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() &MOHEX
—4 +ATE B E R+ T h—1T
[ TEFRABREERLOAGREFEICH T > TOIRFEL OMAICET 2B EFEHEICOWT] (OF
R 17429 A 22 B SEASFEAFE 0922001 SIS

2. — B 4
O -5

75y z2a<Ar (JAN)

(2) *  A(EEE)
Clarithromycin (JAN, INN)

3) AT L
-mycin : streptomyces J&DFELET HHLAEWE

3. BEARIETMER

4. 2FARUVAFE
432 0 CasHeaNO1s
B 747.95




5. L& (88i%)
(2R,384S5R6R8R10R11R12513R)-5-(3,4,6-Trideoxy-3-dimethylamino- 8 -D-xylo -
hexopyranosyloxy)-3-(2,6-dideoxy-3- C-methyl-3- O-methyl- « -L-ribo- hexopyranosyloxy) -
11,12-dihydroxy-6-methoxy-2, 4, 6, 8, 10, 12-hexamethyl-9-oxopentadecan-13-olide (IUPAC)
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CEES
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i : CAM

oxR
ajo
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81103-11-9




M. AT HIER

1. YIELENE
(1) 981 - IR
H DRSO AR T, BRIZE W,

)&’ f& %

o 1g VAT OICHET 5 IR R T

Tk b 10mL 2L E 30mL A | RORW T T
ZA= 0= 5 VIZPA 10mL 2L E 30mL Al | RORE T T
AR ) =) 100mL 2L 1000mL Afili | #EFI2< W

T4 ) —(95) 100mL 2L E 1000mL & | #&Fiz< v
VTN T—T )L 100mL LA E 1000mL A5 | EFI2< W

K 10000mL LAk FEAERT R0

@k & *%
BRI L

4) B (D fEm) - s - BEA
s 220~227°C

(5) BAIREMRRETE
pKa : 8.48CGFH =7 X /3, IRMEFELE)

(6) HERL
BB L

(1) ZhoEiREE
FEXE  (al?: —87~—97" (B/KkMHE L= D 0.25g, 7 n kLA, 25mL, 100mm)

2. BT DEREHTICEITAREN
WtE(H) « Bt TAh U ETARLE, THETLEETH D,
Y 0% YA XY UIRIET T, kT 7(105ux). 25°C. 24 BEEIT 10% 0T B,




3. AR S OHERHEE
HF (770 2a~<A 2] ORRBRIZED

4. BYMEDDEE

HiEa 790 2a~AT ] OEREICLD




1. & i

V. RAICEEI HEHE

(1) FROXR., SMEREUER

vlliARlS: T AN —T 4 VU TRE
[E27N HEaD 7 4V Da—F ¢ ThE
il | ARE
ES = (il
o ORN—
e (mm) 8.6
J& & (mm) 4.9
'H #(mg) 260
(2) HWEIDYE
s 2 12.6kg
@) #Aa—F

(1) FTEOXRI, SMBLE ORI & 2]

(4) pH, ZEEL. HE. LE. BEOERUVRER pH #HF

BEARAYA

2. HEIDHERK

(1) B S CEERS) DEE
18E% AR 77U 2a~A 32 200mgUiih) 2 &6 5,

Q& m 9
i HH M S i W
HEFZ A U Uk Ca KFn¥)
e E Al AU B =T v a— V(G AAL)
izl JaARE R
IR BREEART AW, A7 7V Mg
a—F 4 U TH traAn—A, w7 naa—/,L6000, ¥/NL7., B{LFZ




(3 Zoft
DR L

3. BAEH. B OSHIEICHT HERE

G RBrANA

4. REIDZFEEBTICETIREN

(1) hOEEAER v

BEEIERE - PTP @3 LAY 7a v L ol U= 8,
KBRS - 40°C. T5%RH. 3 2 v K (n=3)

R BRIE H BH B 6 7 H
we | SO0 =
fife AR s liGR e Al /e
%) 94.5~103.9 97.5~103.9
K53 (%) 1.35~1.55 3.27~3.41
& (%) 100.9~102.2 101.8~104.2

NMEFRER(40°C, RN 75%. 6 # A)DOFER, 7 F7 VU Aa~A L8 200mg [ h—7 ] &
W OTGE FIZB W T 3FEMEETHDH Z LR S,

(2) REARTFHER 2
TIERE  PTP @3 LAL Y AoH OP AR U aldd L 7= 5L,
KBRS - 25°C. 60%RH., 3 2 K(n=1)

FBRIH H PR #r ey 34
RN EfE) [l £
B AR (%) 95.9~100.5 93.6~100.0
& (%) 100.7~101.5 97.5~98.6

AR L A2 - B R BR(25°C., FEHEE 60%, S4E)DOFEE, 7T U Aa~A v
$€ 200mg [ b—"7 ) [XEE OTIGEWE FIZBWT 3EMEZETH D Z ENHRINT-,




Q) EARKEITETEIRENRY

(60 5 lux * hr)

FABRTE H SN & fiF YAt
?EE ZiN ZiN I IN
40°C. 3 5 H) 2L X |9 27z L 27z L
\@}E VAN VAN N DN
(25°C. 7T5%RH. 3 » ) i L ikl L ik L b7 L
N 0 N
x ikl L b7 L AR L b7 L

V) BRI TR B ARBESEAING 2« B2 - 1 7 L Fl O BEEEERRE T O R EMRBIEIC SV TEE

B, PRk 1145 8 A 20 H) OFlIE%EIC L 5,

. REERVRBRRORENL

BRI

. tF & DEEEEE(IBIEFMEL)

_JERED)

7V Au<A U8 200mg [ h—7 ] LEAREGMEE Y — OB ARICRIT DR EMNEMRT D

72, FlA AR A Ik L7z,

W5E
(1) B E

77 ) AuwA U8 200mg [ h—"7 ) EREMBIE Y — 2B E LIzKZBE LT
DT CHRF L%, FRBEBICOWT, BAEEZNLOLE(LOF LR LT,

) RTEEMH

RIFSRME - BNBOE T, VAT SIRIBE T

ARG ke LT 5 A 8

Q) B A&

Ssenn

raw

D M8 BHICTHERR (BFR, TR, . Lo A %)

2) ITBW B W AR

3) & (R K/ n~x 777 4—

(4) AR R
FLEER, 3 KeffE

(5) AIE B

KRB 1P (n=1) &L (& EFER) o0& 1E (n=3) ) ,




6)EEEE
772~ A L U8E200mg [ h—") @18
REEMBIE Y — : KEL 1 (BX% 15mL)

WiER
. T 78 PR A
: EHHTY— |
sy | ORMAEY Bk H
(A —H—4) » ) )
B & Al RN 3 B[4
HEDT 4V —T
48 ABO7 (ha=7 | *;B;‘Z“U%"Z* [Fi%E
7-—UXD7 o ~ v‘;'> < - —o B N —
g | B<BMmE (T WL, I
P — N
200mg [ h— N ) ] AL
7 (AR RN AR - VEURDIZB N TH .
- RIS S 7= >7=
it (%) ARERELA] : 99.0 99.3 99.5
A% (%) 100.0 100.2

7. At

(1) BEERUVRERAEY
77V AavA U8 200mg [ h—U ] 1%, HAERAHEELEFITED N7 7Y ARm
~ A VUEEORHBMICHE S LTV D 2 ERER SN TV D,

ok BREHRBRIECR RUE)

ABRHE - pH6.0 @ 0.05mol/L V VU EkFEZF MU UL - 7 = UFEREER 900mL
[F#A%% : 50rpm

HES jK 7 v~ N TT 7 40—

K 30 R OEHERD T6%LL Lo L X 1T G &7 5.

(H R« B AR 7 R A 51

10



(2) £YEHIRIZEFERER >
(%38 R3S O AW RI SRR T A R A v J(EEERE 786 5 ik 13455 A 31 H)(LL

Ty HA BT A NN

120
100
80
60

RHIEE (%)

120

100

80

60

A= %)

120

100

80

60

FRHE )

<BIEFH>
HOBR R
| & #
FRER BLAI

pH1.2, pH3.0, pH6.8. 7K

50rpm, 100rpm

R AT T2,

535 A0 AL UEE200mgl h—" ]

pH1.2, 50rom. /KL%

—o— RN

—o— IRHERIF|

! ! ! ! ! )

0 20 40 60 80 100 120
HERREREREER (53)

B (53) 0 15 30 45 60 | 120

ERBA 0 | 114 {273 | 400 {504 | 76.8

RERE 0 3.06 {10.03 {12.84 {13.97 {12.97

AR 0 {108 {222 {332 {427 | 682

BRERE 0 {6.21 [11.78 [16.67 {19.83 [19.55

pH6.8. 50rpm. /SR
—e
—O— BB
—o— {REERFI
L L L L L )
0 20 40 60 80 100 120
FUBRRER AR (53)
B (53) 0 7 10 20 30 60 | 120
SEREA 0 323 {546 [ 830 [926 {100.8 {103.5
BERE 0 ;692 [ 663 [504 | 413 [ 247 | 1.06
AR 0 {405 [552 | 76.5 | 852 | 96.6 {103.2
RERE 0 248 {221 [1.61 [1.89 [ 1.88 | 1.66
pH3.0, 100rmm. /SFJL%
—O— HBRRFA|
—o— {RHERF|
L L L L )
0 15 30 45 60 75 90
SRR IR AR (53)
B (53) 0 10 15 30 60 90
ERERIA| 0 {327 §825 {1025 {102.8 {103.1
BERE 0 {23.38 {24.96 | 1.13 { 0.71 | 0.46
WA 0 424 [536 |678 {823 916
BEREE 0 {1572 {19.47 {19.64 {14.13 {10.71

