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I. BiEICEY 5EE

. AROER
AANT, PNTFT B LFERIE 2 AT & D FiRiE Ca i TH 5.

UNF T Y aERERAO 2o~ 09—R100 (100mg) | (%, HETRNSHENHBIEERT & LT
B A A0 L, RS R ORBR IR 258, REMREBR, AW RS a4 F2 L, 1997 4= 3 A
14 HITARZEAF L, 199747 A 11 BICHOEZBME LTe, (GERE 698 5 (WBFn554-5 H 30 H)
(2D E KGR FE)

FHRME (SEFERHE) OfEE, 200342 A 21 A, HEHEEF 14 55F 2 HEA S KRBHEREH) Oov
TR HEEY LA & OB R A B,

X, HksHiZ L LT Tao~—R 577 E/L 200mg] OB 2 L, Bk K OGB4 3% E.
ZEMRER, EWERRENRBR A2 S L, 201045 7 A 15 HIZARZESE, 2010 4 11 A 19 H»»
HIRFE L7z, (GER%E 0331015 5 (FEpk 1743 A 31 H) 128D XA HEE)

ERFEPIIED T, YT OIRGEAEE 2T o7,

ARBEHH H5E4 IR 524
2009
7 A 1? anr~LH—R B 7 &/ 100mg =21 ~LH—R100

2012 4 | YT T X ARG 720 100mg [HEET) | 2 v~ LH—R 7 7%/ 100mg
TH12 8 | VVF TR AERESRE D 72 200mg THET] | ao~LH—R 77 &/ 200mg

2. HEOARFHFE

(1) KANZ, DT T 8 LI 2 A0Sy & 2 it Ca fHiAI TH 5,

(2) BERLEWEM L LT, BEFEET 7 v 7| mERIRE,

9 o ML AR, BFRIEIRIE R (Stevens

- Johnson JEMERE) | HEEEFR LBAERLARIE (Toxic Epidermal Necrolysis : TEN) | #LEZGE (FId
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I. &WIZEYSEE

1. R4
(1) ¥4
DNTF TR AR 2L 100mg TH[E T
VT T X LR 7 2L 200mg THEET
(2) #4%
Diltiazem Hydrochloride Sustained-release Capsules
(3) AMDHEE
—fA L

2. —fg&
(1) 4 (dAiK)
PNTF T LR (JAN)
(2) #8 (®A&K)
Diltiazem Hydrochloride (JAN)
Diltiazem (INN)
(3) RTL (stem)
TV 7 BT VBT, VT T B AFEEIK ¢ -tiazem

3. BEAXIITHER
(LA E

4. BFXRUVHFE
5312 0 Ca2H26N204S + HC1
48 1 450.98

5. %A (HidE) XEEXEHE
(2.5,35)-5-[2-(Dimethylamino)ethyl]-2-(4-methoxyphenyl)-4-0x0-2,3,4,5-tetrahydro-1,5-benzothia
zepin-3-yl acetate monohydrochloride (IUPAC)
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(2) Bk
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FIZ< < EOKRERE UL =% 7 —/L (99.5) I[ZIEITIZK K, P F Az —T LT & A EIT R0,
(3) Wit
ME R L
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AN 210~215°C  (5fiR)
(5) BRIEEMHETEN
MR L
(6) HEREK
MER e L
(7) ZDth0ELRIEE
FEeiE (o] 3 +115~+120° (###%. 0.2g. /K. 20mL,. 100mm)
1.0g% /K100mLIZ#2 L 72 DpHI%4.3~5.3Tdh 5,
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(1) HeaRaERE
1) BONIE
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MATHETDHEE, Z7eanhLVABIIEAE 2T 5,
2) BT T A aREEE
FesE 7 7 A T RBEIRIC X D ST, RO EMEOR (1) 2275,
3) RSN B E S
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4) FEANRUL AT S LIE
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5) EMERIG
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1. HifE
(1) AEORH

W 7 A (Al
(2) HHDHNEE UMK

o CUNTF T Y LG DINF T LRERHAR T
57 100mg [ HAE T H 7 200mg [ AE T
el i 5 7 LK
Fyv7 AR Xy v R
(=N AT 4 A AT 4 A
WA - B ~P8EE 1 B O kL WA - Ao~ F A ORL
e (B 2
R 4 50 7L 158 78L
Ahka— K @275/R100 @276/R200
Ao — R @275 @276

(3) BAla—F

(Mv. 1. (2) WAIOIME L OPER ) DIESHY)
(4) HH DY
(MNv. 6. WHIOKFESM TIZBT D LEME) OHESMR)
(5) Z0ih
BARUANN
2. WA DMK
(1) %S GEMRS) OSERVFHEMA
. DINF TV LR UNTF TP AR AR
A 571 100mg [HET) #74% 200mg [ AT
U 107k 1781 H
ARG DLF T AR 100me DL F TP AR 200me
RERY, RFTT7 40, TUoE= ATV OB, BEEKYT A i, R
FNAX YL —haR)~—, ZLJ |ERy, TUVEBE=FTAZTARAZT ) L
HTVNAREK : BF7F o, BbF%> |[—hraRl~w— AX 7 VUAEaR] <
A ~S\if?ﬁkm;2\7IVMFUi
FIe AT TV BANT T A Z)VDT
HTRNVAKIKR : BT F v, B{bT &,
Z U NIRRT N A R 3 B H
5 5

(2) EREFORE
RH R L

(3) RAE
HEERR L

A L

. BEABRRBEOHMREUVRE




4. AHif
BARSANA

5. BAT ZTAHID B 55N
AR L

6. BRADBEEFHETICBTSREHEY
( 1 ) jJDLuitEﬁ
SRERE SR : 1995/5/8~1995/11/13

OVNT T B LEBERLS 720 100mgl BEET. ) ME#EEER  40°C - 75%RH [IR#& DL RE : PTP @ik
HERTE H oy b PRATII
< HiKg > &5 BH IR R 1% A 3% H 65 H
. DZV100A
. DZV100B SRy Bk WA iRy
< » B>
HEOBD 7 Al DZV100C
iR n=3 DZV100A
(REOLE, RIS ER] | DZV100B e SRy Bk SRy
EVE, g~ 757 c—)| DZV100C
- DZV100A 18.0~24.9 17.8~22.0 20.2~21.2 18.6~24.9
PR HH 0, =
!;’Eiﬁj .<§l§0£8> DZV100B 18.1~24.7 22.3~27.5 19.6~26.6 20.5~23.5
R ’ DZV100C 19.5~24.7 20.0~24.2 21.1~28.8 19.1~22.5
- DZV100A 49.2~60.0 51.0~59.0 49.4~55.8 46.1~61.1
IR HH 0 =
<?H“;j§ , <2/;)N253/8> DZV100B 36.9~47.3 45.7~57.1 47.9~56.0 44.0~50.9
R ’ DZV100C 40.3~53.0 43.0~51.0 44.3~56.0 43.1~52.4
- DZV100A 84.2~99.2 96.3~ 99.0 95.5~101.2 92.2~103.4
PRI (00) e
<i“2“?%'% F/;)O(ynulﬁ> DZV100B 90.7~98.5 92.1~102.3 97.1~100.0 95.1~ 98.3
S oEe DZV100C 84.3~95.8 91.3~ 99.1 89.7~ 98.9 90.4~ 96.2
LB (%) % ne=3 DZV100A | 103.2~104.7 103.7~104.0 102.3~104.9 102.5~105.2
fi 0;’106 0%~ DZV100B 99.8~102.2 100.6~101.1 100.4~101.9 100.7~102.5
: e DZV100C | 100.0~101.9 99.3~101.7 101.5 100.1~101.4

X RRBIHT2EAER (%)

