& % 202643 UET (423hi)
* 2025410 H eaT (5200

H AERHE R 0 B

*

Bk IR
B : 34F

[ 7&#FS  [21800AMZ10288 |
| WiFEpiis | 20064E7)1 |

Mﬁ§E$% v 70714 FRITEYERE
T BAREFSHE J77UXO7A 28
DSUROVA T U5200mg [9173)

Clarithromycin Tablets “TAKATA”

B2 (ROBEIZEBELEVWI E)
1 RANH L CTHBIEDBEERE O H 5 B
2¥EYRN, TNVITY I VIEAME - KT A V-
AVTRELTVFE) VL FOBIVITY I VA Y
VIR, ARLFH U b, Y FLFH 2 bEERIE, R
VI LEF Y MK, I FERAVVEE, ¥4 5
TANW (TRINVH), VTV - FFTTT 4,
FATZLVAN, £ TVF=T, AT TV HEEEE, N
A b7 A (B oMERILE O 2 oxEREY ~
NEE AT FEOIEERED <~ MUY v o8E
DORRWRY), VoY FUERE, 7THELY VB
W, 7448V, A7 aF =y AhERE, Koo
ARY) U, INHLT Y, TEVZIVE Y, FIVAF )
YUY ARFVIN - TENLVZIVEY, UFTFNZT
2RG5HhoBH[10.1 B]
2.3 S ICEEDH L BEH IV TF v 2R
HFoB#E[9.2.1, 9.3.1, 10.2 =]

2.
2.
2.

3. MR - MR
3.1 Mk
LRy %y Il
188 FLBERAY), 20 ARE Ry, AFTY

HE 73590 A20|VEE~7AT7h, RE RNy, BEMEK
~ A4 ¥ v 200mg|r AW, e AT—Z, KYE= LT
(Fih) Va—v G ALY . LT~
¥ a BRI A 7V, R VIR — |
80, HIvFoNav, NG T 4 v

3.2 WAIDHIK
452
b il S i
HEn7 s a| (fod Fooct iij
—7 4 Y
#86mm | #025¢ | # 51lmm
4. FHEEX(IFHE

O—fig REZAE
(EREEE)
AHICEEOT FIHER. Lo UVHER. MREKE.
ETVET (TI2NAT) - hBF=VR, 42 TII
CHYHE., LYARSB. ArEONnNy 84—, X7 X
LT RAVAHRB. 753078, xMATS5AYE
GEISEE)
REMEEBBEE. FEMREBREE. VoNE - U
INERS . BMRERIE. 4ME - BERUFMEIEO R
S [IFAEREE. WHE - BER. BHX. aSUSEX
xR, FiRE. BUPRSBFREO KRB, REX.
FEEER. BPuEx. FEX. B2, wEAH
%, HEREABERKX. AR
OFERIME MR
(EERE)
AFNCBEEOY L ANTTYUILE

{gibkata
(RIS

vA4aANIF) YL - FEY LAY T Ly I X (MAC)
iE % & OISR IR EE
OAYany 42— -0l BEiE

(EIERE)

KECBEEDAY ANy 42— - EOY

GEISEE)

BigE - TZiRBEE. B MALT U >/ &, M/
RS E. RHBEEICHT 2 NRRAEEERBICHITS
AYanya— - EQUREE. ANUaNy4— - EQ
1) RELE R

5. REER IR RICEET BEE

(—RRREALIE © WREE - MEEER . RMkR. SMREZ X, B
BE. hEX. BISEL)

5.1 [PiAEWEEEHEHOFII & VESR L, PImSEdk
S-oWBEVE % W L7z BT RAI 0PG589 & HI S
LIRS TAI L,

ANUanNgg— - Ol BRE)

5.2 #EATEIE MALT V) Y 8JEIC g 2 A ansy y— - &
0 ) BRI O ARMEEME L TV e,

*5.3 SEMEM/IMORAEICR L Tk, 74 FI4 V&2 B
L. ANJanzy— -l RERHEESEY &S5
JEBNC D ARBERIGHEEITH T Lo

5.4 HIIE IR A NS EEZE B UAME, A an
7% — - ¥n) RHEERICE 2 HREOIERRNICHT 24
FIVEIHESL L TV,

5.5 N anNyy— - ¥a ) @RIV LBIICIE. ANY
aNyy— - Ea)REETH LI E FLUONHEREIZ X
DAY anyy—--¥a ) EERTHLI L EMHETS
ZE,

6. AERUAE

(— M RELAE)

WL BRAICIEZ ) A< 4 Yy LT1 H400mg (5
i) % 2 B TR 59 5,
B, A RIS X EEBRT 5

GHERMRBEE)

SEHEL RAICIEZZ ) Aa<w A4 LT1 H80mg ()
fii) 2 2 BN TRO%S-$ %,
B, AR RERIC X ) WERET 5.

(ANYanyg a— - Ol BgE)

FHL A2 I Ar< A Y e LT 200mg ()
i), 7EF ) VAP E LT H 750mg (JIfli) &
K 7a bRy T4 ey —0 3F2FEREICT H 2 A,
7 BRI 53 %,

BB, 77V Au~A YU, LERS L CGEEEET S
ZENTEL, 72720, 110 400mg (Jifli) 1 H 2 % L
[

7. AERUVHEICEET 2FE

(—RRERAE)

710 REARE G EEIHERZ A S RVEER W LTSEDOL Y
F A WK Ly 1 H400mg 70 245956221280,
M 2~5 H TIRITEEE T ) o SERD TP L T b 5
X 2~3 BT 5 2 EAEE L, 2 LU A TN
FRISTIEOHBED S VIBAIE T D 5 728D, FRICHIEILT O
KREIZH B MHE % ETIEL B IR, HIC 2~3 H S
Zikie LIEIRZ Bl T 2 LD B0 2. BGHIMHAIC
JERATEAL L 72381218, R L VA 5 7 1A% TE



G (f /o m YRR L L) NOLEBEHFBLETH B, [8.1

ZH]
7.2 LUK A ZHiROWEHRC b‘fi?’i&“ﬂ%)ﬂ?‘é L
FLWs, BEOIEIRIIE U CTHHPRE LY & 13U

@%ﬁ—”ﬁ%ﬁ% BT B A O YRS B E R LR JRT%:
ags

7.2.10 HEEDL Lo BHIC
WEDDH 5o

7.2.2 in vitroMUH A OBENIBW T AF E LR 70 F4 >
Xy TuTuadg T s o HRNE (HER W LA
fEH) f)‘ RD SN2 DL D B o

