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SR DHERL. T
o EE R
, nsuaFrT YR
4 /) 24
R RO T, K
25°C. DOEHBROIKT | #K
93%R.H. 1A {LRFRD BT,
W (REPT) PTP {4
e
o PTP+ TAb J VB IR
" i T R —adEED b B no T,
s Wt 77 7 A AEE
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75%R.H. 1 7 A PTP Al
(K5 FIT) PTP-+ AL Fe VS B 1T 3R
T Er—aEEEY o T,
7T AR SET
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5. MEERITHMRICEET HFE

5.1 MERMERTOBZNERSH Y | AH 4% &M EIEROH —RIFEL L
RN &y

52 FANE LT, 7AIHIHF L 80mg, 7T AR TVEY Smg XKU'E K nm
2 F7 YR 125mg Z—EOHIM, F—HiE - A&kl L T L.
TELEMEY ha— AR’ G5 THHEAIC, RAl~09 ) Bx %
Bt 52 &,

(fit)

SAARKFNITAIYAEZY, TABYE RN RrrzaaF 7Y Ko 3 fElE
DREEEOBLEAITHY . TAIVP X VA TLArUEUHEAL B R
n7uauF7 Y REAG 2 2 55y OBRLE AT 2 5oy O A O G &
e U CHR AN BRI R 2B T 5720, REO MK T %2 X 723 maEtEn
BETE RN &b, BEOREMEZZBE L, 2hiE - PHRICBE T 568
M EoEELTE LT,

528 T VI P A 80mg, T ARVE Y Smg KU KrZ T T YR
12.5mg D 3 I & DIRIEEZZ T TV D BRE~OAR OB L 2 HE Lk iE
L7z, —ESREREG L-BFICBWT, KELLEMED 2 b e — 3%
LNTWDLHEEIC, RF~DOUYEZ HMET 52 &,
ARANZONTIX, BAEFBAER - ARHEERERLEAEHE FE

BB EI - AR AR ER GRS FHEE (DM3FE9IH 6 H)
BN THETS N TWD,
< JE BT R B L0 SR>
JFRIE LT, U OPFREEZ T—E O fke LT, Aok e ettt
PN DRKGEDN 2 & FIREDVHE LT 512, AR~ 0 & 2 2T 5,
OF NV IHNLE L 80mg, 7Ly sSmg ROt FrZouF7 2 K 12.5mg
o HAIGF
@7 VIV F L 80my T LR VE Y Smg WAL E FrsrrF T UK
12.5mg O HFH
@F NVIHNZy 80mg/k RrZouF 7Y R 125mg BAHIE T 20y
5mg O ff H
FELIE, TR =T7Y A FEaSROZ &,
https://www.mhlw.go.jp/hourei/doc/tsuchi/T210908S0050.pdf
(PRBE TR D R EFHIZOW T, TX. 14, RERFE(T LR O
EBRTLZ L, )
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RAIZTHLEL8E (TAIP LT/ TauyE /e KezaaF 7y
R & LT 80mg/5mg/12.5mg) A #% A& 5-3 %, ARFNLE ML EIRE D% — 2R
FELTHNW RN,

F YK (TEL) Ol HEICHSOW T, AKRME - HEICBWT M@
WoRAZIZT VI L L LT40mg a1 HIE) EE&nTEY, Ao
PERERBLICRT D TEL Ol HEIZ 40mg TH D, LN LR S, MLh%ET —
AR —2Z& DL, T40/HI12.5/A5 mg £V & T8O/H12.5/A5 mg DT KH M %
oo Z & JSH2014 T8 M B figps OBl PR 7 6 OF i i JE A8 5 CREARAY 72
FefEZHERE L T\ D 2 &%), TEL, HCTZ KUY AML OELA 7 O i R AL
BT A2BET 5 &, TEL 80 mg % & Lol & Al O PLHYEDY TEL 40 mg % & Tofid
HRIEV bEWEB X, DL EOREL Y | BlA H &% TEL 80 mg, HCTZ 12.5
mg X ONAML Smg & L7 BT, 1348.1 BRI OV 1348.2 B2 92k L, FHRT
iTEH B CTdh 545 8 % D b7 7 RN DBP OFEEZHFAZ DT, T80/AS mg
BE & OV H12.5 mg BE 4% 50> T80/AS mg £ 512 %9~ 2 ki, T80/H12.5 mg fiE &
W AS mg 1 72V 5.0 T8O/H12.5 mg G-\ 2 BHIMEN TN EhR S
&ML, A ®E% TEL 80 mg, HCTZ 12.5mg XN AML S5mg & L7,

REIN TN
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(1348.3 #x)
RN B 12 /5 & UTe | AR . | AWy il s
T80/AS/H12.5mg Fl &7l & HE X4 ) (| A—T T,
T80/H12.5mg fic &4l & O° fEIRE) 7 U H MME,
Asmg OPFHE L 04 | RO P ERE 2RE4HIE S |
% I ’?H ?E/‘Jﬁ%ﬁ?ﬁ%ﬁ iEXZEq Xj—/{‘_‘
(1348.4 §ABx) 29 (2R, FR | REOFERE
%) F—=T T,
1 2 Wi GIER
HANERRAS | @
= ¥ 72
; W 72 % Ui | 10 AR ERDS | AT 5, 5
% T80/A5/H12.5mg L& #l. X3 (ZERERE) | v Ak,
st | 1 T80/A5mg Bl A 4l ‘ 6RE3 I3 R\
% T8O/H12.5mg Fla % iigsk | AARNRERRAT | 24— —
G ORYTH A ERRS | 36 B
(1348.5 #ABxr) +
T80/ASmg Bl A CREERD | B 6 TR, 22 G E SN
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B | BEZ x5 E LR SR, AT RERH b
(1348.1 #Br) 67 AANARRESE R |
JEAE B3 309 {4
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T wﬁ%ﬁ& o B, FER
(1348.2 #BR) 9 H AN AREME & 1. EATHE ] B
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F—=T Tl
R 1
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T8O/ASmg FL &l : T H 2 /T hu Ve 80mg/Smg Bl A #l
T8O/HI2.5mg BLAH : TAIY A X /e FuzauF 7Y R 80mg/12.5mg B4 Fl
ASmg: 7 Anu Y E Y Smg A
HI25mg: & Krzmosd7 YK 12.5mg HE
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(2) ERARZEIEHER AARNERERRA S 1 36 FlICAKIZ 1 B 18] 10 A MZERERRE &5 U 7o/ R,
AL DRRBEBRD Y EHESNTEAEFRIIT 7=20T7 I/ F T AT =
7 — BN 2 Bl LY C-JSEE AN 1 flCh oo, EERAFFRIT
RO LT | BERREM L ONSA Z P A BT HEERIICIIE E 72 5 Pt
RIXA BN o7 (1348.5 :kBR) 49,
4) BAHTER : tENERE  BERERL A T K Eh e ER
5) HIBEAIEH - FKER L VRHE. 2016 ; 44(5) @ 703.

