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B RMERIERBIEGERE (A X)) 1TFE D FBREPEMACHE % x5 &
L7l CROONTZREHWERTH D,

AR U AR RS O[] PN i PR 5 e OV R 58 1% 0 38 L el 2 oD
AHEICESNTN S,

KROA RIZTEXF Y KT (500mg/kg/H), F Y77
V'—)b (100mg/kg/H), 77V An~A 3> (25mg/kg/H) D
GEBOFAROEE LT, 7EX U KT & Bl
B D WVITOFAEL L8R SRR RO BV TN D28, #dh
TRV AKFBNPERZICHE LIZb O TH Y . BN
THH LD TRV ERHEREN TV D,



16. ZEYBhKE

16.1 meRE

16. 1.1 BHEIKkS
fERERRAIZ200mg, 400mg (i) ZZEfERFHER O G Liz &
E DO MIEFRE R OENRT A—F OEIZUTOL S Tho
7219, e, KRB ONRT Y R i3b oz,

SHI == Crax Thax T2 AUC

Sl s

WEE | (g/ml) | (hr) | (hr) | Gug - be/m)
%A (n=8)200mg | Bioassay | 1.16 1.9 | 4.04 8.98
kA (n=8) 400mg | Bioassay | 2.24 2.7 | 4.36 20. 30

fEREER A2 200mg (J)1) 2 Z@fEREICHER NG L, @ik
hrum~< 277 (HPLC) IETHIELZ & Z A, MGHFICIER
BAAR B ONE A O LA KR LR ZIERIBFE L, £
ABEIIBioassay THIE L7~ L IFIF—R L7220,
16.1.2 RE#HE

(NYansa—- EQY B
EFERANCTEX VY vAKRFIM, e bR oee
& —LfffH L T400mg (i) Z1B2[E7HBKERAES LT
& E DOV AP PRE R VK NRT A= OIEIILL FO L 9 ThH -

7’—:21) NZ?)O

SHI iy Crax Thax Tl/Z AUCo-12
N
ek (ug/mL) | (hr) | Chr) | (xg-h/l)
A (n=7) 400mg, HPLC 2,49 2.7 4.4 | 18.45
TEF VY VKR | REEE] T ' ] ]
1,000mg, 7> Y77 | HPLC
L 30mg D gy | 097 | 2.6 | 8.5 | 8.87
A (=11) domg, | HPLC 4y 7q |56 |y 57 |03 gm0
TERUVY VARl | REME] T ' ' '
750mg, A ATV —)L HPLC
20mg i Y gy | 1205 | 36 | 853|151
HPLC N
1% A\ 400mg N ol 2.33 |2.0%D | 6.43 | 17.50
~ 3 2) 7R K
7%%7?/?%% AR
VAR | HPLC 1 g0 |9.5m0 | 9,71 | 7.65
750mg. R ’ ) :
FTRTZ HPLC .
4)
AT Y | e |zl | |25 4.49 | 14.03
7 A20mg (n=1) HPLC
B A gD - 0.95 |2.5%9 | 7.51 | 8.46
R 25
PN (n=11) 400mg, LCQMS/MS 2.92 | 2.0 | 4.62 | 18.26
TERLYY Lk | REIE
750mg, R TTHL | 1o/MS/MS
20mgﬁf‘ﬂq E#U“l) K 0. 88 2.0 7.96 7.49

HDAY any Z— . vn U RYEICHT 2&GEHE - HET
X, 77U 2~ A 2 031m200mg (LIS U T ERR
400mgE CHEMEET DI ENTED), 7TEXFT VU UK
ML 1E750mg, 2 FU RV TFA LB EAZ—D TS T
V' —F R U T AZ1E10mg TH B,

1E2) GBS T b 7 10— 4P450 2C19i8 =7
EM ; extensive metabolizer
PM ; poor metabolizer

1#3) AUCo- (ng * hr/mL)