7.3 77 I VT BERAYEIIT B ARF OB G MIENZER & LT
4 HBE L, DEICS U CTHEICHS YA IEEYT %, [8.1

V77 ET TV EBHLERED

S
CHERMETBREE)

7.4 Jili MAC JiE Je O REESRIEAAIERGERE (24 X) 12FED
WHYE MAC HEDEBICH V2856, BN ORHT O 7 A
KT A &2 BZIPMBELIT) 2 Lo

7.5 AHOHEGHIE. LT2EH3 52 &, [8.1 ]

P B 511

fili MAC %iE PERIBEME 2 MR L 7270 1 4E DL R oo 4% -
e & BN B REEIT) S e EF
Lo F720 BT 20 D20
TR T HIZBWTH B 2
DI TH 5o

R MRS AE R | BRI SO AN 2400 R 3 A% 0 H

B (A X)) 128D |72 D RkBHE ST RETH 5,

FRFEPE MAC %iE

(ANYaNya— - EOBEE)

7.6 7O bRV TFA Y EY =TV TITV—LELT
1M 30mg, A A 75V =)k LTIl 20mg. TXNTIF
—VF My AELT1H10mg, TV ATIT—EL
T 11\ 20mg XA/ 759 & LT1H20mg DT
1 H % BIRT 5,

8. EELEANEE

8.1 KADMIIZH 725 Tid, MR OFBSE 2 <720
GHIE LTS 2 R L. ﬁr@mﬁLzE&m¢mm
W oOkGIcEEDbZ L, [7.1. 7.3, 7.5 K]

8.2 IM/IMIRA PLIMERIEA . e, FIERkRA,
MR ERIEDSD b 2 0D LD T, EMWITHAEZAT
) HREBIRE THIIT) Tk, [11.1.4 BH]

9. HENERZFIIBREICHAYTIER

9.1 AftE - BMEEZEDH 5 8E

9.1.1 D~/ OF 1 FREZIH U TEBEEDBEFED &
3BE

9.1.2 DVERBDH5HBE, BHU I LIMEDH 2 8E
QT LR, =41 (Torsade de pointes = &Tr).
BHEBITIEDNH D, [11.1.2 BHH]

9.2 BREEEEE
KHNOMAFFEEDN LHT2BEZN0H 5, [16.6.1 ZH]

9.2.1 BHgEEERE O F 2R E5HDEE
BE LW L, I T v OIMHHEE LA b
WAE SN TS, [2.3, 10.2 2]

LEA

9.3 FHRpEREEEE
JFrERERE S 2 AL S5 2 L 2sHh b, [11.1.3 2]

9.3.1 FfSpEEERETCINEF L 2 REHDEE

BH LAV L, T F ¥ OMAEE FRIC S hiE
W ShTwb, [2.3, 10.2 BHE]

9.5 114

meuﬂﬁwaéT ﬁ@%ék HE O

WVEAEREYE 2 Fal % LW S b 3 @&?"EF’“%Q
Lo BIERT. BEpIC ﬁ#%%bhémmg Bw
T, RSN COMAERORE, OZFZ., BEELSE) 2

L ENTWD,

B EIMCBT B RBETRD L D LGN H S, SDFRT
v & (15~150mg/kg/ H) KO CD-1 A~ A (15~
1,000mg/kg/H) 1ZBWT, ZRZENBEHWICHE?D 5
b bEHETT v MERISODINERZEIL T 7 A
JRIEICHOZBR R SNz, F72.0 YV (35~70mg/kg/
H) 2B, BEWicEE»H S b b T0mg/kg/H T
91§JEPH§J RAEOBIES A SNH, HhE, Wik &
AT EE LR SN LD o 72,

72, Iy Mz Sy A~ A Yy (160mg/kg/H). T~
V75— (50mg/kg/H) BROTEFT V) VAR
(500mg/kg/H) # PG LzREBRICB W, BETo
WO L & D ITRIBOBE I OBERAED S Tw

sk

kK

%o

EHIZ, Iy Mz ) Aa<A ¥ (50mg/kg/HULE),
FGNRT I —=)VF M)A (25mg/kg/H) ROT7TEF T ¥
U YIKFIY (400mg/kg/ H A L) % 4 EREBEHRS L7

BT, METRIIREE O AL AT
9.6 XILiw
DA RN RO RIEZ ZE L.

BDOHLN TV,

A O/

BT IEARRE T2 2 Lo & MEARABITT 2 2 L8

WHEINTn5,

B, BWER (7 v ) ORI, miREOR

25 THER L7
9.7 /©\B
AR N R O AR R & b 4 & L 7= RRUR

W\,

9.8 S

RAERIT TR LT

— A AEBRRE MR T LCHB Y s iR A RS %
BENDH 5, [16.6.2 2]

£10. HEMER

FHNEEE LT CYPIA WX YRR &N, T2, AAE
CYP3A. P-Hi&HE (P-gp) ZMET %, [16.4. 16.7.1

Al
10.1 BEREZR BHRELAEWVWCZE)

A4 55 FRARAEIR - $ 1| BER - fEkd T
YEY R QT ., LEWA AR H o CYP3A 12
[2.2, 16.7.1 =¥k (Torsade de|%}3 % FHEEH I
18] pointes & &) | X 0. AEREIEAI O

OO R ENER | 2 E SR, Z2h
WRE SN TV 5S, |5 O L EE A I
AT UMD D
Z)O
IVITH I VAN EESOERE KKl O CYP3A 12
MRl - kA 7 = A4 | EIVEH 2B 2§ 34 2 lEAEEIC

VAT ELT | BENDEH S, X0, ZERRIERI O
VFEY v HAHESN, 0
TN 5 O Ifil W i BE A
AN N i ) s 4 H3AWHREMNEN D
I URAYIVERE %o

[2.2, 16.7.1 %

1]

ARV FH b i Fe S H o ML HE | AR F] o CYP3A (2
(R aF) RSB LA T A EMEM IS

SYFLEF b
H

L. TOVEHD#E L
CHIM$ 5BLN

EQUINVERE 3. [2F
HosE S, Th

(r—¥¥vr) Db, 5 I s |k

KL LFH b A5 B REES B

KA Do

(KX 4)

