Va— oIk
D BEIEAE AR S
HUREVEDSH B o

JVAFT IV

N

F 7T FREFOEH
MRS A END b,

IVAFT IO
FERZ X ) A5 o o
Thh FurzuoauF
7 ¥ FOWILA HE &
NHZENH5bH,

AETI
JNT FLFY v
7RV >

FE7 X 2 OfF £ R
5§95 LHb b,

F O B 1 M
B E, A O— B
OB R HT L

KEI O THBE N
oraag 7Y NidAE
T X AT B M BE
ORIBHEE KT S5
ZEPHE SN T D,
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FRARAEIR - $E 18778

W - falaA T

AT T A WU S

i -

ER A AE 2

W LA T AYRES S B
BINDDH 5o

TR TGV D
FRHEFERIZLD,
ARFHN O A % k55
SHDLWRMEND L.

FREFEMLL TS
BHETIE, S5I2E e
HPEALT 2 BEND DB,

TURAY T T YD
FREFERIZLD,
L i MR 9 8 7
DEEZZHND,

F7 Y FREHFOEH
RIS B LD D Do

JEAT O A PN S
WHIOTaARY 75
Ty a R EE A
Wk, BATa Ry
7T 0T IEA L
y/ Il N RN Y NI |15
B L TARF O
ThireForoaF7y
ROV LR 5,

11.1.15 (& b U D LIE GHEAY])
BRRE, AR, WA, WERE, RS, RERlkm S
MY AMERSD BN D EBd5H.[2.7, 9.1.6

11.1.16 2HEAE. FAEBARARE (V31 b HEEAY])
B (B, \RORTEL2 S D), MERAKRNEDS 5
NBZENDHDBDOT, BRI OET RSO R E A0
SN E 3G Ik L, RN IZIRMEOZ S 22T 5
X9, BEEET A &,

11.2 ZOHDEIER

P R
Z ]

s

0.1~5%Aii™ SR
AR O v, 3R IR HIG, AR, MR

S B

TEERERR (AL, RS S7 P A i | PR RS . g

. %

J V=77V =
Ta—A

FEEER A RE S b
BENED L, KAID
HHEhx L -7 7
V=Y 2 — ADER
TS Z L,

J V=77V ="
Va—RZEFEFNLHW
7 OCYP3A4RH & /& H
IZ &0 ARH D BB
Thhbhuttivy i
7 A OE R O 1
PRI T 5 7
O, AKHF O BEEAER 2
WIGSNEBENDEDH

%o

1. BIfER

ROBIWEH DS 5B 2 EDHHDOT, BEL T7IATV,
FENRRO SN a3 G 2 Pk 5 7% Sl 2 LE 2 AT

)T &,

1.1 EXBEIEA
1

1.1.1 P> 74 5Fy— BHERY)
ARG, TIPSR

B bbb 2 Ehd b,
11.1.2 MEFE HEAR)
TEOERDH SbN D2 E0dH b,
11.1.3 SEFFRIFBIFERTR (V3 i b SHEAH)

11.1.4 SHEEE CHEAH)
11.1.5 Yavy, K, BEEGEK (91 SHEARK)

Wi, B, ERNEEDSD S bR AT, D ISEY %

WiE %479 2 L .[9.1.5. 9.1.6. 10.251]

11.1.6 1ERUEHRIERIE (S 1)

R, BT, CKEH., mMA R RF I+ 7oy EA%

R L T AR RURE S S S b a1, %5 %k

PRI, VR MHEE,

L. @Y 20EEZ1T) 2

FEHEDIREIEET H 2 &
11.1.7 EAYY LME. FHYDALIDIE (31 SHEA)
M7 ) 7 AEOREEE I, BRIE BT, NEIRSE
BHHbNLIEDHD.(2.7. 8.3, 9.1.2, 9.1.3%H]
11.1.8 FEEHR (A
CEMEIMGE, CEMBIEOARNEIRD D 5 hND WD b,
11.1.9 RMEKEA. BMEREA. M/)REIL (V371 S BEEAT)
11.1.10 BEAFARMEN. FMAEEM (30 b HEAD])

[8.6%MM]

