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I. &#ICEY5IEE

1. R34
(1) 4
75 A< A 3 EE200mg [RIE |
77 ) 2a<A T 8E50mg/ N TRIE)
77V A~ RT74vay 710%0NNEH TRIE]

(2) #*4&
Clarithromycin tablets 200mg [Taisho ]
Clarithromycin tablets 50mg [Taisho| for pediatric
Clarithromycin dry syrup 10% [Taisho| for pediatric

(3) BMDHEHE
ARGy D — AR+ ATE+ G B+ B

2. —#k%
(1) #% (an8i%)

77 2a<AT (JAN)

(2) #& (@mak)
clarithromycin (JAN, INN)

(3) RTL (stem)
Streptomyces)& D PEAE T HHTIAEME : -mycin

3. BWEANFTRMERX

(H R L)

4. HFLRUSFE
ﬁj\%ft : C3sHeoNO13
Gy -4 74795

5. £F& (Wm&%) XEFFXE
(2R,3S,4S,5R,6R,8R,10R,11R,12S,13R )-5-(3,4,6-Trideoxy-3-dimethylamino-B-D-xylo-
hexopyranosyloxy)-3-(2,6-dideoxy-3-C-methyl-3-O-methyl-a-L-ribo-hexopyranosyloxy)-
11,12-dihydroxy-6-methoxy-2,4,6,8,10,12-hexamethyl-9-oxopentadecan-13-olide ( H J&jiZ #EHL)
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M. ST 51EEB

1. YELEFHEE

(1) 581 - IR
HEDOFEIMEDOR R T, HRIZEW,

(2) BfEE
TR RITZ 2R AZRRETRT L, AKX )=, =X ) —b (95) IV =T NT—T VIRITIZ
<L AKITIFEEAET T2,

A g BT I 2B E(mL)
/A =0=0: V2N 10
TN 24
TER=FI W 140 ~ 180
AB =) 160 ~ 200
X ) —) 140 ~ 160
——7 )b 140 ~ 200
7K 1000024
(3) R

FICB T 2B (20, 46, 66, 81, 84, 90, 100%) TI1, 2, 3% HPRAFLZHEA, EEHIMNITL
A ETRL BRMEITERD biigino Tz,

(4) pbm (RS, Hm. BER
Bl . 220~227°C

(5) EAIEEMEETH
pka = 8.48

(6) HECFREK
F 7 5 ==K TOHEMRE

U Rk TR O pH sy i fR %
2 5.63
4 4.91
6 7.18
8 46.4

(7) Z0thoE i REE
FEYEEE - (o) 3 @ —96~—106" (BiAMICHLE L7-% D0.25g, 7 Fy, 25mL, 100mm)
NI AT B

e TN SRS PR
w o
(nm) (Eio)
X ) —)L (99.5) 288 0.457
A K ) —)L 288 0.481
TER=KUL 288 0.463

pH : 8.0~10.0 (125pg/mL)
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2. AMHSOBEZHETICEITOIREN
77 ArvA T UEE200meg [RIE], 77V Ar~A v U650mg/hNEl TRIE)], KOV Z U Aa~wA v R
T4 vy Z10%NEM TRIE] 13, RIEREHASHENFEER T LT D 175 U 2§£200), 17 F U 2EE50
INER) RO T30 A RT3 ay F10%NEH] oA —Y 54 XK« =%V v (Authorized Generic :
AG) ThdH=D, LRERKGOREERBF R L2 FEH L,

"7 5 FRAF IR " 17 Bk AhR
Bit (25°C -+ 75%RH) 244 A
40°C 6% H e, 175 I
50°C 34 A 5 2R
40°C « 75%RH 6% J (BA)
40°C - 90%RH 67 A
64T 1,000Lux 35 A 0135 1
o HTAY v —L BN
PN 30H (L)
80°C 30H WA T A
65°C - 75%RH 30H (BAH2)
a3 ]
Xt/ 25°C 3H HF7 A ¥ —1L
(B#)
0. INHEBRYAHR « A XY LRk (1:1) 50°C 4IR¢ ] (5, %5 ] O - @ - @R
K DAY R (1:1) 50°C IRF[H] 7T A HEE
0.INKEEILF N U ¥ AIRIR - VA4 F T iRIK ST =TT A @ - @K UMD KL 53R
(1:1) 50°C ) (Ff) WS
a3 ]
Ko DA XP AR (1:1) &/ 2R EH25°C 245 HIAT T @MW
(FE)
R O~OIF R IES R