SRR EfEIIR : 1995/5/8~1995/11/13

OUNTF T B LR 7 -V 100mgl H [E T

HakER  40°C - T5%RH [ Hofdmids

RERTE H =B BRI
<k > *5 BH AR EE 17 H 3% H 6 » H
PR D108 o o o Ha
. 1 BlEe (=) (&) (&)
< BB H 7R LH| > DZV100C
edillik n=3 DZV100A
(RESE, SEA RIEWEEE | DZV100B bRy BEakay SRy A
Eik, wE s a~ 777 4—)| DZV100C
VSHE (%) n=18 DZV100A 21.2~22.7 20.3~25.3 19.8~23.9 16.2~22.7
<o B 5~30%> DZV100B 18.9~25.9 19.8~26.3 19.3~23.2 19.1~21.7
DZV100C 22.0~25.1 21.1~28.6 21.6~23.7 18.8~24.9
VSHE (%) n=18 DZV100A 53.9~63.5 51.9~63.4 49.9~61.8 50.8~58.8
<6 B - 95~65%> DZV100B 43.0~49.2 47.5~52.5 43.5~50.2 36.9~47.6
DZV100C 49.6~56.8 47.6~56.2 39.5~55.0 44.6~54.5
S a DZV100A 92.9~103.3 94.9~102.9 91.0~104.0 94.1~103.9
<ﬁ“ﬁu¥% fﬁé;&lﬁ> DZV100B 91.2~ 96.7 96.5~100.0 94.6~100.6 92.4~ 97.0
DZV100C 91.5~ 98.3 91.0~100.7 88.7~ 99.6 92.4~ 97.3
SR (%) % n=3 DZV100A | 103.8~104.5 102.7~104.2 103.3~103.6 103.0~103.9
©94.0~106.0%> DZV100B | 100.8~101.9 100.7~103.7 101.0~102.2 101.3~101.9
DZV100C | 100.2~101.2 100.2~100.6 100.4~101.5 99.4~101.1

X FRREITTOEAR (%)




OVIINTFT B LRI AR 72 v 200mgl H & 1)

IEEER  40°C - T5%RH [IRfkal

RERTE H =B TRIEHI
<k > *5 BH AR EE 17 H 3 H 6 » H
PR ?33?3313; e e TS e
. 1501 185 185 15 Bl
<REIREOMDTENA> | o0k 150103
ffesB iR 593K1S80101
(ROLG, #HE7 o~ 277 |593K180102 A — — A
74—, BEE) 593K1S0103
R 593K1S0101
(gg;z) 593K1S0102| A e e o
ST 593K1S0103
BN — MR 593K150101 3.6~4.3 3.4~4.7
(EEY—E) (%) 593K1S0102 2.6~3.4 — — 2.6~4.3
<15%LLF > 593K1S0103 2.9~3.6 3.1~3.8
. 593K1S0101| 15.2~15.7 15.5~15.8 14.9~15.7 15.2~16.5
EHYE (%)
<o B+ 530% > 593K1S0102| 15.3~16.0 15.3~16.4 15.2~16.1 16.0~16.4
593K1S0103| 15.7~16.1 15.0~16.2 15.4~16.3 15.3~16.6
e 593K1S0101| 35.4~36.7 35.3~36.1 36.0~38.1 40.2~40.5
EHYE (%)
< IET : 25~55%> 593K1S0102| 34.9~36.7 34.1~35.6 36.4~37.8 40.5~42.3
593K1S0103| 37.4~39.6 33.8~36.4 37.4~39.2 39.7~42.1
I (%) 593K1S0101| 98.5~ 99.2 101.3~102.8 99.0~101.8 100.0~102.4
< o4 I« 85D L > 593K1S0102| 98.8~ 99.6 99.1~102.6 98.2~101.9 100.5~103.4
593K1S0103| 99.0~102.0 100.4~103.0 99.2~103.1 101.6~103.1
SB (%) 593K1S0101| 98.5~100.4 97.2~ 98.1 98.9~ 99.2 97.4~98.5
~95.0~105.0% > 593K1S0102| 99.6~102.1 98.9~100.2 99.5~101.0 99.0~99.7
593K1S0103| 99.4~102.3 98.4~101.2 100.3~101.3 99.2~99.6

X FRRBICHTOEAE (%)




(2) FERIREOLENE

SR EHEIR - 2018/12/5~2019/3/19
OVNFT ¥ LB R 70 100mgl HIET. ] MA%E  40°C [, KBAas]
RERTEH 2y b RTEIIE
< B> &5 BH AR EE 23 1A 2% A 3% A
Pk n=10 D00800 =FEN) =FEN) H Ao H Ao =REXD)
< E O A 7' H > BEA 72 VH | 8B 72 AA | W VA | AR R VA | R LA
e B (HPLC =3 . . . . .
MERR (HPLC) n D00800 o o e e o
<X1>
b <2 R, 5~30%> 14.3~28.0 17.3~25.1 17.4~26.1 10.7~27.4 11.2~24.1
H
M| <6 . 256~55%> | D00800 | 40.5~52.7 | 38.6~50.0 | 37.5~48.3 | 36.8~48.6 | 35.1~45.2
(%)
n=6| <24 K, 85%LL k> 91.5~100.5 | 88.3~99.8 | 90.1~96.8 | 89.8~96.4 | 95.0~101.0
a8 (%) *2n=3
D00800 | 96.91~97.25 | 96.36~97.97 | 96.38~97.65 | 97.43~98.35 | 96.30~97.40
<95.0~105.0% >
X1 REEBEYE : 1.5%LLT X2 RARRICKHTL2EEE (%)
OVNTF T B LERIERI 720 100mgl HIET.)  Madk 25°C - 75%RH [, Bk
ABRIAH =BV LRATHAE
<JHHE> 5 BH AR IRE 2 1 1% A 25 A 3»H
Ptk n=10 DO00S00 EFEN) EFEN) [EFERD) [EFERD) =FEN)
< HEO[ D 72 VF] > TWH 7K | B EAH | SR | S e AK | S LH
MERER (HPLC) n=3 | 1000 o o o o o
<H¥1>
i <2 B§f], 5~30% > 14.3~28.0 15.9~24.5 13.8~22.2 15.3~20.5 19.0~24.1
H
T <6 W, 25~55%> | D00800 | 40.5~52.7 | 39.7~49.5 | 388.6~48.3 | 37.0~44.9 | 38.3~46.2
(%)
n=6| <24 Wfi, 85%LL k> 91.5~100.5 | 91.2~99.6 | 92.0~96.8 | 94.2~98.1 93.4~99.8
&8 (%) *2n=3
D .91~97.2 .21~97.1 .38~97. .80~97.61 .49~98.01
©95.0~105.0% > 00800 | 96.91~97.25 | 96 97.10 | 97.38~97.88 | 96.80~97.61 | 97.49~98.0
X1 BEBWE : 1.5%LLT X2 HTEICHTHIEAER (%)
OVNTF T LEREARE 7 720 100mg T HIE L) #Falde Bt (D65 PR (19 1600Lx) . ¥ —L &7
v T THE D]
ABRIAH =N TR &
<JEAE > B R Ah B 30 /5 Lx-hr 60 77 Lx-hr 120 7 Lx-hr
Ptk n=10 DO00S00 =REN) A0 A0 =FEX)
< HEO[E D 72 VFK] > %< i 7 L i 7 L 5 72 L
WigEssR (HPLC) n=3 . . . .
= s " D00800 Rey Rey Rey Ry
i <2 B§f], 5~30% > 14.3~28.0 14.0~24.7 16.3~28.5 15.7~27.1
H
| <6 W, 25~55%> | D00800 40.5~52.7 34.2~48.5 38.2~52.6 38.5~47.6
(%)
n=6| <24 Wifi, 85%LL > 91.5~100.5 79.9~96.5%3 89.4~99.9 87.9~96.7
HE (%) *2n=3
D .91~97.2 .80~97. .43~96. .42~96.4
©95.0~105.0% > 00800 96.91~97.25 96.80~97.95 95.43~96.88 96 96.47
X1 RERWE - 1.5%LLT X2 HTEICHTHIEAER (%) %3 10/12 HEA D=, HRICHES L,
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HRERERE A 2009/1/20

