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V75V =)L (15mg/kg/BBE) Oo4EBMRZED
BELEZREBE. REAXICTEF T VY VKM
(500mg/kg/H). 5>V 75V =)L (100mg/kg/H).
7I)AuvA > (25mg/kg/H) O4EBMAZED
BELRET, 7TEF YV VKM R BEMD B 0 I
RS LI2EMIERREPRD SN T WA Y, K&k
TEFT D) VIKMMBTRERICHTE LD TH D,
EHNTHHE LSO TRV EPHERIN TN S,

16. EYIEIRE

16.1 MO4NEE

16.1.1 HEHES
BRI Y 5 ) AT 74 2> 200mg. 400mg (F1f)
AZEERBEROKES L & 2OFEMEREE RO
T RA—=FDEIZLLTDO XS TH-7219, B, [EE/H
DINSYFFDED T,

3 N Cmax Tmax Ti2 AUC
AR (ug/mL)| (hr) (hr) |(ug - hr/mL)
A (n=8) | .
200mg Bioassay| 1.16 1.9 4.04 8.98
A (n=8) | .
400mg Bioassay | 2.24 2.7 4.36 20.30

BREBAICZ ) Au~<A > >200mg (F1f) %225k
ICHERORS L, SElikra~ 757 (HPLC) #
THIE Liz& A, MBEFRICIERE(LAER EERH#D
DIAGIKBALGEPIZERABFEEL. ZOAEMER
Bioassay CHITE L7z B L131F—F L7220,

16.1.2 R1E%5S
NUINTI— - EOVREIE)
BERACTEF VY VKN, Ta bRy Ty
by —EHALTZ T 274 Y >400mg (FI1f)
%1 H2[7 B RAER RS LT & S0P EER D
BINTRA =Y DEFLTD &S Tap - 722D 24,



N > Cmax | Tmax | T1/2| AUCo-12
e (pg/mL)| (hr) | (hr) |(pg-hr/mL)
A (n=7) 759 2u~w+| HPLC
2 400mg. FEF YU | KE| 24| 2T |44 184
KFI#1,000mg. Z >V 7F| HPLC
= L 30mg D feay | 007 | 26 | 85| 887
A (n=11) 75V A0~
1 3>400mg. 7EF> Y| HPLC -
2 KA,000mg. A 75| KEfLis| O | 25| 46 278
> =)L 20mgtF EFED
HPLC .
£4)
WAY S5 2w [EMED) | RE(LH 2.33 |2.08416.43| 17.50
¥ >400mg. 7E*|(n=15) | HPLC -
RS e 0.82 [2.5%49.71 7.65
750mg. INTF HPLC 4)
VoL kUYL pMED | RIS 1.99 [2.5%4)(4.49| 14.03
20mg it FBEED (n=4) | HPLC .
i £4)
feary | 095 |2589|751) 846
A (n=11) 400mg. 7%E LC{MS/MS 2.92 [2.0544.62| 18.26
N L R
F ) LIKMMT750mg. R LCMS/MS
J 752 20mg HFHEEED e 0.88 [2.054|7.96| 7.49

W) ANV aNTy— - Cu Y BEEYEICH T 2 ARAE - HETIR. 75
Z2uvA &1 E200mg (MEICE U T ER400mg F T HHE &
THIENTED), TEFZIY VARMPIEIET750mg, 71 >
RYTFAREY—DITRT T —)LF ~U 7 L1E1E10METH %,

E2) AAREEESEF b Z 0 —L4P450 2C19E (7R
EM ; extensive metabolizer
PM ; poor metabolizer

*3) AUCo-» (pg - hr/mL)

H4) FRE

16.1.3 E£ZHEEHHER

7Z) 2Au~v4 > E200mg [NPI &7 5 Z§E200
. JOURLF—N—FckDENTNIE (FF) AuT
A 2 2200mg (F1fi)) BREASFICEEREREORS
LCmiERr ) 201 Y ViBEZHIEL. BoNnik
EEMEIRE/)ST A —4 (AUC. Cmax) IZDWTI0RBHEX
BIEIC TN 21T - 262, log (0.80) ~log
(1.25) Q#EHEATH . WAIOEN A EFESHER S
N7z,

SENTA—4
Ti2
(hr)

HENT A =%
AUCo-12 Cmax
(pg-hr/mL)| (pg/mL)

