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gL Fy v H) T A50mg/k FaszaaF 7Y F125mg
oYy v HIVKRVERA | FarzaoaF 7Y K
Cmax (ng/mL) 291.0+96.9 592.9+1374 95.9+20.9
Tmax (h) 14+038 37x12 28+09
AUCo(ng+h/mL) | 504.8+180.2 | 3674.1 =680.2 516.2 +89.8
T12(h) 1.7+£06 58*1.1 79+1.2

n=11. Mean#SD.(Cmax. AUC : BM¥, Tmax : SR, Trz @ SAIREY)
4



16.1.2 R{E#’E

WRE B O S O ARREE S L SE B Ca vy v ) v A/ Ra
yuuF7 Y N50mg/125mg% 1 H 110114 H B R AR5 L 72 1,
M¥gEhav sy o0 AVRVBAREOe FazaoaF7 Y Fows
NI ERMITRO SN h o 7210,

(O vk FEE&$ELD[=F1))

oL FERASLDIZAMIE 7L 34 v MRAHFKLDZRZh15
(a¥ vy Ay aeLTi0mg, e kerzuuF7Y FELT
125mg) % 2244 DR A BV 27 1 2 F — 8 — 02 X 0 ff ik
EPe5- Uy R 2 bk 2 e Lz, Bohiayvy o
HHFHE ST A — & (AUC) 12D TI0%IEHEIX B 1 TR 2
7o 7249, 1og(0.80) ~log(1.25) DHPFANTH V. F /2. B
785 A =% (Cmax) \Z DWW THEEHRNT & AT o 725 8 0H Bl o -4l
D7ED0g (0.90) ~log (1.11) T 22, HHRBTHET L2 TTO
S CHIEB ML T2 &2 5, WHI O LY FER R SED
MERENTe T2 o FarouF7 Y FoOEYEHRE S
# =% (AUC, Crmax) I CT0%E X 131 THEHENT % 47 - 72
HiH 10g(0.80) ~log (1.25) OFPHNTH 0 Wi o 4Py 271 [ 5%
MRS 210,

(1) aya>

16.1.3

il 5 A — % BHEING A =4
AUCo-24n Cmax Tmax Tz
(ng * h/mL) (ng/mL) (h) (h)
S
g ﬁ;}l/ b NHE 451.89+154.61 | 199.38+99.70 | 1.68+1.00 | 2.42 +0.90
LD[ =1
N s
EPDI/ kv MG 440,08 £133.84 | 216.21 £107.16 | 1.65+0.97 | 2.22+0.51
(Mean +S.D., n=22)
(ng/mL)
3001
—O— O/l REEE#LDT=,
B ool —o— 7L Ik RAHRLD
E Mean+S.D.(n=22)
+
;
4
<
g 100+
ot 1 1 L I ©
01234 6 8 24(h)

12

# 5% DR
MR EE S ONIZAUC, CoaxED 3T 2 — 7 1d, Bl oEIR, 1K
TOTRIEL - B2 OB & » TRA B WENELSD 5

(2 erOyoOF7I K

A X T X — % BEIING A=
AUCo-24n Cmax Tmax T2
(ng - h/mL) (ng/mL) (h) (h)
L NG B
H —H;} LR S 530.14 10295 | 90.83+24.80 |2.77+095|791+155
LD[ =A1]
RS SN N
EDI/ ORIt 54249+124.12 | 9454+24.99 [295+094|8.14+1.50
(Mean +=S.D., n=22)
(ng/ml)
150
il
[ —Oo— ALk REEATELD =,
ool —&— JLIxXYMEAHRLD
E Mean+S.D.(n=22)
2
[m]
[m]
=
7
S sOH
5
7

012 3 4 12 24(n)

K5 % ORM
MAE PPN OICAUC, CmaxED /85 X — 13, Pl oI, 1k
TOTRHUIEL - R SF OFRBRGAMIT & o TR D WD D 5.