H4) gL fE

16. 1. 3 EYFEMESFHEHER

77V Aa~wA T 5E200mg TAM) &2 T YU vy REE200mg %

JaAF—N—IRIZE Y ENTNIE (FF7 ) A~ E

L T200mg (J11ifi) ) fEEERRA S IR HERR 0 &5 L Tl

FRE(LERREZRIE L, Fon-EhEhe 7 2 —& (AUC,

Cmax) (2O TI0%E #E K RS TRERHBIT 21T > 7245 5. log

(0.80) ~1og(1.25) D#PFANTH v . WAl AW FEH R ZEE A

MBS 7=,

HENT A —H BERTA—F

AUCo-24 Cmax Tmax ti/2

(ng-hr/mL) | (ng/mL) (hr) (hr)

g ) Aa~wA T 3804. 6 602. 6 2.54 3. 38
$E200mg [A¥HK +1167.7 +162.9 | =£1.16 | *£2.09

77Uy REE 3586. 6 560. 0 2.08 3.09
200mg +745.8 +116.2 | £0.70 +1.67

(Mean=S.D., n=12)

(ng/mL)

800 ¢
—0— U3 RO AU 5E200mg [ & k]
093" yR§E200mg

600 - Mean=S.D., n=12

400 | Q!

200 |

PR ANSANGENA IS s NRNENIANE S 3 =

00
0

? E%T&d])%#lauﬁ(hr) 0 2 2
A PR EE I ONCAUC, CmaxZE D /8T A — 21X, BRERE OEIN,
RIR OERIURIE - REE S ORI Lo TR D AIEEED &
2,

16. 2 RN

16. 2.1 "AAFRALSEYT«

R AICBWT, 75U 2u~A 8kl (250mg) %80
#HE LA QulE) 77 A~y T hegt v
FRtR & BRI B 5 L7256 D3R BRI ST A — & % LR
FlLiz, TOMRE, REMEDONA T XA Z YT 11352,
55%Cdb o 7oAy, WIELEIEHIC K > THER SN D TEERHD

(L4RTKERALIR) B E DT /RTF A —=Z TR RN S, 75U R
avA AR OFEGRIZIERRITRI SN TND Z L HRREB
En® ST —4),

16.2.2 BEDOXE
R A A IC200mg (J)M) % HL[EIRE DS Lic & & il i
BT, BEORENIL A RO ONRN-T-19,

16.3 &

TERERE ISR AIERPY, £, BEICBT AR [iExX
WP E~DOBATIE R HIE LT R, Zh Fhoffi~0
TTITEAC, METRELRIED L IZZh U EOREEZRL
Too Eilz, FFEW | RHERY . LBEIREGIESY L2 o R Rk A E
LAl oplcmiETREEKELS EEbolz, B, & bl
B ARITA2~50%TH > 723 (in vitro),

16. 4 3
b MZBET D EREYITIKEEERTH D miFP RS
LAk L RIFREAFAE L1220,
bt MFI 7 vy —L%HAWiin vitro BRIZBW T, AANTE
LLTCYPSATRI SN D Z ENWMEEN TS, [10.,
16. 7. 1]

16.5 HEftt
fEHERR A 1C200mg (S7Ml) Z ZEfE M BRI 0 5 L
Bioassay CHIE L1= & Z A, EH5H24MFHE CICHEEED
38. 3% MR ~PEHE S L7219 RHICIZ SRR L QNG
R D 1N AKERALIR 3588 H 7220,

16.6 BEDEREZHTHESE

16.6. 1 BieEEESE
EHSHEIE R A & R e IR O B RERE E AT 1I2200mg (0l %
EEHERRORS L, VT F=r 27T T A (Cer) &
ZTORNENRE & OBMR & T L7k R, BHEBEDIK TICtE-> T
Coax® F5F-. T1/2DIEE K CAUCOBIM A D S =37 (HlE
¥ : Bioassay), [9.2&H]