(2.2, 16.7.1 %

]

OIZERFAI L TIZY ROl A# o CYP3A |2

PRI MEAE L AN T A HEREMIC

(VX% 7 A5 E v [THEBENND L. | LY. EER DL

F) HAMLE SN, Fh

[2.2, 16.7.1 % 5 O i s -

] A3 LR D
5o

Y5 TT 4N EilHEHM O 2 ) 7R H O CYP3A 12

(7 F¥uH) G ¥ A DS BEAZ I S A BRI

YTV Z T AL FOENE XD R OR

5740 WM ABEND D HAEES K, TR

(2]

o

5 O i i 2 b

(2.2, 16.7.1 % AT LD H
] 5o

FHr LAV FH 7 Lalloll|R#F o CYP3A 12
(7Y >r%) PR A L 3 A HEMEMIC
(2.2, 16.7.1 Z EATHBZNR»| X0, EiLEERON
1] H5bo HAOHESN, N

%®m¢ﬁﬁﬁ
F3AWHREMLEL D
éo




HHIHE BRRRER - $518 7| BRI - fabRid 1
L TNVF=T A TNF =T DONEARHF D CYP3A (2
([ a7 nEH) H2ms 582 x5 5 HEMEHIC
(2.2, 16.7.1 Z nh»hdb, Xy, AiRgERI N

]

WA ES N 2R
5 DI A b
AT HRMED D
%o

A N7 7T Ul

W EEDIRIRD B 5

AHl > CYP3A 12

et bNBZEN DB MY 2 HEMEMIC
(277>] L0 FERSE A D
[2.2, 16.7.1 % WHHE ST, Th
i) 5 > i i FE 705 1
95 RS H

50
RE AT 5 2 A (1 S B RE O A O CYP3A I
PV 2 S PEE LR | SEBAHIR S 2 8 5 2 B RS

Ak

U o83k ~
Nz &), Bx

ZNHH 5o

L0 ERFEAOR
WHE SN, Th

NiHwmEo~< v 5 O I H i B S

MoVl Y > o3 E AT B e D

O H =) %o

(REAZ L7 2%)

[2.2, 16.7.1 =

]

VIV FUHERE (Vg Y R rold A#Hl o CYPSA 12

(5v—%] DSBS U TEH 3 2 SR IS

[2.2. 16.7.1 Z|PWRT 5BZN L0, EidEHOR

] 5o HasHES N, Fh
5 O I A i B A% |k
HI 22 H
;Q)O

7TFELY UHE
P

7FELY ol
TiEDT 1AL

AKH > CYP3A (2
x4 A BHEAE I

(ZFV3IX) TEH O3B A3 k| X 0| ARl
[2.2, 16.7.1 Z|TAEBEZNDED 5. |HHHESN, T
] 5 O i H i BEAS |
AT RN D

za)o
T4 ALY T4 AL yOIULARF O CYP3A 12
(L4 7) PIEEEAE LK Rix T 2 EENIC
[2.2, 16.7.1 Z|ATLBENDDH L0, LLEH DR
1] %o HOHESN, FN
5 O Ifi H i B Y |k
A3 B R B

%o
A Tary=w| LA 7TaF S — V| AKH O CYP3A I
PN L O IfiL v BE AS 5 x5 A B EAE A IS
(7Lt on) LIEH 23883 5| & . AFEEAI MR
[2.2, 16.7.1 B BETIWHD5b, HARES N, T
] 5 O I EE S 1
A3 RN D

Z)O
Kruzafy)y  KzuzARY o KH O CYP3A I
V74 2] M EEEAS A U (b3 % BRI
(2.2, 16.7.1 Z|ZOfEHA2H®T L0, AR o)
] LABENDEDH L, |[#HHESK, Th
5 O Ifil W i BE A F
AT 5D

60
RNH ATV <N LT YOI ARAF O CYP3A (2
(2 ¥4 F 2] PRI EE DS 1A L R 9 % B R S
(2.2, 16.7.1 Z|{EH RS I X0, LRidEH o8
] MFETE R E IS X A | #HESN
DAREDY A7 D3| 5 O I H A L
HELBENDD AT AHWREMEND

%o 5o
FTEL=IE v TENZTE YD AH D CYP3A 12
(Anvzuay ) M gAY A L xh3 % BAEER I
FNAFI G v AMERPHEMT 5B L0, EiEAOR

FFEvIN-7EIL
A

(LHLF 2]
(2.2, 16.7.1 &
]

TN D %o

A ESH, Zh
PX20 15y 3/
AT B RN D
60

ke

e SR

FERARRER - $5E 7 1

Wiy - fabrid -

ar77N=7 ;7 7IV=TOKHA O CYP3A IZ
VEPES MR EAE L 33 5 BEEH IS
[2.2. 16.7.1 Z| LHL.FEHAEE X, EiisER o
] WY ABEND D FAMESIN, Eh
%o 5 O I H i A%
AT HREMEDNDH

éo

10.2 HFRAEE (FFRICEERT S &)

FHHN 45 BERARTER - F5 8 73k B - ek T
D WE s MR, ASEENR | A< 750 O iy P9 4 4 3
[16.7.1 Z] ERME IR TV IR T I &
LHOT, VIFI U D, VTFTVOR
DML OHEFE , THAL AN S h B

HRAEIR, (ORI A
WZTER L. BEDEE
B b NREITIE,
oEE M5
SO Y) 2 ALiE %
1792 &,

2 b L<IEP-gp
EALYVITRY
> D% AP E
nszticky. =
O I H i A B 5
T 5,

ANk = VIRER

A (FaRkbe i

IR TH 5.