Q) RERIERAR | LGk L

(4) HRIERIRER
1) BMHERIAER | OENEIFE 8 HF&E G —HE R (T80/AS & O L RAEER,
1348.1 #Bx) &7

HE TP )T Aa P 80mg/Smg BLAAIEGIZ LY
+ 3 2R B IE Y B3 AT D AU AR W ASRE M i if, R E AR A xS &
LT, T/ P /7 An Py 80mg/Smg Bl Afl L b R
n7urrF 7Y R 125mg fFHEGIC L DBEDRET LI
PILH )T v Y e 80mg/Smg B ARG & Hlk Uk

PEZRGET D
HBRT VA v | BB, ZhiakdtE, 72 b, ZEER, RETH, W
A7 FH] M R R
PSS AREME i B 309 Bl
- —HEHR FEATT 6k I 511 B
eI (FHRFMEE)
T80/A5+H12.5mg 149 147
T80/ASmg 160 160

T8O/AS : TSP N EZ /T LIt 80mg/Smg W a7
HI25: & RryraF 7 YK 12.5mg KA
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1) [FEBSRC 2 AIX0E 3 AlOBEEIRTHEREZ LTV 5D
BE (BAANXSRSY % 1Al & A7)

2) Visit 1b (Bl OIRBRER 5-81) KO Visit2 (ZHEMK
HWIBRARERT) © & T 7 REEALIRARW M E A3 90mmHg LA
£ 114mmHg LR

3) Visit 1b K& Y Visit 2 O b T =7 By &AL UG B i £ A3
200mmHg LA

2. 4E# 20 LA

3. BRIy Ak
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1) BRI ER
(DD%F)

FpbRAAENE | 5. [FREBUSAT 3 7 A DINICARZEROE 2 3 iE L2 B
(Do) 6. MEKBUPAZEMEDARAE, KEIRPEZE, MATEIRE LT &
72 % RERFR AL E IR F P42 D B

7. FELRSRT 6 4 H LLNICIMZE T, — 8P b i 1 38 7E %
FEGE LT- B
8. ARB X ACE [HEHK O 512 X » 2l I B HEE B L
L2 b0dh B BBEEOBEROREZML S
ni-#E
9. I - BHkRERRE O B
10. MHEPAZESE. HIF O oD H D HE
1. @AY 7 AMAE, K5 YU 7 LMGEO B
12, R 0 B U M BT o B
13. BiAKGERD & 2 EIRRE( (534) EARIAVHIET L 72 B3
14. &) MU 7 AME D B
15. B3l d TR O B
16. EMEREE 3 ImlA Ok G2 LB e T O RE L
APFL TV EE
55k B J55
(#1221
T80/ASmg it &A% 1 H 1[0l 1 gk 05
[CEEMRH
T80/A5+H12.5mg & : T80/ASmg AlA Al K Y HI2.5mg % 1
H1[E4% 1SRk n&s
T80/A5Smg #f : T80/ASmg Bt &I M OVH 77 EAREELZ 1 H 1
B4 1 SERE OB G-
&5%%5
Bl 6 M, —H 5 M 8 M
FEFHMEEA | - —EERBI®RG 8 %D N T 7 RFEALILER M D~ — R
T4 v (ZHEHEREIBGERD) 7260 FEE (mmHg)
FIMED) B2 70 @R EE A T
FEA T B  CHEHEBRHRG S %O T 7 W EENLIAE I O~ — A
FTAUHO FREE (mmHg)
Z O o B K EEAR TE B
- CHEEMRMEYS 8 W% D N 7 WAL E 8 E A2
90mmHg A 23> b 7 7 REEEALILHE ] M1+ 2% 140mmHg 7
iz LB 0EA
i S A B
(F #h ) - CHERMEG 8K O T 7 RN IR X — A

T4 D OB & (last observation carried
forward [LOCF]) (%, T80/A5+H12.5mg #f C-8.4mmHg,
T80/ASmg #f CT-4.5mmHg Th - 7=, #HE VYL &
(LOCF) D # 5RO 71%-3.9mmHg (95% CI : -5.3~
-24mmHg) TH Y . HMEIFHICHEE TH -7 (p<0.0001,
38T [ANCOVA]),
273 R R EEAI S H
- CEHERMEG 8 KD N T 7 REEENLHE B L 0O — R
T A b OFREE )& (LOCF) 1%, T80/A5+H12.5mg
#C-12.3mmHg, T80/A5mg #f T-6.9mmHg T -7z, %
Wy {k & (LOCF) O 5-##H @ 71%-5.3mmHg (95%
Cl:-7.6~-3.lmmHg) T&® Y . it FHICAE TH -7 (p
<0.0001, ANCOVA),
Z DAt EI R EEAT I H

- CHEBREER G 8 %O T 7 R AL M2 90mmHg
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1) AREREEEER || g5 il b T 7 WEALGHESTILE AS 140mmHg A 127 L 7=
(Do) (B 201 BFEOE G, T80/AS+HI2.5mg #ET 51.7% (76 #1/147 f31) |
(m3%) T80/ASmg & C 36.9% (59 #il/160 f5l) ToH-7-, _HEMRH

#4558 WD b7 7 RFFEAHLAEMINEDS 90mmHg A 22>

kT 7 B EEALACHE A IME 7S 140mmHg RiSICET D4 v X

I%. T80/ASmg AEL Y % T80/A5+H12.5mg BET 2.1 % (95%

Cl:1.2~34, B Y AT ¢ v 7RG @ EHEE S iz,

) M7 T7REIE  BEOEOIRBRIEIRIE) S B L # 24 Kl (=
3EEM) & L. 4R 7 BE~11 B (RTREZRPR W 444 9 HEE1
BERE]) (CHIE,

" EERPRESERD FS OREMMETRE

JEE# T (mmHg) IAE A E  (mmHg)
b THE - TR
L | wi [ R | T TR | e -

L I e P ﬁ;? T | A

i J (SE) (SE) 2 (SE)

(SE) | (SE) |[miffl95%CT] (SE) | [E195%CT]
T80/AS5

96.6 8.4 142.4 12.3
H12.5 39 5.3
547 il 9] 09| (S0 an | e | O
T80/A5 | 95.7 4.5 [2.4, 53] 1423 6.9 [3.1,7.6]
(160 )| (0.4) | (0.5) (1.0) | (0.8)

T8O/A5 : T/ I YL Z /T AP 80mg/5mg Bl A #l

HI25: bt FuzmeaF 7Y R 12.5mg HHF

SE : HEHERAZE. CI: XM

a) WO © R T A PLBERINTE & SR HRA R Ok %
BEEDRE L TED

b) p<0.0001

& mIEM

(Z4E) T80/AS+H12.5mg £f 149 57 35 i (23.5%) . T80/ASmg £f 160
Bl 6 1511 (3.8%) ITHBL LTz, FBURICAENA U-H ML,
T2, T80/AS5+H12.5mg #E T T8O/ASmg BE L ¥ & i HH R EREE N
(T80/A5+H12.5mg ¥ vs. T80/A5mg £f : 13.4% vs. 1.9%) &N
EPRBEIMSE (5.4% vs.0.6%) N BB LIZT-DTH-T2,
MRS HICEERRIER. SECHNEGRD b oTz,

Bl R A A
WTHOEGEETH, JREE, MARFEHR (BUN) K7
L7 F =R <AEY - BB SOTEME OFEAEIZIE,
NR—=RATAUNEORLNREITED NPT,
T80/A5+H12.5mg Ff THENMEH 7 2358 6D H AL JRIEE . BUN &
R L7 F=rDOR—=AT A4 b0 FEHENRE
(T80/A5+H12.5mg #¥ vs. T80/A5Smg #£) 1. JREE A
108umol/L (1.82mg/dL) vs. 22umol/L (0.37mg/dL), BUN
73 0.6mmol/L  (1.68mg/dL) vs. 0.lmmol/L (0.28mg/dL) .
7 L7 F = H 4umol/L (0.05mg/dL)  vs. -2pumol/L
(-0.02mg/dL) T o7z,

NA BV A v
WTHMOEGETYH | BRRIICEZE e O mER T X
EENTYE DO ARFA S MNITFR D D ivie oo 72,

6) I AT IEA - FNEEE T80/AS & O LLieiiaE AR
7) Higaki J. et al. : Hypertens Res. 2016 ; 40(3) : 251.
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1) ARMEREAER | OENHIE 8 #H &L ~HE ML L ORISR (T80/H12.5 & DLk

