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AST aspartate aminotransferase TARTX BT I ) b7 A7 27— (GOT)
AUC area under the curve Hi R T A FE
BUN blood urea nitrogen MmAHpRFEEFR
CK creatine kinase IVTFUoxS—F
Cmax maximum concentration P 1y I, TP g
CPK creatine phosphokinase JVTFUTH AT FFF—F
CYP cytochrome DA TR U/ A 1=
CYP3A4 Cytochrome P450 3A4 ¥ b7 1 A P450 3A4
HIV human immunodeficiency virus b NREREY A VR
1eE ik Immuno globlin E ;ﬂlz!/:/l//f‘/ﬂ:ﬂ L T & T SR & 5F DR 2 F5D
in vitro in vitro A -t bhnm . EBREANT
in vivo in vivo A« BN ERNT
LDso Lethal Dose 50 50% E It 2
LDH L-lactate dehydrogenase FLEE I K R R
Ix Tux VT A (BREE D HAT)
pH potential of hydrogen IKFEA A AEE GAROERNE: - 7V VAR R
pKa pKa T S BE AR B T
PMDA Pharmaceuticals and Medical Divices Agency MSIATBAEN RIS RIS AR AR
PTP press through pack PTP @ldss— b
RH relative humidity FEHER
RMP Risk Management Plan I U R 7 E PG
ti2 half life ek
Trmax time to maximum concentration ot 1 I R R R SRR )

vy-GTP

y-glutamyl transpeptidase
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208 7H B AES(1Smg/H ., 5H), WO/ V=2 E B HCRGA A 157 B R0 &5 (15mg/ B
BN EAT 7= Z A, BEE. BB, BiEe & o B RIERARSD S, Wb —i@iE i
FERRE DN & & HIzEI LY,

) ARFNOAGR SN HELOCHER, MEE, AT L= U EREE LT 10~15mg % 1 A 1 BEE&%IC
‘s + 5, =720, 1H 5~10mg;0&5%5ﬁﬁ% VBN CHRIERET 5, Th D,

(3) RERGERHER

IDIRAS A= -

2)

L - HEZ PHICHRETT 2720, M vy NRBRZ M L7z, ARSI EEBHE 63§ % xt
BUZAAFI(5~15mg 1 B 1[0 FIE%KG)2MiEEIC L0 8 B 0 #E LR, BEDREN TR
uhﬂfmiﬁﬂ%fﬁokﬁﬁﬂﬁEHﬂ@%Qo&5%%%5@%%%6&\%g#%1m%mﬁ
® LA HEEFICEEER RO b,

i - AERtRRY
ARHEME = I A B 175 BICEAREE 5- 110 B, FIREEESE & OPF G- 65 i) % %S AHI(5~15mg 1 H
1 [FRAR %G 2 WiEEIc L 0 SR NG Lz, BEDRO [TFR) LI EME S5 T 87.0%.
ﬁ%ﬁﬁmfi&m%f%otwmfﬁﬁlW%%<)it\iﬂ%5WﬁUKﬁm&5%&%\%
WZFE > THERFRBRE R OBERNED Lz,



V. AEICEY $51EE

(4) HRELRIEHER

D)

2)

AR BR

“EERLEEHRY

ARREME & i IE B & ) Gis . AFI(5~15mg 1 H1EEIEZE OB S, 1034]), HH0IELve s
LAQ20~40mg 1 H2[Alg] - & &0 & 5 1076 Z 12085 L7z ZEHE R ORISR, AL
A~V T E VLA L RBROBENTZF SR S,

—EEREEBRABREE
FEEZNR TR DLk BIIVE RS B HHE TGH) Uk e
v R 85.9% 14.7% 82.8%
~LTE VLA 85.4% 11.5% 81.7% NS

CHIEARREL 2 R <)

REMHER

ARREME S MBS BE 2 RICAAN(S~15mg 1 A 1 BIFIRER 0542 1 FEMLL ERERG U7 Bk
B3] 58 4, PEHI$ G633 Bl C, RIER & LT, BEmEALH. B, TR EnHonn, B
WA X 2H - REIEROHBLUIR O bz oz, o, BRBRAEMICE N TS, FICMEE RS
£ 9 REIITRD b ho T,

(5) BE - WERHR

1)

2)

3)

Tl ©

65 1% LA B OAREM: i I SE R 8 Il & R BT AHI(5~15mg 1 H 1 B A% 052 iEIc L 14
ARG L7z, TORE, A0 E2f < TFEE L EORREENPRDOND & & BT, 24 FF
bV EE LT R4 R LT,

FE ) S R D)

RIBFERFOILEMEA 120mmHg LA EdH VD | BFEHEE 1 FILLEERES L TH, 723 110mmHg 2L EOHE
iE i I EE BB 40 1l &2 /PRI, ARFNI(S~15mg 1 B 1 [BIFIE%E O &5 2 liEEEIc L 2~8 EE#E G
Lzl ZAh, BEDRED N LLEIX87.5% Th o7z,

R B A O ) IS R
OB HERE~ DR BB
RIBERERETE 2 £ O M ERE RS 10 B2 St BUCARRI(S~15mg 1 A 1 [l 0 &5 #iEikG~5 A
FRNC L0 5 Lo, B &Il & el U, B MG L7z, B i & M OSR BRIRE
WRITFCEIIA LN -T2, L L, M{EZ LT F =278 4.0mg/dL 2% 5 B8 Tk, B
it 18 M OSRERIARIEIE S MBI & bl LI L 7=,
QB FEE M A I e B A kb g & L7 aBR 0
RIEMEED D WTMEZ LT F =00 1L.5me/dL DL EOEMERERE 265102, AFI(5~15mg 1
H 1 B RER ARG ZMHEIC LD 2~8 &G Lic L 24, Cr=4.0mg/dL O FZENE R i £5E
B 33PN T DEENRD TFRE] PLEIE81.3% Th > 7(CHIEARHE 1 % FR< ),
OB M M & i AE FR 3 2 x5 & L 7= 3R 10
R AR I R 16 Bl & RIS, AFI(5~15mg 1 H 1 BIEAEHRE 0BG ZMiEEIc LD 2~8
B L7z ZA, BESRD TR LLEIX66.7% Th > 72(HIEREE 1 #lZ2ER<),