2.996+1.135/0.514+0.223
2.947+1.179/0.490£0.165

Tmax

(hr)
2.05+0.58|3.60£0.81

2.03+0.41|3.51£0.85
(Mean=+S.D., n=20)

7)) Aav, vy
$£200mg [NPI]
7 1) Z§E200

(ug/mL)

(Mean=S.D., n=20)

—e— 2 AuvA YU
200mg [NPILJ

o 7FYREE200

0.6

04

02

WREC U O NS B

)
12

LE |

MEEFEELPICAUC, CuaEED/8T A —F 13, HHERE
OB, REOFRMEIL - BEEORBEMFICL->TE
L AAREEN D B,

16.2 IRIY

16.2.1 NAATPRASEUFT ¢
BERAICBWT, 75U Au~v A ¥ UiEHl (250mg)
EROBE LGS QEEE) 77V AuvATrT
7 NEF VBIEZEBIRNZS L BE O EE RS
SA—y 2B Lz, TOMEB, KRE(LEDONA
TARASEY T 41352, 55%TH - =A5 HEEEE
IC&k o THEBENSEEREY (LAGKEE(LE) 2&50
TeNT A=Y @BER»S. 7T Ru~vA ¥ 3O
BEBIFITRRICRNSNTWVS I EARBSI N2 (F
NT—%),

16.2.2 BEDHE
BERAICZ Y 207 A 2 >200mg (/1fli) % BEFE
A5 L ESOMBERBEICIE. REORENIILA
Empenm,ro719,

16.3 21
B AIC BT AER, £/, BEICBIAHED . K
BN SEAOBTHEEZRELLER, #h2hof
BAOBITIZRFT. MEFPEELREZED LEENDE
DEEER Uz, £z FEO. RksD. LEREAGED %
OHMEHBEIZILEALOFICMEFEBEEZ RS L
botze B, b MMBEEAZERIZA2~50%TH - 7232
(in vitro).
16.4 {{#
b MIBU B ERBILLAMAKERLETH D MIEFICIE
REEE ZITRBEE LD,
v hFI 7 ay—szHWizin vitroiREICBWT, 75U
20w A Y IEEE LCCYPIATRE S NS Z EARE S
nTns3, [10.. 16.7.1 ZHE]
16.5 HEittt
BFERAICZ S 2a< A2 >200mg (F{f) % Z2fEREIC
HEFO#S L, Bioassay CHIE L7z & 2 A, #5%240;
M E TILHEED38.3B N IRFAGHH S 719, [REPICIE
FITREAE T BB O 1AGIKER LR TR0 5 7220,
16.6 HEDERZRIBEE
16.6.1 BikEE=EE
EHREEFELBYREEOSREREEIC/SY A
<A > >2200mg (Fififi) #=ZEERBEERFOKRS L. 7L
TFZU7I)T IR (Car) &EZDENEREEOMG%E
RET L7 MER . BRBEDETICE S TCCrax® LR T120
EERTCAUCOEMMPRD 65 i3 (HEE
Bioassay). [9.2 Z&]

i 5;;5; Cmax Tmax Ti2 AUC
(mL/min) (pg/mL) (hr) (hr) (pg -« hr/mL)
Ccr=100 (n=5) 2.02 1.24 2.38 8.89
Ccr=50 (n=5) 2.15 1.89 5.74 21.69
Ccr=30 (n=5) 2.55 0.96 4.69 18.73
Ccr=5 (n=5) 3.54 1.48 6.13 36.89
16.6.2 &

BEELEMREROLVO6~82K (F1972.2/%) O3
227U 2avA 2 200mg (i) % Z2fE B [E 4%
O#%5 L. ZOENEE L LoER, BREERACRL
N5 &E Thax Tl/2tilibf|§]*§‘fvﬁ’)f:ﬁ§\ Cmaxs AUCIX
o 2IcEmD» 57235, [9.8 2]

Crmax Tmax Ti2 AUC
(ug/mL) (hr) (hr) (pg -« hr/mL)
miE (n=3) 3.72 2.3 4.2 19.20
16.7 F4EEIEH

16.7.1 in vitrosRB&RIE
CYP3A. P-gplcttd 2MEEMA%2ET 539, [10..
16.4 5]