(DD%) FRFERAER, 13482 ikBR) &9

EX:) FNAIPNLE /e FrrzanF 7Y R 80mg/12.5mg Bl A #l
B HAZ L0 53 7 BE DR DG B i 2 D AR B il AR
Fraxgplt LT, 7AIVALF /e ReseaTF T YR
80mg/12.5mglilAFl & 7 v ¥ v Sme FHE 512 X D BT
WFEET NIV ALHE /e R rF T Y K 80mg/12.5mg
Bl A AP G- & el U 2 RS 5.,

Flo, TAIPAVLZ /e RrZrrF T PR 80mg/12.5mg
BAH & T Ar Ty Smg & 52 MEPERFH#E G L L =
DEMLZEMEE R 5,

RERT A | BIUAE, Zhiak HE R R

THEEMRM 7oAk, THEM, EHEIFR WATHERM

LGN
MG - A — 7 T UL | IEE R BB
PO AR v L E AR - 132
b —HERM il BT ek SR E 5145
& GEBIE (EERHmE F )
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T80/H12.5mg 64 64
T8O/HI2.5 : 7/ IH N X/ RurarF 7T Y K 80mg/12.5mg
B & Al

AS: 7 Au U E Y Smg HA

TP | 1. DT OT R TOREREL =T

1) FERERC 2 AI300T 3 BIORRERTIRFELZ LTS
BE (RAEANIERYE | AlE 7))

2) Visit 1b (BlEH OIREREEER H.711) KO Visit2 (ZEHEM
HIBRARE RT) @~ T 7 RN RIRR) )+ 23 90mmHg LA
E2>> 114mmHg LLF

3) Visit 1b K OV Visit 2 @ ~ 7 =7 B AL IHE # ifn 1 A3
200mmHg LA F

2. 4 20 LA B

3. By bk

ERBRANEYE | DLFE W FEHE R fid

1. BEEID RN ITE S T2 DRV O b 5 BE

2. Fifeett DS MR UL E OfIG IR 2 4 D Nk &
BT HEE

3. NYHA LERESFETY 7 A M~V DA B

4. [RIEZEFERT3 B H LIPS O AT 28 % 3808 X3 O g I
ZZIT TN D BRE

5. FEEBSHT3 7 A UNICARLZERIELRIE LI-BE

6. MERBUPAZEM D AAE, KEWIRSZE, MATEHAE LRIRE & 72
% RENRTE XILEIEFR A2 D B

7. RIEBASRT 6 7 A LAPICIMZE R — P i i 36 7E &
FEGE L 72 R

8. ARB X% ACE [HEZ D G XV SulIZ B HERE 2 AL
L2t obsris, BBMEZOBER O EZHMM S
nri-BE
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(DD%F)
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9. JRBRIKRIAI R ICRBUE TH L Z E MR, Y Fr b
VUV REANBBUE TH D Z & NEEE., XIT AL T
U7X RAELLIFEOFENER (Bl 2I1XTF T ¥ RRIEA)
Wk LIBBUETH 5D Z L DN BEE O B

10. JiF - BREEE O BE

11. JHEPAZESE, MM D oD H 5 B3

12. &H YV U AMAE, K0 Y U AMAEOBE

13. MR OB MG+ o B

14. BAKIEIRAN S D LIBBREAE (Z4H) ERASHINT L7

15. (&) bV 7 AMEDBRE

16. HEMIZHFICHERZ &0 | K 0 RE~4 FF % & Te g
WA @ DR MRk &

17. BHITE FiERE (ABPM) W IC B B) O EEE S O fh
W D BEZAT O MWEN D D EE

18. A F ULIEIRF D B3

19, PR X Mkl A O 52 L LT AR EE
Sl TW s BE

&5 I7ik

55
(B2 31
T8O/H12.5mg B &A% 1 H 1 [8] 1 EfE 15
[CEEHRH]
T80/H12.5+A5mg #¥f : T80/H12.5mg Al A A K& N ASmg % 1
H1R, ZHZN 1L I B RO0ES
T80/H12.5mg £f : T80/H12.5mg Bl &/ & N ASmg 7 7 & R
AT NETH LR, ZRZ1ER L TR0 #K
5
[k Ao 141
THEEBRYIC TS/HI25+ASmg T b o 7o ket 35 G-t
(T80/H12.5+ASmg+Ext* # ) : T80/H12.5mg B & Al K Y
ASmg # 1 H 1[4 1 ER A& 5
T EEMRWIC TS0/HI2.5mg BE T H o 7o Mk & 5B
(T80/H12.5mg+Ext*#¥) : T80/HI12.5mg AlA A& Y ASmg
1 H 1% 1 ERD#ES
*Bxt : ke
541
Bleg o WA, —HEM 8 WM. Mkl 52 W [H

FEFHmEH

- HEBRW®RG 8 %D T 7 R FEALILIR ML D~ —
T4 v (CHEERBMBRMGERD) 250 FREE (mmHg)

ZIP/NCD)
AP ZE H

7 W R EEAT E H

- CHERBI®G 8 WK O b T 7 BEEALIUHE I E D~ — &
FTA b O FREE (mmHg)

Z DAt o @l R EEAT E H

- CHEHEREIERG 8 W% K URRGEH] 52 D kT 7 AL HRIE
B E 2y 90mmHg AT A0 b T 7 B AT IR 1 1 E 23
140mmHg RifIZ 8 L7z BH OFIG

] 52 D~ T T RFEAIREM M DN — 2T A D
O TREE (mmHg)

- AkE ] 52 WD b T T RN L E DR — 2T A b
O TFEE (mmHg)

Z D D FEAHE H

- “HEERHRG 8 % ORI K OMUHEH ML D 24 KEfE
ABPM E¥EDNR—A T A b O FREE (mmHg)
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1) BRI ER
(DD&F)

URES
(A Zh1E)

T AT H

- CEHERMEG 8B O N T 7 RN LR L O — R
T A b OFEEEE) & (LOCF) 1%, T80/H12.5+A5mg
#T-8.8mmHg, T80/H12.5mg #f T-1.3mmHg Th > 7=, il
ALYk & (LOCF) O 5-FEM O 721X-7.5mmHg (95%
Cl:-9.7~-53mmHg) Th V| M FHICHE TH-7= (p
<0.0001, ANCOVA),

B 7 B R T 2 H

- CHERBES 8EK O N T 7 REEEALINE A M R — 2
T A b O bR (LOCF) 1%, T80/H12.5+A5mg
RET-10.6mmHg, T80/H12.5mg £ T-2.1mmHg TH - 7=,
FAL )2 & (LOCF) O#5-HEH D 721X-8.6mmHg (95%
CI:-12.7~-45mmHg) TH Y., HitFHICHFETH- -

(p<0.0001, ANCOVA),

Z Dt D EI R EE Al H

- CEEHREEE 8 Wk T 7 WAL R E A
90mmHg AKJifi x> & 7 7 R EEALIHE ] M+ 23 140mmHg &
il U7z B3 OB A 1d, T80/H12.5+A5mg A T 44.8% (30
/67 B1) . T8O/H12.5mg BT 21.9% (14 fil/64 ) TH -
7=, —HEEREEYG 8 WK T 7 KBRS M E 2
90mmHg AKJifi 23> & 7 7 W FEAL A M1+ 23 140mmHg A&
i E T D A4 v XX . TSO/HI2Smg BE X v b
T80/H12.5+A5mg #£ T 3.1 5 (95%CI : 1.4~7.1) m\ & H#E
E Xz,

kRS2 (N—RT A b0 60 k) TORT
7 WAL EIE R M E 2Y 90mmHg Rl kT 7 BRI
i 4 L = 23 140mmHg A 12 2 L 72 BE O BIA I,
T80/H12.5+ASmg+Ext # T 63.1 % (41 #l/65 i) .
T80/H12.5mg+Ext #£ T 54.1% (33 fil/61 ) T o7z,