RHE®

EHE %)

120
100
80
60
40
20

120
100
80
60
40
20

B’ %
- 3
BRERF

n=12

INFILiE
fEHl., 200mg

pH3.0, 50rpm, /SR JLik

—o— BEREH|

—o— IRAERFI
0 30 60 90 120 150 180
FUBR IR ERER BT (53)
BERA(5) 0 10 § 20 | 30 | 60 } 120 | 180
HERRA 0 135 {341 | 67.2 {101.4 {1026 {1024
RERE 0 1.07 §1.46 {319 | 1.11 {091 { 1.07
RN 0 {248 372 | 460 | 62.8 | 823 } 929
RERE 0 6.36 {8.18 {871 [9.01 {796 {576
K. 50mm., /KL%
—Oo— HEREA
—o— RERH|

0 60 120 180 240 300
HERRERERERR (53)
B (%) 0 10 30 60 { 120 { 360
SEREA 0 9.9 {144 {171 }206 | 327
BERE 0 081 ;072 {098 | 083 |0.92
0 9.9 {149 [17.1 {214 {318
RS 0 {047 094 {111 [1.19 | 1.49

360
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AEBRAF R CRERFN DT BHEDQLLER VN LK)

Bl S (%) 1
=¥ B B . . = | e
it | i | SIS | BB | BRI | 30
45 %y 40.0 33.2 6.8
H1.2 1
P 120 4y 76.8 68.2 8.6
20 4y 34.1 37.2 —3.1
H3.0 A3
0 P 120 %y 102.6 82.3 20.3
10 %y 54.6 55.2 —0.6 ‘
pH6.8 N 1
30 %3 92.6 85.2 7.4
30 4y 14.4 14.9 —0.5
7K 1
360 %y 32.7 31.8 0.9
10 %y 32.7 42.4 —9.7 i
100 pH3.0 — R
60 %) 102.8 82.3 20.5
(n=12)

i L
(pH1.2, /K(% 50 rpm))
FEHERLAI O SR S BUE S 7 iR BRFE (pH1.2 : 120 43, /K : 360 43)LANIZ 85%I2 3 L
IRNGEE  EERIKIDRE SN RBRERERNC IS T B EHIE RO 1/2 OSEHIRH SR E R
WARRE A, R OBUE X2 BRI R 350 T SRR D S5 H SR I SAZ HERLA oD S35 HY ==
+a%DO®PHICH D, ald, IBEHED 50%LL EOBFAITIT 15, 50% A OHEIZIL 8 &35,
(pH6.8(50 rpm)]
FEVERIFIS 15 43~30 72 85%LL FIEH T 2556  RUERFI OSEEIE =D 60% K Y
85% T D 4 752 2 Wi IS H\N T, BB 00 - 2290 H 3 SRR D SR s (3 £ 15% D
IS D,
(pH3.0(50/100 rpm)]
FEVERLFS 30 Sy LAREIZ A4S 85%LL BIAH T 2556 « AR YERIAI O SEEIER Y 40% & O 85%
FHE O Y 73 2 RERUZI W T, BRERBLA D29 22 JAE RS oD S50 38 = 15% O Hi R 1
H%,

FROMRI YD —HORBREFITHONT, HA FTA 2 O HZEE O [R50 O FLUE 2w
B Lol T=0, 77V Au~A 8 200mg [ h—7 ) L EEAERIA|I O HZEEN XS T
ETAAN

¥, B MIBT AW THIRENRBROMSE, 77 ) Aa~vA U8 200mg [ h—T ) X
FEVERLS) & DAY FRIRIEMER R STV D,
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10.

11.

12.

13.

14.

. EYFHEERE

L7

. HAIROFEMS OHERAERE

HRE 770 Aa<A 8] OERRRIZE D

AP OBRWES DEES
iR 1770 2An<A o8 OEREICLD

paklii
KO IME, 77U 2a~A 2 (CssHeaNO13) & L COHOREZEETIMH) TR,

BAT 2 ARAED 55 IHM
R L
FEHBEARE - NBHRRUEBICHET HHEH

EARRAA

T Ot
L
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1.

V. AEICET HIER

*heE - R

1. —RYYE
<3 i A >
AFNENEOT Ry EKER, Vo VERER, MREKE, £E72787 (7012 7)
HAET—=V A ATV YE, LUARTE, oy Z—g <72
ThavhAE, 7I7IVT)R. ~A 27T A<)E
<SEEME >
FEAENE R JEIRUE | VETENE R S RYLE . U v N - U LoNE L BRI E . AME - B
15 K ONFAAI S O s, ALPJE BHIRSS ., WRBE - MeBER, RPkse, SMERE 3k, il
R, WS, BMEMERERIRZS O G, JRIBR, FESEER, BYWEBK, R EE,
Rl e e RS . S AP, TR

2. FEREEEMEDIRR T
< s A >
AFNE D~ A 27TV T LG
< ST >
~AaAnNTFIYTA s TET AL Ly 7 Z(MA C)JIE % & e IEib MR T

3. ~NUanyx—. ol EYyE
< s >
ABNZBIEDA~Y Xy Z— . vrl)
< RE >
HiESE - + FEBES. BMAL T U Vol R MR SRR, R E
*HTHNHRERNEREL BB T2~V anxy 22— o JEGE, ~Jany Z—. ¢

ERRESE /S

[%hEE - ZRICEAET SEALDEE]

1) WHSH - MEEAKR ., Rk, SMERE SR, BYERE. PHE, BIRER~OFEHICHT-
S>TiE, HAEDEBE EFHOF5 &) Y22 L, PLEEER S5 OB Z K Lz -
T, AFIOEEGNEY) B Sh oL alic&kE5 352 L,

2) HEFTHIE MALT U L RJEICK$ 2~ g Z— -« B u U BREIRIEOFIINETHESL LT
QAN

3)  BpRVYEM/IHOR D TESRBERICRT LTI, A RIA V% 28l ~JangZ—.
7 U BRETEPE N EY) & HIW S DIERNC O ARBRETIRIFEZ1T O 2 &,

4) FHIEEICT 5 NESERTREZFUMCIE, ~V ans Z— - Er UREERICED
B HE DFIEANHNZ K92 A METHEL LTV 70,

5) ~Vanyz— ..o VEEERICHOCDIEEICE, ~Yansy— .ol BEETH
HZERONBEREICLDAY any Z— - o VEEFRTHL I LEE2ERTH
L,

~NYanyg—-va VEEERICHVDHEAEIL, ~)ansyd— - e BEETHH L

FOWBRERAEIZ L O A~Y a s Z— - o JERHATHDL Z L 2HRTH L,

ANY IRy gZ—. o ) EEEROMRICEE L Tix, BEZLIC, QORVCQ O % Eiid 5

PERDH D £,

WD~V anyz—- el OEGEEZLLTFOWT 0L CHERT 5,
By L7 — BB, SRk, 55ERE. PURIE, RBEMFREER, FEE R HURIE
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(2) B NS . BEEROFTERND D Z L AR
ﬁ%\@mém&oﬁlﬂm®ﬁﬁ_owfi %@ﬁ4k74/£%ﬂﬁbf<féu

1.

. HiE-HE

— IR E

WH RACIEZ 70 A< A8 LT 1 H 400 mg Ol) % 2 BN 55F TR 595,
7Rk, AR, ERIC LV EE T 5,

FEREAZME DU B E

WH L RACIZZ 70 A< A8 LT1 H800mg () & 2 [BIZ/T TREO 545,
7pB. Fn, ERIC X 0 E T D,

ANY anNg x— . vn ) EYE

WH. RACIEZ 7V A~ e LT[R 200mg (Off) . 7RV U ke L
T 1108 750 mg (Fifi)) KX F a2 kR 7Aoo e X —0 3K ZFFNC 1 B 208, 7 BRI
535,

B, 77 AR, AL, MBS THEEMEETH I ENTEX S, 7272 L, 118400
mg (FJf) 1 B 2[B% LR &5,

1)

2)

3)

4)

5)

6)

(A% - AEICEET AERLDIEE]
AFNOFERIZH Tz > T, TEEORBEZ <o, JFAlE L TR HE2mR L, %
W OIRE LB R/ NEOBIR OB GIZE EDHDH T &,
FREMEPIRFEIEDON i~ A a7 T VA - TED LT Ly 7 A M) E K OTE R
PESRIE R RIEMERE (A ) ITfE D #EFEM: MAC JEDTBRICH W58 . BRSO ES O
A RITA LV VEESBIOAEEEZITH) 2 b
#%&@ﬁ%ﬁﬁmﬂ#%ﬁﬁ®&ﬁ%ﬁi\uT%ﬁﬁﬁé:&o

