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BXEEERIEES
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BR7ERAE 2022 4 6 J 2022 46 J

<71 Z A FRHUEYE 5
HASR) 290 A< /i
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%, BHR. SEKEZR. R, HRE. BHFERSBSREN=
REEG, BPEMEBER. hER. BISEX, BIH, 5%
OBXMRERLERE (T4X) CHE>BEMYraANIFTUY
LeFTEYLACTLYy X (MAC) fE
(EERE)
FECEMOYAANI T L FEILACT LY IR

(MAC)
(ERSTE)

BREBBERLERSE (T4 X) KESIBEMEYaINIFTUY
L FPEYLACTLY IR (MAC) fE

5. ®EER IR ICEET 5 XE

(—ARREAE © WHEE - MREAR. RHkR. AMREXR. BRMEER.
hEX. BlSER)
[P EERO T & Y 220 L, SRS OLE %
W L7z BT AR OFGAEY) EHW SN L5 E 1G5 2
Eo

6. RiERUVAE
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3. #RK - MR
3.1 #RL
_ . 7 AuxA T RIA
] 7o) AavA T b : .
Wi 7 g S N
W 5t % 50me /N [ (/j;jﬂ:l’] 10% /N2 H
I 188 AR 779 Au0x g Hi 77 A0~
RS | 'S Somg () 43> 100mg (i)
FEfE e Fofy s 7oe E)ATFT)ERTY k) v
VL — & TIJ)TIVENVAZ 7Y L
fyEOQITTT Y —raR)Y~v—E
MK A R TUEZATNENAY S
A ABRT NI VR~ YL —FraRy<v—
FAVFN VIVY U
v oy sueltkio KERALF S U 4
—A R IR — |k 80
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e AL BT A B
s o # < Dy 2 2
AN F 78T b~ 7 %7 A
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> a WERRIRR = A 7 v My EQILFY Ty
AR VI X— | 80 | N =S A R 2 A
RJE=Z V7 na—) — A
G5V AALHD) ) v N AOKAI
L7aAa—2 ATTABET IV VEEY T
BLF 5 >~ PN
=gk
TH
3.2 WHIOMER
W% Am G - 4 K%
i | R | T
s Au~A vy Hf @ Q e
$E 50mg /e T17 PEBIZAN
[KIE] a—F4 v T | HE | JES i
(mm) | (mm) | (mg)
#6 | #9935 %84

PILIAREES

FoA4vay 7

— ARG

#WE, ANEIZEr 5 2av
4 &L T1HMKE kg
&7-h 10~15mg (Sfi) #
2~3 ENZ VT TR S ¥
%o

LI A Fhlign LT,
1 H & E1kg 72 1) 15mg
() % 2~3 [R5 TR
%59 %

B, . R XY EE
B %o

JARARE L. il MRS
/A A Ss il VR AP
T1HhEkgdH 72
10~15mg (JIffi) #* 2~3
[N CREC 53 %
LoF R TMigicR LT
1A E kgD 72
15mg (Jfifi) % 2~3 [A[iZ
SRS 5.
B . ERIC X D
HIH T 5o




s s P ERE i
RIHE - KW . . N
b FIA Ay
BRMESEA S | F . NRICIEy 9) A~ | HEEE L, @, R
EBERE (A4 | Ay e LT1IHMAELkg | Z7 7)) Au~vA b L

) AR 1T
W~A anNy 5

#7210 15mg (Jifi) % 2 [A]
W23 CROES T 5,

T1HMElkgd 720
15mg (Jififi) % 2 M5

Vs - TEY | b, S, ERICE D EE | RIS 5.
Lrary Ty s | BET 5. B, A RIS KD
A (MAC) i HIEIRT %o