16.2 TR

16.21 BEDHE
HER ANV y v h YA/ FaszaaF 7 Y F50mg/125mg
PEGBRGT L L BEHEERSICHTaF VY v VRV ERIE
ROe Farzaoad 7y Fowvg i d i e i i 5 % w
(Tmax) DSREE (0.7~ 178 ) Ly T8IV & > oD HiLAE i e - 167 1 il
Tk (AUC) XD o2 DD, HNVKYBEKR e Faro
0F7 Y FOAUCHZNZN1T% R U22%ICTF L7225 BRI 118
ERLBVERETH 572912,

16.3 2
L MIBUIZaHV S Y RO VR Y BARO SRR AR W
NH%LL ETH - 720
v kozuoosd7 Y Foe MUEEHEEIZ22%TH - 7212),
16.4 X3
EMIBWT, gy VixEE LTHNVR Y BENMEE S, 2o
fREHZIX, T LTCYP2COD G- L 720
bhizBwlerFazooF7 Y FIRIEEAERB IR o7212,
[10. ]
16.5 HEitt
R ANICTY Ly A )y A/e FrsaaF 7Y F50mg/125mg%
WARE P 5 1248F5 1 F T2, u vy v A VKR VBKR O e Fo
7auaF7 YRR RPICZENZNSG 2 D37%. 7.7% I 1°66.6%HE
729,
16.6 HENEEEETHEE
16.6.1 Bi#EREERE
BB AR & A D B AR R (Mg 7 L 7 F = U 15~25mg/dL)
Zadvy yhyya/e fazaaF 7Y F50mg/125mg# 1 H 1
THRRAERORS L2Boad v g v O H VR Y ERAED Cmaxld.
RS IL T B I R12M5 <. AUCo2aml3 15~ 1710572 &
FazaaF7 Y KOCmax FAUCo24nlE, Z N2 EHERE L5 B
HOLARE R O2265, B2 )T 5 v Ad27%TH - 7212),
16.6.2 SE
O¥ Ly Ay LA/ Oy aaF 7 Y F50mg/125mgk 1 H 17
H B AR G-% o a3 & 2 O VR ¥ RO M h R 1,
JEEEE L EE R, v FusuuF7 Y FOWIRD Sy & 2%
o 7218 BHEANF— %),
16.7 EWHEEER
R ATV y Ay A/e FrsaaF 7Y F50mg/125mg%
RO Lztkoay vy v, AVKRYBELYe FrrsooF
7Y FOMBEPREL, SHEARGHRLESR, ad Ly r e F
uzuud7 YR EOREYBHEN LMEERIERO SN h o729,
HAMZBWT, gLy ey AF T, T2/ NVES =)L, T
TNy, VIFTU, FhaFV—VROIY) 203 A Y EOM
HAEZOWTHGET L7225, Wb iR RRE L 74 2 B REN 2
MEEHERO Shhrol. advs v ey 77 ¥y v (UM%
FHEAD) L O E D, TNy RO H VRV BRIKO LD L
D, ZNHOAUCKKBA Lz, T/, udnvsy regnvary—n
(CYP2CODHEHD) OPHIZ L D A VR ¥ BEARD Cmax Je FAUCHTIK
B U72H, ¥y > OAUCIEENL 7212),
16.8 Z DAt
(O#JvEe FEEASRHDI=F1])
TV FEEGHEODI =ML, TR R 2 28 1 A o 4 12
B S HERER AT A 5 4~ CERE244E2 A 29 H 38 A 42 3602294510%) |
WO &, ud vk FEASILDI M2 i L Lz &, dilz
AL L EWEFEMICRS E Ak Sz,