E3uED 45 30

N MACHE PEEfEE 2 fERE L 7=1%, 14
JJAJ:GDJr 5k e & 1Y Ak
HEfrHDZEMNEFET LW, F
t At S nfElthid 5 O
TIHEETHRIZBLWTHEN

AN ETH B,

P RVE RS REE T | R PR Y SO 3 2 A0 7 e s
(LA D ITHEDRREE SR sz bk 59 <

MACHE ETH5S,

R EAIHEE R SRVBIER WD LR EIED L A R TRz L, 1 H 400 mg
D2BETAHILICLD, W 2~5 H TERIFEEICHT D, GRS L TH G
2~ 3EMMGET 2 Z ENEE LV, £, LU R T HRITEIR OMBEE D & EGYE
ThiH7D, FRCRERTORIEICH S BE R ST, REK TR, Fi22~ 3
G a2kt UERZBIERT 2 0ERD D, 7B, HGHMPICERSE LG E 2L,
LN LA R TITHN R ERA () v LSRR 2 E) ~OEERLETH D,

7 T VT REYE IR T HDABN OB GRS LT14 BRI E L, MBS CTHEIZ
BRHEHMEZIEET 5,

KK E~Y anxyZ— . o) EYEIZHWAEES, Ta hr Ry AL e R —
VT = LTl 30mg, AATTY—)LE L T1HE 20 mg, TRXTTV—)F
FUDAELELTLIE 10mg, =Y ATV —LE LT1H 20 meXiIR ) FI7H & LT
18] 20 mgDWF 0 1 A& 8INT 5,
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3. BEERALHE
(1) BT —5 /8y r—2
DR L

(2) BRERZHER
EEE R L

(3) ERPREEIEFAER
EEER L

) BRMABR
LR L

(5) HRIEROER
1) REBILLTRERGHR
AR L

2) LB
MR L

3 REMHER
MR L

6 BE - FREMNHER
WAL L

(6) MR
1) ERRERE - BEEARERE BED) - WS R RERHER (TREERHR)
LR L

2) AAZUHELTERFTEODHNBENIEIERL-REOHE
BAIPNA
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|\

VI. ExhEE(CEH 3 SIEH

1. EEZMICEED 5ILEYXIILEME
Ao~y Va3, TEFALAEY I,y FEZY~AT ., aXxZ~vA
L STV UEIEI AT L, aXx RO, vy TUARAATA Y

2. EBER

(1) YERBRML - /EFRERF

MIED 708 VARY —L0D 508 7 2=y b &FFE L, TARAREHRESTSZ LICLY ., it
HIEHZ T 5,

7 RUERER, VOV EREBEOHRMES T AGE, 7T NAT s hE TR AT
NECYHE, BEME, horvanrsZ2—BE0—H0r 7 AEEE, X7 hA LT hay
WA, ~A AT A2)gE,. 7T ITTEMLD Mycobacterium avium complex (2% 3 5 B
TERIFhO~ 27 a5 4 RRIUVEME L RIEU ETHY | BB TIEZ Kk L C, &K
PUEET L TT SR ORISR Z 77, B hOEREWTH D 14 fikBRbiRX, 7
RO ERE RSk L CREME S IZIERFEOHE 12 AT 5705, Mycobacterium avium
complex (ZxF L TIERZE(LIE LD H 550,

(2) BMERMTTHHERAE
REERRL

(3) fERFIEER - TR
B L
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VI. E¥EhEecBi9 518H

1. MERREORS - AT
(1) A LA Mo
DR L

(2) && M REEERRE
(3) BEIRARBR CHERR S 7z LR EE DI A S

Q) RSB THRE I EE
EMFHIRIE SR ©
77 VA A U8 200mg [ h—U ) CRERERKIZ 7o 24— "—JEIc L FRERL
BE(7 70 Am~A v LT 200mgU M) EEEERA 5 1 (n = 2212 Ha & B [mlie O $ 5 L Cf
PR LIRBIEZHE L, S o 3EpEhE T 2 —4% (AUC, Cmax) (22T 90%(5
HE X A CRERHIENT 21T - 7255 5. 10g(0.80)~1og(1.25) DHFFHN TH v | HiH| D AW 7
SRR ST,

(ug/mL)
14+ —— 15U AOYA > EE200ng [h—T7)
(FEAl. 200mg)
!f;JgL 1.2 —— : BEMERLE] (JEFHL 200mg)

Mean+S.D., n=22
1.0

0.8

BEVCALLONCSUNY
=
o

0.2 T 5
DC; T T T T T
0 2 4 6 8 12

HEBOEER (hr)

HSENT A—# BENTA—F
AUCz Cmax Tmax Tz
(pegehr/mlL) (pg/mL) (hr) (hr)

S5 A0%A
FE200mg [ h—"7) |5 2102 182|0. 8965£0. 3833| 2. 6442, 57 | 3. 0026+ 1. 2075
(SEAl, 200mg)
pE s A
(&2, 200mg)

5. 057£2.045)0. 858940, 3579 1. 95+ 1. 39| 3. 18600, 9729

(Mean+S.D., n=22)

MAEFHREW N AUC, Cmax FED 3T X —2 1%, #ERE OBR, (KR OTREEE - R %
DR K> TR D /RN H 5,

ONES)
DR L
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(5) BE - AROLEY
WAL L

(6) BEE GKE 2 L—2 3 2) BHTIZ& Y HIB L - RM BN E L B ER
R L

2. REERIIS A— 5
(1) BBAT3A
B L

2) BAEREER
B L

@) SAATRAFEYT 4
LR 2 L

4) BEEETEH®
kel : 0.24847+0.05067hr ! (R A B+, Hofik & s5)

® 29IVT7S0R
AR L

6) HMEE
RHER e L

(7 mREE[HEER
HEER e L

3. |
LR L

4. 5 il
(1) 1% — R B8 P9 @@ 14
BUER L

(2) 1%k —RaiERF @A
VI 10. AEfm, PEfE, RELEF~OHRGOHE )25
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5.

)

(4)

(5)

Q)

(2)

)

(4)

()

At ~DBITH
VI. 10. 4@, Ehm. RAEE~OREDIE 2) %5

BB~ DBTIE
TR L

Z DDA DBTHE
R L

®  #

FEERELR U 1R ER
LR L

BB 59 HBER (CYPAS0 F) D57 FiE
AFNT CYP BAIZ L v s s,

DEBBHROERRUZOHE
MR L

REWOEEDERE ULLE
DR L

FERBIORER/ S A—5
MR L

6. B At

(1)

2

®)

7.

B AR R UAR R
BB L

Bt
VAR L

Bt R A
REERR L

S URR—5—IZBT S 1R

MR L

| BFI & BREE
DR L
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VI. £ (ERLOIESF) ICAYT SHIER

1. BHERBLTOHER
L7

P
2. X

REEZDEHFAEEZET)

1)
2)

3)

2SS (ROBHFICTIFFRELENI E)]
AFNZ % U CIBUE OBEERE D & 5 B3
PEY R, o IX I UEFRA, ARLIY U, aI XA RAVERE, ¥XT T
4N (T RIVH), FhTZvur, fTNVF=T, TAFTTLEN, AT 5V Ui
B\, XX N7 T A (AEWEY) 2&5FoEE ((FHHAEER] OESR)
RSO BRICEE DO H D BE T, a/eF o2& bGEhoRE (MEER] OESMR)

- DRICEHESTSEALDEIE L TDEH

1)

2)
3)
4)

5)

[%h8E - DIRICEHET 2ERALDEE]
WHEH - MREES . Rk, BWERE R, BYEGR,. PER, BlSER~OFHICHT-
STIE, AW IEE EEHOTE &) Y25 L, PrEEi 5oz k2 6k L E
T, AFNOEG N EY) &l S oG a5 52 L,
EITHIE MALT U > S JEICx 2~V a7 Z— -« v'n U BREBEOAIMETMENL LT
7200,
BRI OB D PESRBEIR ISR LT, A RIA v EE 5L, ~)ansy—. ¢
7 U BREGHES Y] &I XD IERNC O ARBREEEEITH Z &,
FLH B 6 D NHRBERITE RS B SN, ~ U a7 2 — - v a VU BREBEICL D
I O FIEINHN 3T D AR IENL L TR,
~YanyZ— e VEREFHRICHWDERICIE, ~VansZ— .- ea ) B3EBETH
HZERONHERBEICL VAN a7 — - En VEEFRTHDHZ L 2HRTDHZ
hap

4. Rk -

AEICHET SFERALDIEL ZDEH

1)

2)

3)

(A% - AEICEET 2EALDEERE]
AENOFERIZHTo > Tk, EREORBBLEZ 72D, JFAlE LTS HE2R L, &
iR DR LB s/ NROBIF O GIZE EHH 2 &,
FEFREEMEPIREIEDHi~A 2RI T VT A - TET LA T Ly 7 A M) REKR %R
PRSI R AIEMERE (= A ) ITLE S FRFRM: MAC SEDTEEICH WA 854, BN OEET O 77
A RTA 2 VEEBBIORIEEZIT ) 2 k.
FEFEREME TR EE [P D AR OB S HIRIX, U TR 52 &,
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YA 1 511
IMACHE PEESPa AR L 215, L4
LA b o 5 fkie & o A 7 ki
BEITOSZEMEFLY, F
=, HIET HuEMEDH SO
TR THBRIIBLTHEN
RN TH D,