7. BERUVHEICEET 28
(— g REGAE)
71 N0 1 HEESEIERAOEEHE (1 H 400mg) % FRET 2
&,
72 RIEARER EAPHEEZ A S WEIEZR W LHEED L V4 & T il
I L, 1 H 400mg 77 2445952 L12& Y, il 2~5 H ChE
PRITEEE D o FEIRAEEE L T #5132 2~3 Bk 5 2 &
HEE L, 720 LU THIRIZHEOME LV IRIYE T H
L7280, FRICHRIBER T OIRIEICH 2 BE R ETIE, HERTHR, &
12 2~3 B G & ke LIEIRZ BT 2L ENH S5, b, &5
AR P I ZHEIRDSEAL L 7235 A1 21E, e L D F A T ITHER R TE
R (F 00 REH R L) NOEFEPLETH B, [8.1FH]
73 LIV A TMREDERIZBNCTHMTHEHTAZENLEET LW
A BEROERIIS U THHASLELREAICIEL T o 2 2% (12
BRI 2 AN ORI A LR L BEIRT D2 &0
731 FEED FOBHIC) 77 oY B LA E oHE A
H5bo

7.3.2 in vitro VIH ) OMEHZ B WT, AFl & LR 703432 0 Wik
a7 uaXxY Ly EOHRE ARV LHEIER) 25520
NIz E DHEDND D,

(BRURERLERE (T4 X) ([C#5BEME MAC fE)

7AENNOETHOHA KT 4 07 Sh BE I RELEZIT) 2 &,

7.5 EEIR A T HIR 00 2 GG 0580 H Nt b ki 5+ & TH
%o [8.1%]

8. ERLEKER

81 RHNDMAIZH 2o T, MR OFEBEL C7zd, KAl L
TIEZ MR L . PR OGH L E R m/ NEOMM o512 L &
HHT L, [72, 7.5 28]

8.2 M/ IMEA . PLILERIR A, VEIMIEE M, FEkiR A, MR ERAE
DVHOHLNDEZLENDHBLDOT, EYMMIHREAEZAT) % CBEZ 7
12479 2 & [11.14 2]

9 HBENERZETHERBZICHT AR
9.1 &HHE - BMEEEDH 2 BE
911 D~/ OF 4 RREFNx L CEABENERTENH 5 82E
912 DREBDH HHBE, BHUITLMEDDH 5BE
QT i, L% 41 (Torsade de pointes = &), LEMBIZ B
T TENH D, [11.1.2 2]
9.2 BHpEREERE
RHNOIMAFEEA LRT L BEN0DH 5, [16.6.1 ]
921 BiEEREERETCINELF L 2B E5HhDEE
B LAWwZ . aleF rOIMhiEE ERIPE D hEAERD
HINTw5, [23, 102 2]
9.3 FFipERESEE
JFHEREEE A2 AL S D 2 EAH b, [11.1.3 ]
931 FEEERECOILF L 2 B5HhDEE
BE LT Eo b F v DI R RE S PEgEER AT
HENTW D, (23, 102 2]
9.5 1T1@
TR AR L TV B A REME D & 2 k2 id, iR EoH RIS fE
Btk % BB L HE SN AGEEIZOMESS S L BIERT,
BEEZ# D S SN A EHEIZB VT, JRIEHENE (LIMERO
BE . OFZ, BHEEIEE) MRS Twd, 28, BB
LB TRD LX) NS b, SDART v b (15~150mg/kg/
H) BUCD-1%&~Y A (15~1,000mg/kg/H) 12BWT, ThZ
NREWIHEEDD HbNDREHETT v MEEIS OIS R
Wz~ ZABRICOEREIEZD Sz £, FL (35~T70mg/
kg/H) 12BWT. BEWIZEEDT D SIS 70mg/kg/H T 9 Bl

1 PNARIRE ORI
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ML,
9.7 NRZ%
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9.8 mEE

—HUAEBBREMET L TB Y . SR A6 2 B

H5b. [16.6.2 2]

10. #HE{EH

AHNTFEL LTCCYPSAIZE DR s N5, T2 AHKiL CYP3A.
PHE&RHE (Pgp) %#MET 5. [16.4. 16.7.1 ]
10.1 FAZE BFALEVWC L)

[2.2. 16.7.1 ]

Y Y5740 ERERDOZ )T IV A
(7 FY ) DEFEEHA L. EOfE
[2.2. 16.7.1 ] DR 2 BZNA D
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FhHrLaV F 7L TV S
CANES! EELL LA TABE
[2.2. 16.7.1 ] nd 5,
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TR EO D L EH IS
FICEET A L.