V7=
; ) 7;:/% Chax Thax Ti/2 AUC
. (e g/mL) (hr) (hr) | (pg -+ hr/ml)
(mL/min)
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 SEE
EEREBIRBRORN66~821% (P72, 25%) DO LPE34 i
200mg (1) ZZEMEREHEEIROEKE L, ZORNEEZ B
L7ofER. BHERA & ERD & Thax, T2 X ZIEREETH - 72
M. Cnaxs AUCIZB T E Do 7238 (JIEYE @ Bioassay),
[9. 8% 1R]



Chax Thax TI/Z AUC
(pg/mL) (hr) (hr) (p g« hr/mL)
FlnE (n=3) 3. 72 2.3 4.2 19. 20
16. 7 ZEMEEEA

16.7.1 CYP3A, P-gpicxi+ 2MEMEHEZAFT 5%, [10.,
]

16.1.2 424102
BERERR AN BT A7 40 U v &2400mg N7 T ) ZAu~A v
Z300mg Pl L7z gk, OFFSHE B CF 47 4 U > oIl e
1 ECnax TL. 260, AUCTL. 19f%5 5L, 2 V7 T v A1L16. 4%
DU BHRHICHBEETRD b o729,
F-, KEXMEBREICT A7 4 U %2300~600mg/day T1H
SoROEEE L, HIZZ 5 Y Ar<A T 600mg/day % 1 HAy20f
ARG LR, SFRHTEEICRBW T A7 4 U v ofiEHhiE
FEFAEER ERARLED, [10. 28]

17. BRER AR

1.1 EMNERUREHICET 568
RN Z 5t g Uje ZH B R HEBGABR & & T R R A BR O BT R
DEBHYTHD,

(RSB EE)

1711 #RURBEFLEERE (T4 X)) 1245 BIEMMACE 3
¥ 3 ENER R
ARG E T ORBRIC I T D AR E R oo S F X461 261
(50. 0%) TdH - 7210,

16. 4%

Pt AR ()
[H2LL k]

B RVEGIERRIEGERE (mA X)) ITfE D FEREM:
MACHE 50.0 (2/4)

(N)anya—- ED) EEaE)
1.1.2 B&a% - +t—EBBRSICETE5AYa/104—-ERY
RZSE (T3 2 EAR VB ERRAER
HigE -+ HBBRBCR T2~ a s ¥ — . v a U ERYE
KT 5 HERLKERR, A—7 R Bcrs 7Y 2an~v S v
O RAERRD b,

, B (%)
R Uframe k]
B - +EBREICR T A~ a s g —.
v ) EYYE (BRE=R)
(v 7TV =N DffADHE) W19
HIEE (400mg) =D 87.5 ( 84/ 96)
(800mg) ) 89.2 ( 83/ 93)
b IS (400mg) D 911 ( 82/ 90)
(800mg) 2 83.7 (82/ 98)
CKIE : 140 B ) ) 87.6 (197/225)
CKIE : 10ARRS) = 83.7 (103/123)
(6« THRRY) 9.4 (103/114)
(HRAT5 =1 L DBEFIDHE) 1~
B - R (800mg) 8.8 ( 89/113)
(400mg) 1) 81.1 (116/143)
(800mg) D 80.0 (116/145)
st + g | 20 (109110
Giish - mim) v |02 (19
(FRTFS—1F 1) 9B EORERDEE) 5
FI5 (400mg) ™0 87.7 ( 57/ 65)
(800mg) 110 8.7 ( 61/ 68)
‘f”:#ﬁﬂ%{f‘é% (400mg) %9) 83.3 ( 45/ 54)
(800mg) 1V 1878 ( 36/ 41)
H - TdRREE CKE : 108 fM&E) E 86.0 (147/171)
CRE : THREES) 1V g4 3 (140/166)
(BRI TRREHE) B 938 ( 61/ 65)

HENZ IV 2Aa~A e LTIE00mg (Jifl) . 7EFT
U ok Fa & LCLEIT50mg () KONT Y T T — L
& L C1EI30mg 371 & WM 1 H 2317 B [E#% 0 #% 5,