V. AEICEY $51EE

(6) RERIER

1) EAERE (—REARERE. BEERARERET. ERARBLERE). RERFRT —FIX—X
FE. WERTRERABONE
V=D B @S MLEREICR T S M B NZEBIRER(-MUBA)) 1D
i M ESE B 31T 2 A KO BB GO M+ H NEE)C 5 2 2 20T -D & 24 IF[H] B B i £ 3 (ABPM:
24 hour ambulatory blood pressure monitoring) Z IV THEET L7z, #REBRIIMNIT 6 G HILL L& L, 1995 4F 1
H~1997 4F 3 A £ COREMMICEE 121 fEsk 5 612 FIAEEk S 4L, AHNT 24 e 28 U ClE %
Bific=r bur— Ui, GE2RRS: 12 Fl, MEMEI B9 2 BT RERS: - 17 Bk U T i
—F&f RWIIFEE N3, KEIGEERBFEETRLEZ S72nWZ ERXMEx, £/, e RN ORBREHRIT

B £ TR L. FEIFEENRE WIEAICIE, AR M E B2 S Lz,

2) RRBEHELTERFENDABRIIEIEREL-HE - HBOBE
BARSANA

(1) itk
[l P Bl PR R
PV =P IR O T EE R 2 & DIAGBRERE OME IR DO LB TH D,
e LESE D, B S fLHEE O M OV A8 P s L FEE 10 N2 DU TR L7z,

YR (TR LLEoRZNE
. 1B - PAREARENE B IMESE CRIE AREE2481 2 BR <) 84.2% (422/501)
e I AE —
R 1) I E 87.5% ( 35/40 )
FEE MR CHUERRE B ZBR <) 81.3% ( 26/32)
m%rimmlﬁf“ CHIERREIFI &2 52 <) 66.7% ( 10/15 )

£l WILEECET 2 “HEMREBGEABRORE R, AAI5~15mg 1 H 1 [EHEEG THRMERRD iz,

) ARFN QAR SN AELOCRAEZ, [EE, RAKIT L= U S LT 10~15mg % 1 B 1 BE&%IC
BOBL5T 25, 72720, 1 B 5~10mg £V &5 %8B L, LEIOE UHREET 5. Tho,



VI. EDFE(ICEEI SIEHE

1. REPHICEEHLHLEMRITELEHE

1,4-Yk Kl P2 % CathEpiAl

Ry FT7EE L% Ca fEHAI

ATV, ARV, TAuTVEY, =TV,

A=V, TEL=UY S "=V, =V,
—hL Yy, =V Y, Txualtr

Tz =)VTIOVFNT IR CathBiAl XTI 0
HE : BHEOH HILEM DN XTI EFEIT, OB TRLESRT L L,

2. REH%HR

(1) YEFEML - 1ER%F
VERERAT M5 VR A
YEREF - A O BENARTVE Ca T v > ROVITHFRIITIER L. MfEAN A~ Ca2" O A % il 3

52 IR0 RSO OB & @A X5,

(2) EDERMTHHABRRAR

D) i ERE R

13)

S UNTFTE A

K FEE MERIEE T AV (EIE B RFIE T >~ b, BHERLET v B RO DOCA-BH & IET v MIZE
WT, Rt CEMRBEEERZ R Lz, 7o, BHRGICE > THmHEEEO bivehhoiz,

2) MUE A NZEB ~ORE 1419

AREME i i A TG LT

IMEARNEEICEEE KES T, 1 H 1 EREGTEROME %

TFEE 2 2 L7, 24 BEfEIC btbhfﬁ%#%ﬁb _%%®mfiﬁmﬁbf%ﬁﬁK¢%

EERNEHICRIFTZE

T & EMER LT,

( mm;(l)(g))_ inverted-dipper (n=40) (mm;f))_
180 180
meﬂuUQuQuuuQu 1601
140 140
m_ﬁmﬁﬁWWMﬂﬁhﬁ 120
100 100
60 60-
T s L e 15202 !

37

) dipper (n=128) e
180 180
wmuuuuuuuuuuqu 160-
140 140
m-Wﬁmmﬁﬁnﬁﬁmﬁ 120
mmuuupﬂﬂuuuﬂuu 100-

60

60

(
0246 810121416182022

537

non-dipper (n=90) Mean +S.D.
—e— 50

—o— B
S L
ﬁTﬂTﬂTﬁTﬁTﬂTﬂTﬂ7 LA 10~ 15me/ H 5

||||||||||||||||||||||||

0246 81012141618 2022
51

extreme-dipper (n=47)

0
0246 81012141618 2022

537

* dipper: BFTEERMLE DD 10%LL ., 3%, KEMLEDFEE N TRS 5 0,

non-dipper: /B[] i)+

2t U CHERILE DR T 28 10% AR D FTReZ2RD 5 1 0,

inverted-dipper: B D MLE L W KO MEDIE S A EFH-LTWDHH D,
extreme-dipper: dipper DT 20%LL E T 5 6 0,



VI. EHEBICEY HER

3) M PRAENEM
OFFEEA BT, BRI ERM A B WE A B2 KT S8, £z, JEBR, HE
BEIAR, KRERBIIR K OB B & O A& 2 rsk L, 24 blisids~o M i 2 80 S w7 19,
QAREMEGIMEIE LA TN T, ERMIMAE ST, B &k O AR 2 A RIS S8 1,

4) BEHERRICKT D1EH
OAEMEERAMmLERREIET v MZEBWT, REXORTEREIREZTNSED L LB
RBF MY DL )T L E ERSEZ,
QUlA X TOBBIRNE G- EZRIZB W T, BHETIIEICRAE O M) U 2BRINOIH], £
7o e A TR e B e OR BRI B O I & 7R L7z 19,
5) mifERAE T DM
RN A B FE S L B RFIE T v b &2 W TZRBRIC I W T BB OMILE o ) i FE PR 22 2 470
il L7z 20,