a)eF v
[2.3. 9.2.1, 9.3.1.
16.7.1 ]

IV e F v OIHREE
SRS HrEEER (JLIf
R, IFHEREREE. 5
W, MBIk, T
I, FEEGE) DR S
TWADT, BEIRD
SNHEICIE. 5 E

DR IO Y) 2
ILEZATH 2 Lo
NV TEE REFH] | SRR oM LA

(CYP3A TR s L5
E S]]
NV PN
IyVoLY &
I 5 BSOS 1 9 56
(CYPSA Tt s b
A
JIFTEY TN
3
TIVETT =)
JaFrky s g
VIEIIFR
MV T 7 v
7LV
L MY TE U RALKE
[rei
BV KA
(CYP3A TRRE s %
)
=7z
N T8I )V R IR
%’g
NAZTT R
I/ A b
FAKRYILAFF—¥5
S 5 )
VIVTFF T4V I
>R
55574
(79 A, ¥
FAT)
7 =) ¥ RS LA
TNVT 7)) TN
Rt % LR
TRIL )70
F ¥ a R R KA
%11?
Ty T H
Vo TR
[16.7.1 Z:H4]

VZRE S M o B o
FEMEDS D 2 DT, BHH
RO LA, %
G- O PR i 1R O 5
Y Lig %479 2 Lo
B, MUNTE LB
WTIE, AFH L DB I
WFDZENEE L
ENTBH., RUEHT
BT 25 E12BWT
X, PN T Yy OfE
FEEFFICERET S 2
Lo

AKHF > CYP3A L1235
LIHEERICLY L
RLEEHI OB ATHE S
2o

) k.

[16.7.1 1]

BB A JeRFAIDMPRE -5 | A A O CYP3A J O°
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JEEFIC X BB
FEOWRENEY D 5,
EANIE G = b RV 2
DOPFRIZBWTIE, A b
T a5 = VDI
LFRED TE DR 5R A
DI RELEA D % o
FLRDGRO SN
X, FGEOFE LA IL
HEORY) HMEEITH O
Lo

AFH &R EA O
CYP3A 12X § % B
(@ 1PN N
HHMESND,

77 TF N
ThEy P
[16.4. 16.7.1 Z#]

JERCHEFH] O I R E S
V2RE S MR o BgsREE o]
HEMEA Y % o

F 72, RHEOKREALED
I EREAMET Ly (il
A O M RS F 5
L. RHIOEREAHE T
LMD D Do
FEMRRD SN A2
3. BHmoPE LIk
OB IWEHITH 2
=

K D CYP3A (2 k) §
LIEEMIZL Y,
EIEHI DR PHE S
nb.

I EREHO
CYP3A4 |2xh§ 5 #HE
TEFZ L), KFIOMR
A RES NG,

V77 ey LY
I77ELYY
rETE Y

[16.4. 16.7.1 ]

RADRZAAEO i
FEAMET L (SR
DU EEE S EAS 5]
REMED D B0 AHIOIEH
ANRES T B T HEMED D B
DT, BHEOHME LT
1S DY) 72 JLiE 24T 9
Z&,

Jr GC 3 #) o CYP3A4
VXS B AL &
0 RHI ORI
ENbo

KR AT VI ="
L\ 17)

AR OWIIAMET§ 5 &
DHED D 5 o

JERRSER OWAE S
L0 EEZLN
b

1. BI{ER
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BT EDDH D,
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14.1.2 MRS OBA TH 50T, ABBORGE BT, L 2H
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16. EMEEE
16.1 MARERE
/NI Bmg (JUfi) /kg 2. F 7o ALC 200mg. 400mg ()
fili) %20 Zepg i HL AR I H G L7z & & O I IE i i 0N 8
FA=FOMEIFLT DL ) THo7ze B, A ONT Y Fi134
Lhrolze

16.6.2 &
EELEBEEO LV 66~82 (FH7228) O3 I
200mg (JJMM) % ZSfEREE ARSI 5 L, & ORNEIRE % et L
TR, R & B L T Tie (ZIFIZEEETH o 7205,
Cuaxs AUC 1ZH 5 2127 70 > 72% (52 #: © Bioassay)o. [9.8%
18]