RN Gl A B | R DR 1) U3 2 09 7 2 38 s

(LA )T ERE B oshi-H bk gd <

MACIHE =ThH5,

4) GEREREEIHNELZA SARWVEIERWLPEIEDO L VAR Tk L, 1 H 400 mg
o ETHZEICKY, BE 2~5 H CERIZEECH D, JERPRIE L THEEIT
2~ 3BT D ENEE LV, Flo, LIS R T HRITEIE OBEE DS 5\ EGE
THDHID, FFICREIERTFOREICH 2 BE 72 ETlE, IBE~&T%, Bi22~ 3@k
Gkt UERZBET 2081’ H 5, B, BSHMEPIERSEA LZGAITIT,
oM LA R TICANRERA (F ) 0 RN 2 8) ~OEENLETH D,

5 7 I IVTREYYEICKT AARFOHEGMENIFEAIE LT 14 HE L, SEIZ U THEIZ
BHHIMZIERT 5,

6) KK~V ansz—.. e VEREICHWDIESES, e bRy e ¥ —37

T — e L TC1E30mg, AATT— A LTC1E 20 mg, TS TV — )

M) AELTLIE 10mg, =V AFZ7 =L LT1E20meX IR/ 75 LT

18] 20 mgD V0> 1 Al &2 IR 5,

5. BEERSARELEZDER

EHEBE (ROBEIZIFEEICHRETZ L)

1) fho~rnaF A FREFIC L CREVEDBEEREDO & 2 B

2) HFSREREED H 2 EBHE (IFEREZELIE2 2 L0305, (TRIEH] 0HEER) ]

3) BHREREEOHHEE LMTREN EFTI26EZNNH 5, (HAEEH] OESH)]

4) DEBOHDHEF, KAV U LAMIEDOH D EE [QT R, =4 (Torsades de pointes
ate), DEMEBIZETZENDS, (TEIEM] OHEER)]

5) miimE (IEWE~0Y ) OHESHR)

6. ERELGERMIELZOERARVRESE

BELEXIE
AN~ a7 H— - Br VEGYEIZHW DB, BRETEREIZH O B35 Mo EE O RAS
LEICFRH I N TV AR, EHERS, ERXREERSEOHH EORBEELTHERT D Z &,

7. HEEHR

AFNT, FFREIEEET ~ 7 10— P450 (CYP) 3A BHEIER 2 H 425 Z L 6. CYP3A TR &S
LEFNEQHH LT &=, PRI ORI PEE S i FyREN R T2 /REMERH 5, Fiz,
AFENT, PHEEAEICHT A EERZ2AT D2 8000, PHFERE 20 L CHEE & 5 35|
EOF LTz & &= OFHZERI O AE S U RN ER T2 0REERH 5, —FH . KA
CYP3A IZL o> TR END Z &b, CYP3A ZRHET LA L OFH L7c & & AFIOHE
EINREROMAPREN EHT 2 REEMENRH D . £/, CYPIM 2FFE T 2 8AI L OFH LTz
& X AREIORH MR SN ARZLRO MR EIME T2 AIREMER H 5,
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(1) tRESEZDHERE
GERER (BFALEGWLCE)
AN BRARAEIR - $EE 1A B - fEBRIE T
EEVR T ik & . D = M A B IRIAHI O CYP3A IZx3 D BLEE
F—7 7 (Torsades de pointes Z&de) |[HIC XV | K O3 H

5D E SR BE 23 s &
hfb\éo

T IAF I (T H I
AT, Ve ey I
A VERER) A A A

1. A 4 oD EL S A FIE T &
EZIBEhnrdH 5,

VAV
ZRLFH b ZR U FY b D
VNN DEEEIZ BH L, EOERNE

LEET I BENDLH D,

7 A E R AUV
X I ALy R

oI ERAIOVERE O L
REPELL LA TLBZN
D%,

BHETT 4 ERERNO7 VT T2 ARG

TR FEWZIA U, 2 OFER T8RS
HBZENDRH D,

FHTLul FH 7L oa Lo i EE R

7Y FLL ERFTHBENALH D,

A TNF=F A TNF =T OMAPEEN |

A LT INE T L. COERAPEMT 535%

NRdH 5,

TAFTLENL
2 RS

DR —

T AF T L E L I EE A
UL PR BEE L 7 B
PIEL, HIE (LT HoBENRH
60

ANT TV R

WEDHRIR» D oD Z &

a7 73§§)6o
R N7 T 7 A (HEWEY) [ <% N7 7 7 20 H &5
RRXT LT AR WZOFH L7353 A IEI5 R BE =

HORBDHERT DTN
b5,

TSI END DM FPRED k-
AT DARMEDRD D,
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(2) ftRFEELZDER

BEREE (BFRICEET S C

&)

TWLHDOT, YAEf o
FEOHER ., BREAEIR, LEXFIC
EEL. REPEOLNIEHEI
T, G EZHET 52 L0
IRALEZEFT S 2 &,

AN BRPREAR - HEIE T 1A BEFF - fEBRIA T
Ak WS, WA, IR SR S AU ASH O 15 NI L2 6d D 5

BIZLY, AR OREL
BRSNS, b LIE P-
BEEABEEZNM LY AF v
DEENHEFSND Z &ITX
D, ZOMPEREN BRI D,

A VIR = VIR SR IMBERE T
#l

TV TR

%

Kb (EREECEL &M
%) BEEINTWDHIOT, £y
WERO L TZHE I, &5 %2 H
1L, 7 RSO 73
B E1TH Z &,

M IR Cld ey, KL
ORI X0 | A O
WREMN EHT 2R RH 5,

TR B
TAHT 4V
T 74U K
v uaARY
27 ) WA KF)

FEFRIEAN O MR E LRI D 1E
FH O¥ERE D AIREMED 8 H DT,
FE RO D i iR BE DHERB S ITIE
BL, BENRED NG EITIE,
P 58O FREICH IS O B 7o AL

TRE Y AR EEITH 2 &,

7 RANRREF FEFCHEAN O i AR EE B ST O B

TV 7 BT WA RFRIE R HE S TWD O

VUNRALTF T, BERRBD LNTHAEITIE,

TN AKF P - B D FHHEIRH 1S 3 B) e AL

(EIRN AR AT BEEITHOZ &,
EHERERRE E O & D B ITIT R
BTHZ L,

aLeF e FUOMmHPIRE RIS

eI (L BRI FHERERE
L OBAE, I, MR, A,
FHEE) PHRESNLTNDHDT,
BEPRO LN HAICIE, &5
O IR 1L EE O U 72 ALE &
1952 &,

¥, FESOTBIRICEE O H 5
BET, aLeF a5 TR
B, AR EPFR LRV &,

AFKID CYP3A (2%t A HEE
FIZ X0 | ZERREEAIoH2
EIND,
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RUVPTRE R
CYP3A TG S 41 % 257
[NV A
T A
%
FEERIHURE 1P 3K
CYP3A THUH = 41 % HA
J T FT TR
i}
e
VYEIZIR
NV RT
TFLL )
T U MY X BAKFERR
b=
A1V T BEEGUA
CYP3A TG = 41 % 354
=Tz
RF N UV
e
VAT 77 b
V)RR
RARYT2TZ7—¥ 5
FHHAI
VIVTFT 4 v
/A== 3
HZHTT 4V
T YR
YT 4T
s
7= U RG]
UNLT7r UL A YA
K& # %t LK
A% va BRI KR
Tz H=)/
AR ey /= 3

FERLEEAN D i iR A BRI D AE
FOYERE D W REMED 8 5 DT,
BENRD LN GAICE, &Y
EOFERH 1L O ) 72 ALE A
iT5Z &,

ek, MARTHZAZEBNTL,
AFNE OPFHITRET 2 Z &N E
LTy, RLaEdif
HT 5581280 TiE, by
2 DR ZRICEET D2
&
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RE NI TR (MG
)

N7 T 7 AOHERH G-I HF
MLESE, ~R b7 77 ZDE|
TER RS DR800 dH 5D
T, XXM T RAEHET DL
LB, BEOREBLIHEICHE
T5HIZ &,

PLiEE [ 7

CYP3A TUHf=4v, P-¥E

B HE CHE S0 5 3R
T XN
UR—pm o3

P-HEEBAE CTHHEN DS

A
HEH T oo TRy
77—k

T Y0 hUVER
HoKF

FERLERAN O R EE EAICHE S 1
M O¥EFRE D ATRENE DS & 5 D T,
RENBO LN HAEITIE, &G
DFETR 15 DY) 72 AL E &
&

)