R 52 0 (RN—2 T A b DL 60 %) O RT T
MR A 7 1 A 390 o /D I D R— R T A 2 B D FEE
V-¥)Z5{b & (Observed Case [OC]) 1%, T80/H12.5+A5mg+Ext
Bt T I -10.9/-13.6mmHg . T80/HI12.5mg+Ext #f T I
-10.5/-15.9mmHg Th - 7=,

Z D D FEAmE H

- CHEERHE G 8 % OPIEW ML D 24 FEfE] ABPM Y
EOR—=Z2T A4 b ORELLE,E (OC) X,
T80/H12.5+A5mg #f TlE-7.0mmHg, T80/H12.5mg #f Tlix
-0.7mmHg T&h V| FHE EHE & D &5 FEH O 213
-6.2mmHg (95%CI : -8.6~-3.8mmHg) T&h -7,
THEmRIE G 8 % O UUHE i+ 0 24 KE[H ABPM 1)
EDON—=ZF A nb OB E{E (0C) 1%,
T80/H12.5+A5mg #f TiX-9.9mmHg, T80/HI12.5mg #f TlE
-1.3mmHg Th V| FHEEHEE DGR O 21X
-8.6mmHg (95%CI : -13.0~-4.lmmHg) T&h > 7=,
CHEBRBIRG 8 1% D 24 B ABPM I EIZ X B HEIE S
Ko OMSURE A ifn 2 O AT RE R Tk, & 5-1% 24 B b =5
C T80/H12.5+A5mg £ C T8O/HI12.5mg ff L 0 & B A7 E
R RD BT,

) T TR EE OTRBREEIRIE ) O L 24 KR (£
3EERE) & L. PR 7 BE~11 B (FTREZRFR W ARl 9 BE+1
B (CHE,




V. aRICEEI SIEA

1) BRI ER
(DD&F)

2) REMHER

%i%@) “EERMBS 8 AR b5 IBELNE FRE
(oij”g) fraEMiE (mmHg) I E  (mmHg)
B TRE | [ TEE
o | RO | R | e [ | R
BT | ey | T2 Do) W0 MU
N ot IS B i Y
(SE) (SE) [IHHI95%CT] SE) | (SB) [ 959%CT]
T80/H12.5
LAS 97.5 8.8 75 1454 | 10.6 8.6
(67 {4l (0.8) | (0.8) (1.1) ¥ (1.7) | (1.4) Q1) v
T8OHI25 96.7 | 1.3 | [53,99]| 141.5 | 2.1 |[4.5,12.7]
645 | (0.7) | (0.8) (13) | (1.5)
T8O/HI2.5 : FAIHAZ /b FurmaF 7P K 80mg/12.5mg FLAH
A5: 7 L1 YK Smg A
SE : fRHERRZE . CI: XM
a) WD+ N— AT A PRI 2 A B B N O &
EEMR L LTEe
b) p<0.0001
oz gl 1
CZ [ ]

BIEMIE, T8O/H12.5+A5mg Ff 68 il 1 5l (1.5%) IZE
AkYH . T8O0/H12.5mg B 64 17 1 61 (1.6%) (i H Rz
2SS EL Uz, EEZREWER., SECHITRD HiRdo
7o

[ B M+ Ak ]

BIVEIE. T80/H12.5+A5mg+Ext B 68 %l 4 ] (5.9%)
WCRBLL, £ ONFITERE I, FEED E v, EilkiE
g, ARIME, ESMERmENS 14 (1.5%) Thot,
T80/H12.5mg+Ext #EIFAkGEH D H DEEEET, 61 #ih 1 i
(1.6%) (ZEIPREBIMAEDSFEBL L7z, WfE & b ICHEHE 2 E
TEH. ECHNEERD biviino T,

[ AR AR AT

WTHhoOREHTYH, HEHEZEL T, RBIZN—R7F
A UMEDIETRRO SNT-DEBRNT, Ay - BEX
ILBME O TFHMEIZR—RAT A b O BN EI
WD NI o Tz,

INAZNY A

WTFNOEERETH, MA@ L T, BARMICEE,
N7 D I JEAR T SRR SEME O IR EE INER D S 7
MNoiz,

8) I H M IZH + #hNE R T80/H12.5 & O Lhi iR Gk FER
9) Higaki J. et al. : Hypertens Res. 2017 ; 40(1) : 51.

M) AZMERGEREBROQ] OIEESRTDH I L,




ARICET 5HE

(5) B - FREEAIEER

(6) AEMER

1) ERARBERE (—
% fE A R SR
B, BEERARK
BHRE, EAK
ELLEAE), W
ERFT®RT—4
R—RFE =
15 B 5 1 BR PR 5
BOAR

AR L

@ fii 1 R A

A) BEEAKERE (REAKA)

(#&7T)

H I MY ARG EEDOMEHFERE T TORMEHIZONT,
FIMEREZRICHAE L., VA7 EHFEEICTLINT
RPN FEE GO, e, A2 & O E 6 AR
WZOWTHERE LT,

A T LT A 7 3

iE 51145 A ZEEIEGIE 676 B (BIEREFIEL 22 AT X S 0E
i 500 1))

) A 11 ) 5 FHAHAM 2017 A2 1 A ~2019 4= 4 A Bl 52 1 (12 »
H)

FTeBlRmE | et RIEHORBIBUIR
ARME BG 52 % ONGHEH I KX ORI ML (R24307)
DR—A T A b DELE
WIEREH  THE - HEICEET 260 FodEE] sk
B

FaRBAE R | etk
LRVERNT G 672 Bl 5 6. BHEMAIZ 32 FlIc@ O b

7o BMWERZBLEISIL 4.76% (32/672 6) TH Y, KFRKE
F TOEPEF ORIEHFEBES 14.39% (40/278 #1) 12k
Lo T,

2 BICL EIZHBL L 7= BIVEANIE TR ) 1.04% (7/672 f1]) |
M AR T 1 0.89% (6/672 ) . T FERERE T 1 0.45% (3/672
Bl . TERERMAE] . & R v AMAE] | TEREE
DFEV] KO TIHREEEEI] % 0.30% (2/672 %) Th -
~. 2D O b, KRFETORBRTED bR - ZEIE
AE TER T 8L MEF MU U AMGE] Tho72ds,
WL ARFOE RO THEHA EOEE] CHEEMLE
HThD, £, AFOB TRV T, EEHE LT
WRWRHOBIWERIEL,  ThEZE)] KO TR Y v~ T
DE 1FETh-o T,

F o, BEMEMITER 672 510 5 b, EERAEFRN 20
BIFES B AL, FHEBEIE 1T 2.98% (20/672 #i]) TH-o7-, [
K1 B THitEZE ] 234 2 BIER D bivTc, MUIZERD b7
BELAFEFZIIVTIL 1 BlOLOFKETH o7z,




V. aRICEEI SIEA

1) ERARBERE (—
% fE A R #E SR
B, BEERAR
BHAE, ERARK
ELLEAE), W
ERFTE®RT—4
R—RFE, =
15 Bl 55 1 BR PR A
BROAR
(D2DZF)

2) RBEHELT
EREFEDAE
XIE=EME L =5
E-HABOME

(1) Zoft

BERAN N

HERAEFLDO I L, AH & OREBRNGE SR
Mo T EEZRREEMI 4 BIZERO Hav, FHEIGIX 0.60%
(4/672 Bl) ThH o7z, BEZAEHONTIZ HEF Y
v AMGES . TEEZE) . TR Y v~ KO TR
T 2345 0.15% (1/672 ) TH 7=,