17. BRERRRIE
17.1 BHERVRLEMICE T 25k
17.1.1 BN H-_EEFRIEEHR
HARNEME L L ZEERILERBICBWT, ayLvyrh)y
L/ FazauF7 Y F50mg/125mgld a4 vy > Y v A50mg
5 XD B HRICENEERNRDRD NIz, FBEERRH ERT
154610 % A4 %) GERYIIE AS90mmHg A% 12 12 10mmHg DL &
T L72HER) & HE S N EPNE 11260 (73%) Td - 720
oYLy Ay A/ FaraaF 7Y F50mg/125mghfiy S
72 B3 T AR R O RIVE T 2535 & 7z 0115561714490 (9.0%) T
BV EFEWEIZTZEINED 0560 (32%) . HE.L260(1.3%) Th -
7oo F 7o ERRMAAE O REIEH 2 i S 7z 013 15560 2241
(14.2%) TH . FE2BEREMEORIEMIZ. JREBHEMSH(5.3%) .
ALTHIIM, CK#¥IN4360(2.0%) . ARIMEREA. ~~< b2 1) v M
B NEZTE VA ASTHEIN, BUNSIN261(1.3%) TH - 72,
F/, vy Ay A/e Frzuad T Y F50mg/125mgD |
TEMZEBIERIZ, 79 REFARETH - 7215,
ERE TIHERHRGHER
HARAN &M ZICRMOR 22 R LS TAHRBRIC W T, g
VAU A/ FarzaaF 7 Y F50mg/125meh k5 S iz i
T H AR IR O B A3 & 7z 01320000 12861 (14.0%) TH
0. ELRIEIZHEIR6HE (3.0%) . FEVED F VL 4ap1(2.0%) . £~
vy s, B BEK FRREE200(1.0%) THo 7. Tz, MR
FEOREIET 25 & N7z 01320081H12661 (13.0%) TH Y« T 7%
A O EIVER LIRS 6H] (3.0%) . ALTHIMSHI(25%). AST
B ) 7 N A KA (2.0%) . ARIMEREGA . ~< b 271 v Mg
B30 (15%) . FIMEREE . ~NE 27 v v, LDHE, CK
B, R AR IERFPE 261 (1.0%) T - 7216,
17.1.3 ENE DI H-_E SRR
gy H ) 2100mgE AHBICHE 2 > MO — VAR5 T
B o 7z HAR NATEVE i iU 83 % 0 G & L 72 48 A — 305 Mol
ZBw<T, aH vy A )y a/efuszsuouF7 I F
100mg/125mgld 4L & > 7 1) 7 2100mg#k5- L ) &, 5.8
O3 b T 7 AALIGE ] R OSBRI 512, A RICENBEIER)
Ram L7 (p<0.001) . $5-8HIFIZBIT 2 b T 7 AALIMLE D
NR=2AF A V9 bOEARERUIRT,

17.1.2



F1 vty rH )y A100mg TREA TG A MERERE 205 e Lz
RETOPY b7 7RMIMEDN— 25 4 ¥ 5 DZELRE T (mmHg)

e 5.8 ks D
Z bt
) Ui 1) 54(1.0)
DR PN =170) §
gL g v ) 7 4100mg (N=170) TR 36(06)
a¥ Ly Ay A/ e Furzuoad T YR UL 19 -145(1.0)
100mg/12.5mg (N=166) § £ 3] -8.7(0.6)

TR/ I (BEERRE) . § EBEEFAMIIE H OF ASHAT x4 51
oYy rhYva/e Farzoad 7 Y F100mg/125medidk s &
N7 B CRWEMASHGE S 7z 0121666111661 (9.6%) Td - 7217,
17.1.4 ERE T H_EERLEBRABR RO RR S HE
a¥vy rHY A/ Furzaus 7Y F50mg/12.5mg % SRR
FBIZIME T > b= VAR5 Td - 72 H AR NAR RGN 5 103 i 2
B A G R 2 AV & AN L 72 55 A AR o0 — S E M) (83 ) 12
BWT, o¥ vy Y va/eFazooF 7Y F100mg/125mg
vy yh)ya/e Fazuus 7Y F50mg/125mg e T,
2 G-8WIE DN b T 7 AT HEIRMUT TR FLE DO REE RN R 2 7R Ly
B G8WIF O + 7 7 AL T Tl B ORI R Z /R L
7o BESEMIBIT BT b T 7T DN— AT A Vb D%
L% FR2ATRT
2 oYLy rHYmLA/eFrrOnF T Y F50me/125mg THREA 14
Z A B E 2R E LB TONE b 5 7 RIMEDN— 2 5
4 50 bE T (mmHg)

