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MU 7)) N LEREEEA
2 BRI
L AT O — )| BK
StZ R % FAES
FEER
QTR
VIR R
peding
I b5
L

FZHRORMERIZEEE - T2RBEECB T 2 BEHEE GHIGHH @ 7a b
VRUYTA Y REY =TI T T, FRAT T, TRT T —
VB AOYE) ORBEROENERRABRR (7EF 2 ) LKA
KOF 27T 7= & OFEHOB56 O R O 1828 58 I o B 5% IR 56 14 iR
RKEZ Et) ICHEOVTWS,

12. BFRBRERRICRIEITRE

ANYanNyg— - EOl) B
SUIVTIIS=NVEHEOTA N R TA LY =R TEF T
) VKA. 750 Au< A Y v EOTUEWE ORI R PG
THEFE T, BCIREMTEGREROH ERE BB 72 2 W REME
W D720, BCIRFMERERC X 2 BEHEZ1T ) BEa121d,
INS OIER O G T RABLEOR T TERT AT L AEF
L\/XO

14. BHEDEE

141 ZERZFEOEE
PTPAZEDHANIPTPY — b 2250 ) L TR % & 9 g
52k, PTPY — POREERIC X Y . TECEEAE AT A E R~ A
L. BI2EZEILE B L CHBARSOEERAHEL 58T 2
ZENH B,

15. ZD/DEE

15.2 FEERPREABRICE D 158,
Ty MITEX TV YKY (2000me/kg/H) &5 75
V=)V (16mg/kg/H U E) OLER GRS L-REBR, RO
A XNTEF D) YR (500mg/kg/H) T ¥V T T —
v (100mg/kg/H). 799V 2ua<4A v (25mg/kg/H) D418
MIBE R %G L2RER T, 7EF T V) VK % Bhd 5
PG L 72 RS SR ATEED STV B A, EiE 7 '
U VKHAHERBICHIE L2 o ThH D . RNTHRE L7z
LDOTIE W EDFER SN TS,

16. FEWFEE
16.1 MMRE
16.1.1 BEHRE

HEHER A1Z2200mg. 400mg (Ffifi) % 22 s [ 145 5 L 72 &
X OEYMEPRIEROENT A= OEIEIUTO LS Tho
729, BB, BERONT Y FE3L Aol

Wi Cmax Tmax T AUC

PEEL (ug/mL) (hr) (hr) (ug- hr/mL)
E’Zﬁooﬁg’? Bioassay | 116 19 | 404 898
ﬁzfooigg) Bioassay | 224 27 | 436 2030

TERERL A 12200mg (JUfili) % ZERE R I LR 45 L. m ik
su~ 777 (HPLC) ETHMELZE 2 A, MiEHIZIERE
AR ONTEPEACE ) O 1A KR LR DS 12 (2R AR L. 2085
fifi1ZBioassay Tl L 7 & 1T —3 L7220,

16.1.2 REHRE

ANYaANYy a— - EOVBESE)
fEER AT EXF ) YR, 7R bRy T ey —
EDEH L C400mg (J31ili) #1H2[AI7H B KEROEG L& &
DFGIM AP EE R NET XA =T DEEUTDOE S THo

7>21) -24) o

W Cmax | Tmax | Tuz AUChe

PR (gml) | () | () [ (agehe/ml)
A (n=7) 400mg. 7 E*| HPLC 249 P ad 184
23 AKAL000mg. 7| KEE |~ T4 845
V77— n30mghtH| HPLC
k1) ez 097 26 85 887
A (n=11) 400mg. 7 €
£ 90 ¥ AAIM1,000mg.| HPLC
T 4777~ 20meff | k&l | 30| 22| 46 ) 8T
i)

HPLC -
. | B oo | 233|200 | 643 | 1750
i \400mg. 7 E =15 B
SN K| O HC | og [asm | om1 | 76
750mg. INTF
v=nFrywal o HPLC g ) ose | 449 | 1403
20m gl FEF D IEM”Z; RZAL

n=4) [ HPLC "

Ry | 09 | 2580 | 751 | 846
WA (n=11) 400mg, 7€ |G| 292 |20 | 462 | 1826
* ) YIKHPWT50mg.
R T 7 ¥ 20mg b D LC{%?;@MS 088 | 20% | 796 | 749