N

I
Y

[y

AHN D CYP3A KO P-FEEEAE
(X D FERICEL Y ERE
SEFH DA B OWHEH 23 PSS &
N5,

AH D P-HEEAE KT HEH
EERICL Y | EEROHEL
NEEIN S,

A F7aFy—n

HIV 7'a 77— LEA
U rFen
£

ARFNDRZEACARO IR EE A1
X2 EH O R%E O T REMER &
Ay

F/o, A FTaFYy— oA
BWTIE, A bZaf Yy —olm
R EE LR S TER oS D
AREMEN B 5,
BEPRDLNEHAICIE, &5
EOFAEICH 1L O ) 72 ALE %

KA & EFEHA D CYP3A (Zxf
FTAMEEEMRICE Y FHEIZ
R ESND,

THZ &,

26




V75w TF AEFRIEAN O I FRIREE B FAZLE S E|A K O CYP3A (kT 4 HEE
ThTEY FOBERE D ATREMN H B, A& | ZEFEF OREH R

o, ARNOREAAOM PHE|IF SN D,

PR U {EVERE O i | £ 72, ZERLREAID CYP3A4 (T
BB U ABIOEM ARG T 5|9 2FEMEMIC LD AAIOMR
ATREVEDN B %, AHMEtES N D,

RENRBD ONTHAITE, &5
B OFHERC A L% O e LE &

1752 &,
V7 rrevy RN ORI ML EE DMK T | 250 A O CYP3A4 IZXFT 5 7%
7By L. ISP O f PR 2SR BRI K0 AR oA ME
= = TOAREMNENH D, AAIDOIEMBESND,

T A AREE N B D DT, FhE
O IR O ) 22 JLE &
11792 &,

8. ElfEA
(1) BMEROBE

AR A R AR 5 D B 1 JE BUBRE 23 B & 700 B A 2 SR ME L T 7y,

(2) EXBEIER & B

(M

2)

)

(4)

(5)

(6)

EXGEMER (HEETE)

AVD . TFI4SXF —vav s, THF 747X — (RREE, 588, BIRS)
ERZITIENDLOT, BEZ ATV, BFELPRBOLNTHAEICE, 52 IEL,
WE 7R ALEZIT D 2 &,

0T . =4840 (Torsades depointes ZEE)  (DEME : QT 2ER . D FHEH (Torsades
de pointes Z&te) ., LEMENHHONDLZ ENHDHDT, BIEEH7ITITV, BEN
RBOOLNTHEAITIE, BEEZ PRI L, EYURAEEZITY 2 &, 2B, QTAEEZEDLERD
HHEE, EAY T AMIEDH HEFICEBTUIFFICERET S 2 &, (HEEHE) 0ES
)

BIERF . FFHEREfEE. FE. FFA£ : BUENS. AST(GOT)., ALT(GPT), vy -GTP, LDH,
Al-P @ ERZEZ M FHEREREE ., E, TARER"H LN EXH LD T, BlEE 40
ATV, BREDRBD N HEIE, &GP, E@URNLEZTO 2L,

m/hRiE A, RmEKEA . AmtEEm. GmBkED . J|ERIERAE : (/s LI ER
Do IR, A mERED, BEERIERIEN S LA Z ENHDH DT, EMICHREZE
17972 EBIE 251247V, BREPRD ONHAICIE, #5201k L, @Y R0E %217
DR

PEMHREIREMAELE (Toxic Epidermal Necrolysis : TEN) | KR /& # I AR JE f& ¥
(Stevens—Johnson fE{EEE) . BMAIEE : R ERACESERMFIE . F2 R RENRIRIEMERE. 2T
RLBENR S HOND Z ENBHDLOT, BEL+HIATV., BENEO ONTHEITIE, &S
oL, BIEREFRVE CHIOERGEOED)RAEEZITH 2 L,

PIE SEIREE - RIEEMERT 2 « Z8EA. ngmik, PRURIREE, Mo X ARS8 e . AFREki 255 21 9 PIE

27




JEWERE - EMERRADN S5O ZERHLDT, ZOL I RIERN™D b= HEIC
X, BEHEHRIEL, BB RERVE CRIORGEOBYIRIVEZITO Z L,

(1) BEMXER, HIMAEXER - (ARG, B RIBREOEE R KERPH Hbi
HZENHLHOT, . HEO TFRNRS S ONT-HAICE, &5 E2FIE L, @Y7 0E
ZiTH 2k,

(8) HEIUAABLARIE - AR, MO, CK(CPK) R&H-. MR OYRFI AT aer ER 2R L
T OMRHREN S S5O D Z ENHDH DT, BEE 51TV, BENBD L8
AT, BEEFIE L, B@URAEEITY & & BT, BBUHRMRIEIC L 2 ArEBREE D5
JEICEET D Z &,

(9) =Bt . it (RERIAM:, I A7 0 XA EMHRRIES) PEobndZERHLDT,
BEE T DIATV, BREXSRD ONHEICE, 520 L, @YR0MEEZTTH 2 L,

(10) RHFES. REEMEMERX  SMEBES. KIEFHEEBRR DN ERH D
DT, BEZTHIITV, ZIRFEOIERCM A7 U7 F = i E 7% OBRERER T AT L2
RO LNTHEITIX, E5EPIE L, @URLELSITH Z &,

(1) Igh MEX : IgA MERNLLDONDZENHDHDT, BELZHIITITV., BEDPRD S
NEEIE, %5291k L, BWYRAEZITH Z L,

(12) Z=H|MEBBUEAEIREE O - PIHER & LTHRE, BENA LI, S HICIF#RERE, U oo
HiENE, BRI, AFEREREE L . BN L OSERHBIAR A 0F O IEFME O FEE 22 m Uk 3
oL ENHLOT, BEEZHFITITV, 2O XD RIERNH L ONTHEITIE,
ek L, WYRNEEIT) L, BERIRE LIRS, BEL SRR ES OMER A
HRH DL VIBIET D2 NHIOTEET L L,

Q) _ZninEIEA

Z DR DEIHER
FEHOL 5 RRERR D &b BT 1%, FERTE U T, WAREETH = &,
B AR
B RIBED | 75 PR
WHE, . RIE, ORED . RMETY | BEMEEETY . HAET) | M
IR T " e =

YL IR RITY . LOWLOR) PO, GEGE

BRER WRE R (C3A5%) . HE™Y, BOERT™? | AR

Bl WErL, BEASPUE, MRS, MR, TR, RACRR, R, D

HiEER . ,
Nk, FR. FLEA, ABENOLATY T, Dl lFEar?

iiihi; 3 AFRRERIEZ

B AST (GOT) B4, ALT(GPT) k4. y -GTP b4, LDH E&-. Al-P b5

i - Bt i PR

AR, VRIE, 0D AREED | BT B CK(CPK) LT R,

Dt .
Tof PR, AR ifpE™ >

E2) hobhimaiciikbsshib+s2 &,
3) BRUEFRERLERE (T4 X)ITHESBEEY A NI TUDIL-FTESLOAYTLYY
A (MAC) FEZ R & LT=-HERTRH LN -BIER

BAEA

AIRAE, B, O FEV, Bk, MEEoE, B, R, =8 2R,
EEGECE R

HENEZ . BRRUGS, RESUR, R R

28




t 1
Rl
B

DREEISGER, BRTEEISE, HERE, Huh, WRIREC. AR

BB, € OFER, BORBIREE, SIE. WiEE . RS, JtitimiE

RIS PERUS, FIT

- T L, BACRER. M. WRM, WRPEENES. SRR, IR R,
R, B, 0¥, &x FEA

ik AmEREA . B, FARBIER M, hEkEd . B s
FFHERESRH . v —GTP L&, A1-P 5. AST(GOT) k5. ALT(GPT) k5. AHyt

i 5 SWEMEEIE, IR, vV e s BR

B 2MEERESE, BIN ER, 7L T7F=FE5

AhEgR FE S FRRIER, D Y NE

- B i AR, BATE
mEMAE, FUZUEY FER, @REBMAE, K0 ) 7 AMmfE, Rk

Z Dt JE, TITF—EEH, WU HE, BR. Leo< b, BEL ME, I

Lol WE5E bB5

4) A)anys— - E0YRREICKHT SRERE (3HIGA) TRHLONENER

SR AR
BEE™ Y #5. £ IFE
FABER UER . LU, D FE W, IRR. AR, 5 OREE
- T, ERGE, BRTEEE. M. IEEREE, NN, B, miEgk, N,
Bh, FR. FBEEYE, o0, T ERBR. Wi R BARNE
i GFHERIEAD . AFRRERIE S A, FAMERIE S ki
— AST(GOT) b4, ALT(GPT) E5-, LDH E&-. v-GTP E&-. Al-P 5., v UL
S EY -
REABME, N Z7U®Y RER, Ravxso—v E5 - @b, REES
Z Dt PE, IREE LS. JARRE, BUR, B, BB QTIER., VU UHE, RIE,

JUINEE 7N 20

H3) ZOX)REAICERSGEPIETAZ &

E4) BRz2 15TV, BEBRD NI HGEI3RE 2 PIET 572 EOWEY) R LE 21T 9
Z &,

(4)

(®)

AE AR AR AL R UBRAEERE
Rk L

BRAR. SfHE. BEERUTHOARSERIOREARTAE
Rk L

29




10.

