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50mg/12.5mgP 5%, TN H 7 A100mgid oy
L& YHYHL e RaranF 7Y FeLT50mg/12.5mg
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BBV, MEHY Y AMEIETNERZRL, Z2EHY
T AMEORBEEIIET A Y VLAMELD bEP -7z, Lz
BoT, EAY T AMEOHKBRN LD EZSNDHDT, IIE
H)ILEOE=S ) V7 EERAICER L., BRE+7IC
52 &, [9.1.2, 11.1.7 8]

8.4 KHIDESTHAH FuruuF 7Y P REEIE % F3H
SRDEBENDDHBHOT. KRERG I ERHIC M TERERE
DE=ZFY U TEREML, BREHTIITH>E, [9.1.8
i1

8.5 AFIOESTHH L Furnusd7 Y FidmEE EFE L <
EBERIREEE L OBZNDHBD T, BEEZHFTO T Lo
[9.1.8 28]

8.6 AHIOHESTHA L Furnusd 7Y NIBEELMKEEE
RESELIBENDPH20T, ENICHEEZERT 272 E
BEEZ T &, [11.1.10 ]

8.7 BIEMERICEDSDE V., 562EFHo6DLNEZENDHD
DT, BAEE. BEHEOEGREEREES BT IRET 2
BicidEFEEsEs 2 &,

8.8 FiHI24M IR E LV ENEE LWV, P IFT Y
VI RAERERARSPOBE L, RBROFEMRPICL=
YT YIAT Y ROMEWERIC K S EERMERT %
EZTBENDFH D,

8I KK AEELT Y IVF T vy v I REKEHRAIRSHI
FNCHRSOEELRFRESSobni: LOMEDTH 5.
R E 2 EET 54 L, BEEzHTITVL., BEFRO
SN GEICEREZRIET 22 CHY B LEZITH L.

8.10 RHIDHEIC L VFIRGEIBRICH5DNEZ LHFHHD
T, BRFERHE. BUKICHAERT 5 &
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I IfSE % £ S 8l IR
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WP I, PR 8 i 3 AR
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100mg/12.5mg. 50mg/12.5mg. 50mg/6.25mg.
25mg/6.25mg % 5 U 7- iR = & .
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MEZHHETHEND 5,
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16. EYERE

16.1 MRE
16.1.1 BOk5
M ®ERANICES LY > H YDA /e RarzaagF7 IR

50mg/12.5mgZ HEEOHRS T2 & ad Ly Y ROAIVA VB
Fid, e e 5%1. 4% 03 7REICREMEFIRE (Crnax) 12
FEL, HEAEEE (tre) 1.7XUS5.8RMTHALZ. B Fuson
F7 Y FOMBEHRER, H5R2.8R M TCnaxlZE L. 112137 9K
MTH-7z (K. K)o

oYLy > hY LA/ e RazaaF 7Y K50mg/12.5mgz
R AICHEEEO®REG Lickoad Ly v HIVEVEBRIER
e FuruuF 7Y ROFHMmEREE (n=11)

Oy O, AIVKRYEBEA, e FaruaF 7Y RO

1000 1000
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5 1%R5E (hr) #5185 (hr)

X1

100

M5 IR (ng/mL)
ME PR (ng/mL)

£ BEBRACBIFZ 0Ly ) YA /e RurzuouF7 IR

50mg/12.5mg % BIEE 112 5 5% DIMBIE < X — ¥

aH Ly > A Y T L50 mgS
tRFasuosy7Y F12.5mg
N NN tFurzuono
oYLy v FIVAR VA FPUR
Cmax 291.0£96.9 592.9+137.4 95.9+20.9
(ng/mL)
Tmax 14408 37412 2.8+0.9
(hr)
AUCo- 504.8+180.2 | 3674.1£680.2 | 516.2+89.8
(ng - hr/mL)
b2 1.7+0.6 58+1.1 7.9%1.2
(hr)

n=11, PHEFERZE (Cnaxs AUC : BATF, Trmax :

HATH)

BT, tie



2 ERAICES LY >H YL /e RarzaaF7 IR
100mg/12.5mgZ HERFOHESET 5L, Ty Y RUALKRVE
Hid. FNZNHEE%1.3%O2.5BMICCnaxlTE L, t2ldThZhn
25K UV6.6HTH 72 L REZ 0T F7 Y ROIMmAEHEEL,
512 20 TCnaxlZE L. 1238 1B TH - 72 (K2),

K2 wHvy AL/ RarzoosF 7Y K100mg/12.5mg
RN BEREOES L2 Boay Ly v HIVER Vg
EUe RurzouF 7y ROFHmEHEE (n=12)
aHLy O, AIVKVEEEA, e FaruaF 7Y RO