AR

B NMERRMT S G2 654 B TOMEDN—A T A b DEAL
% . Mixed-Effect Model Repeated Measure (Z & % /s ¢
W) (HAEUERRZE) 12 K0 R L7,

5 52 % OIEME (24%F) 1%, 73.1£0.3 mmHg
T, X=X T A b OEEIT-1.9+0.4 mmHg TH -
oo H&E 52 @ % O NHMEEmE (Z28F) X
132.7+0.5 mmHg T, X— R T A4 Vb O &L &I
—2.6+0.6 mmHg TdH > 7=,

SN A

i EAEH OSEFIEIA 1, 95.68% (643/672 ) T -7,
—J7 . A3 1A E B G 1R SRR T & TWVIRVMIE
Bl &) 1% 4.32% (29/672 B) IZERD BT,

KRR O THNE - EICBE#E T 5] EoiEE] & LT,
TROFEHZTLHL TV D,

JFAIE LT, 7033 % 80mg, 7 A2 Y E L Smg
KOt RerzaaF7 Y R 12.5mg % —EOHME, [F—
M- HETHEL AL, ZELEME= hr—
AR LNTNDHE,

BRI

R ERR L




VI. EFEEICRII SHIEE

1. REZHMICEESH
EEMXITEEE
k3

2. FEIBEH
(1) YERBREL - fE M

(1) 7o oFT v v AR

FNUAFNLE L AREYIN, a A F BT A BT HALE L
TN, NSAFLE AN E L TN E

2) Ve Fubt U TR T ALK

=TTy, TEL=UE UM%

(3) F7 ¥ RRFIRH

M) ZanAAFTIoR, A EZRXI K, Z7alrZl) Ko

(FA Iz ) 10

FICMAE IR O AT ZREICBN T, EHNFEME THLT v U4 T v
VUL ERFRANCHEEIL . £ O MAEIGREER 2 36192 2 S X0 BREER
EHRBTH, AT ZREBIEIESE < (Ki=3.70M) | ATy BEENHES
ZRERE L 72\, 10~1000nM DR T, 7 P47 v U TIC K D
U Y KRB RAE A O (i 38 I SOS BR 2 | IR ERFERICE FICBBISE 5 &
&b ITRRINE 2 40~50% 4132, Eio. AR 120 2&RICEBNTH
HERMERAEME 2R L CRE, p<0.05vs. 2> hu—L) | fEFAIZFE
BT D, £72. 77 VF = nfRlEHRTH D ACE (F=F—F 1) (Tt
L CITEEEEE KT S0,

(T am PR LR 14160

HARNE D BB AFNE Ca T v » RVICFRANICHE S LN~ Ca Difi
ANEWDSHLHZ LX), milE LR ME OFiETHEiESE5, Ca
FEHVERORBUIER TH Y, FilThd 5, Fio, OMEERIEXI<, M
BEBRIENTRD 5TV D,

(e FermuF7r ] 1708

F7 Y RRORRETHY | BEXROFIRIER Z & 53, FIREMIZE =
P gl PR 2> 5 D Na™-Cl gk O FEICESE | B2 5o Na't, C, K
DY 2 Z LiC K D, BREMERITIMIC 06 B8R ik & oA 2 X
., B RMMEOIRIZE Vbbb Envbild,



VI. EHhFEE(CEHJ SI1EH

(2) EMERMITD
AER A

() ERRBRRE -
Fr 5t B

1) B KO 2 FOFRIC & 2 B HEER

O REE T OBt m e A RRIEZ >~ b (SHR) ZHAWT, Imgkg 7 /v 3 H
WA RN Smegkg T AP E A T H L EREOESL L, 5 HBERRIC
MEZERELZEZ A, Imgkg T/ I P ALK Smgkg 7w P E
. FREAVEIRE 5T L0 SR M 2K 25mmHg KR L, IR FAR
DIMFER TIERZ7R Lz, WRIZ, Imgkg 7V I H 0 H | Smgkg 7 A1
PEUHFHT L A 1ES AR ARG 2TV, RERIC L &2 JE L7,
TNIPNZ T Lu e OFRERGIC LD ME ST 2 EHIE,
F P 52 X 2 AR FEA (R 25mmHg O ) 1T~ A& 72200 E
I TFER (59 50mmHg DK T) 2% bz 19,

@ RHEE T OHEME SHR 2 VT, 3mg/kg D7 /L B0 % > 10mgkg Dt R
nruaFTY ReHWIXEOWE % 5 B RO RS L2358 ok
JEEM Z Mt Lz, £ O %, 3mgkg DT /L 3 ¥/L & o Bk 0 #% 51X
#4555 H HIC 36mmHg O KBEEFEH AR LT, E ReZuaF 7o R
OHIMEE LTI S0 2B EERITRD b oo, TAIF Ly
VEDOFRHIZE DT A I AL COEMZI G L, R RBEIEE
HE 53mmHg Th - 7= 20,

2) FIFR{EH 2D

HEE T O”EME SHR 2 T, 3mgkg D7 /LI B0 10mgkg Dt RKa
raaF TV RHDLEZWVIEZEOmMEE 5 HE#EGR D& L& & OFRIE
Hemat Lz, TOE, 3mgkg OT VI P Z o OFME5IZ L - Tk
PRE&EJ R P EMFERE (Na™, KTEROC) ICHEREITA Lo
7=, —H. lomgkg Dt KuZrauF7 Y ROFMELGIZL > T, JRE, Na',
K"Kk ClI” OEMEIRE DY L REMB B bile, T2 w20
BH5LTH, e FesooF 7Y ROMKRIERIZAGIL, T/ IPLZ 0%
tEReroeF7 Y FORREMIZIZEAERBE LR oT,

3) 3 AIOFMIC & 2 BEEEM

3 AIGF RIS 31T 2 FERE IR ZEBERABR 13T > TV R0y HAIR G IZ ik LT
2APFHICB T EREDODRZRT &, £, A< b T AIDMMO
HAND RN R AP S D LD BN AR EAEMIT RN LR 5L
o T, Eo, 3FANTRLDEMETFICE > TREMEHZRLTEY
S BT, 3APFHIC BN T b SRR RS BAE M &2 5| & 2 2wl REME
FEWEB LN, LEDZ &6 3 FIGFRRGROBREEL, BAldD
W 2 AR OBEERIC N TRIEEH OMERAG 6N D 2 L DR
Shd,

AR L



VI. RYEEICET HEB

1. mAREDHS
(1) BRLAMG

b
(2) BRI TR

Shf-mdRE

AR L

1) HEEL 19
HARNBERRR AN T 72 Bla st R, RARG R OT VI PV E /T hn e
v 80mg/Smg LAl B Kr s uanF 7Y K 12.5mg & OFFRBEEG D, 284 1)
K7 0 AF—_"—=F P A ALY Fihi LIz AW FRSEERBR o, 713
g TrhuUErry ke KaseeF 7Y ROBEERAOES (ZIER)
DIEMENEE T A —Z LU T O LB TH-oTz,

N 5 TIIYE TAuI [SN=/A==5 Sy VAN
T AH Gida ks A ik a2 AH Gidi ks
il 141 142 141 141 141 142
(Cn“g/*mL) 718 (56.4) | 694 (55.2) | 3.69 (22.0) | 3.68 (20.7) | 104 (23.0) | 94.7 (23.4)
tmas ¥ (h) 0.75 1.00 6.00 6.00 1.50 2.00

(0.50-3.00) | (0.50-4.00) | (4.00-12.0) | (4.00-12.0) | (1.00-4.00) | (0.75-6.00)
AUCo-» 3090 31209 184 1859 661 634
(ng- hr/mL) (54.5) (58.8) (25.2) (26.0) (18.7) (18.9)
tis2 (hr) 22.6" (34.6) | 24.09 (40.8) | 38.0 (14.0) | 38.29(14.8) | 9.94 (14.8) | 10.1 (12.9)

BT (GRATZEBEMRE (%)
a) TOE (he/ME-5 K E)
b) N=140 ¢)N=136 d)N=139

F7z.