(3) {ERSIERRT - FEBS T
AR L



VIL EWENREICEE Y S1HE

1. mPREORR
(1) AR RN MR
LR L

(2) BRRFBTHR SN EE
1) BEEEOiks
AREME R M B 9 412V = D8 R IRIER A Smg, 10mg, 15mg ZEARZHEBEREOEE L
& X OIMBETRIACARIEE 2 0E L7k R, 10mg. 15mg 51D Cpa. AUC 1% Smg H G522
25, 45O ER LT,

HAZOKRSHOOFIRECKRE REESLEESE  IRE)

(ng/mL)
1.6
14 N
—o— 5mg
1.24 —e—10mg
{{Iltl ——15mg
lTl 1.0 Mean =SEM.
&
% 08
1t
% 06
23
%04
0.2
0 : > = =
0 2 4 6 8 10 12 16 24 (F:R)
B 5
mMFRRELHREELVEH LEEHERN/NTA—4
55 Tmaxi(h) Tmax2(h) Cumax1(ng/mL) Camax2(ng/mL) AUCo-24(ng + h/mL)
Smg 2.0 6.0 0.24 0.26 2.18
10mg 1.0 6.0 0.53 0.51 4.64
15mg 1.0 6.0 1.16 0.99 9.82
Trmaxt @ Crnaxt (2B U 72 FFFE Tmaxz : Conax2 \Z B U 72 FEFE
Crnaxt : %—1 v—7 @Jﬁlﬁﬁftp/ﬁ)ﬁ Crnax2 : %—2 vE—7 @Jﬁlﬁﬁftp/ﬁ)ﬁ

AR OEARENZRAELOCHAREIX, EE. RAIZIZ SV = Ui & LT 10~15mg % 1 B 1 [F&%IC
RO+, 72720, 1 H5~10mg K V&G E2BBL, HEIZLSUEKEET S, Thod,



VI. EYBEICEY SEE

2) REROKSE"D

(3)

(4)

fRERERR A 6 £ &2 x5, AAl15mg 2 1 H 18] 7 HEEAREZBEOES Lz & & oM RE(LIRREE D
B % TIIZRT,

I E P AL AR B 1 540 1 R R ON 6 IERIC B Aok L W2 i Vs 9~11 B ©
HoT2, 1HAE 7 HHT Cnaxs AUC 13, 1TITEE L EREMEITRWZ LR S LT,

NILZDE VIERIERREFREZROREROMBEHREARE

(ng/mL)

1.0
IfiL
408 —o—1HH
1|| —o—7HH
j,): 0.6 Mean = S.E.M.
Ik 04
i 02
0} 2
00 2 4 6 8§ 10 12 16 24 (1)
B3 B
mBFPREEREELIYVEH LEEHFM/NTA—42
AUCO»24 % X P X
(Ilg ‘h /I’l’lL) Tmax1 (h) Tmax2 (h) Chmax1 (ng/mL) Cmax2 (l’lg/mL) tl/z(h)
1HH 3.34 1.0 6.5 0.28 0.40 11.0
7HH 4.11 2.8 6.0 0.27 0.64 94
Tmaxt © Cmaxt (2252 U 72 B Tmaxz © Cmax2 (252 U 72 B —_— _
Cowat © 51 E— 7 OO et 8 Cows © 26— OO LM CHIfE, n=0)

X BETH BBV C24 OHERE T B mETREHER 2 RS R oD T, ZhbZR<AATRHE LK,

AR OEARENIZRAELOCHREIEX, EBE. RAZIZ SV = Ui & LT 10~15mg % 1 H 1 [E&%IC
RO+, 72720, 1 H5~10mg K V&G E2BBL, HEIZLSUEKEET 5, ThD,

Gk
LR L
2% - HAEORE

1) BEOEE

fERER A 6 4 2 xBRIT, ARA) 15mg % ZEJERE X% 30 S HERE O #& 5 L, PR ERR % ki
SPUTAER . 22l & A% TIE Toax 1IZE LA o 7223, ZEJEED AUC 13 B %50 1.28 {FI2H K
L7

EAFIOAR SN AEROHEIE, TEE., AL =8 U ERE S LT 10~15mg & 1 A 1 [§&%IC
OG54 2, 2720, 1 A 5~10mg XV &G52HBL, LEISUEHREET 2, Tho,

2) FRROZE

VI 7. 8 E/ER) OESMR

2. RYEER/S A -4

(M

(2)

T 3
LT L

RN
LR L



VI. EYBEICEY SEE

(3) HEEEEH
TR L

4) FUT7FUR
TR L

(5) HMEIE
REERR L

(6) it
DRI L

3. BEE (REal—v3>) @i
(1) i
AR L

(2) /5 A—S EHER
LT L

4. TRIR
AFNTEHCD 2 WINZ R L, BHEELORGHIMICL > TEELZZ T W EE I LD,
<BE>(Tv b, AX)P
7 v MZBWTAANI/MGE N L D BAFIZRIN S L, BT A ERIRE N o7, £, %
INHRITT v b T522%., A4 X TT1.5%EHEE STz,

NAFTTRAZE) T«
MER L
<BE>SHAR)D
A NN =D IR 7 02~1mgkg RO#E G Lz & EOMEXMHINA AT XL T YT 11X 6~9%
ThoT,

5. &%
(1) Mm% —AxEEFe @@
HEER L
<BE>(T v bW
T M MC-NL= DB VR 2R O LT & & OB O BRI T I, M B R L BN T R
O TR D)o 7=,

(2) mi%—RaRRRAME @M
HEERR L
<BES(T v P
AR T v M WC- V=D U ERE 2R O &5 Lz & X ORI BERERE IR <, BRI
2%LL T T oz,



VI. EYWHEICEY HIEE

()

(4)

(5)

(6)

it~ DT
MERR L

<BE>(T v )W

RALFDOT v M HC-SNV =D U RMBIE 2R OB G Uiz & & OFLi P RERR 1348 5% 1 1%
el Z R LRHA IR O 29%LL FCTh o 72, WIHFOERNTIIENED 2R & BSRITiE & A Sk
HEanzmoiz,