OUNTF T B LIBERMAR ) 721 200mg T HIE T  #0iE 40C [, XA
ARERTE H =BV PRAF IR
< B > x5 BA A 1% A 3% A
IERIN FEE AR A, SEE AR AT SEE AR AR,
<Rt (kv v 7)) S AfM (R]593K180101| AR A AR ZHD JRE AR EH O R B AR B O
T 4) ORH T EAHF > 1 7 L FE {7 L FE 1 7 L
MR (HPLC) A N N
%2> 593K1S0101 A A WA
vi <2 WffE], 5~30%> 14.7~15.7 14.5~17.0 14.0~14.8
i <6 M. 25~55%> [593K1S80101 35.0~37.3 33.9~38.5 36.5~40.7
(%) <24 W], 85%LL b > 96.3~99.0 100.1~104.2 99.6~103.3
S8 (% *3
AR (%) 593K180101 99.5 97.9 100.0
<95.0~105.0% >
1 NAEMIZABROK X2 REBRYE : 1L.0%UT %3 BREICHTHIEHE (%)
OUNT T ¥ LERERET 7724 200mg HET] a2 25°C - 75%RH [, BEsk
HERTEH oy b FRAFHART
<Kk > &H5 BH AR IRE 1%H 3% H
PR SHER IR (AT SHER IR (AT SHER IR A B
<y (v v 7)) A (R|593K1S80101|  FE A AAREAD R A A B O RS A AR B o
T A) OB TR > W 7 L F 1l 77 7 L FE 1l 7 7 L
MR (HPLC) N N N
<%2> 593K1S0101 A T A WA
v <2 Wi, 5~30% > 14.7~15.7 15.8~17.2 13.5~16.2
rti <6 Wi, 25~55%> [593K1S0101 35.0~37.3 38.4~41.8 36.8~40.8
(%) <24 Wi, 85%LL F> 96.3~99.0 97.8~102.9 100.9~105.0
B (%)
©95.0~105.0% > 593K180101 99.5 98.9 100.5
X1 AT At Ok X2 REEYE  1L.O%LLT X3 BTREIIKTLEAE (%)
OUVNTFT X LRIAR A 72/ 200mg T HIE L) #ede Bt [1000Lx, S A ]
ARERTE H =BV KRR 5
<S> T B AA 1% A
TN . . . .
. HHERIR AT, SHES R ARE
<JRE (v v7) At (K|593K180101 . ; . .
, EE S " LI il {37 " LR
S 0) OB TS TR B e AE W O A 7 LAl fIRER B e AERA O 7 LAl
#iEEER (HPLC) N N
< %2> 593K180101 WA WA
v <2 WffE], 5~30%> 14.7~15.7 14.7~16.7
'?; <6 WM., 25~55%> [593K1S0101 35.0~37.3 31.0~38.2
(%) <24 W], 85%LL k> 96.3~99.0 99.8~104.0
o 9% %3
AR (%) 593K180101 99.5 96.7
<95.0~105.0% >
1 NAEMIZABROK X2 REBRYE : 1L.0%UT %3 RREICHT LK (%)




7. REERUVBRRORENE
Y LA

8. FlLDEEEL (MELFEHEILL)
AR

9. BHH%

(1) & HHU
VN?YﬁAﬁ%ﬁ%Wﬁfﬁwlmmym:n&@?w?TﬁAﬁMﬁ@mﬁjﬁwammﬂHEIJ
I3, AR AMER RS 3 IS ED ST VT T ¥ MR 72 L ORI E S
WD ZEDHEREINTWD
FBRITZIZ/K 900mL %ﬁﬁb N RHRBRES 2358V, 50rpm THRBRETT D)

B AU

FRE R E R AR S
2 B 5~30%
100mg 6 k] 25~55%
24 T 85%24 I
2 I 5~30%
200mg 6 ] 25~55%
24 R 85%24 L

(2) fwHER 2

<ONVFT B LB 720 100mg T HE L) >
BIEIR L O EWER SRR T A BT A VO EIC O\ T OBk 13 45 5 A 31 HERKES
%5 786 5)

B SR
1EE - AR aRE N Fvik
[al#n 4 M OVRBRIK © 50rpm (pH1.2, pH4.0. pH6.8, /K)

CHE]

- pH1.2 (50rpm) T, EEUERLEID A HE NN 12055 DIFAIZBW T, AR5 O VR H R TFE%E
%ﬂ@ﬁﬁ%ﬁ$iw%@ul_%oto

- pH4.0 (50rpm) T, EEHERLKIO AR 30%, 50%, 80%FTITDIHESIZIB T, AHDI
IR 2 TR VE R D S PR 2 = 15% D &R I > > 72,

- pH6.8 (50rpm) Tid, FEHERIKID IR HZD30%, 50%. 80%FFIT DSHE I\ T, ARihDF
PR 2 TR A D SR 2R £ 15% D AR I > > 7,

« K (50rpm) TiE, HEUERIFIOFHRHRH30%, 50%. 80%FIT DM AT, AHD
B SR AR E R DSBS HH R £ 15% O#FIFHIC & - T2,

LIk KO 28 2 7 ERA] (~ Ly —R U 7 /L 100mg) & Hlg U7oiik, 4T ok
(ZBWNWT TRBERGOEMZFNRFENRERT A T A ) OHELEICES LT,
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(A HER)

BEHE (%) pH1.2 (50rpm) BEE (%) pH4.0 (50rpm)
100 | g 5o Lmisimsth 20100mg BET) ||100 | —8— )L F 7 LEEHERAED 2 £iL100mg THET)
80 | = & = Lty —RA TEIL100mg g0 | —® = "SuT-RATELOMG - Tg
60 | 60 |
40 | 40 |
m;ﬂva&-—qr——qp—ﬁﬂ 201
0 L' 1 L L 1 0 L' 1 1 1 L
0 30 60 90 120 0 120 240 360 480
B (7)) B (930
SEHEE (%) pH6.8 (50rpm) EHE (%) A (50rpm)
100 g o5 7 nigE R T 2 bt00mg TBET)  ||100 [—@— 0 F T ELEENERRN 7 2)L100m [BET]
80 r— & — ~ L~y —RH FEIL100mg 80 = & — "o —RHTI)L100mg -=
-
B0 | 60 =
40 40
20 | 20 =
0 L' O 1 L L 1 L L
0 120 240 360 480 600 720 120 240 360 480 600 720
BEfE (40 BEfE (430

(n=6)

(3) EEDER D% 1 [E B R 00 AW~ 1 [R) 3R 9

< UNTFT B LR 7 7L 200mgl HE T >
DNTFT Y LRI 72V 200mgl BEE T 1%, T &2 B 2 8% 0 BRI O A 92 r0 [F) 2%
BB A FTA4 ) (18411 H 24 B HEAEFEAIE 1124004 5) JITHES &, FERG (v
T 78 LEFRRER ) 720 100mg [ U A 1) EEEHZFEINE L AWTFICREE LA E T,

ARG
1EE - AR s N FviE
[RIHE N OGRERIK © 50rpm (7K)

CHE]

- /K (50rpm) TiX, FEHERIAIOFHEHEDN30%, 50%, 80%FITDEFSIZI VT, ARihOFEHHE
HERITEERA O SRR N R £ 10% OFFHICH > 7o, Fo, BT (60057) (28T A A
DOl 2 DEHHIT, ARG OFLEEEHFE L 12%OFPAZE 2 5 b O 12 P LELL T T, £20% D%
FAZHEZDHDONRRNoT,

VL b, OVTF T8 AERERE T 72V 200mgl B & T OVE S 8) 2 Am A (2L F 7 8 LG
WA 721 100mg T U A 1) &g U7 R, (3 803 572 5% 0 R 0 44771 [R) SRR
TA RTA | OHEEETEA LIZZ 00, AWENICFRE L RSN,

(P& HiEh#R)

SEHER (%) K (50rpm)
100 r e DILFFELIEEHE RN Tl
80 o 200mg THETI)

- & = VI FFELIERERRM N T
60 | 100mg 47 ] -
40
20

0 L' 1 1
0 120 240 360 480 600

B (43)

(n=12)
11



1

(4) BHROME
e PTP @3 NS A
> > PTP: RV =T 4V A TAI=UAEER . TAI=U A - R =F L
CAF TV N f o R R
f g ERr—:TAI=T A R 2FLITIFX—R YT IFX— T AL
Wi 7 v
PEVIA
100mgl HE T ]

1.