W Cnax Tmax | Ti2 AUC Cmax Tinax Tz AUC
(pg/mL) (hr) | (hr) | (pg-hr/mL) (pg/mL) (hr) (hr) (pg-hr/mL)
T *Ighcm 105 14 | 18 354 i (n=3) 3.72 2.3 4.2 19.20
HPLC 098 14 | 32 537 16.7 EMMHEEIER
R 16.7.1 in vitro SABRRL#E
A (n=8) 200mg | Bioassay | 116 19 | 4.04 8.98 CYP3A. P-gp I2x 3 B EMEM A AT %, [10. 164 ]
A (n=8) 400mg | Bioassay 2.24 27 | 4.36 20.30 1672 747142

16.2 URIXN
1621 NAFATRLSEYF ¢
R ANICBWT, 751) 2Au~ A ¥ v 8H (250mg) % RO
HL72Wa QEllE) £r9)2uaxAyrI 7 bt VR
ZERNTE G L7236 O3B E RN /8T 2 — & % R L
720 FORER, REAVEDINA FT7 XA 5 ) 5 141F 52, 55%
TH o725 WREEBGFIC L > THER SN L EEAHY (14
RKIRALR) &0 72/8T X = Z TR r o, 77 Aa~ A
YIRS RIZIZESICHINE N TN D 2 L RE S
(=%
16.2.2 BEDHE
/N2 10mg (D) /kg % HIAFR IS L7z & & ok
I2lE. AHOEENILAEAD LN Eh o722,
16.3 9%
fEHER AN BT RS , £720 BFICBIT B . A8 5w
P SO R WE L2 F. ZRENOMBEANOBITIZR
IFC, MUEHEE LRSS LIZZEN EoREL R L, /2.
R R, RSHIRRRES S oML IR ER 12T & A L OBITIIL
HHsEL KX EEbol, B, b MILEEAMAEIT 42~
50% Td - 722 (in vitro) o
16.4 3
E MIBU S EAHWIE 14 MKERILETH D) . MR IIERE
fh LIRS L 722
v NFEIZa Y — 2% 7z in vitro RERICBWT, AANFTEE L
TCYPSATHRIENZ Z G ST 5, [10, 1671 %
Jie
16.5 Bttt
/NI 5mg (JI1ii) /kg & HiAFE 3% 5 L. Bioassay Tilll %€
L2k A, 5% 6 B £ TICHS& 0 25.8% AR~ HElE & 1
f:mo
B, R ALC 200mg (i) % Z2fE R IR 5 L7z &
2 A RTINS RZACR L OE VY 0 14 ALK BRI LA D32
BN,
166 HENDEREFT 8%
16.6.1 BipEpEEE
B BEIE T & AR 4 AR OB R 12 200mg (UMl %
ZeERE AR 3% S- L, 2 LT F= 2 )T 5 A (Cer) & F
DIRNBYRE & ORIRZRBRES L 72R5 5, BRI T I2AE 5 T Coa
O 15 Tiye DIEE K 0 AUC OISR 572" (s
Bioassay) . [9.2 Z:i#]

fEFER NSRBI T 7 14 ) ¥ % 400mg K OAFH % 300mg BT L
TAER, BEHSHHECTT A 749 OIMEFIEE I Coax T 1.26
i, AUC TLI9fE EH L. 2707 5 > A% 16.4% A L 72 A%
I EEIERD SN Ao 72Y,

T2, AETmEEIIZT 4 7 1) v % 300~600mg/day T 1 H
45 2 RS- L. EICARH 600mg/day % 1 H43 2 %5 L 72
W 7 HHICBWT T+ 74 ) v oluiEhigEid g =4z -
AzRLEY, [10.2 2]

17. BRERR IR
171 BIHRORESMICEET 558k

(— R RRAE)

1711 NEBEEEWR & L -ER—RERRRER
TROEBISHT 2 HHENED SN2 b, BT
K& L7z Be RIS . %0 L 1B BRI 0
g RS 1 A S E IR TAK 0 H A AR
B 5N,

woooE & FEhse (%) [H%ILLE]

B2 1 BE I e 91.7 ( 22/ 24)