H2)7 7)) Aun~<wA b LTIE400mg (), 7EF >
U 2k F & LCLEIT50mg (i) KON TZ > YT TV —
& L C1EI30mg 37| & R 1 H 2317 B [E#% 0 #% 5,

) T RIS DAY ans X — - v u U EYERE
ARl LIEBEARRR (77 V) 2a~vAf & LTLHE
500mg (Fffi). 7EFT VU okFadm e LTCLE1, 000mg

(it BOXT >y 75— & L T1EI30mg D 37 % [F)
1A 2[R ), ARHI O AGEF K 7 132800mg TH 5.,

) T TIHRIBEEEICRB T DAY a s Z— - v u U ERYUE R
FrENRE LEHBERRAR (77Y) 2u~A b LTLHE
250mg (Jffi) . 7E&F TV ok Fadm e LCLEL, 000mg

() e O¥T vy 75— & LT 1E30mg D 3# % [FHF
WZIH2ERE O 5, ARAI DR RIE800mg TH 5,
I5) 7 ) Au<w Al LTLE400mg (Il) ., 7TEF
U ok & L TLEIT50mg (Fft) KM OAF AT TV — b
L C1E120mg D37 2 R (21 H 257 H B8 O # 5,
We) s I Aa<wA e LTC1E200mg (1), 7EFT ¥
U YoKFE L CLEITE0mg (i) ROA AT T —k
L C1[E20mg D 37 % [RIFFIC 1 B 2017 A #0085 (ENO
RUE R 7o 1% BRIR SR .
EN 7TV An~A e LTlE400mg (Fiff), 7EF
U kR E L TLEITE0mg (Jifli) R OA R T T — 1k
L C1[E20mg D 3#] % [FIFFIZ1 H2[E]7 H IR D& 5 (RO
BUTE AR T 1% R R AR .
H8) 7 TV Au<wA 3k LTLEB00mg (Hl)., TEF
U ki & LCLEIL, 000mg (Fli) ROAH AT T —)1
& L C1EI120mg D 3FI A [FIFFIC 1 H 2[alfE O #% 5., AFIDAGE
e A E13800mg TH 5,
H9) 7TV A~ Al LTLE200mg (Fiffi), 7EF
U ok E LCLEIT50mg (i) BRONTG T T —
U DAL LTLEIOmg?D3F A [FEIC1 B 2[E]7 A REFR 0 #%
5,
E10) 7 5V 2m<A vk LTE400mg (), 7EF
U okFad & LClET750mg (Jiffi) RONT T TV —)L
F R U AL LTLE10mgd 3% % [FIRZ 1 A 20E)7 A BiR 0
B,

W1 H -+ CHRIBEESICRBIT A~ a3y X— . v a YK
YIERE ARG L LEZERRR (77 Ar~q vt
L C1E500mg (Fff) . 7EXT U ke LTLHE
1,000mg (Fffi) MOXTRFT TV —nF hYonb LTl
[B120mg D34 Z FIRFIZ 1 H 2[EFE O 5) . ARFNOEZEIK
FE1Z800mg TH 5,

18. FEZhFEE
18.1 fEFIERF

HIEDTOSY R Y — L D508 T 2= h &fEA L. BAAGKE
FREE %59 56),
18.2 EBEER
18.2. 1 ;nE%ERA

T RUERER, VUoVERER, MREREOUHRMES T A
BN ~6D 50T (FTTUNAT) - HET—Y R, LT
NTUHFHE, LU RTE/, hovany g2 —BED—Ho s
T LREHERETD D R RA LT hay AR, 25 I
TIE v~ a T T A<@eD. 0 < a s T U LED K
VANY anyZ— . ea O ICiEEREZ R L, TOERIXM
D~ T, RRFAEWE L R%EL ETHD (in vitro),
18.2.2 £ FERBMIIGIKEREAEDOIRE S