IR BT 71 LI ENDH D) | FLIEA O
FUNY T GHMESRTVWLOEN RS LR
NN T REDBD SN | DD S o
VDN A NN AR, 5%

FYAEY R & hEL, 7R RO
55 0 WY 7
[ R R
ANISTEYE V e ECEEH o il | A H o CYP3A 12
TAT AN YD LR B[R S BLEE

T3 T4 YRIOBEREDTREYE| LY. FEEK O
GILY) B DT, KR HAHES NS,
Yrua AR v o> 1 i E o I

y 7 ma) A A KIBEIESL, B

ity WD SN HE

IARTY AR 2. 5 m o E

[16.7.1, 16.7.2 |5 o @) 2

2] WiEAITH T &,

7 MVNA T AR EEA O i | AR F o CYP3A 12

DAY & ||
%6)

VUNAYF O
aNZ %y F v (EN
KRIAKER)

[16.7.1 ]

BE LA RE O B
5 W AT R X
NTWBDT, 8
M SN2 4
12, 5w o E)
R kS o E ) 7
WEAITH T &,
HHREREEOD D
BHIIISFICER
T5HI L,

xF9 % BLEAE NS
L0 ARREEA DA
HWOFE SN B,

a)eF v
[2.3. 9.2.1 .
9.3.1. 16.7.1 =
ity

e F ol
WERE LA CRE S
FE R (UL 3k 96k
A, AR RERE S,
PO RS, M,
T FEEEE) A
EENTWSLEDT,
REPRO SN
WA, #5280
R v 1k 5 o il
Y)Wl %479 Z
L,

AH > CYP3A 12
X5 % BRI
X0 FERFEA O
WAHE SN,




kK

A

FERPRHECTR « 5188077 125

Wiy - fabrE T

A5

TR ARAREAR - 5 187 1%

Wiy - bR T

NIV T7TEE v
SRHEH
(CYP3A TH =
% 3EH))
(b7 LD
3TV LY )
I 28 B FUAS i 3
(CYP3A TH# &
2 3EA)
(zxF7¥EYT
< VIR
7YV TS5
— v
JTaFr k) v
&)
YVEFIF
NUNT 7 v
SV
LMY TE VR
Hwis i
A AEEGLH]
(7E¥NV=VVE V%
B < CYP3A T1
S FEH))
(7Y
N T8I VIR
1 &)
VAT TT b
L)AL
KARTIZ AT T
— 5 [H5EH]
(YVFFT7 4L
7 T VRIS
55574V
(71 A, ¥
T4 T) %)
7= v R
izl
TINT 7D
DRV
Ft % FE)LKk
i
TNRT s T
kv a Ny
bbb/
Ty =)V,/7
BV A=ty | /2 VA

feifi [16.7.1 %
]
%

JE R SR A o I Hp
BERAICPESMEH
O W& & o] etk
23 5 DT, B
D LN EIC
X, 5= o<
Rk A5 o0 W Y) 7 L
BEITH T &,

B VR TE
2BV, KH &
DOPERIZEET S 2
LRI LwE S
nTHH., RLx
FTHHT G
BwTik, by
y o R
FRCEET A2 L,

AH o CYP3A 12
* 9 % B AR IS
£ LA O
HAME SN,

4 F5aFV—

12

HIV 7asr7—+%

[H 55
(U rFEL®
oE¥FEn-y b
JF eI
FIVFEIL ¥
J = VA m
&)

[16.4, 16.7.1 =

]

EN ok ¥ (R IND)
I i R X
L VEH OB RE D
TEEMEA D B o
F/ooAbgary
—VoptHIzBw
TiE A b5ary
— Vo I E
FAIHES TEH o3
WA O W] BEYE A H
Z’O

HENBRO LN
WA, 5RO
S 1k A o)
) 22 Ui 2 479 2
ko

ES Ry EE 3:10)
CYP3A IZH 3 %
EEHIZE D AT
WAHAEE S 1
60

V77 TF W
IrSEY 1B
[16.4, 16.7.1 =
]

T R FE A o oy i
B LAHES R
O B iR A ol fE
Nd b

¥ 720 RHIORZEAL
R o i v BE AYIK
T L i HE Y o
MR EE S B4 L
AH DA AR 55
T HHEMED D %o
HENBEO LNz
WA, #5730
1 e W Ik 5 o
Y WiE %479 2
&O

AH > CYP3A 12
xb 9 % BLEAE S
RNV ERE - [2F
HWHFE SN B
ERMNWAELE 3112
CYP3A4 12X 3 5
FELEICE D A
AL H A3 A S
n5,

V77 €YU IRAIO KBGO L O A o
I77EL Y MAEEADMCT L, [CYP3A4 I2xF 5 4
ATV PR o b | B L DA
[16.4. 16.7.1 Z|[IEN LS9 % 0 |[FH O R H525E 8
i B2 DH L. KNS,
DFER AN IRES T %
WA D B DT,
BhEoOFfgeh
15 oY) 7 AL
w192 &,
KR A BTV 3 | RHF WA F |42 7 38 4] 0 W 25 15

=Ry N

T 5 EDWMEND
Z)O

Mickzdbot®
AHNbo

¥xkrrsrz (e

PR > S g
U o EREY >~
i ET) DM
e UL S G e
B~ v
) > oS JE O #EFE
501, Sk ik

RANTTTAD
BIVE it %
BENDBH B DT,
NA T FU A%
WRT 5 E & DI,
BEOIRE L MR
BT s L,

AHl > CYP3A 12
b9 % B
L0 ERFEHOR
WHHE SN2,

P

[16.7.1 ZH]

LB 5 A FERLEEH O Mg A A o CYP3A M
(CYP3A CTHM & |BEEFA I EH| O P-gp W ¥ 5

. P-gp CTHEH S |0 B0 5E o W RE MR | FLEMEIC L 0L A
N5 3EH]) Wd D DT, B FLEE A O A L O
(TEFHNY BN A R HES NS,
Vo= F YN T, K EOFRER
~) Hh Ik A oD 5B ) 70 AL
[16.7.1 ZH] BWEITH T &,
Pt [ ZEFR A o M | AR F O P-gp 12 %t
(P-gp THEM S| LRI EH T2 HEEHIC
% 3Hl) DY HRE O FEVE| b L AERLSEA O PEH
(FEH T 0|\ 05dbHDT, BEN|DHESNS,

F¥YF— b
T RFHNY b
OVERYEKAI)
[16.7.1 &)

BOLNTY AT
%, B h-m o<
FR Ik S5 o0 Y 7 L
ExEITH T &,

1. BMER

ROBWEH 8 HbND T 3D LD T, BlgEE Iy
W BREPRRD SN A3 G 2 Ik 5 % L) 2

WiEEFTH Lo
1.1 EX%ENEA

N1 2avy,. PF7147%2— (WFRHEEARH)
WP R e, 8, AREN D LD LD 5,
11.1.2 QT ZEE. O F4EH (Torsade de pointes # &) .
DEME) (IS BEEA)
QTIEEFO.LHEEDOD 5 HH, KA 7 AMEDD 5 i
FIIBWTIIIFICHEET S 2 L. [9.1.2 ]

11.1.3 BIFERTR. FFEEEEE. BE. FF2 (Wb HE

)

BISENF %, AST. ALT. y-GTP. LDH, Al-P ® 5% %
PEO PR RERE, ¥IEH, AR HOEDLNDL T LD 5,

(9.3 &)
11.1.4 MR

JUMERR D

|RANERAE (V97 BEEA)

[8.2 BH]
11.1.5 A EMH X

B R 5 Rh AR E

( Toxic

BMmEEMmM. BMmkiKd.