W) AN aNy g — - Vn ) EGEIC T A RRAEROHETE, 29
AT~ A 2 E1E200mg (DEZE U C EPE400mg F ol H i d
LI EMWTEDL), TEXY Y YKMWIZLET50mg, 70 bR
TAYES—DITRNT T =)L) )7 AF1EI0mgTH 5.
H2) BHCHIESE T b2 u— AP450 2C19# =1l
EM ; extensive metabolizer
PM ; poor metabolizer
##3) AUCo» (ug - hr/mL)
H4) i
16.1.3 EMFHIFREMHER
77V AaxA4 Y §E200mg [NIG) &7 7Y ¥ v FEE200mg
. 7OAF = N—JRIZL ) ENENLGE [ 7)) Aav ATy
&L C200mg (JUfilfi) ] A HE R A5 - LM A HL Il 1% 5 L CfiL
R RZEAEREZIEL, BONTEYHEXT X —%
(AUC. Cmax) 22 T90%E HEIX [\ CTHERTIT A2 47 5 72
fi%k. log (0.80) ~log (1.25) D#HIPFNITH D, WHIDEYFH
&R S N2,

1000

800 F o7 71)Au~vA ¥ 200mg [NIG]
® 751 vy F§E200mg

600 135 = BHERAE. n=30

400 ¢

IMAEHE (ng/mL)

200 1

0

100 12 14 16 18 20 22 24
FGHOREE (hr)

0 2 4 6 8

Y BEEI T A =5

fiasn s AUCo.24 Cmax Tmax | Tz
[mg (B)]| (ng - hr/mL)| (ng/mL) (hr) (hr)
7y Au~<A vy
$900mg [NIG) 200 [4454.2+18253| 63492977 | 1.8+£0.7|34+09
7702 B8 900 67521711 | 670123701 [ 1910|3006
200mg

(7 = B n-30)
MAE R O ICAUC, CmaxZ3$0 /5T 2 — 7 1%, #EE o3



;)R\ PR OPRAUAEL - BRI SFE O RER 2 X o TR Z 5 e
%

16.2 DRIR

16.21 NAATFNALSEUF«
R AIZBWT, 751 2a~< 4 ¥ YAl (250mg) ##E01#%
H LA CRME) o) 20xA4yrI 7 e UERE
IR G L 723 B OB R EE R /8T A — & % JLERIRET L
Tro FORER, REMEDINA T NAL FEY T 11352, 55%T
H o7z, FIELEESH I K o THER S N EEREY (14677K
FEALIR) % &8 T X = FFHTERIS, 7Y Au~x A v
IR GZIFITREICRINEI N TN D 2 EAURIE S L7220 (i
91‘?”— y)o

1622 BEOEE
TR A2200mg (FIl) % BEREEE I3 G- L7z & & ool i s
WZid, EROEENTEAEHD SN D 57219,

16.3 9
TEHER B B2, F 72, BEICBIT IS AET 0
W29 EEADOBATHE ZWHE L 728 N E oMk~ 0BT
WERAFC, MEFREERSED LEZENUEoREELRL 72,
F 700 B0 WABY. REEREATED EOMMBRTIREIXIZE A
EOFTIHEFEE KX EEbor, 2B, b MILHEHR
BEHIF42~50%TdH - 7232 (in vitro) o

16.4 X
v MIBU S ERHEWILAIKBILETH D L i iE Rk
R EFIZREAAE L7220,
v MFEIZa v —a%zFWicin vitro BRICBWT, 751 A0
~ AT IEEELTCYPIATRH I N L Z s SN Tnw
533, [10.. 1671 1]

16.5 HEiftt
TR A 12200mg  (F3fil) % ZEfEIRE I B RI#E 142 5- L. Bioassay
THIE L7282 A, 51524151 £ Tl 5w D 38.3% 28R H~
PElE S 7219 JRACIE BN RZEAR T OGP O 14060 K R
ALARAFED 5172200,

16.6 FHENERZEH I3 EE

16.6.1 BipEREEE
BB IE R & Tl 4 R O BRI E 1 2200mg (FI1ill) & 28
JEREH RS- L, 2 L7 F =2 )75 A (Cer) E7FD
RN BIRE & OBTR % et L7z 3. B BEO K T 121 > CCmax
DEFH. T12DEERTAUCOBEMAFED 517230 (HlEF:
Bioassay). [9.2 ZH&]

Z ]l; ; _; : ; Cmax Tmax Tz AUC
(mL/min) (ug/mL) (hr) (hr) (ug - hr/mL)
Cer=100 (n=5) 2.02 1.24 2.38 8.89
Cer=50 (n=h) 2.15 1.89 5.74 21.69
Cer=30 (n=b) 2.55 0.96 469 1873
Cer=5 (n=5) 354 148 6.13 36.89