117711 SRIEMEMER GHEEAW)
11.1.12 EEMMRN. FKE. SUEMFIRESEERE (9 1L d M5

JEA)

SeiT. B, IRIRRE, S, iF

Eo T/, MBUHRTAE LS X A SEE

RPN J8, WKIED S H bbb, F72, L Fa Yy
nuaF 7Y . B & B LI Sk 5500 i 5
BDFB L 72 L OGN H 599,
11.1.13 £85I USTT b—FRADEL HEAH)
11.1.74 {EM#E GHEEADT)

DR ZEBUE. WiF. FORA. BAINET,
BED O DN EIE, I L, WY LE

T
211

Z ko BRI OBETH S DN T

Mg |ME: - TR HPge, T/, g, BAPUR, §
WS ML, BESE. MRS 2%,
R, ERAR, JEEAPU. 18
BPBE | e, BT PR AE BE
(AST E &, ALT k
H.. LDH.l5H%)
i |[BUNER. 7L 7F=
vk
BRE |3B. HRE AL B, oM E. L E. AT
BE, #0HE, HEEA. T ) 7
< F—FR
Mg B, ARIMmERES N, (FERERE N, A P ER T a0,
FRIMERER A A~ b ) v BB
7 )y METF, A< b
7))k kR NET
oY sHN, ek
B, ) > SEREE N
Zofh R CKEA. &5, WEREE, Lk IER

VRIRIMAE 5 HUFEE |
FEIEAE. L.
JR. CRPHEMN. JRH 7
B BB V. PR R AR I
R R AP IR R
LN R S R N
BNPH 1

(79 Ay RAESE), WHAE. 13
T, FIE. A, Kk, K~ 7
AT AME, K7 0 — kT v
O—3 A, MEH VYT L8, A
VERF VAL BANY Y AE R
9 BRI, Anfess, BETRE.
BPA. SRBE. DPOR RS, I R
. bR

Wwuasvy ya) A e fazonF 7Y Fe L T100me/12.5mg.
50mg/12.5mg. 50mg/6.25mg. 25mg/6.25mg% %5 L 7z R %
i,

12. RARRERERICRIETRE
IR E O 2 WEHEOIMIEPBIZ KT S5 2 EHH 5.

14. BRLODEE

14.1 FRIZZMHIFOER
PTPA DO IHIIPTPY — S L CTIRAT 4 £ 5 4R
BY LI Ll, PTPY — bORRAIC L D . TS AERDY Al A
AHIA L, EIZIEILE B2 LTRSS 0 B 2 A 0HE %
B2 Z L0 B,

15. Z0DMthDFR

15.1 BRARERICE S EHR
WAV CEM S NEFEEICBNT, e koo F7 Y Kz
G- EN-BE T BEEMTNE K OSE AR ) A 2 A3
THIEFEEEINTNED Y,

16. EYENRE
16.1 MiEE
16.1.1 BEEi%5

fEER A IOt Vs ) A e Faszuanad 7Y F50mg/12.5mg
FHEREOERSTAE, 0Ly U ROH VR VBRIE, FREGE
G141 AR O3 TR BT Fi i85 ILAE B (Conas) 1232 Ly T 202100 (t12)
L7 U5 8Tl Lz Rz ouF7 Y FoMEdiseEid,
B 5152 81 TCmax 3 Ly t12037 98I TdH - 722 (1),



Rl BEEANCBTLIUF VS YA YA e Fasuud T YN
50mg/12.5mg % HlfE % G- R O KW EE ST X — &

aARLE 2 91) 7 A50mg
v FozouoF7 Y F12.5mg
RS ANVECERE | eFrrooFr IR
(ngC;xL) 291.0%96.9 592.9%137.4 95.9%20.9
’(El‘:) 14408 3.7+1.2 2.8+0.9
(HQES;;D 504.8%180.2 3674.1%680.2 516.2%89.8
(E:) 1.740.6 5.8+1.1 7.9%1.2

n=11, 35 £ BHERE (Cuaee AUC © SATFIY, T © FHFES, toe : 3HFIEY)