Epidermal

Necrolysis : TEN) . KEHEIRIEEEE (Stevens-Johnson
FEMREE) . SHALH (3 b BEAH)

BHHRD LN 52k L. BB E AV
EVHOBGEHEOWEY HEEITH 2 Lo
11.1.6 PIE fEfREE - BEMMR (WIS HEARR)

B, LU, FEUREREE, ES X R, IFRRERE L SN H
LML ENDHD. TDL)BRIERDD L bLNIZHEIC
. e gk U, B E R VE R ORGS0 @)

Wi 2A7TH 2 Lo



11.1.7 BEMXBL. BIEXER (CFdEEAT)
B Rs 25. P K 955 o mEE 7 K %3 & b
LI ENRDH D, B, HRIOTHRIIPH S bNHEI2E.
Behahik L, BYR0EZT) S L,

11.1.8 HERUHBBE HEA)

Mg, B, CK B, b R ORI+ 7o sk
ABDHOSLNDZ ENDH Do MRTRRIELC X 5 Ak EE
EORFEIEETH &
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LML ENRDH 5,
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ZIREOREIRRRIM P 7 L 7 F = VAl 5755 0 BB T T
RS LNZEITIE. B a ik L, @) 2 i % 17
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5%2L_E 1~5% A 1% A i
ISR RES T % K <Y
ML IFERERIS S Ak %
IS
AST k5 Al-P 5
ey ALT k& <) 8 S
LDH 5 A
y -GTP L5
WREAGTE | RAERTE
FY 7Y Y| REELES
F k5 BRI
Wal A7 o | Bk
— v kA - |EE
Z DAt WA T
QT &
BT IHE
I
ME -5
EZi!

FHORIERIL B - T I8EE 2B 5 BRI (3
FIPFH : 7a h v Ry TA VT =TI T T — ),
FRAT G =, FRTFTT—)F b T ADHLE) DK
SRS FE N R RER R (T 'F Y V) YK R OV A
7T = EDPEHOYE O - FlmE TR o 8T
BERRASRE &) IR DOVwTW5,

12. BFRBRERRICRITIHE
ANy B— - EOYBEEE)
SUyVTSI—VEOTO N R T4 Y —RTE
XYY VAW, 25 Au~A Yy EOHAEWEOR
F R 53 TIEE TIE, BC-IREFEEGER O 8 5 A
PBREVEC 2 B REVED D B 72D, BC-IRFEMZRERIC X B
BRBEE 2479 B a1id, SRS DA O GRTH 44
VORI TIHIET 5 EDTEFE L,

14, BRALOEE
14.1 EFHZAEOZE

PTP W3 OFAEL PTP ¥ — 25 I LCTIRET5 &
IS B L, PTP ¥ — FOEMKIZL Y, TENFMEBAS
FREHBEATIA L, BICizgile B2 LCHtRA &S0 ®
WhRAIHEZIRT LI DD 5,

15. ZOfOEE

15.2 FEERAREABRICE D 5%
v MITEFTTY YR (2000mg/kg/H) & T~
V75 —)v (16mg/kg/H UL E) @ 4 BEHEHRZEHRS- L
723 ER, ROA T EF VY VAR (500mg/kg/H)
5V 75— (100mg/kg/H). 79IV Aa<A T
(25mg/kg/H) o 4 BEEHEHEEIRS LzRABRT, 7%
3 VIR B B B I B S L 22 B R
RO LNTWAEYS, FidE 7T EF T U VKN HHER
BRI LZZD0THY) . KNTHH L2 DTIE AW
EPEREIN TV D,

16. EMEhRE
16.1 Mgk
16.1.1 BEE%KE

REEFER S 200mg. 400mg (JJfill]) % Z2NEIG B nlfe 9 5- L7z &
XOEMHEDEZ T A= DHEEIUTOL) THo7119, %
B, BRI DO/NT Y F3P R o7,

2 16-1 EYBE T X =%

(EIJ Ed— Cmax Tmax T2 (iic
(ug/mL)| (hr) (hr) hr/mL)
WA (n=8)| ..
200mg Bioassay 1.16 1.9 4.04 8.98
WA (n=8)| .
400mg Bioassay 2.24 2.7 4.36 20.30

FERERR LS 200mg (FIMli) % ZEfIEIRF LS HE IR 1P 5 L s v fk
sux b777 (HPLC) HTHE L72& A, MiEHICIEIRE
AR OISR O 14 VKB LR 2N ZIZ R L. 206
$iM#13 Bioassay CTlllE L7z & 1ZIF—F% L7220,
16.1.2 R1E#HRE

NNy B— - EOYBEEE)

B NIZTEF T2 VKA, 7R Ry TS e —
PR LT 400mg (JJili) % 1 H 2 [al 7 H B BRI S- L7z &
EOFMAPPEERPERT A= DHEIRULTOLS Tho
f:21)~25)0

£ 16-2 “FIMARE R &S T X =%

W Cumnax Tmax | T2 A(Ingoilz
(ug/mL)| (hr) | (hr) he/mL)

WA (n=7) HPLC
Womg, 7255 | Rafph 242 | 27 | 44| 1845
PRI iLY]
1,000mg. 7 ¥V 7 | HPLC
5 — )b 30mg e 0.97 | 2.6 | 8.5 8.87
FH EE D
WA (n=11)
400mg, 7TEF T ¥
PR ILY) HPLC o)
L000mg. 4475 |Fafew S5 | 25| 46| 278
'— )V 20mg B
i D
TN HPLC 0
400mg. 7 | papiee [ Fgsfegk| 2038 | wo | 643 1750
FroU ¥ (n=15)| gpLC 25
KA o | 082 | W [ 971 7.65
7o0me, 7% HPLC 25
P A A
TT0) e | Rt 1.9 | &y | 4.49 | 14.03
20mg Bt | (n=4) | HPLC 2.5
[y gy | 09 | o | 751 8.46
WA (n=11) LC/MS/MS 0
Womg, 7EXS | Fpk | 292 | wy |4.62] 18.26
Y Y IRAI 750mg.
#7754 20mg [LWMSMS] g g3 1 2.0 17 g6 7 49
R D R it

WL ANV INTy— - Ea ) EGEISN S 5 RRE S - HRT
X, 799 A28%4 Y131 1 200mg (WLEIZIE UT LR
400mg F CHEIET L2 LDTEL), TEF VY VK
i1 E 750mg. Y2 b YRS TAL U EY—DFNRS
FV—=NF b )7 AE 1M 10mg TH 5.