16.6.2 =EE
BEELEBRRED 2 \V66~82i% (FI72.25%) DME3%12200mg
(DIfili) % ZEJERF AR OHES L. & OIKNEIRE % fat L 724 2R
TR & % & Tmax. TieldZIZREEETH > 7275, Cmax.
AUCIZIH S 22128575 » 7239 (I%E: © Bioassay). [9.8 Zli]

Cmax Tmax Tz AUC
(ug/mL) (hr) (hr) (ug - hr/mL)
s (n=3) 3.72 23 42 19.20

16.7 EYHEEIEA

16.7.1 CYP3A. P-gplxt3 2 HEMEH 243 530, [10.. 164 =
1]

1672 F4 74U
EERANBVECT 7149 ¥ %40mgh U7 5 2Aa< {3 v %
300mgffH L7249, BEHSH BT 4 7 14 1) v OB il
CmaxT126f5, AUCTLIOME LA L. 21 7 J ¥ 213164%i%D
L 72T B EITFRO S Lo 724,
F7o, AETMERIBICT A+ 7 14 v %300~600mg/day T1H %5
2R S L, EICr 9 Au~< A ¥ »600mg/day % 1 H 426
H LR, EH7THEICBW T4 7 4 ) » OIiE e

HhERZRLEY, (102 B3]

17, BERRE

171 A RUORESMICEEY 255k
BANERGRE L ZEERILERR L & OHRRBROMEZE LR
LB TH b,

CGHERZ M IR EIE)

1711 BRMBERDERSE (T4 X) (S BEMMACIE IS
T 5 EREERHE
TR F TORMBRIC BT B BRI OSG4I 260 (50.0%)
TdHo723,

o R (%) [(HEBLE]

BRERIER SRR (24 X) 124k HEEMACHE 50.0 (2/4)

(AN anya— . Enl)BEaE)

1712 BEE - +RBEEICETBZAYINIZ— - FOURK
RfE I T B ERR OB ERRRER
Bis - T I8B S B A Oy ¥ — - B0 RIELS

X9 B —HEEMRLEGE, -7 VEBTs 7)) Aux /o
HHMEA D Sz,

FRHES b (%) (A3 E]

B - T oRBEECB A anNs sy — - K
) BEGE (BT )
(77— EDPEROYE) ¥ 42

B (400mg) #V| 875 (84/96)
(800mg) 2| 892 (83/93)
R (400mg) V| 911 (82/90)
(800mg) 2| 837 (82/98)

CRE - 14H M5 #9876 (197/225)

CRE : 10HM#S) #9] 837 (103/123)

(e : 7THB#S) # ] 904 (103/114)

(F AT T =V EDPHDOBE) 9 40
oo IR (800mg) #| 788 (89/113)
(400mg) #| 81.1 (116/143)

(800mg) #7| 800 (116/145)

GilEgk - +ZI5EE) ¥ 964 (106/110)

G5k - Bis) B 792 (38/48)

(FXTF—=)vF b)) 7L EDFHOYE) 4D 50

EhiE (400mg) 87.7 (57/65)
(800mg) 10 89.7 (61/68)
T AR E (400mg) 833 (45/54)
(800mg) 10 87.8 (36/41)

[ e =) e A CRE : 10H R#5) =V 860 (147/171)

CKE : 7THR$#S) #0843 (140/166)

I - 7THFF) D) 938 (61/65)