12.

0. B A%

(1) FERMADELGER - AR, NENRHLER - ARICEHT H1HH

M L
(2) a%

(CLFT7ELERBIERKS T+ 100mg THETI D)
100 7 7/ [10 H 7/ X10 ; PTP : 82K A ]
500 7 7L [10 B 7L X 50 ; PTP : #AIAY ]
500 h 7 [T, NT]

(CLFT7ELIERIERKAS THIL 200mg THETI D
100 # 7 &/N [10 7B/ X10 ; PTP : 8EHIA Y ]

(3) PHEBE

BARWANA

BRRERK) U AL

R 7 v
200mg A [£ T |

UNTF T LEERE PTP . RU ML E =L T 4 v A, T =0 L

ra—: 7= LE

DR L

ZDft
AL & 2T N

AR SN D EME

12



V. AEICEY 5RE

1. FREX LR
OBz, T
OANENER L ESE (E ~ PS50

2. PEXEHRICEET HEE
BRE I LTV

3. AEARUVAE
(1) AERUVRAEDOHER

BDE, REBDE)

WE, RAIIEY AT T ¥ AR S LC1 A 18 100mg 2/ A& 515,

NIRRT 725120, 1 H 1[0 200mg £ THEHETDHZ LN TE D,

(REMELEE (BE~DEFLE))

WE, RAIIEY VT T ¥ AR S LT 1 A 18 100~200mg & H#&% 595,

B, N, ERIC X E BT S,
(2) RZERUVHAERORERE - 1B

Bl v 2

4. AERUVHAZRICEET 5EE
BRE STV

5. ERERALEE

(1) BERT—2 1Ry o5—o
MR L
(2) ERIRZEEHER
Y ERR L
(3) AERGERHAR
MEERR L
(4) BREEMHER
1) AHMERFERAER
MEERR L
2) ReMEER
RCNER L
(56) BF - WEAHER
Y ERR L
(6) AmHfER
1) ERABERE (—REABERE. BEEARERE. FARBLERE) . RERFET—4A
—RRE. HERTREBRABROAR
RCNER L
2) RBEHLLTEBFEORENIIREL-AE - AROME
Y L7
(7) =0ttt
YL

13



VI. EHEBICEYTSEE

1. EEPFMICEHEHSLEYMXIELEYE
Fifitt Ca f5HLH
TR BEEOH LB OREE « DIRFEL, RIOBMNLELZSZRT 5 L,

2. IR
(1) YERERLL - 1R
DT T Y LRI M K OVRAY 145 2 D i R AR~ D CaZrfit A& 95 Z L2k,
MAE 2 PR U, O i SGEEH & O EER 2~ 3,
(2) EDZEEMITHEBREE
18.2 {DEFEMICHN T 46
18.2.1 IDEADBERFR/NS V RAWEER
1) KWEME & OENIATE Z 90k LU, O M ~o iz Ems w2 (1 X) 97,
2) HERASX L EMET S () 9,
3) R MAFILIRICE S < BAMEE, KA E 0 . DEEZ D S IO IHRER
BEENET S (1 X) 9,
18.2.2 ILEHIREEIERA
DM RE I, AR~ Ca2-BREIFEAZ Ml 25 2 L XV | DERE « O = R L X — U & (- Fr
UFESERL DR Y ZHffi/hT 25 (T > b) 10,
18.3 MEIZx3 34EH
18.3.1 IEHIMFITITIF & A CFETT, BWEE T (7 v b, MEEFEE Bk, AR mE
JERFE - BYELR O . EEARIC X D MED ER 225 ORierE & e RE « BrEE O
1) 11)-18)O
18.3.2 i, B M &zl I3, MIEZKFEE2 (X, BB S O m e R - Bk
Fe OV, @i EREBE « R O tk) 1918,
18.3.3 M/EDIKT & & biz, LAER, MEREZME TS (7> ) 19,
18.4 DRIBERRTIMCERICRIZFTHE
THFEEI O B 38 & BEMAHNGEE (AH) BREZERT 58, B A- 7% 2 R{m3E8 (HV) K
FHTITRE L2 (f X ZRAVBLDE R RHIE B . R B AE R J8IENE LM
B (RERLLEE AR EE) 9 200 20,
(3) YERZTIRFME - FHifEERH
Y ERR L

14



VI. EHEBRICEYSEE

1. mMPREOHTRE
(1) BAERLADGOLFARE
MR L
(2) BEKRSEBRTHESA-IHRE
16.1.1 BEREKE
TR A BT 16 Bl OV F 7 ¥ AR 720 100mg 2 1 4 PV HERR ARG L- &

Pe 54550 14 B CRcm mAE I (8 30ng/mL) (2 L. EHNIT0 TR TH 7= 22,
16.1.2 £EPEHNRFIEHAR

<UNTF TR LGSR 7'V 100mg THIET ] >

AR RS ER I B 2 R BR AL E (N 55 425 A 30 H 3E3E5 718 %)

UNT T B NERERE S 720 100mg THET. ] KUV H—R 7/ 100mg %2, 7 &
A —=N—={EIZ L ENEN 1 AT/ (DT TR LMEREE LT 100mg) fEREERA S ICHs
HERE OGS L CisEh o7 AREZRIE L, 1§ o /-3EwEhie <Z 2 —4% (AUC, Cmax)
DWW CHEEHRNT 24T o 725 R, WAl AW F RS R S iz 29,

Fo, TNTN 1A TRV ERBEEROELS LESEAICBWTYH, FERICHEA] DAY R RS
DI S LT 29,

HEMENRE T A —F (R RE)

PIENT A—H BENTA—H
AUC> Crax Tmax tie
(ng - hr/mL) (ng/mL) (hr) (hr)
CNTF T B LERRIEARI
989.72+503.90 47.7+23.2 12.36+1.98 | 7.27*£1.33

5 7L 100mg [ A IE T

~NR =R B T
1014.54+374.82 54.3+20.8 11.29+£2.13 | 6.89+1.63

100mg
(1 7er#5, Mean=8.D., n=14)
(ng/mL)
80 —o— VN F T ELIERIERH T EI)100mg [BEL]
- -NIWXy Y —RA 710 100mg
?’-_EESO' 15 755, Mean£S.D,, n=14

B (hr)

(3 SRR HERS (R R )

15



HEMERE T A — X (B%ES)
HIERT A—H BENT A—H
AUCOO Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
UIIVTF T ¥ LA
3 660.11£215.9 30.7+11.1 12.57%+1.45 7.31£1.07
B 7N 100mg [HIET
ARy —R L
679.2+252.2 34.4+13.4 11.57+1.40 7.23*t1.53
100mg
(1 75, Mean*+S.D., n=14)
(ng/mL)
50 - —o— UV F 7 LIEBIEHIH 7 £ 100mg [HET]
-2 =Ny —RA T EIL100mg
1 40
EF' 1h TS, Mean+S.D.,, n=14

i SRR B HERS (R4 S)

BER (hr)

3PN ONE AUC, Cmax FFED/NT A —2 (3, HERE OZIR, AR OBRIEIEL - R 55 O 55k

FHIC LS TRRDAREMERH D,
<UNFT ¥ LEBRERRS 72 200mg THETL] >

(G BN 580 EERA O A LR SRR T A R4 ) CERR 184511 A 24 H A%

AFF 1124004 =)

UIVFT X LR 7 2L 200mg THEET ] 1,
Fl 2 vEfA & U7 & & IRINZRE D RISE L HE S, ARSI L i &7 9,

(3) mhEsE
M ER L L
(4) BE - StHEOREE
(Tvil. 7. #HAELEH) OEZR)

2. EWEERN/NATA—4

(1) BinAE
MR L

(2) RIGEREER
MR L

(3) HEEEEH
AR L

16

UNF T Y LR 100mg & E AT S




(4) YIVF7S VR
AR L

(5) HHEK
FMEE R L

(6) Zhih
ME R L

3. BRHE (REaL—Lav) @&HF
(1) BiFEE

G ER L

(2) INSA—SZEHER
EE R L

4. IR
MY EEe L

5. 9%

(1) mik-HEIFPEEY
B R e L
(2) mik-paiRRAFTEBEME
(V. 6. (5) iltm) DIESM)
(3) Eit~nBiTiE
(Tvi. 6. (6) #=3im) DHEZH)
(4) fEHE~DBITHE
BRI L
(5) ZofniBEE~DBITHE
M ERR L
(6) MEEAHERE
M ERR L

6.