7 2) WSS F b2 v — 4 P450 2C19 s fx 75
EM ; extensive metabolizer
PM ; poor metabolizer

##:3) AUCo-» (ug - hr/mL)

H4) Lt

16.1.3 E£HFHIRSEMHER
7o) 20 A YU EE200mg [ Ay 1y ZE8200% 70
AF—N—EI X fEFRERAS T 24 BIcERER 18 (75
Y2av 4T rELT200mg (FIili)] % 2 Hlmlfe S
L. #5700, $%5#0.5. 1, 1.5, 2, 2.5, 3, 4, 6. 8 12 KO*
24 5 LS TR 2> & $RIML L 720 LC/MS/MS IZ & il L 7=
79N A4 Y YOMBETREOHER L /8T 2 —FI1XKkD
EBDTH Y. HEHINTIZ T I0%EHHIX 2 KD 725 5t FE
5 X — & O %A O FIE D 713 log0.8~logl .25 DFIPHIZ D
D\ WA [ S SRR S 72,

(ng/mL)
1000 - —e— 75U A0TA T 2 5E200mgI ¥ H Y |
<0 751 ZEE200
00 L Mean=+S.D., n=24
1 00 H
e
o
§ 400
200
L \‘\W\W\W\m'\"'\” R s £
01234 6 8 12 24 (hr)

K

X 16-1 ME iR
7 16-3 MBI ST A =%

P kT 2 —% BHEINT A =5
AUCt (ng - Cmax tmax ,
hr/mL) (ng/mL) | (hr) |02 (0D

7 71)Aa<A
¥ U §E 200mg
[#5%]

3714.45+1452.73590.21 £230.37|2.1+1.2|3.7£2.6

27 9 1) A$E 200 |3506.02+1640.20|584.06+311.23|1.9+1.4|3.4*1.5

(Mean=S.D.n=24)




MR E O AUC, Cmax 507855 A — &1, BEE O
P AT OFRI M KL - e[ 45 D TR G\ & » TR 2 W e
5o

16.2 RIR

16.2.1 NAFTXNXLFEUT 1
RERANICBWT, 7259 2u~4 ¥ ViRl (250mg) % R85
H LA QuElE) 25y AauvxA vy 7 beFd vBl
Z BRIRNEE G L7235 O SEW R ERRIN /8T 2 — & % JLlMGT L
720 ZOMER, REALEDINA F T XA FE YT 11%52, 55%T
B o 72H%, WEEEA RN X o THER SN AIEEAHEY (14 67
KEBALR) & D785 A= FRNTRER RS, 79 Au< A ¥
RO GBI ERNENT WS Z LR S h /22
HENT— %)

16.2.2 BEOFE
fEFE S 200mg (JIfii) % HEIRETH G L7z & & D IfiLiE HiREE
121k, BHOBERIEALHO SN 7219,

16.3 9%
EHER IS BT BB, F 72, BEICBU 2559, [0
WY S DRATE % E L7 R oM~ O BT IX
BIFC, MR L M%ED LT EOREZR LA, £
7oy BERERD. B RFRIANESY SRR REIXIZE A LD
BICHiEFREE K& LEborz, B, & MIE&EAMKBEE
1% 42~50% T & - 723 (in vitro)

16.4 X35
E MBS ERHWIE 14 MRBBILARTH b iR ZE
bR & AR RAFAE L 7220,
v MFIZzay—2% Wiz in vitroiRBRIZBWT, 7519 A1
~4 T UIEFEELLTCYPIA TR#fEND ZLAMEENT
W53, [10., 16.7.1 BIE]

16.5 ittt
fl B NS 200mg (JUfili) %2 Z2 R L2 HE AR 1965 L. Bioassay
TR L72L 2 A, $eh-1% 24 Wl F TSR D 38.3%AS R
AP S 7219 RS ESRZALA I OEERE o 14 47
IREEALIARDTRED & 7220,

16.6 BFENEEE*HTHEE

16.6.1 BHpeEEE
TR IR & Hl 4 R R O BB E 12 200mg (JIfili) % 22
B H R3S L, 2L T7F=v 2 )75 A (Cer) 20D
RINENTE & O BILR & WET L7258, B ERE O T I2RE 5 T Comax
DL, Tie OEER O AUC OBIMASED 5723 GEDE :
Bioassay). [9.2 &]

F16-4 7L 7F=2) 75 A (Cer) EAKNERE

[ TT\; ’ Cmax Tmax Tz AUC

ola | 6 | 60 | (e
Cer=100 (n = 5) 2.02 1.24 2.38 8.89
Cer=50 (n =5) 2.15 1.89 5.74 21.69
Cer=30 (n =5) 2.55 0.96 4.69 18.73
Cer=5 (n =5) 3.54 1.48 6.13 36.89

16.6.2 Sk
FIE 2 IR O v 66~82 7% (FY 72.2 %) oLt 341
200mg (Jfili) % Zefgmp iR 085G L. 2 ORMNBIRE 2 Mat L
ToAE R A L XD & Thaxee T2 ZIFIZFREETD - 7225,
Cmaxs AUC 1ZHH & 25 h 5 7230 (%€ : Bioassay)o [9.8 &
]

# 16-5 KNEE/ ST A — 5

Crmax Tmax Tz (i[;()
(ug/mL) (hr) (hr) ht/mL)
s (n=3) 3.72 2.3 4.2 19.20

16.7 EMHEEER

16.7.1 in vitro SEREIE
CYP3A., P-gp ST 2EEH AT %%, [10.. 16.4 BH]