1) 7 9) Auv A vy e LTl200mg (Jfi). 7EF > 20 kA
& LCImT750mg (Jifili) U85 > v 75— )b & L C1EI30mgD3H] %
[AIRF L1 H 2007 H B #E P50
#2) 7 9) AuvA vk LT1E400mg (Jffi). 7EF T 0 kA
& LCLR750mg (Fiff) K OYT > 75— )b & L C1RI30mg? 3% %
[R] RS V21 H 21817 H IS 5
W3) T IRREEICBIT AN INT Y — - VO ) RYERE RS L L
ERRERER (799 2Au~ 4 ¥k LTIN500mg (Hi). 7EF
) VKR & LCLEL,000mg (D)) RO'T >V 7F =k LTl
[F130mg? 37 % [FEE 21 H 288 4% 5) o AHI O KGR K 7 1£800mg
Thbo
W) BRI B I AANY aNy Y — - YO EER S G &
L7zBERER (79 Au~A ¥ & L TlH250mg (Hfl). 7EF
TU) VKR E LCLAL,000mg (ffi) ROy TI— kL
C1IM30mg? 37 % [ FF (2 1 H 210188 113% 5-) o AHI 0 ARG A H it 1%
800mg T %o
¥5) 7 9) Ana<A Yy LCUE400mg (i), 7EF T 0 AR
& LC1mE750mg (Jfii) BOF A 75— )b & L CT1H20mgD 3% % 5]
R 21 H 207 H RS
#6) 7 7)) Au~v A re LTln200mg (Jifi). 7EF > ) KA
& LCUA750mg (Ffili) e O A 75— )b & L Cll20mg® 3% % [7
(T H 2007 H RS- (E 0 BE I 5e (2 BRIl BR) o
W7) 7)) Auv A vy e LTlA400mg (JIfi). 7EF ) LKA
& LCImT750mg (Jifili) JeOSF A 75— )b & L T1R20mgd 37 % [
W21 H 21007 H B O8HS (EIN o R IR R R o
#8) 79 AuvA vk LTlA500mg (Jifii). 7EF T ) kA
& LClA1,000mg (Jiffi) KO+ A 75— )Lk LC1HE20mgn 3% %
IR H 2[R 85 50 K ORI K #13800mg Td % o
#9) I Au~A Yy LTLE200mg (). 7EF T ) YkHIY
& LCLE750mg (Fifli) RUSTRTF Y —)vF ) ook LTl
10mg? 35! % [A] ¢ (21 H 21817 H #3555
#10) 79 Auv A & LCLA400mg (Jifi) . 7EF > ) 2K
L LC1E750mg (Jili) KON XF 5 —)vF ) ak LTl
10mg D 3% % [AH: 121 H 21017 B R 4% 5o
H1D) - FIRBEESEIC B A anNy ¥ — - Y a ) EYERE & A
KL LmRRE (7900 20~ A3 v LTlas00meg (S, 7
EX LY KA E LCLEIL000mg (Hfli) KT XT T =)
U A& L CLE20mgd 357 % [ (21 H 208 4 5) o AH DGR
AR EIZ800mgTH 5 o

18. FapFIP

18.1 1EA#F
MHED70SY RV — L D505 7= hEiEE L. EAEAKZM
4 2 36) 51

18.2 ZEIB{EFA

18.2.1 MEEA
TRYKEE. LV EREE. RREOHRNE S T Ak
W52 56 £S5 2t%T (FTTUNAT) - NFT—1)A, [T
IUHE, LY ATE. Hr¥uns ¥y —EBEO—EO T T A
[aph 52 56, X NZA ML T Ty RAED, 75 I TV TEN),
XA TS T AIES) 59 A TN T LJE IR TN
7y — ¥ ) CHEEHEZR L. 2oEREtbo~v s a5
A FRAEWE LR ETH D (in vitro) o

18.2.2 b MERE14AGIKEZLAEDIRE S
KEAKE ZIZAEOTE N A H T 52 2, <A a7 7))
LT LayT Ly s A (MAC) 6 FONY) a7 & — -
Y )0 2k L RZIME L D5V (n vitro) -



18.2.3 BMRERETIVICHT 21EH
< A DB HE R YL52) 53) 55) 56) 62)
JEGLAES) 63) 56 62 EFIIIBWTIE, 77 ARSI VDR
I MR A TR & PO L BRI E RS,

19. BRI ICRET 3 IEB{LERIFR
— ks - 2 91 A< A ¥ > (Clarithromycin)
g 5 CAM

R TR 55) 56) [P 52

b4 (2R 3S4SHR6R SR 10R 11R 125 13R) -5 (346
Trideoxy-3-dimethylamino- § -p-xyilo -
hexopyranosyloxy) -3- (2,6-dideoxy-3-C -methyl-3-O -
methyl- a -L-r7bo -hexopyranosyloxy) -11,12-dihydroxy-6-
methoxy-24,6,810,12-hexamethyl-9-oxopentadecan-13-
olide

5313 - CasHeoNO13

o 74795

Bl R 220~227C

K BRSO RmER T, BRiZEv., T iz oo
RV LIZRREITRT L, A 57 J =), ¥ ) —)
(95) XUET ZF NI —FWIZEITFIZC L, KiZFE A
EHET v,

[l S
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H o H
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