(1) KREEMERURBER
16.4.1 KRR
AT o O#E L & & ORI IX. Bbmii 7 X 24k, BRIt A F oAb, B
tF b, AL TH D 29,

(2) RBMICBEEET 58% (CYPH) DHFiE, F5F

16.4.2 KBEER
DNF TR AHEEREIZ T E U CREIEEE T - 7 1 — 4 P450 3A4 (CYP3A4) TRE@FT S5 29, [10.
2]
(3) YEEEROERERUVZTDEE
BRI L
(4) REDOFHOEERUVEML, FHELE
M ERR L

17



10.

1.

. Bt

LR L

S U RR—42 —ICET S5
MR L

. BRNEICEDREE

(TVIl. 10. WEPH) OESM)

HEOEREHT SRS
B L

F Dt
MM E R L

18



W ZeH4 ERLOEESE) (BT 5EE

—
]

ERARTEZTDER
RE I TN

W

®

2. BERABRLTDER
2EE (ROBHIZEBELLGLI L)
21 EER ) ~IMEOAREOEREE IDARSIEREZEIE2BEFN NS5, )
22 2 FOFEET v v 7| A SERERE (FRgetEoRrEmak (50 f/0Am) . JifElL, HE7 =

v 7 %) Db EE RAOLRTEARIHEIER, OEEMHIERSEEICH bbhoBThNrH
%)

2.3 AHID AT UIBBUE DB DO & 5 B
2.4 FIFOTFIR LW B A[REME D & B &tk [9.5 & FR]

25 TAFTTVELEZEATHIRA, A RXT TV UVEBE, nI X FAVIVEBREZ&RETORE
[10.1 /]

(FFw)

2.1 AFNIRMEENEMZHF L, OASERZEICELSEL2B8ZNRH 5,

2.2 {lfEE B BREEHIERNC & 0 OB U, R 2 JH S R, s 23
WO+ L2k, BETny 7 i ANSEREOERZ FICE S22 0H 5,

2.3 —fRIZEFNC KL DIBBUEAE Z LB ICF CEER 2 kG5 & HERIBBUEZE Z 37
RPN ® 5,

2.4 AFN T ERR TlREFTZER X OB IRBOEIER 2 s Sh Tn s,

3. DEXEIHRICEET HIELTDOER
BE STV

4. AERUHAEBICEET 5EEETDER
FRIE I LTV

5. ERGEFNIE L ZDER
LERLEAXNIE

8.1 Ca f5HiAI D G- 2 RUCHIE L7z & & | JERDSESL LTIER NS STV D DT, AFIDOKREE A
EF L5813 kA 0 EL, B2 01Ty 2 L,
T, BEICEMORE R LICREEZFIELRNWEIICEETDH I &,

8.2 MIEEHICESSOEVERHLDLNDLZ ENH LD T, EAEE., BB HEOBERSMGERZ LD
M 2 B E T ABRICIIEE S5 2 &

(fiFa)
8.1 ftho> Ca FEHIAI CARBEEPILIC LY (MED U ANT > REEHRRO bV & DRENH D 20,
8.2 MEETIZ - THEN, SLOXTFERHLDOND ZENRH DT,

6. RENEREATIBEICHT IER
(1) AHHE - BEBRFOHLHEBE
9.1 AHHE - IEEFDOHIHBH

911 3o MEDLFLOERE (ERE S ~MELFL2DBEEZERC)
DASERZELSELIBTNRH D, [11.1.2 B

19




9.1.2 BEOHRIK (50 /DK XF1EOEETIOvI/DOHLHEE

DA RBIHIER, IMZEMEER S BEICH S bhdsThnd b, [11.1.1 ]
9.1.3 BEICMENENESE

MEEFIR TS BENEH D,

(fifn)
9.1.1 AFNIEMZENEM ZA L, OARIERZ HIZE LS BZNrH 5,
9.1.2 {FHEHET A BREMGIEIC X0 OB D L, £ EEMEE ZMHT 56 R, B
WA THZLIick D, FET vy 7 OAIERREOIERZ FITE LS E2B TR H D,
9.1.3 AFNTMEIREMNZA L, MEEZFITEKTSELIBZNRH D,
(2) BRRERESRSE

9.2 BREEEDRE
921 ERUBRHERETOHIBE
FMOPEMIAEIE L, 1ER R T 28N H 5,

(fifn)
AANIATEF KO TR - Pt s o720, 2oL S BFEICREONTL, P REN L7325
BINWRDH D,

(3) HHERESRE

9.3 SRS
931 EELFHEESOHLIBE
HORBINBIE L, TERNERT 28203 d 5,

(fiAEsi)
AFNINFEd L OB CRE - PRtt S 272D, 2o X REFIZE T, MHREN AT
BENRD D,
(4) £REEEHT HE
BRE ST R
(5) i

9.5 IR
I SR L CW A RIREM O & 2 eI iT & 5 L7pnw 2 &, B ERBR T IIER (w7 A &
R, MEEE) ROBEFENE (U X, Ty b B0 BNEINTWS, [2.4 ]

(6) R7LWE

9.6 Z3LIF
B EOFRER ORI REOARMELZBE L, #ILoMe UIF b2t 52 L, B FoRFL
HABITT 5 2 LR HRE SN TWS,

(7) NRE
9.7 MNRE
INREEZ G L U T BRI ERBR TS LT,
(figan)

INREEASDORFB GBI T DR T — 21372 < . BEMENHEL STV,

20



(8) E#E
9.8 BiNE

BHENOEGZET 272 PREORELZ HDBIE LN OEEICEG T2 ENREELY, —
BRICEERE CITEREORKREIIHE LL 2WnEENTWD

(fifas)

ERE OEMEIZ B W IR Mtk S, BEASEREENGTET D720, BED A E— RIiZ
IIRFICEE N METH Y, BEITRBRIZITY ZENREE LV,

7. HE%HR

10.48E 6
AFNTEE UTREIEESEF R 7 o — L4 P450 3A4 (CYP3A4) TRET &5, [16.4.2 ]

) GiRER L ENER
101 BAEE (BFRALGEWLI L)

(

—r

FEHNA BRRSEIR - FE1E D715 By - falRk 7
TAFTTFLEN (AR T ZAFF L ELOMPEENEFT 5, AFKNH CYP3A ZHET S Z
77) JFREIE R ORITER A RBL L, E-EIE(LT 5| &I KD ZEFEEEA O RGH3
2R ACNVIRBIEBENLRH D, FHE S5,

TARAFTLENIRT T
TR (VA
—)

(2.5 Z#]

ANRT SV UERRE (| BEOKRIRRS bbb ZENd D, AP CYP3A #fHET S Z
77) LIz LY, AEFEIEA O
(2.5 &[] PR S v, M EENS R4

%o
JEFLERA O DR B VEH %
EpI ARG o

oI A RALEEE IR I ZE RA I VERRE O IM P RENE L < |AF2 CYP3A #FHET S Z

(¥ 7 A2y R) | ERTLIBTNARD D, SN &Y FERREA ORI
(2.5 2] PHE SN D,

21




(2) tRZEE L ENEH

10.2 AR (BFRICEEI S L)

(BRI, AHERA %)

KA F ERAEIR - HEE T PR - fabRIN T
BeEVEH 2 A 2 A EMRICiEZRE L, HEZHiid 5, FRMENZAER (BEE/ER)

AHmIEDLLEADN
Z)o

B WA (Y 7 mm—
NI, TaTT
Ja— )G, 77/
7 —/ L4E)
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O - MM, BR, NMRE) bbb d Z LN
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(1) EXGEIER &L DRER