16.7.2 547 1U>
HERERANBMECTF 47 4 ¥ % 400mg K7 ) 2Au<xA{ >
% 300mg PEH L7258 PR S HETT 4 7 4 ) v ol i
JEIE Cmax T1.26 %, AUCTL.I9RERHL, 2V T 52
16. 4% L 72 25FRaH A B 1RO bz i o 729,
T AETMEBIBICT 4 7 4 ) ¥ % 300~600mg/day T 1 H
SF2RIOPES L, HICr 5 Au< A ¥ Y 600mg/day % 1 H%>
2 BERIE S L7z 0, BE 7 HHICBWTT+ 7 4 ) Y Ol
WA E S LR ERLEY, [10.2 BR]

17. EREREREE

17.1 FHIHROREMICET 255k

RN %R & U7 MG % o T IR SRR O BB ok
DEBYTH 5,

GHEMEREREE)

17.1.1 BRURERLERE (T4 X) (S5 BEEMH MAC fEIC
x4 5 ENERRRER
BREREARSIERER (=4 X) 120 3 MACHEICHT %
7y AuYA Yy OFHEIEED H P,

F17-1 BRMESEARIEGRE (24 Z) (12HED #FFEE MAC JEL

X % AT
; i (%) [H%)
A L]
BRI SRERERE (=4 X) 124k #FH 50.0 (2/4)
M MACHE HA

(ANYanyg g— . ol EEsE)
17.1.2 Bi&%E - T=HBEECEI3AUaN 24— - EOVUR
BE (CXE S 2 ER R OB ERR R

iy - RSB ICB AN anNy F— - ¥ r ) RYYEIC
WA HEMRILERE, A — 7y REBTr ) ALY v D
H DD SN

%17-2 W - F ORI B AN T8y — - T
LA B A Ak
I HAE (%) [

BLE]

Bty - R B A any ¥
— - U ) EEE (REE)

(F VT —NEDHHOYE) 391
i (400mg) D

87.5 (84/96)

Wiy - ToREESICB AN ans s
— - ¥a ) EgE (BRI

(5 ¥V TV =N EDPHOYE) 398
Hi&¥s (800mg) 2

89.2 (83/93)

B - TR ICBI ANy ans s
— - U ) EEE (BRHE)

(T vV TII—NEDPHOYE) 3949
+ I8 ES (400mg) D

91.1 (82/90)

B - FOREESICB AN Ny s
— - ¥a ) EgE (BRI=R)

(50T — VDDA 3949
T IR S (800mg) 2

83.7 (82/98)

B - T3 e B A ans s
— - o i (BRI

(F YT = DO 3949
T RS ORE 14 HRE%YS) F9

87.6 (197/225)

HEE - THRBEEICB 2 A ans sy
— - ¥a Y EgYE (BRIN=E)

(5 V75—V EDHHDYA) 3948
TRl CRE 10 H# ) &9

83.7 (103/123)

Higs - T BBEEIcBI s~y ans sy
— - U EGE (BRHE)

(5 v TI—= DDA 3949
F IR (R 7 HIERE) Y

90.4 (103/114)

B - T oRBEE BT AN any y
— - ¥a ) EggE (BRIN=E)
(XTI =N EDBHOYE) WD

W - +IERES (800mg) Y

78.8 (89/113)

i - B BT N 35 8
— oy gE (W)

(A 75— & DIHOYE) W47

B - a8 (400mg)

81.1 (116/143)

Bkl - IR B B A any s
— - ¥n Y EddE (BRHER)

(F ATV =V EDRHOBE) 104D

H - k% (800mg) 7

80.0 (116/145)

W - IR B BN 337 5
— v uy g (R

(F ATV =N EDIHOBE) W4

W F AR GRS )

£ 8)

96.4 (106/110)

M - FoRBEEICB A ans
— - vu ) EgeE (BRHE)

(F ATV =N EDRHOYE) 4D

W - iR Gt B Y

79.2 (38/48)

B - ORI B AN ans s
— - ¥n Y ERE (BRAER)
(5RTFV=NF b A EDOBEHOY
/EI\) 48)~51)

Mg (400mg) 9

87.7 (57/65)




B - FoEBEEIC BT A~ a Ny sy | 89.7 (61/68)
— - ¥ ) EYE (RHE)
(SRTSV—=NF MU AEDHHOY
/ET) 48)~51)

Hiftss (800mg) *10

B - TRBREICB A ans s
— - oY EgHE (%)
(FRTFYV—=NF b A EDHEHOY
é\) 48)~51)

T AR (400mg) Y

83.3 (45/54)

B - BB EEICB AN ans y
s va Y EgE  (BRINER)
RTFG—=F M)A EDOPEHOY;

) 48)~51)

B (800mg) 10

87.8 (36/41)

|

S

W - TSI B A A aNs Y
S Em ) EGE (BRI

NT T =t )T LA EDOIHDY

) 48)-51)

W T TIRBEE CRE 10 H M) F

86.0 (147/171)

G E| D

By - FoRBEE B AN anNs s
— - ) EYE (BRI
(SRTFV—=NF b oA EDHEHOY
/E|\> 48)~51)

H - PR ORIE - 7 HRRS)

84.3 (140/166)

By - FoEBESGICBT AN anNs s
— - ) RYYE (BRI
(FRTFGI—=NF )7L EDHHOY;
ﬁ\) 48)~51)

B - R (0N © 7 RS B

93.8 (61/65)

A1) 7oV ARYA Y e LT 200mg (), 7EFT Y
Y VKFI L LC 1l 750mg (JUfili) KROST vV T TV —
V& LT1 I 30mg @ 3 A ZFEC 1 H 21 7 HRERED$
5.,
r759)2ax4 Y LT1M400mg (Ofli). 7TEF ¥
VYRR E LT 1l 750mg Ofili) BT ¥V 75—
& LT 30mg ® 3#IZEKEIZ 1 H 2 7 HEROH#%
5.