16.7.2 74740
BERA BT+ 7 4 U > 2400mgk Y 5 ) A0
A 2> %300mghHtH L7z#R. StASHETT A 71U v
DIMIBEFREIICnax TL.2665, AUCTLIMEER L, 7
V7T 2 RE16.4% D L BSIRETNICEREZE IR 5
N o729,
Fo. REXHEBRICT A7 4V »%2300~600mg/
dayClHS2&O#%SE L, By ) 2uav A
600mg/day% 1 H73 20tF#% 5 L7-#R. StRA7HEICS
WTTH 74 OMEFRERIERE R ERZRLEY,
[10.2 8]

17. BRRRAE
17.1 BIMERURELMEICE T SR
BAZWNRE L ZEEM LB & O RHE OB
FROEBDTH %,
(—RZRRGLE)
17.1.1 —REBEREIC K T 2 EAES R ER
FZ T RHEIR G RET) . fli 2838, B IEIFIRERZE O IR
P39 @HkSA0, FRE A s RO RSB A IR R e 42
It A —EEREEREBETI Y 2u~v A YV OEHR
HARD 5N,
GHEZ MBS
17.1.2 BRERBALERE (T4 X) [CHESBEMEMACEEIC
X9 2 ERRUBINRREER
BREGRBERSIEBRERE (T4 X) (IS BEEMACKEIC
W Br_EEREBRBE TS 2uvL Yy 0BERAE
WERD 5N 743 A,



BEA BE (Bl k] 18.2 FIE{ER
BRMUEGBERSIEBRR (T X) (TS B 18.2.1 fiEEA
MACHE TRUKERE. L URER. MRAREOTFRE ST A
BA - 50.0% (2/4) BEES? 0, £E571€T (FT5UNAT) - NFF—)
CRE) (60.0%LE£) AL ATVIILVIVYHE, LYTRTE, hrEuany
NYUINTI— - EOUBRRE) Y —BEO—ED T T LBEE 9, XFPZ LT
1713 BiEE - TTEEBEBICBIFZANVINTII— - EOV Iy AREN, 7T ITVTED, 7/( 75 X Eo3) 00,
RBRVE(CX T 3 BN UB5ERARGIER T A ANT T )T LB KON ANTH — - )68
BEE - +EBBEICBI AN INI Y — - Y0y WCHEEAEZRL. TOERRMtO~Y 7051 FRHE
BYVEICH T 5 “EEMEERBE, A - TV HBRTr I MEERFL ETH S (in vitro).
J2avA T OBRREPRD 5N, 18.2.2 & EHEM KB LIFEDIE S
BEL ARE (%) [EEIE] RE(E L BEREORENZHT 29 . A AN
BEE -+ -HBBEBICBTLANY TN TUTL - TETLAYT LYy 7 A (MAC) 70 BRUANY
g .vny B (RER) ANy — )8 I UTIEREEL D FFW (in
(52975 T =L EDHRADEE) 45 -49) VItro) .
BiH (400mg) =D 87.5 (84/96) 18.2.3 BMIRREFIVICH T B1EA
(800mg) *2) 89.2 (83/93) vrjj\o)ﬂgﬁlqujamii() ,60) ,62) ,63) ,69) &TW%S‘) ,62) 63)
+IEEE (400mg) =D 91.1 (82/90) I [ B2 R HAES9) 60) ,63) .69) F 5L |2 Jbb\'C . 75 %
(800mg) #2) 83.7 (82/98) uv Ay ORFLEBETEERBRL, BN RE
CKRE @ 14HME#E) =3 87.6 (197/225) T o
(CKE : 10HM#&S) #3)| 837 (103/123)
(3 : 7THRHES) 59| 90.4 (103/114) 19. BXRS AT L2 S
(AATTT—LEDGRAOEE) 50 53 —H&BIRFN : 25V 2Au< 1 > > (clarithromycin)
5. iEsE (800mg) gs) 78.8 (89/113) {E%% : (2R,35,45,5R,6R,8R,10R,11R,125,13R)-5-(3,4,6-
(400mg) ii; 81.1 (116/143) Trideoxy-3-dimethylamino- 8 -p-xylo-
_ (éSOO@g) ' 80.0 (116/145) hexopyranosyloxy)-3-(2,6-dideoxy-3-C-methyl-
(v i‘*ﬁ'%fﬁ%) iz; 964 (106/110) 3-O-methyl- a -L-ribo-hexopyranosyloxy)-11,12-
(kT e(;ﬁﬁé fﬁ?(])’ s 79.2 (38/48) dihydroxy-6-methoxy-2,4.6,8,10,12-hexamethyl-
2 54 -57) B s %X);(/Iopentadecan—IS—olide (HREI#4)
=hp (400mg) &9 87.7 (57/65) s oh
(800mg) #10) 89.7 (61/68) ERIE -
+IEEE (400mg) =9) 83.3 (45/54)
(800mg) #10) 87.8 (36/41) %I}I;
B - FIRBEE OKE : 10BMRS) #10| 860 (147/171) om g
CRE : 7HRH#RS) #1D| 843 (140/166) o CYH Qo
(Bl - 7HRE#RS) =D 93.8 (61/65) ; Lo
E1) 79U A0vA ¥y ELTIE200mg (A1), 7EF 21 YAk R