B~ DB ITHE
A L

Z D OHEHA~DBITH
PR L
<BE>(T v )W
T MCHCA V= DY IR A R O L7z b & ML O BRI 1R PR OS5
THEGH LIS 2R L, B TP, 8Os o, ORI I AU L Y
(<, BCRBIRNEZ R L7z, Eio, R L7z & X MUAkeN AU RE I 134 SRS PE - C LR
T AR LA, 14 A CIEEEHREL 20 B G IEBOEMI D OBIREEOM K ITER
MCHERERITRD NPT,

MiRERFEER

t b IE(in vitro) : 92.4~95.4%
(in vivo) : 88.0~93.0%



VI. E¥MEREICEY 51EE

6. LBt
(1) RBEALR CRBHRRE 222
REENL . IR CTIZE A ERRFIND LHEES LD,
TRBHRES « RN ICAR Z R N&KE Lo ORPERFFM LY . EITHEH DT 27 L DNk
KO 1,4-PE e VRO Y UUVBAOBILS EHHRE L HE SN D,
ERHY - MBEHIIIM3, M4 DR OZAFEL, RPICIEI M4 DR b % PRitS 7z,

NILZ D E VIR O E R SR
(KM FEACHHEER)

NO, NO,
4 X
HCOOCN 2 COOZ_) b Hcooc COOZ%%
S “HCI
HyC~SN“ CH; "N HyC~ N7 CH; N
O VO
M-8 s v=rey NO,
,f X v ]\ T ]‘ v } -
£ X H;CO0C ) COOZ_>
NO, NO; NO, H3;C“>N“>CH; N
5 b 5 b 5 7‘ H H
% 2 H 3
HOOCN coo._ J* wcooc A coo_ I* nicooc | COOYT) M7
S v b 9 e b
H}C N CH3 H H}C N CH3 E H}C H CH:; E{ Q/I\
L M-2 M-1 132 M-1-Glucuronide
v b Jv b S5 b
£ % l‘” 4;*“ uu”
NO, NO, NO,
13 5{/; A 54/;
~——
HOOC~ 2\ COOH ZF™ H;CO00C~ ™\ COOH g H3COOC ) COOH - M-3-Glucuronide
N 7 3 ~ =
Hy e N~cH, 27 F HyC~N~~CHj H3C~~N-~CHj
e b H
M-5 M-4 M-3

FMERA~DIEM « =28 RIS, PRI OIEERIERITRFH SN D Z & iden LHEE ST,

(2) RBIBAE5T HBHE (CYPH) OHFE. F5E
CYP3A4 2

(3) MERBENRDEERVZDEE
AEN O MAEFRZACERIR IR 2R Z L, HRNEEREZ T HLBELLND D,

(4) REMOFHEOEERVENRLL, FELE
REBPIM-1~M-8)D Ca FEHEMITRELIR L W 550 > 7=,

1. et
1) HEHERAL B R ER 227
R ANCAFN 2RO &G Lz & &, RPICRE LRI HBE S o7z,

2) HitR MEAT—4)?

t M MC-/ L= U AR OG- Lis & & JRFITHE 40%. FEFITK 60% D EABEE S
77



VI. EYBEICEY SEE

8. FSYVARKR—E2—ICEHT S1EHR
Invitro BBRIZBNT, AL =J 3y ax s oo PR E A2/ Uik 2 B R e 2 s & il LT
EIRECHET 5 2 ERHE STV A (ICso - 12.6umol/L) 2,

EHHI &L DREE
LB L

10. HREDEREFITLEE
1) rEn (RPN EhRERUER 20

2)

11.

e B A REME i ML R E 10 IS AA 15mg Z IR R G U7zl R, 3 M vpoR A LR 13 g
PEz R Ly M RZEAHRE D B Chxe AUC & IO S MLEESRE L RIFETH -7,

EME NS A —4

AUCo24(ng * h/mL) Timax1™(h) Tmax2™(h) Craxt ¥ (ng/mL) Crmax2(ng/mL)
4.77 0.5 4.0 0.41 0.60
Tiaxt : Cmaxlcziué I/f:ﬁ#r‘ﬂj Tiaxz : Cmaxﬂ:iui% L/fzﬁ%ﬁ:ﬂ (qziéﬂ[ﬁ\ H:IO)

Craxt @ 51— 7 D i g Craxz @ H52°— 7 O iU s j

MAFNOARENHELOHEZ., TR, RAIE AL =V RS LT 10~15mg % 1 A 1 BE&%IC
BOh54%, 72720, 1 HS5~10mg KV &G 2B L, LEIDSUEKEET S, Thod,

R RE I FR T O RN B RE R BR 3D

R REREE 2 E O SIS B 11 Bl AR ICARI(15mg/H 1 B 1 [EEiak&Eb) % 7 0BG LEYE)
ARREILZE 2 A, Toaxe Cmaxe AUCoas 1351 HE L 7 HATIZIER U THY . BMEORWZ &
R LTz, E71=. KRENIOENEINEEILIE # B Ae & e B O BRI 5.8 L IER UEE2 7R L, AH
DIRNENRE | T BHERERE B L DB A Z T R o T2,

FmMBEPREEMNRES YEH L-EYIHFRH/NF A4
AUCo24(ng + h/mL) Tmax(h) Crmax(ng/mL)
1A H 12.89 6.0 1.29
THH 14.01 6.0 1.30

CFAfE, n=11)

MAFOARBENT-MIELOHEL, T, RACIZ SV =V iRl s LT 10~15mg Z 1 B 1 Bg&%Ic
BOh542%, 72720, 1 HS5~10mg KV &G E2BL, HEIDSUEKEET S, Thod,

F Dt
MM E R L



. ¥£t (FALEDOEEF) ICEI SHEHEE

1.