6) EM7 LILF—Icdd 5 EBRVHARE

AIXE LY ¥

£ (ROBAICEBEELENL)]
1 AFNK L CHEVEDBEERE O H 5 B4

EERE (ROBEICKEECEET S L)
D o~ vZ A FREFNK L CHREUEOBHEREO H 5 B4

BEXGEIER (BETH)

0)>3v7~7+743#9—:vﬂy7\7%74?%7—(@&I% R FEIRE)
ERITIERDDLOT, BEEZ ATV, BENIROLNIHEITE, &5 2H1EL,
WY 7R ALE 21T D 2 &

T OHOEIER
BHEEANEA
BEUE %Fm>%5¢ﬁ
E2) bobhiHalcidksezhibt+s2 L,
. ERE~NDERE
mERE~O®RS

—MRIC A T, AEERREME T L TR D . MW IRES RS D BB H DO T, H
HICEETDZ L,

bEim. Efm. BRIBF~AORE

Hig, EiR. BELBE~OERE

1) #EWERT, BEMICEERL b EHAREICE T, RIEEE (LERORY ., O
HA BEIEILE) PRE SN TWDOT, i SUIEIR LT\ 2 aJREMED & 2 e tEizix
%%L@ﬁﬁiﬁﬁﬁ@%iﬁékﬂméhéﬁA IDREBEETH L,
7B ESMIBIT R TRO LD W ERHH,SDRT v b (156~150mg/keg/ H) N CD-1
F~ 17 A (15~1, 000 mg/ke/ H) IZFBWT, %ﬂm%ﬁv&%ﬂ% mERD LN D REHARET
7 b4 ]\HSLEL \_'[\_A‘J_Jﬂl %E%IU < ljxﬂél\b% Z;” u»u&) %ﬁ/bf_o if\_ ‘]j-/l/ (35'\“70
mg/keg/ B IZBWT, BEIIC ﬁﬂ%%bh@7mm&yaf9m¢1m WARIAREDORRIR
DI LIV, HF. W, BRICIZEF IR o7,
Flo, Ty M7 TZ YV Aa~v A (160mg/ke/H), T2V T7 Y — (50 mg/kg/ H) LY
TEX Y KR (500 mg/ke/ H) ZOFHEE L7cRBRICEB T, BEWToOEMEOH
i & & BT IO E S| OHEIENFRD LTV D,
SIHIZ, Ty M7V A~ (50mg/kg/ HELE), 97T —F RU oA (25
m&yﬁ)&UY%#//)/mﬁ%(NOM&QEML)%4 [ R OF % 5 L 75l C

2) tb!ﬁ¢&%ﬁ¢é &ﬂ#iénfwé®f\ﬁ%*@ﬁ@mm\ﬁﬂ&5¢mﬁﬁ
ZRETESEDHZ L,
B, BWER(T v N O HFIREX, PREOK 2.5 /5 THERE L7,

30




11.

12.

13.

14.

15.

16.

INRFEADEE

INREADEE
(R AR R VR R O AE RIS b 3 2 2 b sr L CuZgyy, (BB 220 )

FRARBRERRICRETHE
AR

BERE
A L7

BAEDIE

BRLDFE

D VUFRTROIEFICIB O THMTHEAT L 2 ENEE LW, BFOIERIZIG CTHf
HBERGEITIFU T OREELSBIHHT 2EAOR M A BRE LRIRT 52 &,
(1) PERELLEOREFIZV 77 BV LA E ORERH D,
(2) invitrofiE I OKFHNZIBWNT, 7V 2u~AT bl Rhvaxho oIy ar

Xy OFRAZIE IRV LIBIER) B0 bn-E0WENDH D,

2) #TEE:BEACOEYBHERRCRRIABTNVI=ULEH LSS, 77 ZAn
~ AV URANIOWIPME T T2 & OWMENRDH D,

3)  EEHIZATEE : PTPOEEDOIANIPTP > — b SV ML CIRAT 2 L H4rE+ 2% Z &, [PTP
T— FNOBBIRIZ LD | BEOELA M RIEREEAEA L, EIZIE R LA R 2 U CHERRN 2R %
DEELRAIHEEZIRT D Z ERRESN TV, ]

ZOHDEE

ZTOMDIEE

1) Zy R MZTEXTU KW (2,000mg/ke/H) &F >V 77— (15mg/ke/H L E) D
AVERPERE OB LR, RO 2T X2 KR (500 me/ke/H) . TV
77— (100me/ke/H), 7T U Aa~A 3 (25me/ke/H) D 4B PEAROKEE L
HERC, TEF VU LKW E BIRG D WIIOFH G LB SRR SRR D H LT
DO, FEEILTEXF VU KRR BRI L2 O THY | KN THIH L= O
TIERWZ E DRI TN D,

2) ANJ)anNya—-EnYORBEHELDER : 7 VTSIV NVFEOT e bR A
Ve X =T RV K, 7T ) Ana~ A 2 EOHAEWE OR8G5
THEL T, PC-IRFEMEGRER DY ERE R IMABRYEIZ 72 2 ATREMED B D72, PR FERER
BRI L DBREHIEEAT O HEITIE. 2D OFEA OB G T % 4 W LFEORE R CHEHE
HTENEELY,

Z Dt
A L7

31




1.

2.

FEHR
(1) FHFIBEER
AR L

() BIRIEERS
DR L

(3) REMFERR
AR L

(4) Z OO IR
B L

SRR
(1) BES SRR
BB L

(2) REHS B
BB L

Q) EERAFMHER

X. JERRIRERERICBEI HIER

VIL. 10. #hw, PEMm, RIEF~ORELGOEHEZSMR

4) ZDhoEkEH
MU ER L

32



X. EEMFERICETHIER

1. BEXS
BUA - AL SR
H1) BFE-EMEONFEICIVHERTHZ L
HRRSY « 3% L7

2. AR XIIERBR
AR « 3 AR IZREAD

3. & - REEH
Il SRR

4. EFEFZEWLEDEIES
1) ZERETORYHFEWVWLEDZBERIZDONT
VI 14. @M FoEE0E Y MK

(2) EHIZFEFDERZLZDNT
BATANTER T A R
<FvoLsy : A
ZOMOBETEM - A

Q) FAFBOBESRIZDOINT
VII. 14. @ FoFEE0EA> SR

5. RIBEFHSE
A=A

6. @
HEETERE NREEE, BEUIEEE)
PTP )%k 100 #£. 500 &

7. BHEOME
@RS ME
PTP it | PTP: RUMi{fbkv =1 7L




10.

11.

12.

o - BBE
[Fl—m%sy : 77 U AEE 200, 7 7 U AEE 50 /N,

7T VARTA ey 10%1NEH

77 V¥ FEE200mg, 7 7 Uy REE 50mg /N

771y R RIA4m 7 10%/NE

77 AxAu~vA o8N H 50mg [ R
Z/NEA 10% [ h—1D |

H
—7 75 RRwA LRIy

FIZhdE : = Ra~Af v, Vatbef vy, TETFAAET A0, FHF~ AT,

RELTA T ITATAVUERTEAT L, nXR AR,y TVARYA Y

. EFfEEFAR

1991 423 H 29 H

HWERTEAZFABRUVERES

RERTAGRFEA H HBE

20064 3 H 10 H 21800AMZ10191000

20134 2 H 15 H 22500AMX00573000

EMEEWRSEFEAB

SEAT FEMEIN A A A S
20064 7H 7H
20134 6 H 21 B | IFBAETIZLD

MEE - HREM. AL - AEXEEMFOFABRUVEZOAR

ML - HEBIEEA B £ 2007 4 3 H 23 H
WA THE - &) 2E8ICebE5on—&

V. 2. 7530 2a~vAYy, TEXIUIU UAFE A AT T — VO OEE OB

RIRE - AVAEI, AL - HEBEA B - 201041 H 5 H

WA LT O FE s 2B L7,

d #
1R AR
I N <l >
o | AHICEBPEOT B UMRKEE, VoV ERE | AAICEIEO T KU EREIE, Ly ki

JE. MRERE., T 2787 (7 TR
T B T—V A ATV,
LU RTR, ey Z—F, ~
* FRANLT hav ARG, 2 FIVT
B, v~ a7 T A<E

B, WRHKE, €7 2787(T TR
F) e AET—=V A A TNV,
LVUARTIR, HrERnRs A—fg, L
ThARVT Ay ARE 7 TIVT
B, ~A 2T T AR

34




o

Hr

Bt

anp
o

< JESEIE >

FATME B G TEGIE RN B Y |
U N e U UoNEig, BEIREE, Sh
55 - BVG K OFHTAISE D R, 1L
JE RN, HEHE - MEEEAE . Rk, Sk
ERE /N N ) N e L e €
O REGe, RIER, FESEER, K
GuPERG I, T HEH R, Bl R kR

%, WRLEPHZ ., AR

glE -

2. 518 -+ HEBREICB T 2 2
7 H— .« En Y EYYE
< R T A >
AENENEDA~NY Ny Z— . vrl

< W JEE >
Higss - + BBEEICBIT A~ a X
7B — -« v'n Y YE

< JICE >

AT G RRGIE . TRAENE B R YME
U oRig - U UoRiidk, BHREE, St
15 « BG KR OFINAIE O &G, LM
JEPRANRE . WHSH - MESEZC, Rk, Ak
KRB, W, MR, 1BYErER R
BOWEG, JRIER, FEEER, K
GMENG I, HER. BlEPER. B E R