FACVEBL R YSE . RAEVER R e, ) /%

) voSER, BHEIREOE, AME - B RO

FATAI S O R
I i T i 93.7 (550/587)
(HE]EE CMEBEE, kg, BMERE SR, ik, )

FliBESS . T2 PR IR 2E O R
G % 98.9 ( 90/ 91)
H RIS G 885 (1 69/ 78)
(HH %, RIRIESR)
FRAT 100 ( 28/ 28)
HH 86.7 ( 39/ 45)

(BRMRBERLERE (T4 X) (S BEM MAC E)

1712 MNEBEERR & U B —MRERRHER
TR SRR (A 2) 128 T MAC JE X § 5
CHEEMRILEGERE 5 GRS VT R OA DL
ENTWDo AEEHRE L7ZHABHRIERDOLEB) ThH D,

OB % HIE (%) [HEILE]

BRI AT (24 ) 120 ) FRREPEMACHE

CRkE) 61.1 (11/18)

sVTF=Y o Tow | T AUC
707X (g/mL) | (o) | () | (ug-he/mD)
(mL/min) ne ng-hr/m
Cer=100 (n=5) 2.02 124 | 238 8.89
Cer= 50 (n=5) 2.15 189 | 574 21.69
Cer= 30 (n=5) 255 096 | 469 1873
Cer= 5 (n=5) 3.54 148 | 613 36.89

18. R332
18.1 {EFIMF

MBEO70S )R —2D50S 7=y kAL, BREHAHRE
4 2%,

18.2 EIE{EA

18.2.1 HEER

7 RYEREIE. L oY EREE, MRRE OGN 7 T 2B
WO 25085 (TITUNRAT) - HIT—YR, LV T)
IUYHE, LYFTATE. GHER. 7 rEuns gy —mEn—
WOy s AEBHEYY, 7533V 7BY, x{a75 X<
B RO AL AN FY T A TEI AT YT LY 7 A
(MAC)™ |2t HER 2R L. ZoEAIdio~ 27 a5 4 FRH
WG L RS ETH D (invitro) o
18.2.2 & M XK 14 T KBILEOHE S

RELME L ZIZASORE N2 ETHY A5 ~A4ans 57y
L TEIATYT Ly 7 A (MAC)™ 12K LCIaRZ Lk L b



g9\ (in vitro) o

18.2.3 BMMRBFEET IVICHT B1EH

19.

7,7X@HE}EEWEX%AO),AUAS),AM,AS]‘ EZ—F@%AOJ,AS),M)‘ ﬂ?"%%%)i‘@ﬁ"{
S 5T B TR A0 BT AR RO
L. BENARERT

BRHRAICEET BEEFHMR

—HI%HR - 75 2a< 4 3~ (clarithromycin)
1b52%4 - (2R,3S,4S,5R,6R,8R,10R,11R,12S,13R)-5-(3,4,6-Trideoxy-3-

dimethylamino- /3 -p-xylo-hexopyranosyloxy)-3-(2,6-dideoxy-
3-C-methyl-3-O-methyl- « -L-7ibo-hexopyranosyloxy)-11,12-
dihydroxy-6-methoxy-2,4,6,8,10,12-hexamethyl-9-
oxopentadecan-13-olide (H J&j 1 #E3iL)

w75 CAM

e s g

7513\ CssHeoNO1s

oY 747.95

R BOORMEEOR KT, RiZ#H v, 7 Iy ook

20.

WAIZRREFRT L, AF /=, % ) —) (95) X
ZVZF NI =T WVICHEITIZ L, KRICIFEAEE TR
Wy

IR 220~227C

BV EDOZEE

(FZ1>av7)

22.

7V ¥u—a %I,
to

WA MR L TREFT S 2

a%k

(&)

PTP 100 & [10 $& x 10]
PTP 500 $ [10 i % 50]

(FZ1>av7)
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= —

3)
4)
5)
6)
7)

T AF v 7RIV 100g GEEEFIAD)
43 0.5g X 120 @ (FEHEFIAY )
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24. XEEKRERVBEVEDER:
KIEBEGAESH ATFA ANV v T+ A= arbry—
T 170-8633  HUHUHR & 15 X i I 3-24-1
Eah 0120-591-818
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