6

ERBLEFTDER
EIN TR

T g

EENBLENER

2. BER(ROBEICEFIKBRELEGNI L)
BRI SUFAEAR L TW D ATREME D & 5 etk (9.5 2]

(fiL)
('VI. 6. (5) 4E4R. (6) #REFLIRI DS

PEEX(IXHRICEEET 5FE & TNDER
REINTWRN

AERUVHEICEET 8L TNEA
REINTWAN

EELGERMIB L TDEH

8. BEELEAMIE

8.1 CattipiAloPe G- 2lz Ik LT & & JERDEAL LTEFIDHRE SN TND DT, ARFIDOIRIEE
LA AICHE L, B2 01075 2 L, E-BEICEMOE R LICIREA Pk L
WEDITHEETDHZ L,

8.2 BEEMERICHKASSDEVERH HDOND I ENH DD T, mirfEE. BEIEOERSGRAE LD
Bt 2 B ET ABRICITEE S D 2 &,

(fF7R)
8.1 CafpiAIBOIEEFIHLE L TRESN., JIUTHELL 7=,
8.2 IRZ. DEVWEDRWEARNRE SN TWDIEFD TEH ForE (UL 7-,

. BREOERERIHEEICHT IR
(1) BHHE - BIEEFOHLEH

9.1 GHHE - BIEEZFEDOHLHEE
9. 1.1 XEIDAER < LBBIEDREEDNH S EBE

(fi#L)
(TVI. 12. (1) BEERFEARIZED CIER) OESM)

(2) BHREEREEERSE

0.2 Bk ERE
0.2.1 EEABBEREOHDEE
WRTE L PV BRE M T3 5 AR B 5,

-

(3) FrelEEEE

9.3 FrigRelEEESE
9.3.1 EELHHEREENHIBE
AENIAE TR SN D,

(F#RL)

(TVIL 6. (K38 DHEZH)



VI. Rttt (ERALOIES) (CBY51EH

(4) KHEREEH T 5E
BRE STV

(5) 3Ei%

9.5 #EiFH
PRI SUTIEAR L TV D AIREME D & 5 I3 B L2 &, B3 (T v ) T, HAERDHE
BMHINHRE SN TWD, [2. ZH]

(PRI
(MX.2.(5) 3) HARMKRUHARDORELEN NICBAOHAEIZET HEBR OHESH)

9.6 231
I L O IR ORI R O IR B L, BRLOREX XL 2 AT 5 2 &, Bk
(5 v 1) CHAPICBITT 5 2 L BEE SR T2,

(PRI
(TVIL5. (3) ELIA~DBITIE] DHESH)

(N INRZEF

9.7 IMNR
NRZFE G L LTo A R O eV 2 451E & L7 BRIRARBR T30 L TuZeuy,

(8) =t

9.8 EE
KHAENGEGZERGL., RBZ2+OICEHE LN OEREICRGTHZENEE LY, — K@
EOREITFE LS AnE SN TnD,

1. REEA

AHNE., T L TCYP3AL ORI EN5, [164 5]

(1) BtRZEREZOER
REESH TR



VI. Rttt (ERALOIES) (CBY51EH

(2) HRFE L ZDER

10.2 SFRZEE (BtRISEET S &)

JEIR (WD) BB SbNs Z &R
b, VEIZIEU 7 == M &2
BT 5,

Q) KFOEARNBHENDZ LR H
5o MBS UARKIZ RS 5,

A4 EEIRAEAR - #1815 HEFy - fEkRN 1
ft o> ifn [ [ T A MIERE TERNERT 2 ER3H D, SRELA 22 INER I & B,
Vax VAR UOEREBB L, FERER | BB TOZ VT T RAERLD S,
(RS, M, D FE WV, Rk, AR | I3 v omPREN BRI 5,
) Wb End b, VEITIG
Loa%y s EET 5,
Txz= b (1) Zoz=r o OEHZHE@BL, EF | (1) KHAOEEHBEEB®H N D,

MAFEAMEHEAICL Y Bk
M7 2= A N ERT D,

(2) CYP3A4 BFFHE I, AF O
MetEsn s,

DI VG

AKADERPBEEND Z LB DD, b
ZIS CAANZ RS D,

CYP3A4 3FFE S, AFORFBIME
#EEh5b,

VAFVV

AAN OV 58R S Av, IfEEEF, SR
FERHOLONDIENHDH, BBEITST
AHN 2T D,

HIV 7= 7 7 — B HEA
S
U r e &%

7 — R
S hTary—n &

~r7uJA RRAEME
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1.1 EX%GEIEAR
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TFT7 4 T7F%— (FERREE, S, MEMTE, 2% 2o bhd I N D,
11.1.2 BEQMEET GHERH)
11.1.3 FF#EERE. #BE (Wb HEERH)
AST + ALT - p-GTP O L7544 5 IFERERESRIEN H b b d Z L iid 5,

(2) ZDHDEI1ER

1.2 Zoth0EIER

0.1~5% A1l 0.1% A HEEEANRH
ks & | AST k5. ALT k5 y-GTP k5., Al-P :5-. LDH k5
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H ok | EX WEnt, fERL, B, FHD
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EHEMEMEFRARERAERUVEREEEREE -
FREDEZ DERREER & Uﬂiﬂ&&a)ﬁﬁﬁ HBIGAEDRIERERRED—ER