Y& LTlE750mg (Fiffi) RO5 >V 75V =& LT1E30mg
O3 FRSIZ | H2E7 B EO 5.

H2) 759 Au~vA & ULTIEL00mg (Hff). 7EF ) LK .
#E LTIm750mg () RO > 75— e LT 1E30mg AFT : CasHooNOw

(H /iR

DFE: 747.95
3% % FIREIC 152@75?1&13&50 . ‘ » R

T3) +HEEEEIC BT AN AN Y — - 0 BRERE AR E L R E@@%maaﬁ@*ﬁ*'@\ SR Va7
FERRRE (750 A0v4 Y LCIES00mg (Offi). 7EF HOALLIZRRETPT <, A 57/ —)b Ty
v YKk E LTLELO000mg (Siffi) RO'S VTS5V —LE J = (95) Xy FLT—FNicETic <,
L C1E30mgm 3#1 % Fk I 1 H2[ER O 5) . KA ORRREAFE KITIFE A EB T 20,
1$800mg TdH % B m:220~227C

F4) FTIEBEESIC B AAY AN Y — - 0 ) BYYERE AR L
L7-ERRREE (759 A< A ¥ & LT1E250mg (737@% 7 E 22. ai
FL Y LKFMIE LTLEL000mg (Hf) BTV ST =L 2 ”

& LT 1E30mgd 3512 FEIC L H2[EHR 0% 5) o ARIO &R A éggi% Hgg Eg%lz; iég%
#13800mgTH %,

&5) 77U AuvA 2y & LTIE400mg (i), 7EF ) YKl 23, TEWH
WeLTLE750mg (AMl) KU A 75—l e LTLE20mgn3 : N s -

)% R 1 H2E7 B g O35, 1) BAFEEERBEEERR - iMEmEEEEROF

E6) 75U 2T A ¥ ELTIE200mg (Fffi). 7EF Y VKA 5l &

MELTIE750mg (i) ROF AT 5 =) & LT1E20mgN3 2) Griffith DE, et al. : Am J Respir Crit Care Med. 2007 ;
Az FRFIC] H2E7 HREFEOHRS (EN ORGE RGEHR R EER) o 175(4) : 367-416.

E7) 77V Au YA > LC1E400mg (i), 72> ) 2oKH 3) Desta Z, et al. : Clin Pharmacol Ther. 1999 ; 65(1) : 10-
Y& LT1E750mg (A1) KOF A 75V —)L& LT1E20mgD3 20.

) Al % [FRC 1 H2E7 HEEOHRS (BN OBGERTER% R nﬁ%ﬁ)\o 4) “ARENID Chemotherapy 1988 : 36(5 3) : 515-520.

H8) VIV AuvA & LTLES00mg (Fiffi). 7EF T PKH 5) HAERHIA : BA/NET UL ¥ 2243 1989 : 3
#1& LCLEL,000mg (i) BUF A7 — L& LT1E20mg ILAERNIA =i (1)
D3 % FFHC L H2EROR S, AAOREEAFRIS00mgTH 5. 48-55. _

E9) Y7V 2uvwA & UTLE200mg (Fffi). 7EF U KM 6) Jacobson TA. : Am J Cardiol. 2004 ; 94(9) : 1140-1146.
W& LTIET750mg (Fffi) RSN FSY =L+ rU o LELTL 7) Greenblatt DJ, et al. : Clin Pharmacol Ther. 1998 ;
[E110mgd 37 % [ERE 12 1 H2[E7 3 R % 5, 64(3) : 278-285.

E10) 7 IV Auv A ¥ LTIE400mg (Affi). 7EF> D 2K 8) Yeates RA, et al. : Int J Clin Pharmacol Ther. 1997 ;

& LClE750mg (Hffi) ROFRT I =Lt bUvs&l 35(12) : 577-579.
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