10000 1000
1000 g =)
£ £ 100
< <
b )
£ £
W1 w
x 10
£ 0 £
&® ® o
g 1 =]
0 0
0 6 12 18 24 30 3 0 6 12 18 24 30
5% (hr) 515850 (hr)

16.1.2 RE#%5
BREROHPEEOARBERMEERZICOYILY VHYTL
FuZzuous 7Y F50mg/12.5mg# 1 H1[E14HMERERORS
L7zB, IMiErhay Ly >, ALRVBAERCE RarzaoaF 7
Y RoWFTNICHEREERD SNAED - T,

16.2 RIY

16.2.1 BEDXE

MEBEKANICOGT LY > HY L/ e RurugaF7 IR
50mg/12.5mg% BHET 5 &, BERREICHTaOYILY v,
ANVRYBAERTe ForoaF7 Y Rowdhd R sEhiEE
FGERR (Tmax) PBE (0.7~ 1.78[) L. oy Ly > omigEh
R TEE (AUC) BEPEDP 7200, HLEVE
FEROCe FarzaaF 7Y FOAUCHZENZENLTBRU22%E TR L
7o, BRLEREE 252 WEEETH 572,

Q) BERAICTH LY > HY YA /e RurzaaF T IR
100mg/12.5mg % BB EREOH S Lz5E. ZERRSICHNRT
OHLy . ALRVBERCE FKuzooF 7Y Fowdhd
TraxBE (2.0~2.88[H) L. a¥ Ly, HLKRVBERTE
rarouaF 7Y RKOAUCHZENZEN22%. 23% KU T1%ER L7z
W, R EREEE SR VWEETH o .

16.3 5
EMNIBF a9y Y ROHLR Y BREOMBEAKERIE, 0T
NLOWBLLETH -7z,
tRoszuooF7Y ok MUBEABARII22%TH -7z,
HNEANCBF2099LY > ORHEERIE34 LTH o7,

16.4 X3
ERMIBWT, BYLY VIEFEE L THLRVBEAREHSh, 20
REFHTIE. EE LTCYP2CONEE LTz,

b hiZBwTke RFarzooF 7Y FRIFEAERBSN G2 -7,
[10. 2]

16.5 HEittt
BEBRAICOGY LY >HYUT L/ RurzoaFry IR
50mg/12.5mg % HalfEO#% 5% 48K £ TIC, ad Ly >, ALK
VEBAR e FurauF Ty Y KA, RPICENZENESED3.7%.
7.7% K% '66.6%Hk = N7z,

16.6 HENEREEITDES

16.6.1 BikielEERE
BHRERELHOBMLEERSE (MF L7 F=VE1.5~
2.5mg/dL) ica¥ vy >y ay A /e RurouF7 IR
50mg/12.5mg# 1 H1E7HMRERO#RE Li-Koay Ly v K
CHIVAYBEDOCnaxld. BREEFBEFICEXRL2ERL .,
AUCo-24nrlZ 1.5~ 1.7 D > 72 E Ra27uuaF7 Y FDOCnax &k
CAUCo2anrlds ZTHENBHEREEFBEOLAZKRO2.2(5, BV

V752 AR2T%TH -7z,

16.6.2 Stih&

OYLy LAY TL e FRsauF 7Y K50mg/12.5mgx 1H
1E7HBREROREGZOTT LY RO H LA BEO M
BEIZ, EERE EEE A<, e FaruouF 7Y RO S IE
BREEEN TP o7 BEAT—%),

16.7 F4EELER

BEBRAICTGY LY >HY YL,/ eRursoaF7 IR
50mg/12.5mgx BERROHE Li-oad vy >, hILR Y BER
Uk ForuousF 7Y ROIMFEHRER, SHAIRSHREEN L,
Oy e RurzuuFy Y REOEYBREN LB ERIZFED
onah o7z,
WHCBWT, aP Ly Y EVRAFIY, T I NLEY =)L, T
Tr)y, V¥V, FhaFIV-LEOT) 2uvA Ty EDOH
BERICOWTHE L2245, WIhbEK EREE & 5 BBk 2
MEERIZERED 6N G5/, OFLT > EY 77 Yy (REEE
EFHEH]) EOMRICED, aPILY U ROHIVK Y BRIEDEEHH
KD, ZNS6DOAUCIEEA Lz, /oy ad Ly &7 ary—
L (CYP2CODMHER) OMAICED. VKR YEBEDCnaxk
AUCHIAD Liz2s, ¥y > OAUCIKEML 72,

17. BRERRLAR

17.1 BHUERVREMHICRET DR

17.1.1 ENE-ESREEEER
HRAZNRE L ZEERHEBERICBWT, ad Ly rhy
JA/eRaruaF 7Y R50mg/12.5mgldas vy > iy oL
50mg#5 & D b ERICEN BT RARD SNize RS
ERALS40I0 > 5 H % GRRMME A 90mmHg R i 12 X1
10mmHgBl TR U7 5ER]) &fIE S 7 fEflix 11241 (73%)
THotzo B, SEMEFICB T B IRMIMEDFHE(LRITTR
DEBYTH Tz