TR iRt s
Eil i JiE il £ 8721 8,671 9,543
gOE O % OB M 1861+ 3881F 5741F
mlE R 3 BB B (%) 122451(13.99%) 275451(3.17%) 39741(4.16%)
- " " FEEUE ] ;&&Uﬁcﬁc(%) - s oy EE FEBUEBIE L O (%)
RIMEH % O FEE T A e BIVER & DfEdH e A e
KIE - RIETEHRES 8(0 92) 13(0.15) | 21(0.22) ME= L AT n—/UEF 1(0.11) 1(0.01) 2(0.02)
3 3(0.34) 7(0.08) | 10(0.10) AN - 1(0.11) 0 1(0.01)
FLBE 1(0.11) 0 1(0.01) mfs U o AMET 1(0.11) 0 1(0.01)
EAR 0 1(0.01) 1(0.01) JiRC SRl VRV (i 1(0.11) 0 1(0.01)
TR 3(0.34) 3(0.03) 6(0.06) i 7 v —/KTF 0 1(0.01) 1(0.01)
F TR I 0 1(0.01) 1(0.01) JRbE 0 1(0.01) 1(0.01)
Wit 1(0.11) 1(0.01) 2(0.02) - MEREE (—HR) 0 3(0.03) 3(0.03)
FIT 1(0.11) 1(0.01) 2(0.02) JmF KT 0 2(0.02) 2(0.02)
IR - REMERES | 374.24) 80(0.92) [117(1.23) il 0 1(0.01) 1(0.01)
GIEP ) 17(1.95) 37(0.43) | 54(0.57) DA% - D) XLEEE | 18(2.06) | 46(0.53) | 64(0.67)
SE A 0 1(0.01) 1(0.01) EES 18(2.06) 39(0.45) 57(0.60)
SE LT B 0 1(0.01) 1(0.01) AVTay . HE 0 1(0.01) 1(0.01)
JHH () 8(0.92) 9(0.10) | 17(0.18) = 0 1(0.01) 1(0.01)
HEN 4(0.46) 23(0.27) | 27(0.28) HfR 0 5(0.06) 5(0.05)
555 5(%) 1(0.11) 5(0.06) 6(0.06) AR EoE 0 1(0.01) 1(0.01)
55O (K) 2(0.23) 9(0.10) 11(0.12) Mm% () EE 0 1(0.01) 1(0.01)
DASEGIZPA 5(0.57) 2(0.02) 7(0.07) KAE DR 0 1(0.01) 1(0.01)
JRZY 1(0.11) 0 1(0.01) EREREE 0 3(0.03) 3(0.03)
L O 1(0.11) 1(0.01) 2(0.02) % 0 3(0.03) 3(0.03)
A JRRAE 1(0.11) 0 1(0.01) FRIMEKEE 3(0.34) 1(0.01) 4(0.04)
N—w&7T2% 1(0.11) 0 1(0.01) PRI ERED 1(0.11) 0 1(0.01)
K 0 1(0.01) 1(0.01) ~< ~7 U Mg 1(0.11) 0 1(0.01)
BiEmERES 1(0.11) 2(0.02) | 3(0.03) ~ES OB U 2(0.23) 0 2(0.02)
FEAR 1(0.11) 0 1(0.01) ~E S T e U 1(0.11) 0 1(0.01)
B AR 0 2(0.02) 2(0.02) i 0 1(0.01) 1(0.01)
HEES 1(0.11) 1(0.01) 2(0.02) BBk - BRRES 6(0. 69) 10(0.12) 16(0.17)
AR 72 1. 1(0.11) 0 1(0.01) M i BRI ) 0 1(0.01) 1(0.01)
7= 0 1(0.01) 1(0.01) 91 1 Bk HE 2 (i) 1(0.11) 0 1(0.01)
BEE - gIEEE 4(0. 46) 1(0.01) 5(0. 05) I ka2 1(0.11) 1(0.01) 2(0.02)
Hig 4(0.46) 1(0.01) 5(0.05) U FREREE 22 () 3(0.34) 5(0.06) 8(0.08)
AEER 1(0.11) 4(0.05) 5(0. 05) U BRI 0 1(0.01) 1(0.01)
IR 1(0.11) 1(0.01) 2(0.02) U 2 SEREEZ (i) 1(0.11) 1(0.01) 2(0.02)
RHR(EE) 0 1(0.01) 1(0.01) HERIA 2 (JiE) 0 1(0.01) 1(0.01)
WAL S 0 1(0.01) 1(0.01) /R - Mg M fEE 1(0.11) 2(0.02) 3(0.03)
APVALSY 0 1(0.01) 1(0.01) B 1(0.11) 0 1(0.01)
HILERE 14(1.61) 26(0.30) | 40(0.42) i /NI () 0 2(0.02) 2(0.02)
& 5(0.57) 140.16) | 19(0.20) WRBREE 3(0.34) | 11(0.13) | 14(0.15)
Tepox 0 1(0.01) 1(0.01) BUN L5 2(0.23) 5(0.06) 7(0.07)
MR - 2(0.23) 3(0.03) 5(0.05) Mz vrF=r kR 2(0.23) 2(0.02) 4(0.04)
{5 FR 5(0.57) 1(0.01) 6(0.06) BER 0 1(0.01) 1(0.01)
TR 1(0.11) 0 1(0.01) R R 0 1(0.01) 1(0.01)
DA 1(0.11) 0 1(0.01) EXS 0 1(0.01) 1(0.01)
RE R 1(0.11) 0 1(0.01) JiiiN7 0 1(0.01) 1(0.01)
M=o rr 1(0.11) 3(0.03) 4(0.04) R [BAfREERY] 0 1(0.01) 1(0.01)
KA 0 1(0.01) 1(0.01) SR EE 0 1(0.01) 1(0.01)
BRI 0 1(0.01) 1(0.01) —RBHNEEEE 38(4.36) |106(1.22) [144(1.51)
(Pl 0 2(0.02) 2(0.02) zﬁﬁ@iﬂ 23(2.64) 37(0.43) 60(0.63)
I 0 R 0 1(0.01) 1(0.01) 1(0.11) 2(0.02) 3(0.03)
PR RR 0 1(0.01) 1(0.01) 0 1(0.01) 1(0.01)
1 JE A e 0 1(0.01) 1(0.01) 0 1(0.01) 1(0.01)
& - BEREE 11(1.26) 19(0.22) | 30(0.31) 5(0.57) 50(0.58) 55(0.58)
AST(GOT) L 5- 7(0.80) 10(0.12) | 17(0.18) 0 7(0.08) 7(0.07)
ALT(GPT) L 5&- 10(1.15) 9(0.10) |  19(0.20) 5(0.57) 7(0.08) 12(0.13)
IR =) A = =t =2 1(0.11) 1(0.01) 2(0.02) EEK) 3(0.34) 4(0.05) 7(0.07)
y-GTP_L 5- 0 7(0.08) 7(0.07) VALt 0 2(0.02) 2(0.02)
R T s 0 2(0.02) 2(0.02) W 1(0.11) 0 1(0.01)
SRR RERE S sy 0 1(0.01) 1(0.01) I 2 1(0.11) 0 1(0.01)
R - REREE 17(1.95) 18(0.21) | 35(0.37) 6 PR P 1(0.11) 0 1(0.01)
Al-P L5 2(0.23) 6(0.07) 8(0.08) Ja A 0 1(0.01) 1(0.01)
LDH k5 4(0.46) 5(0.06) 9(0.09) ROARE 0 5(0.06) 5(0.05)
CK(CPK) k- 5- 5(0.57) 0 5(0.05) JiE 2k 0 1(0.01) 1(0.01)
RS B 3(0.34) 2(0.02) 5(0.05)
Mgz L AT m—L 5 3(0.34) 4(0.05) 7(0.07)
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WX 0 BOELAEASEEREICR A L, BT LA B 2 L CHERRIR 28 % O B 2 A HE 2 D58
THZERNH D,
14.1.2 (KNEENRE DD AREMERH DD T, AL TEWED, B 72T TR LWL 9 7E
Bv5z L,
(fiFw)
14.1.1 B EGEIEE 240 S (CFRL 8 42 3 A 27 HENHR O 304 SRk 8 4 4 H 18 HfF) PTP Rafkxtkiz o
W IZREVWRE LT,
14.1. 2 BENIGREERFITH Y . IRAFICIERANZ LW W 7352 212k, (KNS
ENEDLDAREM NS D Z L BHRE LTz,