REAK LIZERSORENE /T E008, ~LasF7 )
LeTEULary7Fy 2z Z (MAC) B FRNY a7 Z— .
e YOk UCIERE LR L v 85y (in vitro),
18. 2.3 BMRBEEETIICHT SR

?WX@HEWWZEQQQ”‘ 58), 60), 61), 57)\ ﬁj:;@gg%m)\ 60) . 61)\
IR ARG YLAEDD  59). 60 6D S IC BN T, 7 7 Y Amr~ A
3O R TIE SR L, B R AR T,

19. FRIRES 12T 2B AR

—W4 . 7Y Aa~A v (Clarithromycin)

{b%4 : (2R,3S,4S,5R,6R,8R,10R, 11R,12S, 13R) -5~
(3, 4, 6-Trideoxy—3-dimethylamino— 8 —p—xy/lo —
hexopyranosyloxy) —3-(2, 6-dideoxy—3-C —methyl-
3-0-methyl- « - —ribo ~hexopyranosyloxy)

—-11, 12-dihydroxy—6-methoxy-2, 4, 6, 8, 10, 12—
hexamethyl-9-oxopentadecan—13-olide

3 F2K : CasHeoNO13



Sy FB 1 T47.95

Mk BAOREEOBRR T, BRITED,
T b UTT B a Rl AR T . A
J—)v, =X ) —n(95) IV = F L —TF VRS
1< <L KITIEE A ETEIT 20,

e S

FlE : 220~227°C

2. A%
1008E [108 (PTP) X< 10]
5008 [108£ (PTP) X50]

3. EEXH
1) JEAE G G R Jm A A2 AL R« B A M S (E A o0
gl&
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) KR NIED> : Chemotherapy. 1988 ; 36 (S-3) : 515-520
5) iEARERNED : HAV/NET LU —22AFE 1989 5 3 (1)
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6) Jacobson TA. : Am J Cardiol. 2004 ; 94 (9) : 1140-1146
7) Greenblatt DJ, et al. : Clin Pharmacol Ther. 1998 ; 64
(3) : 278-285
8) Yeates RA, et al. : Int J Clin Pharmacol Ther. 1997 ;
(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 ;
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15) Kakuda TN, et al. : J Antimicrob Chemother. 2014 ; 69
(3) : 728-734
16) Wallace RJ Jr, et al. : J Infect Dis. 1995 ; 171 (3) :
747-750
17) EREERED - BEIRFEFL. 1995 5 26 (1) : 149-150
18) JEAEFEE - EEAEREENE~Y =270 KAV
FESE AR
19) ARFHHE T IFA> : Chemotherapy. 1988 ; 36 (12) : 921-932
20) WG HIED> : Chemotherapy. 1988 ; 36 (12) : 933-940
21) PEFRHEGROEEE (X T 7w r, TEI AT

22)

T/ HRL, N N/ TR, UV U/ TR
. TEXFV VI AT/ [ h—=DU], UL KU AL,
TEEVI TR, 7TV REE, 7T YTy REE: 2000
3509)51 22E|7¥<wu Eﬁié*ﬂﬁ%ﬁf\ 3. (1))

BUSENBEE (A TTF VU8, AT T —/VEE,
/\“z lk CUBE/ TN, UV B/ TR, TEXRY
U HTREN Th—=DU) 77V REE, 77V vy NEE:
2002404 A 11 H7KGR, HEEERMEE ~.3.2). (5), ~.3.3).
1)

23)

24)

25)

26)

27)

28)

41)
42)

43)

44)
45)

46)

47)

48)
49)

50)

51)

52)