16.1.2 RiEKRS
B L O EEE O RS T RE R F ST vy v ) 7 A e R
7 T 057 Y F50mg/12.5mg 7% 1 H1E14 H [ AR5 L 22, I

oy o, AVEVBAELRTe FuzoaF 7Y ROwWFi

%yﬁlfl:ci“”&)%h&?b)otw’o

16.1.3 E£WEMEIF MR

(OY)Lk REEGEFLDIY D1 1)
Ok FEAHLDIY T4 18 7L 3 % v MNIAHLDE EER AT
FlcFEh2hlgE(a vy >4 ) 7 A50mg, & FazooF 7Y F
12.5mg) ZEERF LR I G- (7 0 A —N—=3) L, gy v RO
oz uoaF7 Y FOMBEREEYHE L. 5573 yE)Re s
F A—% (AUC. Cmax)Z2\TI0% 15 HEX RIEE N CHERHRIT 21T > 72
M 1og(0.80) ~log(1.25) OFFHN T V) . Wil O AW 2E MR &)
RSz,

K2 KK GO T A — 5

Cmax Tmax Tz AUCo-2nr
(ng/mL) (hr) (hr) (ng-hr/mL)
Sy
5 f’g’;j;;ﬁ‘i”ﬁ 275.1%173.0 | 1.2%0.6 | 2.10.5 | 467.8%206.4
%
5 |7V Ity MRE
¢ \sip 276.7+149.8 | 1.20.6 | 2.1+0.5 | 463.6=178.6
b F oLk FRESE
: 85.6% 16.7| 2.3£0.7 | 8.8=1.4 | 532.5= 97.3
%; LD 7 1 |
S R P
e ﬁ;L”D‘Z”ﬁ“” 86.3% 20.6 | 2.3£0.9 | 8.6=1.4 | 541.3= 97.0
(Mean=S.D.)
400 - —e— D)L REASLDIH 1 |
" ‘ cco-- FL IR NERASLD
3 | Mean=+S. D. (n=20)
d B00F |f
o i
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5 200p | i
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= q00f
(ng/ml) ||
| | - {P
OMWTS 4 6 8 12 24
03l 1167 5 DR
01 0 12515 DIEH] (hr)
m 1207 —e— OV REASLDIH T A )
[ - cco-- 7L 3% MEASELD
E]’:J ! - Mean=S. D. (n=20)
s 7
5| I
|m]
o
7
P
};‘
e
i
(ng/mL)
1
OWTTZTS 4 6 8 12 24
03l 1167 P
A # 5% ORER (hr)
IR EE 72 5 ONIZAUC, CmaxZE0/8T X — 7 1%, Mg oIk, 1k
WORBEALL - RSO RBREN & > TR B THEND S 5
16.2 MRUY
16.2.1 BEDHE
MR A caF vy ) s,/ e FaszuaudF 7Y F50mg/12.5mg

BEBHEGT AL BEES TSIV Y v h VR R
Bk ROz aaF7 Y FOWE D e M5 i B 5E R (Tras)
HYEAE (0.7~1.70F[) L. T )V & > o) IAE v i J5 -5 ) il 1 T i
(AUC) IZER o720 DD, HVEVEBAERNe FuszauF7Y
FOAUCHSZENZENLTW% N 2% T L7245, BER EFEE 22 6 7w
BETH-72,

@fEFEFE AN cay vy v YA e FarzaaF7 YR
100mg/12.5mg# BB MRS L2 ma . 2R G2 _xTu
WE . ANVKRYEBAKR DT FazaoaF7 Y ROWT I TuxdiE
ME(2.0~2.8H ) L, ¥y v, AIVEKVERERCE Foyoos
7V FOAUCKHZENEN22%. 23% I D 11%KT L7=7%, K FRE s
BB RWERETH- 2P,

16.3 %0
L MIBITAZOH LY ROH VR Y BAOIMEEEERT, W
NHIBBLLLTH - 720
vkazousd7 Y Foe MEEAEEHFIZ2%TH - 7219,
FHEIIC BT 2 a3V & > DG ERHI3ALTH - 7219,

16.4 X3
ERMIBWT, OF Vg idEELTHVRCBE~MGE S, 2o
REHIE, T & LTCYP2CIOAT G- L 720
LhZBwlkeFazoaFr7 Y FiiiAR#snihro 72,
[10. 2]