12. ZOMDEE
(1) ERRREAICEDCER

15.1 ERIRERIZE D <17
AANTHIAN & U CHRBREZ ZA LT 5, B A T3 B A L0 b iR 683 50
BUENRZFROLND L ORENH D,
(FRL)
JEAE T EE R R R R AR R @A (A 8 4F 2 A 10 HAY) THEARERIE 2 33 5 R E S,
s M O ERER IR D T EOIEE] OBETIZOW T ITHEWVERE LT,
KERMERSF (FDA) ([ZHB8W T, HMBEIEZEORm AL | FHIMERFIZBWTT L X —
RS Z SR T REMERH D & LT, LFOY A F THEEMEAZ{T-> TV D,
FDA alerts health care professionals, compounders and patients of potential safety risks associated with sulfite-containing

compounded drugs (https://www.fda.gov/drugs/human-drug-compounding/fda-alerts-health-care-professionals-compounders-
and-patients-potential-safety-risks-associated)

(2) FEERERERERICE D < 1BHR
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https://www.fda.gov/drugs/human-drug-compounding/fda-alerts-health-care-professionals-compoundersand-patients-potential-safety-risks-associated
https://www.fda.gov/drugs/human-drug-compounding/fda-alerts-health-care-professionals-compoundersand-patients-potential-safety-risks-associated
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1. EBHE
(1) FEXhFEEHRER
(VI ENEECBHT HIEBR ] OESMWR

(2) ReMEERER
POV =D BRI AR R TR R E 2. E o m B TIPS OV L g R FICH LT
HER Z R L, ZnbomMETOEMITES L CGEEDME FEXIIMEIHEBZEMICERT L b
DEFZZBND D, Ipfs, L= CIRRRE OB E N O TBRE 2 KB EM 2R S 2o T2,

(3) ZDHDEEHER *
AL AT u—/)VEAMII L DEIREVEE T LY FICBWT, KBEET O a L 27 m— LG &' ek
TS, KREIIROBIREEL BT 2 A I L7,

2. EHHER
(1) BEHE5SHERER Y
Be B LDso(mg/kg)
e R &
B m m . - ; .
<17 A
(% Tn=5) 108 131 34 3.9 17.1 227
(;‘%;n;) 105 13 5.3 5.1 29.9 377
5 & .
(mgkg. ) | CETH
2 30 1/4 _
(n=6(MHEE-3)) 100 s

TP R BRESRD . RIE TE, MR, SLE

(2) RERSEHEHR
1) A #®
Z v MR 1~50mg/kg/ H . TREE 3.3~69.6mg/kg/ H) (% FF n=36(HEMES 18)) K U X (5#il 0.1~2mg/kg/
H) (48 n=8(MERES 4) D 3 i A MR N & 5RBRICE T 2R KR ERIL, 7 v NRHl#GRE, 1
Img/kg/H . M 3mg/kg/ B . (REHE G CTIXMEME S H 0.025% (K 17mg/kg/ B), A X 5#HI# 5T 0.2mg/kg/ A
ThoT,

2) @S P
7 v FIREE 1.3~479mg/kg/ ) (£ n=40(MEES 20)). A X (TR 0.2~2.0mg/kg/ H) (55 HE n=8(ME kA
4)) K OV L (58] 0.4~10.0mg/kg/ H) D 12 & A #0581 1T 2R KEREREIL, 7 v 1 0.015%
(% 8mg/kg/H). 1 X 0.2mgkg/H. H/L 04mgkg/H ThH-7-,

(3) El=sHRER
in vitro, in vivo D FFMREBRGIIE 2 AW EERER, ERARRE, EEME e vz kiR
B, B 2R BRI REW DNA AR, T v A =— AL A X — % HW T hifilk Ye /3 (R A
R O~ AG KRR EEE L, ETICEBWTHEIIEETHY ., BEE2RORNoT-,
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~ 7 A 20 7 B R R B (MRS n=60) TIZ W O 12 b SR B OEMIT A S o 72,
Z v b 24 57 R MERBR(MERES n=60) TIZBMED FENBER Y — 7 OFRBERNDIN L=, HIRFE
AROHPH LT B WVEEThH o7,

A EFEAE B AR

ZHRERVEKRECOMNRAREREICET 53R

Z v 1(1,3,10,20mg/kg/ H) (KFE n=25)I28\\ T, 20mg/kg/ A THKEL, AIFMAE O K OMFHARE,
feE B RO NDFEO HITZA VM, BAER, HRFEA~DEEIIH NN o723,