Gz ey AN Y A % )

(Dcladinose @decladinosyl clarithromycin

®t =g
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WeRikBrik - BARFE G (770 2~ A v ] OfERABRE
(1) WRERIC & 25 A0
Q) HERRIC L5 2R A6
(3) TRAMRIL A7 N VRIETE

B HAEE (V75 2an<wATy] OERE
Wik o<~ 757 44—
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V. AT 5EEB

1.

Filftz

(1) FROXA
7 ) Au~A T U8200mg [RIE] : 74 v bha—T 4 VT §E
75y 2a<A S Omg/ NE TRIE] : 74 v bha—TF 4 U 7k

77 ) 2Aa<vA Y RIA4vay 710%0NEH TRIEEl: K94y

(2) HEDONEER UMK

(3)

(4)

(5)

AN TRIE)

W 7 Al — R # ST - B R
i T U]
25U A\\ e
A E LRI it E;> < PR —
200mg T TANBT—TF 4 T — B
mg [ KIE ] U T—TF 4 TR o O =R
(mm) (mm) (mg)
#98.6 #5.4 #9250
i T U]
T O
75 2w Ak 17 =EFE) Ki) L% =
50mg/hE A TRIE] T 4NN —TF ¢ TR EAR 5 X =
(mm) (mm) (mg)
6 #13.5 #184
77V AuavwA v T16
FIA4 2 my710% N (LONERENDY7 S
(/)

77 2a~vA Y RIA4vay T10% NEH TRE] 1ZA haxXY —RKTH5,

FAlO—F

IV-1. QA DOIBLE OVEIR 2

HE DT

) $EH (77U A~ A U 88200mg [KIE], 77U An~<A 3 8 ES0mg/NER TRIE))

AR L

2y YuyZHAl (77 Aa~vA v RTIA4vay 710%0NNEH TRKIE))

AR L

Z Dt
ML




V. RHFIZEHT HIEB

2.

SENDHRK

(1) ARRS GEMRS) DEERUVRME

(2)

(3)

_ . _ 77 )ALV
e VAN = & G4 71 J2a<A 8 o .
B 2&mgH§i * i;émﬁmﬁgiﬁE F74ymyéﬁ%mﬁmrk
Ty IR B 72V Rxa~wAvy | 18R BR 770V Ra~vgsv v | 1gh BR 77V Re~vAf vy
200mg (J71ih) 50mg (Jyfih) 100mg  (J71ih)
For Ty a— Y s | BEREE FexoSabrt | B2 AT T VB EY v
A==Vt ANy L — A TI)TAIALAZZY L— |
ERedxymriltlo—2R FyERaLTF LS aR) <w—E
ATT VU~ TR T A B K o A B TR ATARNAZ T
HvFooinay ARTFABRTNAIVE TRy | L—FraRl)<—
INT T 4 VAN VLe e
v a BERENR = A T v SN = G A=l oy 2 =T e KEALT R Y DA
RY YV L_— 180 ATT VU~ TR T A ARY V_— 180
R =T va— GlodA | #kH INAB—RF R 7L
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V. RHFIZEHT HIEB

6. HFDEEFHTICEITSILEM
77 ) 2Aa<A T Uo88200mg [RIE], 79V 2Aa~A 2 U 8850mg/NEF TRIE], KOV T An<A 20 R
T4 vay 710%NEH TRIE] 1%, RIEBSEFESHNREERTE L TWD [7 7 U ZEE200), [27 Z U ZEE50

INERT BERT7FVRARTAay 710%NEHA] o4 —YF A4 XK« P21 v 7 (Authorized Generic :