K. HOEAPRAR., TR

2 FHERERZ MR B

< i e >
AENBM DO~ axXy TV LG

<GB JEIE >
~AanxgTI)uh - TEyLaL T Ly

7 A MAC)JE 7 & e FERERZMEHTRE BE

3HIEE - + RGBT~ an
7 H— e ¥n Y ERYLE

< >
ARANENEDA~NY any Z— vl

< JE eE >
BiEG - + _fBERIcs T 5~ an
7 Z— - v ) EYE

35



IH

B

ik

B

2. HES -+ HRESIC

1. — R GIE
WE, RANZIZZ 7V An~w AL e L
T 1 H 400mgUifili) % 2 BN 43 TR
BET %,
7k, AR, ERIC XV EEERT S,

BlifA~Y anx
7B — - v'n Y EYE

Oz z2u~vAL ., TEFVVY
IR NT v 7T — VR OEE
WH. RAIZIZZ 7 ) 2Aa~wfur b L
T 1[H 200mgUifi), 7EF U LK
i & L 118 750mg(ifi) k7 > v
7Z Y —)L& LT 1[H 30mg @ 3 %[
KRlZ 1 H 20, 7 HERO&EET 5,
B, 77V 2L LU0, HEIZS
CCHEHEEETHIZIENTED, 2EL
]¢j4omngjﬂﬁn_Hztj%iﬁﬂkiféo
OrsJra~vAy, TEFVIY v
KF R OA AT Z > — N OSE
WE, AT 7V Aa~w AL
T 1[5 200mg(ifii), 7EFT Y K
iy & LC 1| 750mg(Ifih) e N4 A 7
7=k LC 118 20mg & 3 F % [FIF
\Z1H 2\, 7THMKROEST 5,

B, 77V 2L 0T, HEIZS
CCHEHEEETHIIENTED, 2L
]¢j4omngjﬂﬁn_Hztj%iﬁﬂkiféo

1*xmmﬁ

WE, KAIZEZ 7V 2~ b L
T 1 H 400mgUfl) % 2 [ENC43T TR A
BehH9 %,
IE. AFEHR, EIRIC X VT S,

2 FERERZ DU BHSE
HWE, RANZFZ TV 2Aaw AL L
T 1 H 800mgUifif) % 2 [ENZ 53 F THEM
BHETD,
¥, Fils, SERIC

I HIEP 5

3.HIEE - T BRI oY 3

7 Z— - vn Y EYYiE

Oz V2, TEXFIVI LK
T 7 > 75— HOSE
WERACEZ 7 Aa~v e LT
1[5 200mg(Jiff), 7EF >V kFnd
LT 1 [E 750mgUf) VT v Y 7'
V' —)L LT 1[E 30mg D 3 Al % [FIFFIZ
H2F, 7HMERAKRET S, 2B, 77
J2a~<A0E, BT U T EHY &
THIENTED, 7272 L. 18] 400mg(/]
)1 B 2[E% ERET 5,

Oz V2B, TEXFIVY LK
e A A 7 Z ) — VO OS5 A
WERACIEZ 7Y 2a~v e LT
1[5 200mg(Jiffi), 7EF >V kFd
& LT 1 [\ 750mg(ii) e VA A 75 >
—/)L& LT 1A 20mg @ 3 A& [EFFC 1
A2Mm, 7HMEOEET D, 2B, 77
J2a~<A0E, BT U T EHY &
THIENTED, 7272 L. 18] 400mg(/]
)1 B 2[E% ERET 5,

36




ZhHE - HVESEIAEA A C 20104211 H 15 H
W - LU O TRy 2B L7,
1A B
1. —fRIEGE 1. —fRIEGE
< 0 s A > < 0 s A e >
AHANEMED T RUBKE R, Lo EKE | AFNCEMEDO 7 RUKER, Lo ERE
B, MiRERE, 7787 (7701 A B, MiREKE, 7787 (77012
F) AET—=IVRAR AT NP, T) AET—IVRAR A TN THE,
VIUFRT/, Areans g —g, -~ LA R TR, hrvue g H—g
TrAMNVT hayhRAE, 7 IIVT TrAMNVT hayhRAE, 7IIVT
B, ~A4 a7 T AVE B, v A a ST AR
< JEPESIE > < JEEE >
FAENER G IEYLIE . RN B I YIiE | FAENER G IEYLIE . RN B I YIiE |
U~ U iR, BIEREOE, Fb U~ U iR, BIEREE, Fb
15 « BUG R OFINAIEO &g, T | 15 - BVE R OFINAISE O &G, JTR
JEIDHMRE:, WHER - MEBRAK ., Rk, Sk | BEPEIRSE. WHER - MRBEZ. RHkk. 2tk
KB, Mgk, MBS, 1@MErplasp | KRBk, ik, Mg, 18 MR a9
BTG, RIER, TESEER, K| EOTWREG, RiEKXK, FEHEHERX, K
2N YePEfmde. REH . mISER, R | GeMERR. RER. BEISMER . R
4 %K. R H S %ﬁ% %y R H S %ﬁ%
B 2 IR IR B 2 FEAE IR B
A > < R >
R AFNIEIED~ A 287 F 1 7 LR AFNIEIED~ A 280 F 1 7 LR

<JEPESIE >
= =AY/ A2l Iy AVNEN S Ay VN I
v 7 AMACHE % & T IERERZ DU BIE

3. 8/IEE - T IR
g X — -« En Y ERYYE
< i B e >
ARANENEDANY Xy H— -

BFoHNY 23

|=g =)

< eE >
HIEE - + HBEEE R~ an
7 B — « B JEYLE

< JE >

A aANTFUT A TET AL T L
v 7 AMACYE % & TeFERE UL I IE
3 gy Z— . ' n ) RYLE
< i B R >
RENFENED Y axy Z— 'l
< iAE >

BiEss - + _1EEE%, B8 MALT U > X
I il LA N T o e et e e A

RSS2 WHLERIIRRE B IC B D~
U oy H— . ¥'r Y RRYE

37




IH

B

ik

B

1. — G IE

WHE, KAIZIZZ 7V A~ Ak L
T 1 H 400mgUifii) & 2 [ENZ43F TR M
BET %,

7k, AR, ERIC XV EEERT S,

2 FERERZ I HURS BIE

WE, KAIZIZZ 7V Ar~vf e L
T 1 H 800mg(ifi)% 2 [R5 F TREH
BhH9 5,

2. AR, ERIC XV E T S,

3.8 - L _HEMESICR T ) =8
74— s e Y RRYYE
OrzFV A~y TEXFVVY UK
T N7 > 75— HOSE
WELRACIEZ 7Y Ar~v v LT
1 [B] 200mg(Ji1ii), 7 EXF 2V LoKF
& LT 1 [E 750mgUMi) e VT v Y 75
V' —)L & LT 1A 30mg @ 3 #lZ [FIFIZ 1
H2E, 7HMRORST 2, o, 77
VAB~A 0%, BTG U ClE &
THIENTED, 7272 L, 1[0 400mg())
il B 2 E\% ERET S,

O 7V A~ TEXFVVY K
TR O A A 7 Z 7 — VR OSE
WHE L, A7 7 ) Aa~v AL LT
1[5 200mg(Fiflh), 7EF 2V KT
& LT1RI750mg(fi) L A A 75 ' —
L& LT 1E20mg D 3F|ZFRHICZ 1 H 2
|, 7 AR A& T 5, ks, 77U R
n~A Y, MBS CEREHEET S
ZEMNTED, 7277 L, 118 400mg(Fi1ff) 1

H2FZ%ZERET D,

1. — R YIE

WHE, KAIZIZZ 7V A~ Ak L
T 1 H 400mgUifii) % 2 [ENZ43F TR M
BET %,

7k, AR, ERIC XV T S,

2 FERERZ I HURE BAE

WE, KAIZIZZ 7V Ar~vf e L
T 1 H 800mgUifi)% 2 Rl 53 F TREH
BhH9 5,

2RE. AR, ERIC XV E T S,

3 oy Z— - b U RYYE

OzFV A~ TEFVUY K

MR ONT ) 7T — VR OSE
WH LA 7 ) A~ LT
1 [8] 200mg(Jifii), 7 EF 2V KT
& LT 1 [\ 750mgUMi e VT vy 75
V' —)L & LT 1A 30mg @ 3 #|Z [FIFIZ 1
H2E, 7HMROREST 2, o6, 77
VAB~A 203, IS U Cl e &
THIENTED, 7272 L, 1[H 400mg(F)
D1 B 2 [E% EfRET 5,

OzFV A~y TEFVUY K
i e XA A 7 Z ) — VO OEA
WHE RACIZZ 7Y 2a~vwA 20 LT
1[5 200mg(F1ffh), 7EF VU LK
& LT 1 E 750mgUM K A A 7 Z
—/LE LT 18 20mg @ 3 HlZ&FFZ 1
H2[E, 7HMRAEESET D, ki, 77
VA~ A 203, BEIZS U Ci E i &
THIENTED, 72721, 110 400mg(Fy