P 5-8 M
At *I
Oty AT A/ L FarzuoaFT YR 3L 4 6.2(1.0)
50mg/12.5mg (N=144) § JERRIY -5.3(0.7)
a¥ Ly ryAaYva/ e Faraad 7Y R 3 9 -85(1.0)
100mg/12.5mg(N=134) § PRIy 5.00.7)

TN TP (BRERRAE) . § FASIRNT I &1
72, gLy Ay A/ FrrsaaF 7Y F100mg/12.5mgdD
PR A DU B O L 6 12525 12 B\ C b $iiE L 7o
CEEBRUGEE)ICBWT, u Ly Ay A/ FrrzooS
7 ¥ F100mg/12.5mgh 5 & 7z g CRIMEH 255 S 7z o1
1341117851 (5.2%) Tdp - 7217,

18. FEHEIE

18.1 fEFA#F
AKAOBEIW T THLaFIN T > H ) w7 Ak, FOEGHER DR
WaEh, TO—HBENBWTH LAV KVBEICERShS, oW
Ve ROANVK VBRI, WTFRLABNAEWETHLT v I F
7Yy (AL DMEH§ % 28R (AT1ZBR) (20D T BURTE
R Ly AT OV Z2BIRIICHIT 2 2 210X ) BEMRZ B3
B, oLy sid, L=y - T YT vy v R(RAS) AEMAL
NTVaEL = Y HEIIEE T IVISB W TEWN R BERHR 2R L1920,
WIZRASOBG-2  WK L = VS IILT € 7V IZ BUF % LR R 1
W LML TWAED, OGRS THb e FarauaF 7
VFRIE, FTYRROBIEFIRETH L, e FuruuF7 Y Kok
JERFICH L Cid, A IS B A F by 2 FHIRIGEIHEIERIC X 5
BRI R EN S 2 5N Twh2D, /2, e FazouaF7y
FidZ OFREHIC & ) RASOIEMAL 22 & 9722),
L7zh%5 T ARFNIRASIEVEALIRE CHEM 2 BRI R 2R a1 &
v ERASEIEHALS 5 FU&UU%?/‘ FEDEEHITH 5720
W55 D PRI 513 4 BRI G- 1 R L & ) B35 2 BT w%%T?t
%25,

18.2 BEE1ER
ERFERE WS ILE 5 v MI2B T, HMPE G TH %% o B E RN 8 (B
15mmHgl& ) Z/R L72HEO T v & > & Bl 5-ClE BT R 258
DoN o iEoe FurzuuF7 Y F2HES T2 EI2k
0 W2 B AR (F30mmHglK ) 25388 & vz, PRI G-HC B
B BEEAD RS K AP S OB E L I LA TH - 722,

19. BRI ICET 2 (2R R
191 AYILEHU DI L

—fi%% : @y H Y A (Losartan Potassium)

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

SAFR ¢ C2H2CIKN6O

SFE : 461.00

MR AMIALORREORETH S,
REFKIHRD THEIT R T A5/ =V UET 8 7 — v (995)

TR,
BE
&ﬁ/«\/\fm
N\ N
HO
K\

al
NN _N

192 EFOYZOQF 7R
—f%% : £ Fuzuouas 7 Y K (Hydrochlorothiazide)
{b%4 : 6-Chloro-34-dihydro-2H-1,2,4-benzothiadiazine-7-sulfonamide
1,1-dioxide

AF ¢ CrHsCIN3O4S2

DFE 29774

MR ARRIZEEORESOIR OB KT, 12
T

K7 P VIZETR T T M2 MY MIZRRETICL
L RN E= s ) ~)l/(95)b o THEIFIZC L, YFro—
T E A EBET R,
ARIREELF V) 7 A5 S0
Rl R267°C ()

Buidze <, Kid

0%840 0 s//o
22. @k

(O#IvE FEE&$ELD[=40])

1008% (PTPI08E X 10, $ZHEHIA Y ). 50058 (3T
(A#%ILe FEEASEHDI=40])

1005 (PTP10%E X 10, HZHEEHAIA D )
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