HARNBEEER A B 72 Bl AFEG R OT VI L /e R

n/uanF7 YR 80mg/l12.5mg BlGHlE 7 LAa ey smg OGO, 2
FEAHARIE 7 0 24— _"—F WA N2 L0 Ehie L= RSB T o,

FNAIVALEL TruPE ROt FasaoaoF 7 Y ROBEERROE 5% (22
JEEE) OIEMBRE T A =X ZLU T D LBV TH-oT,

N 5 TNAIPNE VAN =R tRkesZooF7Y R
B e T o | Al | oS | hm | GoiEs
151455 142 142 142 142 142 142
Cmax (ng/mL) 697 (75.5) | 726 (74.9) |3.62 (20.2) |3.57 (19.9) | 98.5 (25.1) | 96.6 (25.8)
frnax (hr) 0.75 0.75 8.00 8.00 1.50 1.50
(0.50-4.00) | (0.50-4.00) |(3.00-12.0) | (3.00-12.0) | (1.00-4.00) |(0.75-4.00)
AUCo-» 2750 2730 172 170 626° 624
(ng: hr/mL) (79.2) (73.7) (25.4) (26.0) (20.2) (18.2)
tu2 (hr) 19.9 (34.0) | 19.29(31.7) | 38.1 (17.6) | 38.5 (17.8) | 10.19(15.1) | 10.2 (14.4)

AT EEE (ST AR [%])
a) FIE (Fe/ME-H R fE)
b)N=140 c¢)N=141

ERROEYFRIREERBRICI W T, ARG ROEYERE ST A =213, OF
MG CHELL L TR Y | ARSI O EEZ - T RAITH 5 2 L 23k

WIN TV D,



VI. EYEREICEAY HEHB

(2) BRERAERTHER | 2) WEKG +Y
ShtzmeBE H A NEERERR A 57 36 BICAHIZ 1 B 1[5 10 B MZEERKER &S Lz
(DD%F) EEDOTAIYAEY TArVE Y, ROt KazanF 7Y RofiEd
IEHER (BT S D) RUSEMEIRE R T A — X ZLL T O LB THholz,

72 o
2000 14
= g
£ E 12
2 2 g
&% 1500 | ety 8
5 a .
A i \
= u 8 l
2 1000 &
f‘ o & \
2 e <
b oso0q [|leT. o g
i ] B e
£ ‘.% & _ g 3 o ; _
o o ¢ " ® o 00 e o -
T T T T T 0 T T T T T T T T T
0 2 4 6 8 12 24 36 48 60 72 0 4 8 1224 48 72 96 120 144
B 5% (hr) #5550 (hn)

150 -

&Y§§

0 2 4 6 8 12 24 36 48
#5HEM (hr)

mighE KOs ORF7 & Kk (ng/mL)

‘!_7’“7.

_ 8 == =N =
18 VIV Lar .
AR A e TP NH TamY F7 U
% 36 36 36
Cumaxss (ng/mL) | 970 (69.3) 11.8 (21.8) 107 (28.5)
10 | toaxse® (hr) 0.509 o o
. max,ss (0.500-2.00) (6.00-12.0) (0.750-4.00)
H A(UCO-24h,ss 2510 (72.1) 230 (23.4) 584 (23.8)
ng-hr/mL)
tase (hr) 27.19 (50.8) 42.5 (17.5) 103 (17.2)

EEE GRMEERE [%])
a) FHIAE (/M- KAE)
b) N=35

(3) hEl RREE R L




VI. EYEREICEAY HEHB

(4) BRE-HHREOEE | 1) BFOEE2Y
HANBERRR AT T 36 BlCAA Z BBICHKG LILE, TAIFALZ D
Crnax 2 OV AUC 4, 1ZZERE IR & bl L TE LA 69.8% K TN 36.3%, WNIZE
FarZ7aaF7 Y RO Cux 2 203%KTTHZ RSN, E R R
FT7 VRO AUCy WNTT L2 P E D Coax KT AUCoi [ 1T R H D 2
EE Y S NSY A WAL EEel

2) DF 3D 5
VIl. 7. #HEAEH] OEEZZROZ &,

Bl A5 A SRSy I O FH EAEF 49

HA NERERR AN B - 36 Bl AR Z 1 B 1810 HREIKERAERG Lz & &,
TNAIVNLE /T AT ey 80mg/Smg BLAHl, HLLIIETAIPLZ )
E ReZerF7 YR 80mg/12.5mg BAHZKERAKE LcE &L/
THBYE A LR U 7o fE R A & SRS H OB BN T X — 23R L
TBY, TAIPALFL, TLAaPE U KO FeszoaF 7Y REDMIC
BN REICB T DM EAERIER D b oz,

(& &)

TNAIVLE e FasaeadF T Y ROMAEER GMEANT—4%) 2
fEFER A S &L 13 FlcT VI P 160mg B RezooF 7Y R 25mg
EEAENHEMICTE 17 AMKERAKREG L L& L HFIERARE
L7z & & OIMBREZ Ll U 7o f 2R B 5-4% & OF 5% 0 3B g <
FTA=ZIFT NIV ALE L e RurraanF TP REGIZELLTEBY, f
512 X D IRNEIE~ D BT b o 7z,

TUIPAZ T Aa P OMEER GHEAT—4%) 22
fEFERAS T 1267 20> 10mg ZBMIZ 1 B 1A 9 HREKERD
B L& TV NHF 2 120mg & OFHAKERLG LZ L &Ry ERE
I Lo, B G% EOFAE G %O T A U OEYENRE T
A—HIFFPLTBY  TAIVPAE P HEEICLDT e B DEN
BIRE~DOEE IR DR o D),
fERERR A5 & 36 BliCT VYL 2 80mg ZEMIC 1 H 1 [E 9 HBRER
NG L7z & T 2m V80 10mg L OFHIRKERY Liz & &Ry EIRES
W U7 R, T I Z o OEYBRE N T A — TR R & OF
HEFETHEILTEBY, 720V E U AEGIC LT VI o OERN
BIRE~ DB TR D)o T 9,

1) AFRNOAR S - AET TR T A 1R 18 (FAIPLZ /7 rny
Er/k frzmruF 7Y KE LT 80mg/Smg/12.5mg) kA #KET5, | Thd,




VI. EYEREICEAY HEHB

2. RYERERL
INTA—A

(1) FRFAEA

(2) RIGEEEH

() HREEEH

4) 29IV75VR

(5) FMEHE

J v R— kAL MEFT
BMUERR L

A A NEERERR N 57 36 BHICAAIZ 1 B 18] 10 A 2208 W R 0% 5% 07
KHEERIIRDOEBY THoT2 49,

(FvIHns]

0.0255hr!'» (50.8)

(7T AP R

0.0163hr! (17.5)

Q=N =27 =R =02 AV

0.0675hr! (17.2)

Ry CGRTZBIRE (%] )
a) N=35

MR L

(& &)

(FAIHrrr) GHEANT—%) 2

880+247mL/min (F¥JE+S.D.) EHER AL F. 80mg HilRIFHRM £ 5
(TLamrvvrXungh) GNEAT—%) 20

7.0+ 1.3 mL/min/kg (CF#EE£S.D.) fEEERA S 1. 10mg H[EIEFIRM & 5
(e FeszueeF7YR] GEAT—%) 2

&7 V77 A 49+1.1mL/ minkg CE¥E£S.D.)