)1 B 2 [A% EfRET 5,

38




W% -

MESBMFEAR 201147 A 25 H

N LR O TR 2800 - R L7,
IH #
1. R REYLIE 1. R REYLIE
BE., KA 7V RAa~vf v bl BF, RAZIFZZ 7V Aa~vf b L
T 1 H 400mg(Uif) & 2 BEICA3 0 CTRE | T 1 B 400mg(ifili) Z 2 [ElC/i TRk A
BHET 5, BHET 5,
. AFEHR, EIRIC X VT S, E, AEHR, EIRIC X VT S,
2### PUE B E 2### Pl B E
WBHE, RAZIZZ 7 A~ b L | @B, RACFEZ 7V Aa~vf e L
T 1 H 800mg(ifif) & 2 243 TR | T 1 H 800mg(Hififi) % 2 [ENZ i) TR 1
BHET 5, BHET 5,
B, AFEHR, EIRIC XV E R S, R, AR, EIRIC X VT S,
3AU IRy F— - v EYE 3AU any H— . vnr U EYE
Oz 7V An~A vy, TEXV YD K
i 1L /) QONT A VA1 KoL a
W | EE, KACEZ 7V Anv Ayl LT
1181 200meg(ifi), 7 EF 2 ) 2 KF#
& L1 750mgUI R NT > 77
T s L 1 s0me 0 3 xRS 1
o

A2, 7HAMEOERGT L, BB, 77
VA~ A%, MEIG U T E G &
FTHIENTE S, 12721, 181 400mg (V)
)1 B 2% ERET D,

Q7Y Aru~xA vy TEXY Y VK
AR OARA T Z =IO S
WL RNCEZ 7Y A~ ALy LT
1181 200me(Ffifi), 7 F 2 ) kY
& LTI 750mgi R OA AT 7 7 —
Jb & LT 118 20mg O 3 Al Z [FFHZ 1 H 2
o], 7 AMEEOEGS 5, mE, 77 )2
a2~ A v, MBI LGRS
ZEDBTED, 272 L, 1 18] 400me(Ffif) 1
H2m% ERETS

39




B

WE,RAMEZ 7Y Au~x Ay e LT

¢ 1[0 200meg(J)fif). 7 EX U L kFI

% &L LT 1 E 750mg(Afi) % 7 1 b AR
yI7A e Z—0 3 AlaFrEc 1 0 2
W, 7 AN ERGT 5,

M fp, 2TV ABT AV, BEITEL

= CHBEHET LI ENTED, 2l 1
[51 400mg ()1 A 2 [M1% EFRET 2,

ZhRE - ZHRIBINAEA H 2013 4F 6 1 18 H

P DLF O PR 23800 - B L,
E [
1. —EGE 1. —fREYE
< SRR > < SR >
FANCEMED 7 K OBRE R, Lo RE | ARICRMED 7 Ko BRE R, Lok
B HRKRE. 778 T7(T T oA T) - B HRKRE. 778 I7(T T oA T) -
HHET—=VA AV TNVZUYE, VO | WX T—VA AV TNV THE, LA
FT@, a2 —F XTFNAN| XTE, AT HX—]F RXTKEA L
VA RNavhRAg, 7IIVTR. A2 | VX avhRgE, VIIVTE, v A 2
7T A<E 7T A<E
g | <> < SERAE >
o | RTENERUME, BAERER MBI, U | RS, RN R, )
LR ) LIS, BIEIREE, AME - | oS - U LRSS, IR MR . AME -
B R OSPRS00 — Jomide . TEP RPN | I OSPRS00 — Yoy, TP
| g WREE - EEEZS . RbkZS . ARG, | . VI - WREEZS . RbZS. AR %k,
B | e I IR D R, | e I IR S 0 O,

PRIEAR ., FEGER ., ERGNEIGR ., T HE,
RllGege . o EAERR .t E DHZe . AR
2. FERAENED R E

< 30 s R A >
AENEED~ A 2T TV 7 LR

< JEPESIE >

~A ATV A TETLaL T
v 7 AMACYE % & TeIEfE B MDA i iE

PRIER ., FEFER ., ERGNENGR ., T HK,
RllGese . ohEAERR .t R DHZE . AR
2. FERAZNED L E

< 30 o R A >
AENEEDO~ A 2T TV 7 LR

< JEPEIE >

~A ATV A TETLaL T
v 7 AMACYE % & TeIEfb B MDA i iE

40




13.

14.

15.

16.

17.

IH

&t

anb
o

3. N ARy H—.
< B TR >
AFNIE D~V a7 2 — -
<SHE >
B -+ HEBES. B MALT U o)
JEE AR L R D P SE B . L
Zxb3 2 WHRBEHTER % H 1281 5~
Iy H— - v'n Y EYYE

Em ) Y

ey

Gl
3. AN oy H— . ') RRYYE
< P R >
KENEAEDNY a7 2— e Br Y
< VIE >

Hig%s - + FEEE. H MALT U >oX
JE, RS OB PELEBER . B e

= %t 7% P BB ROTA IR 1T B 1T B Y
DAY H— R Y R~ 280

— - b URRBE R

BEERR. BIMEBERARFABRVEORE
RSN

BEETHM
BAERRAN

REHMGIREERICET 51EH
AFNE, B (H D VTEG) BB T 2 HIIRIZED LT 7euy,

L, VI 4. YL - AEICEETHEH EOFEE L ZOBOHEIZEREWEOFHNH 5,
£Ea2—FK
o JE A 55l HE A e N
HOT %% B o1 — L7 hEREa— R
6149003F2011 622746200
(bt —4) (. —4)
117529501 6149003F2232 621752901
(fiE 1)) (fiE 1)
RizfaT EDERE
AFNTZHERN L ORI EKLTH D,

41




XI1. X R

1. SIAH
1) BRI E R S A HPERE - R
2) HFERMRA S ENEER - RHIRF R
3) WISt ARG R - BEEEIREIC BT D MR R
4) BN SERA S AENEEE - L EER IR R ER
5) BFEEAARASH HINEE - AR R SRR s RER
6) JEAETGIEE R R A RYYE R« PUMESRE B o F5] &
7) Griffith,D.E. et al.:Am.J.Respir.Crit.Care Med., 175, 367, 2007
8) Hii MBEEFH : EF L FE, 55(3), 395, 2006
9) JEAGEE - EERIWERERB G~ =2 7L EEM ST E R
2. FOitnSEH
BRI L
XIO. EZE&H
1. EENETOHRFTIKR
LB R e L
2. BB ABEEXIEER
B R e L
XI. {i& =
FDHDEEE R

R Rt A — A=

https://med.towayakuhin.co.jp/medical/product/index.php

42


https://med.towayakuhin.co.jp/medical/product/index.php




SUEARFETT

RMEMRNE L

ABRFPFIEM B 28115

21 hk—1



	表　　紙
	IF利用の手引きの概要
	目　　次
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的・製剤学的特性

	Ⅱ．名称に関する項目
	１．販 売 名
	２．一 般 名
	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名(命名法)
	６．慣用名、別名、略号、記号番号
	７．ＣＡＳ登録番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法
	４．有効成分の定量法

	Ⅳ．製剤に関する項目
	１．剤　　形
	２．製剤の組成
	３．懸濁剤、乳剤の分散性に対する注意
	４．製剤の各種条件下における安定性
	５．調製法及び溶解後の安定性
	６．他剤との配合変化(物理化学的変化)
	７．溶出性
	８．生物学的試験法
	９．製剤中の有効成分の確認試験法
	10．製剤中の有効成分の定量法
	11．力価
	12．混入する可能性のある夾雑物
	13．注意が必要な容器・外観が特殊な容器に関する情報
	14．その他

	Ⅴ．治療に関する項目
	１．効能・効果
	２．用法・用量
	３．臨床成績

	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用

	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移・測定法
	２．薬物速度論的パラメータ
	３．吸　　収
	４．分　　布
	５．代　　謝
	６．排　　泄
	７．トランスポーターに関する情報
	８．透析等による除去率

	Ⅷ．安全性(使用上の注意等)に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由(原則禁忌を含む)
	３．効能・効果に関連する使用上の注意とその理由
	４．用法・用量に関連する使用上の注意とその理由
	５．慎重投与内容とその理由
	６．重要な基本的注意とその理由及び処置方法
	７．相互作用
	８．副作用
	９．高齢者への投与
	10．妊婦、産婦、授乳婦等への投与
	11．小児等への投与
	12．臨床検査結果に及ぼす影響
	13．過量投与
	14．適用上の注意
	15．その他の注意
	16．その他

	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	２．毒性試験

	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間又は使用期限
	３．貯法・保存条件
	４．薬剤取扱い上の注意点
	５．承認条件等
	６．包装
	７．容器の材質
	８．同一成分・同効薬
	９．国際誕生年月日
	10．製造販売承認年月日及び承認番号
	11．薬価基準収載年月日
	12．効能・効果追加、用法・用量変更追加等の年月日及びその内容
	13．再審査結果、再評価結果公表年月日及びその内容
	14．再審査期間
	15．投薬期間制限医薬品に関する情報
	16．各種コード
	17．保険給付上の注意

	ⅩⅠ．文　　献
	１．引用文献
	２．その他の参考文献

	ⅩⅡ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報

	ⅩⅢ．備　　考
	その他の関連資料