16.5 HEt
ROV Y oA Y s e FarzaaF 7Y F50mg/12.5mg % H
ARSI G- 248 ] £ TI2, aH vy v, VRV ERKKR e Faroo
FT7 Y RDB RAICENEII G- B D3.7%. 7.7%% 1°66. 6%k & 1t
f-9)

16.6 B¥EDEHREEIDEE

16.6.1 BikaEE=EEE
B RE R P O A S (I 2 L 7 F = 2 fH1.5~2.5mg/dL)
WOy v AY) A e FazuaF 7Y F50me/12.5mg% 1 H 1|7
H BRI G- L7z a3 v g Y RO VR U RAED Craxdld . BHE
BEIEH B I 2655 <. AUCounclZl . 5~1. 72> 72, & Fu
70 aF7 Y FOCmax & NAUCo2anrld, TN ZFNERAE L EE DL 4
RR U220, B2 VT 52 AF21%TH - 729,

16.6.2 S#nE
Ty A A FasauF 7Y F50mg/12.5mg% 1 H1E7H
BIBERE 3% 5oL g v RO H VAR Y Ao mEE gz, 3k
L EE R, v bazaaF 7Y ROWIS EEEY & E057%
o720 (BHEAT— %),

16.7 EYMEE(ER
fEFENICOY VY v h ) A e FasauF T Y F50mg/12.5mg
ZHORO%S LzBoad vy v, AVEYEEER T Fosz oo
F7 Y FoOIMmEFRE L, SHEARGHREE S, aFvy vtk
FazoaFy Y R OSEWBREN MBI bNkro 2%,
HIMZBWT, Oy eV AF Ty, T/ NVEY =)L, T
Ty, PIXTr, FhaFy- v pT) 2uvxA s DM
HAERIZOWTHE L7225, Wb EiR B S 7 2 SEW B RE 7
*ﬁﬂ1’ﬁfﬂﬂi*”&>%h&#o 2o T IE L EY Ty EY v (RETEEE

FHEAD) L OB LD, B L RO VRV EER O J AN <
). ENODOAUCIEEA L7ze T/ a7 ary—i
(CYP2CODBHEHD) DB L 1 5V R ¥ BRIE D Conax e NAUCHY A
L7275, aHvg > oAUCITEL 7217 19,

16.8 ZDfth

(OY)Lk REEE#HHDIY D1 1)

TV e FECGHEHD Y7 4 NEE B IC kRS &, oy v e FREASE
LD[H 7 A1 J& B I 5 & A S/,

17. ERERREE

17.1 BERURLMEICEHT 55k

17.1.1 FEME-SSHRLEESETER
HAANZRRE L ZEEREERBICBNT, advy v ny o a
e FarzooF 7Y F50mg/12.5mglx a4 )v % > 4 1) 7 A50megfk
X0 S HEBIZENT BTN ESRD O N7z BRI E PR 15401
D 9 HAR) LR IME 2390mmHg A 12 X 13 10mmHg bl FE T L 724E
Bll) & HI5E S ATHEBNLI1260(73%) TH o720 7B, SHEMIFIZBIT 5
LRI O ZE LR IETRO LB Y THo 72,



ARG I 0> P35 22 AL i (83 e 5-5)

Pbo H12.5mg L50mg  L50mg~

H12.5mg
SiE IR 157 162 157 154
N=Z T4 >OME:  1002(49) 998(48) 1008(53) 100.7(5.1)
(mmHg)
o F
4 r
H
£ -0
S +
b

6 L
Pbo=77 AR, L=a¥ g rh) A, H=e FoszoaF7 I F
T EBEEIE B OFASHATAE S0, &M EERRE) . § R R
it (B it
oy h) s KarzaaF 7Y F50mg/12.5mghi$ G- S
72 A T B REIR O BIVE I 258 S 7z 01315561 7114451(9.0%) T
Do FRREWERIZFEIMED $V561(3.2%) . BEL261(1.3%) Th > 72,
F 72, BRRMAE O BRI 25 & L7z 0115561 Hh2261 (14.2%) T &
D, ERERREMEORIEM L. REERMSH(5.3%), ALTHINN. CK
HINA361(2.0%) . RIMEREGE A, AN~ b2 ) v MR, NEZFOE Y
WA ASTHIIN, BUNHEINI42(1(1.3%) Td - 720
/2, 0Ly Ay YA e FasaaF 7Y F50mg/12.5mgD |
VERZEHERIZ, 79 REFBRETH 720 2,