BE - BRRHEEICEAT 288

Z v 1(3,10,20mg/kg/ H) (%7 n=38~40), 7% %(5,20,80mg/kg/ H) (%HE n=13~16)IZ BT, AE1FHT
EEOWPA(Z v b 10mg/kg/H), WIRELDOEENN(Z ~ b 20mg/kg/H, 74 F 80mg/kg/ H)23iR®H L7
D, EFFTEIEITERD Hile o 72 3739,

HARRUHERORE L NICBAOHEEICET 558
Z v $(0.1,0.3,1,3,10,20mg/kg/ H) (%8 n=21~22) TIX HEF ORI TE(Img/kg/ H), SEE SO H M
(10mg/kg/ B)D3588 B AL, FE b, 1TEREEE, AEFFRERE~DEITE D B2 Do 72 ¥,

BRI ER
JRFTHREMERRER (D % HE n=5)IC B W TRE TR D b heho T,

Z DD RFEREN

PURMERBR(ELE Y b 2T T 7 40 7% —Bk, ~ 7 2 : IgE FUERB)ICB O TERFIIRD S
Nighoi=,
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1. RHERX5
B Kl e ARH Smg BB, BEART 10mg I, BARD 15mg ISV
BRSPS )
) EE-EMFEOLGZEIZIVENTLZ L
BRISGY - SNV =D IR R
2. BMHAME
34
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BEMITEM
BEmMERLTA R 2L
<THDOLED : HY

F—H5 - ERhE

[Rl—por3E - 72 L

Ml % =72V (THT— M), T7=2UE (M T VRY), ZR=UEUERE (7 TV,
SANTES (LT E Y - LTS LA), RV EUVERBRE (a=—), v =Vl
BRI (WL Aay R, YA=UE (TT Ly 7)), = by (A aTrrvy), =L
NP (=RY—)), 720V (AT L Y—), TEL=VE (DT a vy 7).,
T AT RO (S VNART s T Ar YY), UALFTEBL (AR y ) RN
(T YT

EEAESEAR
199247 A 3 H(BEA)

NERFTERZFABRUVRRES., RiEALRSBEAR. RFEMKREAR

Wi BUEIRTEAGREH B R EMAENEEA R | RGERRAAAEA B

EARA Smg TRV 20400AMZ00889 199249 1 2 H

K /. \D g I/ >, = = SANA

KA 10mg 1 7/ 199247 H 3 H 20400AMZ00890 1992 428 J 28 H (B R
EARH 15mg 7L 20400AMZ00891 20184210 1 1 H)

HREX [IHREM. RERVRAEEEEMEOERABRVEDONRE
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: 199449 H 7T H
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11.

12.

13.

14.

BEEHE. FIEHRRLARFEAARVUZTOAE
(PR )
FEENFEH 200243 H 18 H
W 201998 410 H 2 BICHBEEHFELIT oo/ R, TEHEL, EREEREONE, AOMELUE
BMEOMERFIZET DIERE 14 K5 2 HE 3 5KRIESFER)A 2o NETONTRICS
LR, EOWE RS,
BEEHM
RS, BB EAE (6 AER) 1992457 H 3 H~1998 47 H 2 H(#4T)
S I A v A A (4 M) 199449 H 7 H~1998 47 H 2 H(¥T)
P EEHAR IR IZ B9 B 158
[ R ) R ONSRAE R AU OV R R Y (2 S S S R B R FL N E WD 2 R FIHSE | (AT @E 558
107 %5 : ERR 18 43 H 6 HfH & Z Ok E(EAE T BEERE 97 5 R 2043 A 19 HEHIZ KLY
MRS FIRANER T SN TWAESS ] (IEEEY LRV,
KfEa—F
o JEA 55878 A R T fERESRE S = — R e L7 NERALHE
HR5E4 I R 3 = — (Y] 21— F) HOT(9 #1)& = S 2T Afla—F
b ARA Smg BTSNV 2149030N1027 2149030N1027 102992502 612140697
b R4 10mg 1 7 v 2149030N2023 2149030N2023 102993202 612140698
bR A 15mg % A% 2149030N3020 2149030N3020 102994902 612140699
REBFLOERE
Hrlz7e L
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FEASWIORER fth : JEHE & BEER 1990 ; 24(9) : 4443-4458 [HY-00013]
[E &3R5 1990 ; 23(6) @ 1365-1376 [HY-00012]
SRPR L VAR 1990 ; 18(8) : 01-18 [HY-0006]
EZDdHdpIr 1991 5 156(8) : 543-560 [HY-00026]
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1671-1677 [HY-0007]
1657-1670 [HY-00029]
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X0 &Z&H

1. EESNETORTKR
AINC BT DNEENIZN R, MIEROCHEIZUTO LY THY | HETOAGIRDL & I3RS,

4. HEERTHR
ELEAE R SR R R O A v U

6. AR UVHAE
W, RISV =D R S LT 10~15mg Z 1 H 1 Bgl&%Ickn&E5+5, =770,
1 H5~10mg LV EHZBMB L, MEIZG CHREET 5,

SEIC BT D FETEIRIL (2026 4F 5 H i)

ESE *Z 5
aSt4 BMODESTO
R7e4 Cyress

FIE - & | 7 BA|

1 7 AH 10mg, 20mg D3V = D UM 4 58

Zhie X 1%%h 3 | Lichte tot matige essentiéle hypertensie

TR EE 7> & HP A B D ACRENE 1) 1L

FiE K OVH & | De aanbevolen aanvangsdosis is 10 mg éénmaal daags. De dosis dient iedere dag, in de morgen, te worden
ingenomen. Indien nodig kan de dosis worden verhoogd tot 20 mg éénmaal daags. De beslissing om op te
hogen dient genomen te worden na volledige stabilisatie op de vorige dosis. Dit duurt over het algemeen ten
minste 3 - 6 weken.

1 BRI 1[E] 10mg, ZZEZJE U C 20mg % CH &Rl hE
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