B AEERAIE O P2 LR (8RS 1)
Pbo H12.5mg L50mg  L50mg/
H12.5mg

JEBIEC 157 162 157 154
N=2F4 YOMIE* 1002(49) 998(48) 1008(53) 100.7(5.1)

(mmHg)

MENZE(LES
©
T

12 F

14+ %
6 -

Pbo=7F+t R, L=a¥ ¥ > AHYr L, HEk RurouF7 IR

T EZRHIEE OFASHITNRA]. £¥19iE (R, §&/h
TERPISE (FEREE)

oYLy YHY YL RaZaad 7 Y K50mg/12.5mgh ks
SN7-BHTEMFEEROBIERPHE S N7z 013 1556+ 144
(9.0%) THV. EuBEERIIFEED EV5H (3.2%). ED2
Bl (1.3%) Thotzo Ty BERREBEOREAI T RE SN0
1556142261 (14.2%) THY . ERERREMEOBIER .
FREGEEINSH] (5.3%). ALTHEM. CKIEEME3M (2.0%). HKIMBR
B, AT 27Uy FED. AEZ O UEAD. ASTHIN.
BUNSEM&261 (1.3%) TH -7z
Fo. ad Ly A TL e RaruuF 7Y R50mg/12.5mg
DEWEFRRBERIZ, 7S RERBETH > 72

17.1.2 BRE MR SHER
HAANZNRICEHOREE 2 LB IHEABICBLT, O
YLy YHYIL/E REZaaF T Y R50mg/12.5mghis s
N BETHMBEEROBIERPHE SN 7z01320044 284
(14.0%) TH . ELEIERGHEROH (3.0%). FHED 14
Bl (2.0%). HE7ay 7, BFE BRER SKEE26 (1.0%)
Tholco Fioy BRREMEOBIERPHE S N/z01E2006]H
2661 (13.0%) Td V. FizEREEEOBIER S RBEE oA
(3.0%)+ ALTH#EHSH (2.5%). ASTH#EMN. HVU 7 LA EAH
(2.0%)\ FRIMEREGED. ~N< b 270w MEDE36 (1.5%). Hif
BRESEM. NEZ O Ed. LDHEEN. CKEEh. R R IMmERRS
HE26 (1.0%) TH-o7zo

17.1.3 BNE IE_E5RHEEER
THILy AT L1000 mgxARAZICIIED > b a— LA+
THo e HRAREBHESMEESRE 2 MR E LEIH_EEHR
REBEICBLWT, uy Ly rhyvs/erarzuouF7 YR
100mg/12.5mglzuH Ly > HU7 L100mgk5 &0 &, %58
RO b T 7 A R ORI LE L Ic. BRICEN
FeEzh R AR L7z (P<0.001), H58ERICHEIFZFH - 74k
FIMEDR—=RAFA > H6DELEEZRNITRT D,

£1 gHLy>HY T L100mg THRRT D LREIMEERE 2 6RE Lk
R TOF ~ T TRMMEDOR—ZAT A > 50E{LET (mmHg)
R=2A54 >0 | #53EED

I ZLET
gy Ly AT L R 155.0 (10.4) -5.4 (1.0)
100mg (N=170) § PRERI 97.7 (5.7) -3.6 (0.6)

gy Ly h)TLS

S S IiESH 155.4 (11.0) | -14.5 (1.0)
100mg/12.5mg
(N=166) § FRARHA 97.1 (5.3) -8.7 (0.6)

TRDZRPE (RERE) . DPgfE (FERE2). § EEFMERO
FASHEHT x5

oHLy AL RarauF 7Y R100mg/12.5mg A%
Ban/-BETEERPRE SN0 k1666lH166] (9.6%) T
H 0. EEIERIZMPREBEMAG (2.4%) . SIREBIME. F8)
o E W, KIME, ALTHEM. ASTH#M, MY ILE V&2
ffl (1.2%) TH-73,

17.1.4 EREIH_SERLEHBENR ORI SHE®
oYLy AT L /e RusuaF 7Y R50mg/12.5mg % 85
PR ICIUE T > b O — LA AR+ TdH - 7o HARAREME S 1ML
JERE B & N RICRIAL 2% % 5 U -8 IHEE O B 51
(8HER) IZBWVWT, ad Ly AU L /e FarzauFrY R



100mg/12.5mgid a4 Ly > Ay s /L Rarzaasd 7y R
50mg/12.5mg& T, B E58MAEFDFY b T 7 AR I
TRABEOREDRET L. BE8EREOTH b5 7 SATIER
METIE EEEOBEENREER LIz, HESHERICHIT ST
THRMEDS— 251 > 75 OE(LREE2TRTY,