) AFOAKRSNIZAE - AR TRACIZ IR TELE (GAIFrir/7aay
Ey/b RmzmraF7 P FE LT 80mg/Smg/12.5mg) ##kH&ELET 25, | Thod,

R ER R L
(z &)
(FAIHrzr]) GEAT—%) 2
509+ 193L (E¥ME+S.D.) fHER A% . 80mg H[EIFHIKMN £ 5-
(T Ar P EURUVERE] GEAT—%) 29
21.4+4.4L/kg (CE%MELSD.) #EFEMAL F. 10mg HEIFFIRA &K 5

) AFOAGR S A - BEE TRAIZ T B 1R LEE (FArIdng /7y
Ey/k Rrzonod 7Y RE LT 80mg/sSmg/12.5mg) ##AKEd 5, | Thb,




VI. EYEREICEAY HEHB

(6) Znith

3. BEH (RExL—
ay) R
(1) fEHrAE

NAFT_AFTEYT 4
(T IH Lz )
HEERR L
(7T Lam o X LRt )
MU ER e L
(B FezmegF7YR] 49
HANERERRA B - 36 BlICAKIZ 1 B 18] 10 HFZEMERERER 05 Lz
LT Frr7vndF7 Y FORPYHRITHRGED 831% Tho7/Z &
MH, NAFTTRATEVT 21L80% U EEEZBND,
(& &)
(TAIvrzr) GEAT—F) W
fEBERR A 55 112 UC-T Vv 2 YL X 2 40mg TR % S IE IR BRI O 4R G K O
40mg FEARNFFE G Uiz & & M R i 58 o LLige s & 3k 6 72 TR IR O
PRI 50% TH Y, MIEFREMBDOLEMNORD AL FT XA T8
V7 41343% ThH o717,
(TarvvEr_XugE) GMNEAT—%) 62
fEERR A B 27 v P 10mg & BEERE O &5 TFIRN&E 5 Lz b
XL NAFTT_XATEY T 41T 64% ThoT2,
BERER A B 112 ¥C-7 Lm P ¥ 15mg & HERE O #% 53U Smg & ERARN &
L7 & & OERROR P PRI s D HEH L2 WRIERIT 96% TH - 72,

1) AFRNOAR S - AET TRAICIZT A 1R 18 (FAIPZ /7 amny
Er/k frzmruF7 Y KE LT 80mg/Smg/12.5mg) kA #ET5, | Thd,

MR L

(B &)

(FAIHrzr) (ARAKOSEAT —%) 30

FTITHEA LN =KW EETr 2-a 2 /X— NA LV NET IV
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9.2.2 AUBET2NESE
BELRWZ &, BREZSOICELSEL BTN H D, [255H]
9.23 MFVL7F=UMEN2.0mg/dL #HB R 5 EHEEETESE
AR LR 2 G0 E I SN D56 2 RE SIS 5 2 L, B
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JUFNYFUoBBNTED Y U AMIEEZ EHE LIcBT LV AT R Vg%
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Wk, OFNWVFEOHHIERDH LN LMD D,
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T80/H12.5 & Dk

FREERER 7 R AE AR &9
ity 5] (T8O/ASmg BeAAIT | (T8O/H12.5mg B A &t

BERAT 70 | CREERA 70k

Exige LA Hrhige L5
R A 15K 149 129 278
RITEMF O RBUEFEL 35 5 40
RIfER SO RBUERI% 23.5% 3.9% 14.4%
RIVE 2 o i E RIVER & ORERNIEBUESIE. () % (%)
Rt Lokl E 10 (6.7) 2 (1.6) 12 (4.3)
R R 12 1fi e 8 (5.4) 2 (1.6) 10 (3.6)
NE & 2w 2 (1.3) 2 (0.7)
etk R B 1 (0.7) 2 (1.6) 3 (1.1
FEIED 1 (0.8) 1 (0.4)
=G REES 1 (0.8) 1 (0.4)
IRALTE D F 1 (0.7) 1 (0.4)
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TNZEE o) 1 (0.7) 1 (0.4)
ik 1 (0.7) 1 (0.4)
78 PR 2 (1.3) 1 (0.8) 3 (1.1)
K 1 JE 1 (0.7) 1 (0.8) 2 (0.7)
JEE NE MR i 1 (0.7) 1 (0.8) 2 (0.7)
BB SO e 1 (0.7) 1 (0.4)
£ 371 1 (0.7) 1 (0.4)
B R A A 21 (14.1) 21 (7.6)
1fn. 7 bR B AN 20 (13.4) 20 (7.2)
M7 V7 F= 40 2 (1.3) 2 (0.7)
1 R FEEE N 2 (1.3) 2 (0.7)
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At 278 40 14.4
o 229 37 16.2
veg |7
L8 49 3 6.1
50 1 AT 82 9 11.0
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i .
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75 LA b 4 0.0
14ELUF 30 3 10.0
. 1 F#E-5 LU T 69 10 14.5
R 1 y \
5AEHE-10 DL T 87 17 19.5
10 F8 92 10 10.9
2L 25 2 8.0
A HE
& OrE Ho 253 38 15.0
1 & IE 190 35 18.4
MEED | o
D) 10 w1 J 22 75 4 5.3
i I 28 v ifn = 12 1 8.3
70bpm AT 122 19 15.6
MR %> | 70-80bpm A i 100 14 14.0
FEMEE © | 80-90bpm A 43 5 11.6
90bpm LA I 12 2 16.7
a) /o (ML EfE o)
[ B8 M)F - DORER T 140-159 23>/ F 7= 13 PE3E# £ 90-99
10 B & M« ISUHE B i E 160-179 A2/ F 72 1 k3R ) M) £ 100-109
T i U« S B ifi o = 180 22/ 7o X EsE M i E =110
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Y NL D Corax MOV AUCo, DX ZE LI 69.8% K 1 363%, & e/ mn
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15.1 EREREAIZE D < 1E#R
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T S A7z — AR EER - SUIE # G- MR T il O B EAR RO EAS 25 A B AL
TWRWZ & IhicZid 3 AIMICIZIEYENEFROEM M E/ER N AT 5 A
BRSO TIRWZ 2B 2 EbEs L, TAIPLF L TL2ArUEL KD
ERezaaF 7Y RO 3 FIGFH &G RO 7 702 S8R 2 FEi L 72
STHLZEOFMEILFREE B X BN S,
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TN IPE AT EIZBWNTH MY U ARIRIERZR LIS, BHE
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XU T B2 22 FEB A E ] 2 R S 72 o 72 7999,

7 v RO X TORMERBRICIHB VT, IEF MEC3E U TBEE 2 DFHE I
(24 BKFMLLE) MEETFZ2R L7z, LarL, 7w b (26 #H) T A X
(52 M) 19925/ K 500mg/kg £ TRIEHR G LT, LEMIZEENED O
N, RERZBRLZVT D L3R hoTz,

(T oI R LR

AR L
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ERerzaaF 7Y FEEALE Y FORHLTELROT 48 H ORI & L
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2. =iaER
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(2) RIE®RS AR

ﬁ; FAIFALY | TARVEVRUARM | EKesnrFT Uk
M IR
7 v NOF/NSFEREM: | T D LDsp'% :
. 79 2000mgkg B | & 393mgke, ¢ 686mgke I
g A
sH AR DI/ NELHE B 109 L E R L
7L 2000mg/kg iH#