1.1 EXLEIERA
111 BEEETO v, BERIRE (O3 bHERD)

HIHPER & LTIRIR, DFEV, S62FERNHLLDLbNLLZENHAHD T, BENRDLNILGEIC
XL ATILL, 7 e EURBE AT, A4 Y T L) VEORGOMEITR U TR — T v
JEOEY) R AVE AT D 2k, [9.1.2, 13.1 ]
11.1.2 5 -MEDFRE BHERH)

BENRO NG E G2 L, OO SEOMYRAELAT1TH Z &, [9.1.1 2]
11.1.3 REIERIEIXEE (Stevens-Johnson fERE). hEMRKRIEFRMME (Toxic Epidermal
Necrolysis : TEN), fIRfE (RIGERBER). SQERARMERBSHEREE (b HEERE)
FOBE, AR, B, = 58, RBEL KIEBERD O bN-GACIk G2 L, @) e 0uE 21T
5T &,
11.1.4 FFEEREE. BE (W LEEARY)

AST. ALT. v -GTP ® ER%% 045 R ESCEENH bbb Z L nid b,

()

11.1.1 RABEGIZEVRE LSRR, WE7ry 7, BEZ7a v 2 (1, 2 E—Wenckebach !
DFE) 1T fRANIIAFE LG 2 1Ed 5 Z LI K 0 ESCNICEIET 5 O T, Bk L E 2 3
ETHEEITD R,

Ll BEOHRIK, ME7ay 7, BET 0y 7 Qb RERMENRLERIEGS. H250IEA
Bl IE#, [EEICH 2B L, B, D E VR CIEBRASIER R ERH 5551013, KIE
RICKT BIEFEE T T 5, BREET 0 v 7 PMEFRGE TR — 2 T VE 5T
%o AFIOHPEIZR RS E LT Ca B4 (b v 2K, 7va iginy
v LKFW) KEEN FE) 855,

WAk, BET 7y 7 O RIREITRDO LS e b DR H 5,
O 7bhrEry 1.0mg 43 HNR
@ 7 hovry 05~1.0mg Mk
@ 7 habtY 05~1.0mg #E GERE2AIEE)
@ AV 7LF Y 04~0.8mg

500mL OARIKE21L7 FUPHRIZIE L. 153 10~30 O & TR HET 2,

YL EO~@DME BN RRBPFERZINET D 523, AFIE G- OxIGBF L, BrEREE, &iE
JENTETH D70, DIENEEZENSEE4 Y 7 LF ) oD X 9 2 5B ANL 72 5~
SHWRWESITT 2, 7 hr ok 572, AEHORIRREIZEMTERH 2 £ 5 2, 2%
A3 HHWVIERINCREZET L5512, A VT LT v E2ERTRETH S,

11.1.2 9 » It A4 @

FIHAIELR

TVERF O BNV, BT, FAEMEOKEIRFR N EE, ik (), Mg Guikik - e 7 @ao
) Lo B LE (i) o MfER) . BEXOTERERIE, IEMEm. BRNR, [BEKE, 2
BRI & N o T2 25 5 o MR DSRHEAVER Th 5, BEFEFITIL, IREMET (KFZIK)
L. FROME, BEE. EiRE & Vo AR DA I PYEE SR R IR BT 2, B SRR Il
W RO X IIIEE 2T 5,

L& S5

IR R - DB R - FRREIEZR & O AR RIERES KO L& RIS FE L U, 68 Ji R = 3K
OG- AR IET 2, POME, @fE, FREE, OFER & oD Mg R EE KA T 5 B8 Tl
DARENEIEL LT W2 DAREOMFERICIZ T I b OSERR BT 2 I8 b O T T
IVEND D,
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ODARRITR L TE, HICHRIELCMAE LIRS (K MOEWT MU U LFJRNTF R
(hANP)) ZHWTIR L, DHEEETAE LWEAICIE, HEIISCTHRLE (17273
V. RARYE AT T —E (PDE) HEHKLRE) 2 A AEIROBBUEE LA LIHHT %, Ca
FEPUER (DN FT B L RTAI)) R8BI DEORWERICEEDORIRCEE Y 1y 7 73
by, —HFHN— U TIC R DMFERLEL D 2R D,
FIEOAREE 2T 25810, EYWEIEIINZ T, FrenmiEiEEEsr, Kk r—r ooy
NEANR-YoT e iﬁﬁﬁ"]iuﬂm*ﬁﬂbw%%ﬂﬂb‘f}ﬂ\?f&ﬁ%@@%%)M\gﬁiébéo
11.1.3 B REARIE AR (Stevens-Johnson JEMERE) P, HEtEREEEIEE (Lyell JEMERE) 9, L
BediE (RIBLPERZFEZE) O RPELREPEF B PENRIEE ©
O 5 JE R R (Stevens-Johnson SEMERE) . R EER N (Lyell JEMEHRE)
HIHIELR -
PIHER & U CHEL (38°CLL L), IRoFM, HEOVS A, WHEER, fHRENHLND,
FRFREERRAEGERE I B0l (IR W) . IRIgOfEL., IRABET S50, B O UL ANH
Lo,
R R REIEIRIE R O M EFE T AL & LTI, LN OERRH T 55,
a) BUERIEBATIOEERMBYRZE (HiLtEd 2 WIiditE) Aarohnbd,
b) LIFULITRRD NS AE L IFAMEIE, MERERED 10%KHMTH 5,
c) FE

—J7. WEMERLEIEDOVLEFEFRL LTI, UTOEREHIT 5D,
a) RERED 10% 282 K0, KEHEE, O A,
b) 7 RO EREEPEBMEAR K REMRE (SSSS) #FRINTE 5,
c) FEL
FIEREIT -
7'?<u|:1 (& ERYYE) ICEVAELRE - TULX—KSICK W RIET D EEZ BN TND
. FlEEOFBBBZHNTEY, RIEH— Sz BEIX 20,
k%jﬂf
PR O A R IET 2, BERIRBIAVEER, BB KOG - SRR O JRTE,
R RBEE, Y IENEE T D, EMFIEL LTUTIZBT 2 bDORHENTH D,
a) A7 uA Regph
b) mHEE MuE s a7 ) Ui (IVIG) ik
¢) M AEAZHE A
d) SMERIORIFRZEIC L TiE, IREEORIE, BEEAZ MR CIRER LEZEAFL, RE
D _WREGL & 1R 5,
@ BMEPIEEFSIEVENRIEE
WIHELR -
R O/NERZ & B 725 OVE AMEORLBE, FZIEMEALBEIZ N X, F8EL (38°CLL F) | A5 58Uk,
BIR,
FEIERRST -
SR D T MIROMEMTIZ KV | @ OREFERRALE 2T D FEIZ 2 A~ TAYE TIIR X0
JEIRZSARRRIZ CXCL8 (interleukin-8) ZpEAT HIEAIRFAEA T VU > 32k (HLA-DR*CD4*
X° HLA-DR*CD8*) MHEIZEZ W\ EBFEfM SN TN D, IONSEAIFERA T U o Bk E
RIZEFV, Z0 T UK 7 F /%A k)b granulocyte/macrophage-colony
stimulating factor (GM-CSF) <> CXCLS8 N EA & 415, CXCL8 |2 X W IRz af rhEk 23 4R
BT o720, BEEZEKT 2 &V OFEREE LTV 2 EREZLNTND
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WLiE T ik

WO AL FIET 5, BWFEL LTAT aA NEOLGEENEDTH 5.