17.1.2 BIRE IEREAIRSHER
HARNZMRICEH ozt 2 E LS MHRBICBW T, od
y VA FayzaaF 7Y F50me/12.5mgh# G- S - B
T AR R O BIVE A8 & 7z 1320060 F2861 (14.0%) TH Y |
4 2 BRI SER6H0 (3.0%) « iFEITED T VaBl(2.0%), G 7o v
7. BE. BEIE BRRBE260(1.0%) TH o 7o F o, BRBAE
DOEIWERIAS A S 7201320060 H12661 (13.0%) Td 0 . F 7 R
fif O R E FI PR ER B I661 (3.0%) « ALTHEN5H1(2.5%) . ASTHE T,
H ) 7 LRAEAB(2.0%) . RIMEREHE A, ~< b2 ) v MEA &350
(1.5%). FIMEREISIN. ~E 7 av »d. LDHEIN, CKEhn. R
HRARIMERBPE 261 (1.0%) TH - 722,

17.1.3 BREIE—SSRLEEER
oovy v )y 2100mgx RAFICHE T > b a— VS A 14T
o HARANARBEE S MITESE 2R E LI EERRBIC
BwC, o vy ray s e rFurzood 7Y F100meg/12.5mg
EaA vy ) A100metk G L 0 b, HGSHEEBEOFIE N5 T4
AR A B O PRERIB ML $L 12, BB ICENRESH R TR L2 (P<
0.001)0 HG8HEEFICBITHFY b T TRMMIEDR=ZF 4 V5D
ALE 2 RURTE 2,

KL BY G 7)Y L100mg CRYRA I3 % WML AL B & 0 R & L 723k

TOFY b7 7RMIMEDOR— AT 4 »H 5 0% (mmHg)

#2 vy AL e FuarzauF 7Y F50mg/12.5mg TRIFEA 5
HEIMTEEFE R e L2 TOTIE b 5 7-MIILEDX— AT A
5 0% bR (mmHg)

N=AFL 2D 58RO
I EiLE

QNG )b IR 151.7( 9.5) -6.2(1.0)
vkkozouFrrd R
50mg/12.5mg (N=144) § AR 95.9( 5.4) -5.3(0.7)
oy LS e 152.4(11.2) -8.5(1.0)
vkfozouF7d R
100mg/12.5mg (N=134) § HLaRI 95.1( 4.5) -5.0(0.7)

N=2F74 D P 5-8EEE D
I * ZAE"
RS DL I 155.0(10.4) -5.4(1.0)
100mg (N=170) § ERH 97.7( 5.7) -3.6(0.6)
TN ) LS I A 155.4(11.0) -14.5(1.0)
vraozouasF7I R
100mg/12.5mg (N=166) ¢ HLERM 97.1( 5.3) -8.7(0.6)

Tl () | LI (e R E) . § EREHIGIE H OF ASHT 6 561
oY)y Ay a e FazaaF 7Y F100mg/12.5mgh#k 5 S
72 B CRIEH 2 s & 72 0131666111661 (9.6%) TH 1) . T2 El
PR I FRERBEINABI (2.4%) Td - 722

17.1.4 BERE M _SERLESBRNR U RIIR SRR
utvy Ay A e FaszuauF 7Y Fi0me/12.5me % 838 [H Rk F
BICIMFE T > P — VDSR40 T o 72 HAR NARRENE 25 A B % 5
SRz A % FH L 7245 AN BR O —E 5 (SEM) 2B Vv T,
aY )y A va e Farzaasd 7Y F100me/12.5mgld o4 )L &
YHAYY LA e RFarzanF 7Y F50meg/12.5mgk T, #2585 K;
DO b T 7 IR IE CIEFAREEOREREE R L, %58
DI N5 7 A T Tl BRSO R E R L7z, %588
BCBIT B N5 7RMIMEDN— A5 A4 ¥ 55 OBbE % K2R
1—23)‘ 25)0