WERIEMOERE (FAT TV U, A AT T —IVEE,
NoovkE/ TR, BUSY U/ TR, TERTUY
VHTRN T N=U) 7T VUREE, 7TV vy REE: 2002
04 H 11 HRRR, HEEEEHMBEZE~. 1)
SHEIPFH AN EhRERE (EWN) OE (Y v ME,
h//ﬁ7t»MMWf\T%A%%//w7tw\%7/
UV h TRV MR/ EE. 2T U ABE, 7TV vy REE 2007
01 H 26 HRR, HFEEEHMEZE2.7.6. 1)
SEIBERANEIRERER (EN) omEdRRERNTEE (LY
Ty MNE, Xk N U TR BE. TENR=F T Uh
TN, UL U hTRN/RL/ EE. 7T ) AEE, 7TV
vy REE : 20074501 A 26 H/RRE, FIGEERMEZ2. 7. 1. 1)
[E PN EE IAHH. py Lori BRI SAIF LI 31T 5 3 8 A7E R
B (7 &y 782014412726 A KRR, HE &R
2.7.6.12)
A SRFN AR K OB 5 AT s, R R OMEEL (& &
X 7 HE 2014412 H 26 H/RRR, HIGEERHMEE2. 7. 1. 1)
Fa—U U AT ¢ AR EHANEE

77 Au~A T U5E200mg [H58K) OEDZFAR SR

BRICBE 9 2 Bk

VAt

Chu SY, et al. : Antimicrob Agents Chemother. 1992 ;

36 (5) : 1147-1150

e 2 KYRERIE D> © Chemotherapy. 1988 ; 36 (S-3) : 1058-

1073

R ZZAEIE D> ¢ Chemotherapy. 1988 ; 36 (S-3) : 698-714
EIEAIEZ2)> : Chemotherapy. 1988 ; 36 (S-3) : 715-728
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Suzuki A, et al. : Drug Metab Pharmacokin. 2003 ; 18

(2) @ 104-113
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VIV TRNL T =T, 7TV REE, 7TV vy REE:
20074201 H 31 H7KGR SFA A=)
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BRM B MAHEER (XY = hE, S& Fv B 7w /Mkn/
B, TESN=F TR, BT Y h TRk
BE. 77 UREE, 7TV Ty NEE: 2007401 A 26 H KGR, H

A EHEEE2. 7. 6. 5)



53) KEFMAHRER (U= NE, 7 oo 7'/ HRL/
$E. TESX=X SN, U TR/
$E8, 77V REE, 7TV Ty REE: 2007401 A 26 H KGR,
FHEEMEEE2. 7. 6. 6)

54) EWNHMARBROME (Y =y Mg, B h o 7L
/HRL/SE, TER=F VU TRV, YUY B TR/
Mkz/EE. 77U ABE, 77U v REE: 2007401 26 H &
PR, HEEEEMEE2.7.6.3)

55) W&JIIAZ AIFED> : Chemotherapy. 1988 ; 36 (S-3) : 123-128

56) CAM OHLEA & L TCORE LML ESHY (FX T T v
$E. AATT—EE, RNEB NV U/ TR, YUY
$g/h 7N, TEFVI TR [h—T] 7TV R
$E. 77V Ty NEE: 20024204 3 11 H/KFR, HFEE BT
A.2.(D)

57) /NEFEUFRIED> : Chemotherapy. 1988 ; 36 (S-3) : 1-34

58) T SEER - 1E7)> : Chemotherapy. 1988 ; 36 (S-3) : 35-58

59) REH{E@IED> : Chemotherapy. 1988 ; 36 (S-3) : 59-70

60) PEEFREIED : Chemotherapy. 1988 ; 36 (S-3) : 95-110

61) ETFE{ZIE)> : Chemotherapy. 1988 ; 36 (S-3) : 129-155

62) NNFREAEHED> : Chemotherapy. 1988 ; 36 (S-3) : 71-81

63) HIRAEFIEH> : Chemotherapy. 1988 ; 36 (S-3) : 117-122
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26.2 BRFETT

ARt

BCCHR TR B B 50U T 67



B3 B %
FI-VIJIUAFIARASHT
BURBHEHH LSS5 &b

B 75 5
EMEZERASH

RREATHAEXHMAERAEMTHoE
1.1 2311A