AMEIC L F=Y o BT, 0.5~0.7mg/kg/ B 2> HBHAA L, FERICIE U Cl I+ 5,
@ FLEE (RIBLMERE 2%)

HIAELR
TR~ BEHRIRBEE 2 18 O 25 OO E AR, B Bk, EFBEREED,
WUETT ik

JRRFED 1L, fIRREHRVE CREOHNH, Hie 22 I VRO E | g - RI§RICHE
U747, BV R K& A MED HIVUEHIRIC X DR EA LB,
11.1.4 AFFEREREE, B5)E 0

HIHRESR: -
FERLD DI, FB 72 EORIEIERN BT TEZ E08H D, HEHMIRIERDOZ £ 6 H 5,
BROLHEEREVOIXLFERKR, BRERETHS, LoL, MLERSTRNZELH D,
ALiE Ik
FLIRFEW D [FIE Z R ITATV, BN Z 0O G2 HIET 52 EBNE—-Thd, BED
JFPEE T H RIS ST D, ALT 300IU/L LA L, # e U vty smg/dL LL Bl EoRELLL
DO ECRIE 2 £ 55413, ABSIRIC CRROIEEEEZ T2, Lo L —ICBNELT 2
BN EDOTHRIIITBEEVLE L SNOHRH 5, R AMETFESE (BMEFERE) ©
TRIICHEL | VR CORBBIZE, Mbo v (KRR : IBIi%Z —H 30~40g (ZHIBR72
L) BELZHLE LIERFREE, 2L TEWRETH L, BFERTERVEGS 5~10%7 K
B 500~1000mL % A ZHGIK 2 fif 79 5.
LU, TR E & - BRI T W ER CE LI ELZ3IERITIELH 5D
T, SUHIXETRE TH D, FEWRIEDEARNICLE 2O, BB LH] & BHEFREITH
BEZoNHHITHD,

(2) zDHDEHER

11.2 TO/DOEMER
0.1~5%Ai 0.1% A BB
T BR e Wk, B=E7 vy 7 BifE[IEL, OFEET, BE JE7 ey 2
WAL, O FV, BfE, RIE
Rt R B, PR, BHERK. B R=F Y URRIER, 2t
TR, IRAL AR HINZY
JHF ik AST L5 ALT L5 PEJH. ALP k5. LDH k& vy
-GTP L5, FFIEXR
W RUE R, £ DFE, ZIOVERLBE|SERRE B2 S0y S CEN =3 0)
KR 2
MEle BEAPRS, (BRI, |RACRIR
M=o, M, BRAE, T,
H 78
RT3 RN R N =R RE ST
Z DA WPIIEE, M bR E. L
(o)

9. BERERERICRIZTEE
FRIE STV
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10. BEHRE

13.BAEHRS
13.1 fER

WA, sEeEETu v 7 DA, RINEERS b Z b5, [11.1.1 ]
13.2 &

BATIC Lo ThRE SR, TRRLBFEOBEYIRLEZITY 2 &,
- AR, ERBEET R YT

T b RREREKR . A Y T ) CEORGRDES— Y TRl 2k,
DA, (RIE

SROAL SR i OREGCMIER 2 E T 5 2 &,
(%)

WA R OENIZBWTOLTF 7B ARA O ER 5 OB, BEIHRE SN TWD, FIRIEAK &
B %)

@ (D2 UHEAT—H)

44 5%, HERE - T, YT T B AR 6000me & IRFA L7=2FIRNHE S Tnb,
(ER)

MAEET (60/40mmHg) . MRk (27 #1/57) . H3EHFET v v 7

(RLiE - B))
7 habvr05mg & 1 H2EEE, 7KLY Img #E, A Y7 LY AR, L
>u ARFIEEC X0 i EE/E (110/80mmHg) L, %3 EREE7 v v 71Xk L,

@220 UEANT—#)

54 . LHEDNFR- T, YT T B AR 1800mg & RA L7-BIA#E ST b,

GREHR)

MEET (70/40mmHg) . 0%k 50 $4/4y

B3ERET Y
(L& - H2)m)

BUE, —RFRR A=A A= —HHARIZ LV | IEIFEF L (110/70mmHg) L. 36 FFffl#.
DERSEFRE LT,

@=575](329
5lifk. BMENFR- T, YAF 7 B LHEEE 900mg % IRH L7223 @G ST o,
CREAR)
AR, BEDEDLT, RENTZ220,
MAERT (79/24mmHg) . 03K 16 /57 (SRR . RAEm L
(LI - HRda)

ARHE 5 B[] 20 3% A Y 7 LF VU L 0.03mg #E. 2% LD V> T LK 20mg #HE, R
— /X2 R

IREE 7 W5 5 0% RAENIE., BRBEET vy s (LEHRE 47 /5
ARIE 9 Wit R —/33  30mg/kglsy

)+ 94/42mgHg

. DEFRME 73 HA/57)
. A YT LTV 2 0.03~0.06mglkg/ 5y A ERE,

MRS 33 WFRIRE ORI 150mmHg, O3fsk 60 F/4y, LR b IRFAICER L,
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11. BRLOEE

14 BRAEDEE
14.1 HRIRAFFROIER

14.1.1 PTP G350 #ANT PTP o — b2 bV H L CARAT 2 L 2458+ 5 2 &, PTP o — F DAk

(Z& 0 RGN EERE A U BIZIZ 2R AL 2 3 2 U CHIERRIT 28 5 O B 72 & BHE &2 OF 5
THZENRDD,

1412 D7z, £, R TICRAT 2 L5845 2 & kR BLebnsB%
Nnd 5,

12. ZOHDIE

(1) BRERERICED 1EHR
BESIN TV

(2) JEERERABRICE D 1HE
BE SAUTULVR N
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X. JEERERSARRICBEY HIHE

1. EEEE
(1) EHFRERBR
(VI ST B H | OHBH)
(2) REMRBRE
DR L
(3) ZDMOREE
MR L

2. SHHEER

(1) HEHRSSEHEHER
RCNEE R L

(2) RE#SSEHER
L E R L

(3) BEHEMHHRER
AN E R L

(4) RARMHRER
RCNER R L

(5) ERERESEHER
L E R L

(6) RFTRIEMERER
B R L

(7) 20O HEHKREN
RCNER R L
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X. EEMNEIEICEYT 51EE

1. REX5
VT TR ARG R 7 v PE——
g | 100me HEEL W 1) B EREEOMS S L TS
DT TV AR D 7L i
200mg H [ T | ==
s | DT T A o )

H2) 18RV TFTELELELTE0mg U TR 1 7 EALHILTFTELE LT 200mg LA T2

BT 56D ILD

2. BHM
BH%hHAR : 3¢

3. aERETolrE
IR RAT

4. W EDEER

20. kL EDERE
BREIZ TR R AW T CIRETH 2 &,

5. BERITEM
BERERL T AR B
<FvoLky : H
Z OO EE T ER - B

6. F—H% - RA%E
[Rl—p%sy :

7. ERREERRA
NG

IRy H$—R B 7 &L 100mg, ~VX B —R 7 &L 200mg

8. WERFARFAARVEKZERS. EMEXNHFAR. RFEMABEAR

<UNFT ¥ LR 720 100mg THEL] >

LI IR AR A LY FEER G
R Wik, RS R 5T K T SRAMEEHEY AR 5E BRI
£HH £ HH H£HH
5 1997 1997 1997
e = o~ L H—R100 ) 20900AMY00056000 * F
BR 44 3H 14 H 7H 11 H 7H 11 H
R5E4 o~ LY—R 2009 4F 2009 4 2009 4F
] 22100AMX01770000
B % 7%/l 100mg 7H1H 9H25H 9H25H
JIIVF TV LR
Mo | . 2012 4 2012 4 2012 4
Wl 7L 100mg 22400AMX00756000
B RET) 7H 12 H 12 414 H 12414 H
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<ONF TV LR 7L 200mg THET] >