TR B AAY ANy ¥ — ¥ ) Y B %
e LaWKRRR (79928343 LT1N
500mg (i), 7EF T YAMPE LT 1M 1,000mg
i) BO¥F V75— & LT1 I 30mg ® 37 %I
FEIC 1 H 2 m#REIO$S) o AH O K GEHR K H = 1% 800mg T
Hbo

T RRBEESICB T AANY aNy ¥ — - ¥ a0 Y RGE B
MR LZERERE (7902034 LT1H
250mg (). 7EF U KM E LT 1 1A 1,000mg
(i) Koo >y 75—k LT 1 IE 30mg @ 3 #) %[\
REIC T H 2 B85 o A% O ARG KH & 1d 800mg T
Hbo
ryg9)2m<A Yy LT 400mg OO, 7EFT ¥
VYRR E LT 1 750mg (Ofili) BONA 2T 5=
LLT1H20mg » 3FARENC 1 H 210 7 HE&O% S
7o) Auv A4 Y e LT1MH200mg (Jiffi). 7EFT >
Y YRR E LT 1l 750mg (FIfili) R USE AT 5 — v
LLT120mg @3/ EFEIC1 H 217 HERORS
(P9 > B35 B8 2 AR 3B o

ry9)2aa<A e LTl 400mg ME), 7EFT ¥
VYRR E LT 1M 750mg (Ofli) BONF AT TV — v
LTl 20mg @ 3#AFEIC 1 H 207 HERORS
(o P 00 B 3 W 7 5 i R k) o

7o) Auv A4 Y re LT1M500mg (Jiffi). 7EFT >
Y VKA E LT 1 1,000mg (Iili) KROF AT 5=
ELT1 I 20mg @ 3/ EFEIC 1 H 2 BEEOH%S, AHF
DIREIR KM =1L 800mg TH %,
r759)2ax4 Yy LC1M200mg (W), 7EFT ¥
Y YRR E LT 1M 750mg (JIili) RNT T TV —
FPrPUYAELTLH 10mg® 3F&ZEEFICIH 207 H
I AE 4% 5

#10) 79V A~ A Y& LTI 400mg (M), 7EF
) VKA E LT | 750mg (JIili) BROVTNRT T —
VF YA LTI 10mg @ 3# %K1 H 207
H 3% 50

B RS BT AANY) Oy y— - YY) g
EEFENRE LBKRRAR (79289128 LT
118 500mg (Ffli). 7EF> ¥ AR E LTI I
1,000mg (Fiffi) HOSRXRTFYV—NF v )mak LTl
i 20mg @ 3 # % [AEFIC 1 H 2 [k OHS) o K &2
KA RIE 800mg TH %o

1 2)

1 3)

i 4)

11:5)

i1 6)

H:7)

1 8)

H9)

¥ 11)

18. FExhzeE

18.1 {EAR
MWD 70S ) RV =20 50S 7 2=v b EEEGL KA
FHE§ 257,

18.2 EIB(EM
18.2.1 HE1ER

TR YRR, L Ve, R o]k T ARk
W25 5 7% (FTITYNAT) - AYT—YRAR, ATV
IUHH, LYTATE/ hr¥any ¥y —gEo—igo s s a
P20, XTI A ML T hay h AR, 753 VTR,
A TG AIE w4 TNT T AR LAY a8y
F— - EaYDIZhEENER L. ToEHRo~sa 5 4 F
SPUAEWE L REU ETH D (in vitro) o
18.2.2 & FEREY 14 SLKBEEDRES

REAR L ZEIFASEOMENEATLEOH), < fanr 71
Le-TEwLAaYyTLy 2 A (MAC) B JFUIANY Ny 7 — -
Yy oizat L CIaRZ LA L 0 55\ (in vitro)o
18.2.3 BMMREEETIVICKT 21EH
-71-7x0)HEHZQV\]@%52)53),55),56).62)\ &T@%SZ%ES),EG)‘ ﬂ?ﬂ&%ﬁ]@iﬁ&
JIES2) 5350062 £ F BV TIE, 7 I Aa~A ¥ ORITFRM
MRBATIEZ B L. ENs R 2R T,

19. BRI SICEAT 2 IB{EERE
B LSEZY A I Su A
(Clarithromyecin)

b4 : (2R3S4S5R6R8RI0R11R12S13R) -5- (34,6-
Trideoxy-3-dimethylamino- § -p-xylo-
hexopyranosyloxy) -3- (2,6-dideoxy-3-C-methyl-3-
O-methyl- a -L-ribo-hexopyranosyloxy) -11,12-
dihydroxy-6-methoxy-24,6,8,10,12-hexamethyl-9-
oxopentadecan-13-olide

43 F3 : CsHeoNO13

g3k 747.95

PR AEoREEEOR R T, BRIET W,
TEFRZZ700RNVLICRRBITRTL A ) —
W, TF =)V (95) XYV TF IV —FWIZiEFicl
<y KIZIBEAEET 2\,

b5

Bl 220~227C

g 5 CAM

e © (a) B —96~-106" (BAKPITIRSEL722H @ 0.25g,
7% k¥, 25mL. 100mm)

22, A%
100 $¢ [10 & (PTP)

23. EEXW

1) RS W R A e SRR © DU S E A o T
5l &

2) Griffith DE, et al. : Am J Respir Crit Care Med. 2007 : 175
(4) : 367-416

3) Desta Z, et al. : Clin Pharmacol Ther. 1999 ; 65 (1) : 10-20

4) KI5 MM : Chemotherapy. 1988 : 36 (S-3) : 515-520

5) SEARZEMME : AANET Loy ¥ —2245E. 198913 (1) 1 48-55

6)

7)

x10]

Jacobson TA. : Am ] Cardiol. 2004 : 94 (9) : 1140-1146
Greenblatt DJ, et al. : Clin Pharmacol Ther. 1998 : 64 (3) :
278-285

8) Yeates RA, et al. : Int J Clin Pharmacol Ther. 1997 : 35
(12) : 577-579

9) Hedaya MA, et al. : Biopharm Drug Dispos. 2006 : 27 (2) :

103-110

10) Kulanthaivel P, et al. : Cancer Res. 2016 : 76 (14 suppl) :
CT153

11) Liukas A, et al. : J Clin Psychopharmacol. 2011 ; 31 (3) :
302-308

12) Hardin TC, et al. : Pharmacotherapy. 1997 : 17 (1) : 195
13) Ouellet D, et al. : Clin Pharmacol Ther. 1998 ; 64 (4) :

355-362

14) Hafner R, et al. : Antimicrob Agents Chemother. 1998 ; 42
(3) : 631-639

15) Kakuda TN, et al. : ] Antimicrob Chemother. 2014 ; 69
(3) = 728-734
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Wallace RJ Jr, et al. : J Infect Dis. 1995 : 171 (3) : 747-750
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