AG) THDHT=, JeFEH G O L ENMERERRG R A 7edl L7z,

1) 8/ (77U Aa~A 2 8E200mg [KIE])

PRAF S PRAF IR RAFIERE fiti RERTE H

= A 34 PTP HIFE N <1>
40°C - 75%RH 6% A PTP HkH <2>

40°C 3% A W7 A (BRke) A <3>
25°C - 75%RH 3% A 18N 7 AR (BHR) ik <3>

DfS;)L/uZ 9F Sr—L (W) B 3>

2) Bl (7 Z7 V) 2u~A v sES0mg/ N TRIE))
PRAF S LRAFHIT RAFIERE it ARERTE H
et/ ! 34 BHEEEERE (L) FRFEN <1>
40°C - 75%RH 6% H HOFBHY T A (B A <4>
40°C 3% A W7 A (BRR) A <5>
25°C - 75%RH 3n A 18 7 A MR (BHR) Hiksm <5>
H0E4T 1,000Lux 50H MEI (T 77 4VATHED) kM <5>
3) YuyZHAl (7Y RAavAT RT3 my F10%NER TRIE])

PRAF S PRAF IR RAFIERE it ARERTE H
25°C - 60%RH 34E RVtw,/ T3 o—alk HIREN <2>
25°C + 60%RH 34 PER h Lk HIREN <2>
40°C - 75%RH 671 A RV+tvu,/ T7HIvn—ait A <2>
40°C - 75%RH 671 H PER kL A <2>
25°C - 75%RH 6% A vy —L (BIR) A <6>

BN P = ) ik <6>
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10

N

ERBRER, TR HME, KRS
RORBR, TR K,
e, e, TR
filERd AR, AR, k),
TR, RAEEEAER, TR
EHE, EE, HsE

e
R HRWE




V. RHFIZEHT HIEB
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VAR VA== G4
L 2 (f) fl oH 10.63 10.72 1071 10.05
A7t (%) 100 100.9 100.1 100.2
p e [/%r:; N e i
400mg/mL p | BORLOPBRICEES ) mpeny ik L ik L
77)Am~A v pH 038 1039 10.44 10.08
& L T40mg (i) /ml e o 100 100.1 1008 100.4
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V. RHFIZEHT HIEB

Q)7 7V ARTAvay 710% NEARAZERERE R (o3%)

i
AR [habSIA Syt pH AT
B, o L | | %)
éﬂ% A AL A igfj‘ 4R % gf,; 1A% |3n |7 une 14ns
TAEY v 0.5 X 5.9 5.0 4.8 5.0 4.8 97.3
T ARY HE10% 0.2 10.1 | 10.2 | 10.6 | 10.2 | 10.6 97.8
TARY V RIA4>1y72% 1 9.9 9.7 9.9 {10.1 | 10.1 100.0
S - MELE B 0.65 9.4 9.3 9.3 9.2 9.2 102.6
x> u /) -Rik 0.5 10.2 | 10.3 | 10.9 | 10.5 | 10.9 98.6
I RITA4a v 10% 0.5 87 | 104 | 10.2 | 10.2 | 10.0 99.4
v — L EI20% 1 9.2 9.3 9.2 9.3 9.2 99.3
FoF U RTAL 1y 701% 1 10.4 | 10.6 | 10.5 | 10.5 | 10.6 99.3
YT PRIy T2% 0.4 10.5 (1 10.5|10.6 | 10.6 | 10.6 | 103.2
YV a L HIRI20% 0.25 10.2 | 10.3 | 10.2 | 10.3 | 10.2 102.5
HITNVRTA vy T3% 1 6.3 6.3 6.3 6.3 6.9 96.5
REEKFZET U T4 0.65 8.6 8.6 8.7 8.5 8.6 98.9