BLER FE KGR . AT FE R R 52 BRAf
T Wik, S AR JEP
HHH H#HH HHH

k78 g ~LH—R 2010 4 2010 4 2010 4E
) 22200AMX00464000

LG B 7L 200mg 7H15H 11 A 19 H 11 A 19 H

NTF TV LR

o4 | . 2012 4 2012 4 2012 4
Wi 7 L 200mg 22400AMX00757000

B RET) 7H 12 A 12 A 14 H 124 14 H

AR

. PREXFHREM. AERUVABREEENEDNFEABRUEOANE

10. HEEHR. BIMMAKRLARFABRUVZETORAE
<FRHMh (WEERHE) >
AFEHH 200342 H 21 H
W54 2~ L —R B 7 & /L 100mg
N BRHEVEE 14 5556 2 A5 URGGRIESR FH) onTnic bzl Lawn
1. EEEHM
BARSANA
12. HEHRFIRICET 51HER
AANT, BEEPBNCET 2 HIBRIZED STV,
13. £Ea—F
JEAE G SRR FE Y | (B RS = — R Lt 7 MERALE
72 HOT (9 #7 g
ok I EE S a2 — R (YJ =2— ) (0#1) &S AT LAHa—R
INF TV LR
Wi 721 100mg  2171006N1156 2171006N1156 103077802 620307702
MHET]
DT T Y LR
iR 7 2L 200mg  2171006N2012 2171006N2071 120359201 622035902
MHET]

14. REHRTLEDEE
AHNT. DI EOBREERLTH D,
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. 3CHR

. SIFAXE
1) AEPNEER e R

2) HENEER BB

3) FAEWNEE : EMTRIEEN RS () 7 &L 200mg)

4) Sato M., et al. : Arzneimittelforschung. 1971 ; 21 (9) : 1338-1343 (PMID : 5171789)
5) ImaiS., etal : Jpn. Heart J. 1977 ; 18 (1) : 92-101 (PMID : 403308)

6) Nagao T, et al. : Jpn. J. Pharmacol. 1975 ; 25 (3) : 281-288 (PMID : 810610)

7) Nakamura M., et al. : Chest. 1980 ; 78 (1 Suppl.) : 205-209 (PMID : 7398408)

8) Taira N., et al. : Circ. Res. 1983 ; 52 (2Pt 2) : 140-46 (PMID : 6403259)
9) KR M AASKEEHERE. 19815 77 (2) @ 195-203
10) Zamanis A., et al. : J. Mol. Cell. Cardiol. 1982 ; 14 (1) : 53-62 (PMID : 7062347)
11) FEpEERE fh o BASRPESAMES. 1979 5 75 (2) @ 99-106
12) WEE il AACKERSMERE. 1979 5 75 (2) @ 191-199
13) Aoki K., et al. : Eur. J. Clin. Pharmacol. 1983 ; 25 (4) : 475-480 (PMID : 6360693)
14) Yamakado T, et al. : Am. J. Cardiol. 1983 ; 52 (8) : 1023-1027 (PMID : 6637817)
15) Murata S., et al. : Jpn. J. Pharmacol. 1982 ; 32 (6) : 1033-1040 (PMID : 7161959)
16) ZEIIEFE - JRE 2. 1987 5 27 (2) @ 89-92
17) BAE—RE i - JRE 2. 1986 ; 26 (12) : 1297-1303
18) Yamaguchil., et al. : Jpn. J. Pharmacol. 1974 ; 24 (4) : 511-522 (PMID : 4376184)
19) ARHTL il . AAHKERHMERE. 1985 5 86 (3) @ 165-174

) PAREERT fh o BACEEESEMERS. 1980 ; 76 (8) : 697-707

) Kawai C., et al. : Circulation. 1981 ; 63 (5) : 1035-1042 (PMID : 7471362)
22) WEEHIE fth - BRRESE. 1996 5 12 (9) : 1795-1807

) AR - AR SRR (U 7k 100mg)

) Sugawara Y., et al. : J. Pharmacobiodyn. 1988 ; 11 (4) : 224-233 (PMID : 3411440)
25) H+H/\SIE R ASF T EHE. BEIFE. 2021 ; C2450-C2457
26) Bursztyn, M. et al. : Arch. Intern. Med. 1986 ; 146 (2) : 397 (PMID : 3947200)
27) Christensen, C. et al. : Ugeskr. Leeger 1986 ; 148 (45) : 2929 (PMID : 3787843)
28) Rey, J. L. et al. : Presse Med. 1983 ; 12 (30) : 1873-1874 (PMID : 6225087)
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XI. 3&%H

1. FESNETORTERR
AHICB T DRREXITNR, HELCHEIUTOLEY THY | HETORGIRDL L IFTER D,

BhRE 1T 2h 5 FHE R OV &
OBLME, FAPROE CPeLMiE, HANCME)
OARREM: @ M FE  (BE -~ 2E) W AT LF T Y AR LC1H1E
100mg% #1535,

IHRAR A3 7235545 1201%, 1H 1[E1200mg F CTHY &9
HZENTED,

(ARREME B I EAE  (BRE ~ HPE0E) )

W AT F 7Y AR S L C1A 1A
100~200mg# #% 595,

7RE, A, ERIC KV EEEET 5,

<DailyMed (USA). 2024 4 6 H % >

4 KE

St4 Bausch Health US LLC

W54 CARDIZEM CD- diltiazem hydrochloride capsule, coated, extended release
I - Bk | capsule, coated, extended release : 120mg,180mg,240mg,300mg,360mg

INDICATIONS AND USAGE
CARDIZEM CD is indicated for the treatment of hypertension. It may be used alone or in
combination with other antihypertensive medications.

CARDIZEM CD is indicated for the management of chronic stable angina and angina due to
coronary artery spasm.

DOSAGE AND ADMINISTRATION

Patients controlled on diltiazem alone or in combination with other medications may be switched to
CARDIZEM CD capsules at the nearest equivalent total daily dose. Higher doses of CARDIZEM CD
may be needed in some patients. Monitor patients closely. Subsequent titration to higher or lower
doses may be necessary. There is limited general clinical experience with doses above 360 mg, but
doses to 540 mg have been studied in clinical trials. The incidence of side effects increases as the
dose increases with first-degree AV block, dizziness, and sinus bradycardia bearing the strongest
relationship to dose.

Hypertension: Adjust dosage to individual patient needs. When used as monotherapy, reasonable
starting doses are 180 to 240 mg once daily, although some patients may respond to lower doses.
Maximum antihypertensive effect is usually observed by 14 days of chronic therapy; therefore,
schedule dosage adjustments accordingly. The usual dosage range studied in clinical trials was 240
to 360 mg once daily. Individual patients may respond to higher doses of up to 480 mg once daily.

Angina: Dosages for the treatment of angina should be adjusted to each patient’s needs, starting
with a dose of 120 or 180 mg once daily. Individual patients may respond to higher doses of up to
480 mg once daily. When necessary, titration may be carried out over a 7- to 14-day period.

Concomitant Use with Other Cardiovascular Agents:

Sublingual NTG: May be taken as required to abort acute anginal attacks during diltiazem
hydrochloride therapy.
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Prophylactic Nitrate Therapy: Diltiazem hydrochloride may be safely coadministered with short-
and long-acting nitrates.

Beta-blockers: (See WARNINGS3%)

KWARNINGS :
Beta-blockers: Controlled and uncontrolled domestic studies suggest that concomitant use of
diltiazem hydrochloride and beta-blockers is usually well tolerated, but available data are not
sufficient to predict the effects of concomitant treatment in patients with left ventricular
dysfunction or cardiac conduction abnormalities.

Administration of diltiazem hydrochloride concomitantly with propranolol in five normal
volunteers resulted in increased propranolol levels in all subjects and bioavailability of
propranolol was increased approximately 50%. In vitro, propranolol appears to be displaced from
its binding sites by diltiazem. If combination therapy is initiated or withdrawn in conjunction
with propranolol, an adjustment in the propranolol dose may be warranted.

Antihypertensives: Diltiazem hydrochloride has an additive antihypertensive effect when used with
other antihypertensive agents. Therefore, the dosage of diltiazem hydrochloride or the concomitant
antihypertensives may need to be adjusted when adding one to the other.

2. BB SBREXIEER
WENRICBA T ABIMER (A—X S UTHE
AIRNCIB T DM EOEBEOEDLR E A—A M T VT L3RRS,
( TV 6. FrEDEREAT HEEICHTHER] OHZH)

Drug Name Category
A=A N7 VT DN diltiazem C
(2021 4F 4 H k)

2E S OBE
A=A NZ U T D55 (An Australian categorization of risk of drug use in pregnancy)
Category C :
Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations.

These effects may be reversible. Accompanying texts should be consulted for further details.
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