K2 uHLyrhUTL /e RaraoaF 7Y R50mg/12.5mg THERA
TahmEERE 2R E LB TOFE 7 7AMIEDR—
AT v oOZELET (mmHg)

R=254 >0 | BRESARKO

i B

DTLTNITSG | 1517 95) | 62 (10)
s R 959 (54) | 53 (0.7)
DTLTIRIISAL | 1524 (112) | 85 (10)
%gg?%zfmg AR 95.1 (4.5) 5.0 (0.7)

TRAZHREE (RERE). DP9 (REFEE). §FASEITIRE

3N A P A v BV By AVNIZR < A= B/ w B u 5 S S
100mg/12.5mgDREFERF I A I OILBR A 14412 5238 g
ICBWVTHER LY,

“EHE&RY (SEM) BV, avLy >y hUT L e Rusua
25 7Y F100mg/12.5mgh# 5 s - EE TRIERA P HRE SN
7=DX 1346176 (5.2%) THVO. EZEER M REEEMS
Bl (2.2%) THolzo EEM (52EME) 2BV, gy Ly h
v L/ RuorzuousdF 7Y F100mg/12.5mgh#t G s /- BF
TRIEAP#HRE S Nz DE26561F3261 (12.1%) THO. Fix
BIER A FRERIEIN 76 (2.6%) . MREEMMAEAR] (1.5%). %
gEDH . ASTHEN. BNPHENE3MF (1.1%) TH-o7d,

18. ENEIE
18.1 {ER&E
KEOERERITHAHAFILT > HY T L (BFILY ) 1k, FOE
H##Ee P IS, ZO—8BrEREMTDH 2 IRV EBIKICE
Ehs, P LY Y REALEVEBEZ. WEFNb AR EDE
THh2H7VIFTI U (A) WERT 2ZHME (ATIZER)
D TEWEMEZR L. ATOEREZBIRICERT S22 &ick
DEEMRZRET S, O LY VIE, Ly - TUIVFTFUOIUR
(RAS) MiEHLEN TV AB LV EMEETFVICEWTER L
FEERER AR LY 5, WICRASOBE L WEL =V HEEIMEET
WICBIBBEEMRIIFO EPMENTWEY, —HOEAKRST
brerorouF7Y Rk, F79 RROBEFMRETH 5. £ F
uruuF7Y NOBRE#RFICELTIE. REAEICBISF M)A
PRI HIER I & 2 AR KRR EANE AL SN TS0, iz,
b Rroroud 7Y FEZoRRIERICE DRASOFEEL AR T,
L7zh > Ty AFNIRASTEMLIREETEALBEDRE2RI O ILY
VERASEERLEE A FuruuF 7Y REDERERITH 5729,
T OPAR G I EHAR G I L KV EELBRENRERT &
EXbo
18.2 BEEER
HAFRERIMES v MIBWT, BIMESTHEEOREDR (B
15mmHgER) 2/RLZHAROOYILY > & B S TIREENED
RSN --HEBOE FurunF7 Y REHRERET S LI
0. EHLZBEDRE K30mmHgET) R0 6Nz, HRAKSRE
ICB BBE RS M EHOMREB LERTH 57128,

19. BT CRAT 2IB(LZENHR
—M&E : Py > Hh) 7L (Losartan Potassium)
{£%4 : Monopotassium 5-{[4’ -(2-butyl-4-chloro-5-hydroxymethyl-
1H-imidazol-1-yl)methyl]biphenyl-2-yl}-1H-tetrazol-1-ide
PFFI + C22H22CIKN6O
DFE 1 461.00
% R HEOKREEOHRTH 5.
KD THET P T AF ) =Ly ) —)L (99.5) 12
BT,

—f%% e FuozooF 7Y R (Hydrochlorothiazide)
{E%% : 6-Chloro-3,4-dihydro-2H-1,2,4-benzothiadiazine-7-
sulfonamide 1,1-dioxide

PFI : C7HsCIN3O4S:2

PDFE:297.74

B = 267C (41R)

MR AROBENIEREOHERT, ILBLIEEL, KRIEDTH,IC
FHo 7E M VBIRTL 72 IS PY LR REHETFICL
<V AKRXIETH )= (95) KO THEFIIKL, YITF L
I—FVICIFEA BT LV KL b7 ARRIET 5.

s
O\\S/O o\\s//o
- N
HoN NH
cl N
H
22. @

(FLERY MBEEELD)
100%¢ [10%E (PTP) x10]
5008 [10%& (PTP) x50]
7008 [1488 (PTP) x50]
500%E . FBAIAD]

(FL =RV e E&fEHD)
100%¢ [10%¢ (PTP) x10]
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