TN (EEE) | F T (BEHRE) . § FASHNT 5650

/o, ua vy o n) s e FarzuouF 7Y F100mg/12.5mgd b
FERD S, DG M ORI I 26 12525 12 3B\ T b e L 2%
CEEBRP @A) BV, ut vy a) A e RuasuauF T
Y F100mg/12.5mghs#% 5- & 7z B E CTRIVEH 3 & v 7z 1313441
F7H1(5.2%) Tdh o720 MEREM G2EM) I2B VT, B Vs » A1) oA
b Fazaoad 7Y F100mg/12.5mehi k5 & 7z BE CTRIVEH A3
&N 7201226561 H13261(12.1%) TH Y . 7 @IVE I P R EEREIN
TH1(2.6%) . =R MAEARY (1.5%) . ASTHIN. BNPH# 143610 (1.1%)
/C“})"Df_’zg)o

18. EXpEIE
18.1 {EFER
KRNOBREWSTHLraY Ny A YA (ad Ly )iE, EOkS5
BRI E N, ZO—EBERBWTH S 5 VR > BRI LR
END, BNV VRO VERVEBEE, WIS BN EYE T
HHT X Ty (AL DMERT 225K (ATIZEHER) 1o
TEVBEREZ R L. AT OER 2 @IRIHERS 5 2 L 12X 0 BER
BERET LY, oLy id, L= - Ty IF T v 2 RRAS)
PEMALE N TV B E L = VWS IUTE E 7V B T 2 BEIE R 5
ZRLT B GHIZRASO RG22 WK L = U WS IE € 7OV IC B
BLREIERHEIZTNZ LN T VDS, —HOBREH S THoLL F
uzuuF7Y R, F7Y RROBEEMREETCH L,  Furon
FT7 Y FORERFICE LTt JRAEICBIT 25 M) o A B
HITERIC X 2B MEERATERNE 2 56N Twp® 0, F720 v F
orzuuF7Y FiZZOMRIEMIZ L ) RASOMEHEIL %k = 3%,
L7245 T, AFNIRASIEMALIRE CEM 2 EEME L RSO vy
ERASEIEMLE A FusouF 7Y FEDBRARITH L7720, Wi
GO G HAE G L L) B R R R A R &2 D,
18.2 FRIE{ER
FUARSSER ML 7 v M CB W T, ARG TS o MR £ (K
15mmHgf ) 2R L2 HEO TV & > & Bl 5 TR R A2
OoNLho-HEO FurzouF 7Y FEEHES T2 810 &
. 2 RS (F30mmHg ik ) 5380 &7z, BERPG-#EIC B
VB BT R B A B S RO R E KR LA E Th - 7%,

19. BMRSICRAY BB EZEHER

19.1 OV L VAHUI L

—fi%%& : a7 7 4 (Losartan Potassium)

{£%4 : Monopotassium 5-{[4-(2-butyl-4-chloro-5-hydroxymethyl-14-
imidazol-1-yl)methyl]biphenyl-2-yl}-1/-tetrazol-1-ide

SFI - C2H2CIKNO

SFE : 461.00

EE

N\ 3

HO
SN

N—N
i

NN
S

M R ACOKEEOMETH D, KITBOTHEITRT L, 25/ —
WIAFTF 7 =)V (99.5) 1T TV,

19.2 e ROZOOF7IYR

—fi%% : £ Fu 2z o 7Y F(Hydrochlorothiazide)

{342 : 6-Chloro-3,4-dihydro-24-1,2,4-benzothiadiazine-7-
sulfonamide 1,1-dioxide

SFI : CrHCIN3OS:2

NDFE 297.74

B R 9267C (GE)

BE
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e TEMACHETRTL. TE P MY MIZRREITICL
L ARTIFZ Y 7= (95) IO THEITIZL L, YT F )T —
TIIFE A LT e ve KERLF b AFNEIZET 5.

22. 3%

(OYILe REESSHELDIY D1 D)
PTP : 100% (10%¢ x 10)

(OY)Le REE&EHDID D1 1)
PTP : 100§ (108 x 10)
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KR HAHEE)

ENH A~ EE IR L RS8R (7L 2 4 v MRS
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