(TAIH Lz
T v MZRT D 4, 13 O 26 @ HE AER A &G m e 0 107197 (KE
g BEEE O . FKEOHEIN, RMECRBRAMOE T, BUN fH,
I VT F =V EROEMRE O B DIEE RO B LR BRI S E O
JEK - R & OVE BRI O R A N T L e L TR b, 4, 13 K&
W 26 HBIKER DG EERBEOBHEMEEIXZNZ N 10mg/kg/ H A,
4mg/kg/ B B O Img/kg/H & & 2 vz,

A XD 4, 13 O 52 @ FRAERE O G- fhal 100 10 Iz s Ty 7 v b
& RBRICAH O FEBRAE TR L 72 Pt A 2ME R &2 HF8 0 bz s EHE M
EIXFNZF 10mg/kg/H. Smg/kg/H X Smg/kg/H L&z bz,

(7 2P R LR
Ty MIET D3I HAMKLO 12 I A MBRER D &5 mEHERER 09T, (K&
Bnamdl, kR, RELORET Na, K. Cl Jeiit&Eo E5 Rk, ~
EF/RECE, A~ b2 Uy MEOEE EF M{E K, Na, Cl DK T,
/NG WP D 8 P IR0 M OVRI P BB BRMR AT D IR . DB # OB AR—D b
7oo 3 W AMMKON 12 7 A MRER D &G EERBRO R KEZEEIT T NE
M 3mg/kg/ H B O 2mg/kg/ B & & 2 BTz,

(E RmzmraF7 v R)
15.6mg/kg/H DHETT v M 26 WREIRKER DG Lo/ R, JREOHEN,
m%$®@9\mwém%mﬁﬁf\ﬁ&yﬂﬁ\&h@\ﬁ%)ywﬁ9
SOV BUN O, BIE & & /I EEOEM, HEEEksmBRE ., R
REREON D A M OV R AR ZEME 3 A D LTz 112,

F72. 1.25mg/kg/ H O & TA X2 26 B KER D # 5 LIk R . 6 B R
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S Pregnancy

Risk Summary
MICARDIS can cause fetal harm when administered to a pregnant

woman. Use of drugs that act on the renin-angiotensin system during
the second and third trimesters of pregnancy reduces fetal renal
function and increases fetal and neonatal morbidity and death (see
Clinical Considerations). Most epidemiologic studies examining fetal
abnormalities after exposure to antihypertensive use in the first
trimester have not distinguished drugs affecting the renin-angiotensin
system from other antihypertensive agents. Studies in rats and rabbits with
telmisartan showed fetotoxicity only at maternally toxic doses (see Data).
When pregnancy is detected, discontinue MICARDIS as soon as possible.
The estimated background risk of major birth defects and miscarriage
for the indicated population is unknown. All pregnancies have a
background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2% to
4% and 15% to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Hypertension in pregnancy increases the maternal risk for
pre-eclampsia, gestational diabetes, premature delivery, and delivery
complications (e.g., need for cesarean section, and post-partum
hemorrhage). Hypertension increases the fetal risk for intrauterine
growth restriction and intrauterine death. Pregnant women with
hypertension should be carefully monitored and managed accordingly.

Fetal/Neonatal adverse reactions

Use of drugs that act on the RAS in the second and third trimesters of
pregnancy can result in the following: oligohydramnios, reduced fetal
renal function leading to anuria and renal failure, fetal lung hypoplasia,
skeletal deformations, including skull hypoplasia, hypotension, and
death. In the unusual case that there is no appropriate alternative to
therapy with drugs affecting the renin-angiotensin system for a particular
patient, apprise the mother of the potential risk to the fetus.

In patients taking MICARDIS during pregnancy, perform serial
ultrasound examinations to assess the intra-amniotic environment.
Fetal testing may be appropriate, based on the week of gestation. If
oligohydramnios is observed, discontinue MICARDIS, unless it is
considered lifesaving for the mother. Patients and physicians should
be aware, however, that oligohydramnios may not appear until after
the fetus has sustained irreversible injury.

Closely observe infants with histories of in wutero exposure to
MICARDIS for hypotension, oliguria, and hyperkalemia. If oliguria or
hypotension occurs, support blood pressure and renal perfusion.
Exchange transfusions or dialysis may be required as a means of
reversing hypotension and/or substituting for disordered renal function.
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Risk Summary
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There is no information regarding the presence of telmisartan in
human milk, the effects on the breastfed infant, or the effects on milk
production. Telmisartan is present in the milk of lactating rats (see
Data). Because of the potential for serious adverse reactions in the
breastfed infant including hypotension, hyperkalemia and renal
impairment, advise a nursing woman not to breastfeed during
treatment with MICARDIS.

amlodipine : (2017 %% 10 H)

Pregnancy

Risk Summary

The limited available data based on post-marketing reports with
NORVASC use in pregnant women are not sufficient to inform a
drug-associated risk for major birth defects and miscarriage. There are
risks to the mother and fetus associated with poorly controlled
hypertension in pregnancy [see Clinical Considerations]. In animal
reproduction studies, there was no evidence of adverse developmental
effects when pregnant rats and rabbits were treated orally with
amlodipine maleate during organogenesis at doses approximately 10 and
20-times the maximum recommended human dose (MRHD),
respectively. However for rats, litter size was significantly decreased (by
about 50%) and the number of intrauterine deaths was significantly
increased (about 5-fold). Amlodipine has been shown to prolong both
the gestation period and the duration of labor in rats at this dose [see
Datal).

The estimated background risk of major birth defects and miscarriage for
the indicated population is unknown. All pregnancies have a background
risk of birth defect, loss or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2%-4% and
15%-20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Hypertension in pregnancy increases the maternal risk for pre-eclampsia,
gestational diabetes, premature delivery, and delivery complications
(e.g., need for cesarean section and post-partum hemorrhage).
Hypertension increases the fetal risk for intrauterine growth restriction
and intrauterine death. Pregnant women with hypertension should be
carefully monitored and managed accordingly.

Lactation

Risk Summary

Limited available data from a published clinical lactation study reports
that amlodipine is present in human milk at an estimated median relative
infant dose of 4.2%. No adverse effects of amlodipine on the breastfed
infant have been observed. There is no available information on the
effects of amlodipine on milk production.
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Pregnancy :
Teratogenic Effects : Studies in which hydrochlorothiazide
was orally administered to pregnant mice and rats during their
respective periods of major organogenesis at doses up to 3000
and 1000 mg hydrochlorothiazide/kg, respectively, provided
no evidence of harm to the fetus.

There are, however, no adequate and well controlled studies in
pregnant women. Because animal reproduction studies are not
always predictive of human response, this drug should be used

during pregnancy only if clearly needed.

Nonteratogenic Effects : Thiazides cross the placental barrier
and appear in cord blood. There is a risk of fetal or neonatal
jaundice,

thrombocytopenia, and possibly other adverse

reactions that have occurred in adults.

Nursing Mothers: Thiazides are excreted in breast milk.
Because of the potential for serious adverse reactions in
nursing infants, a decision should be made whether to
discontinue nursing or to discontinue hydrochlorothiazide,

taking into account the importance of the drug to the mother.

F—2 7
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An Australian

telmisartan : D
Drugs which have caused, are suspected to have caused or

may be expected to cause, an increased incidence of human

categorisation | fetal malformations or irreversible damage. These drugs may

of risk of also have adverse pharmacological effects.

drug use in

pregnancy amlodipine : C

(Telmisartan: | hydrochlorothiazide : C

202247 H) | Drugs which, owing to their pharmacological effects, have
Amlodipine: caused or may be suspected of causing, harmful effects on the
2022 45 H human fetus or neonate without causing malformations. These
Hydrochlorothi | effects may be reversible.
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