TAR=NV RT3 ay720% 0.7 10.2 | 10.3 | 10.1 | 10.1 | 10.3 | 99.3

TNELGRTA v myT70.1% 0.35 10.5 | 10.5 ] 10.6 | 10.6 | 10.6 | 101.7

FUBI L RIAveyT1% 0.8 10.6 | 10.7 | 10.5 | 10.6 | 10.6 | 99.8

XIX|IWN[w(o||a |||~V X[IN[R]|W|IW|IX|A|W[W[W]|LW|X|X[W[N]|~—

O|O|O|0|O|O|O|O|0]|O|0|O|O|0]O|0|O|0|0]O|0|O|O|O|0|0|0|0| B> OO0
O|0|O|0]0O|0O|0|0|0|O|0|0O|O|0|0|0|0|0]|0|O|0]0|O|0|0|0|0|0|>|O0]O
elieliollelelelie]ieliellellellollelelelielielielieliellellel el elieliellellela (Gl eIe)
O|O|O|O]O]0]0O]0]0]0]0]0]|0|0|0|0|0O|0|O|0O|0O|O|O|O|O|O|O|O|I> |00 |0 |8
X|lan|an|[X|w|lo|lw|o|[Q|h|w|an|Q|X[W|lu|[u|Q|R[ XX XXX X[ X|[on]|w

| O|O|0|0O|O|0|0]0|0|0|0]|0]|0|0|0|0|0|0|0|0|0|0|0|0|0|0|0|0|> 0|00

EA 7 oI VRS 1 104 | 104 | 10.9 | 10.6 | 11.0 | 98.5
vA7 3 R 0.5 104 | 10.5 | 10.9 | 10.6 | 10.9 | 98.1
INAZY A RTA Ty 7INERLS% | 0.32 104 | 10.5 | 10.5 | 10.5 | 10.5 | 102.6
TNT = U EERI20% 0.5 6.1 ] 60| 66| 63|62 9.2
RIFARRTALayT05% 1 10.7 | 10.6 | 10.6 | 10.5 | 10.6 | 102.0
YT F % 0.2 10.4 | 10.5 | 10.5 | 10.6 | 10.6 | 100.2
FIFV U RIA Ly 0NWNER | 0.5 105107 | 10.5 | 10.7 | 10.6 | 99.4
RTTIVRT74v8v702% 0.5 10.6 | 10.6 | 10.6 | 10.6 | 10.6 | 102.4
3 Y BMARKL 0.4 104 | 104 | 10.5 | 10.5| 10.6 | 102.6
L=V RTALav71.5% 0.32 103 [ 10.3 [ 102 102|102 | 99.9
LA DS 33.3% 0.5 43 | 42 | 42 | 41 | 42 | 100.0
A7 F L HERI0.01% 0.25 10.6 | 10.7 | 10.6 | 10.7 | 10.7 | 99.7
ATFV RTA vy 70.005% 0.5 104 | 10.5 | 104 | 10.5 | 10.6 | 100.4
h VR FAPLEC & JEh: 2 84 | 87 | 84 | 84 | 83 | 1023
Z v 7 v —R#Kk 0.5 102 | 10.3 | 10.6 | 10.2 | 10.4 | 98.9
7 v 7 B — RN 0.75 10.2 | 10.2 | 10.5| 10.1 | 10.3 | 100.2
L= 0.5 X 10.4 | 10.5 | 10.5 | 10.5 | 10.6 | 102.9
15 s 360 J¥ [F] #i5 FE %
25 BRI TRV | E S & 1 [E] % 100%
Wird & LTI LLk
3 BRIV B B W X%
4 RAZETZD S KO RBERN | ST 5 E
- 5 H5 TOREREK
P S EONE EAEE 227 | % W & L
EE42% 7
O:1. 24 1082, %
A3 X & LTz,
X 14

K305 DT — A FMr— 2 &Rk
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V. RHFIZEHT HIEB

Q)7 7V ARTAvay 710% NEARAZERERE R (o3%)
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TUATrvmy70.05% 3 ojlo|lojo0oj]oloj]oOoO|lO0OjO|lO]O]0O0|0O]O0O
PFIoOFruw70.02% 5 oOojlo|lojo0o|j]OoOlO|]O|lO|AlTO]O]O|0O]O0O
YT I7Frvnmy70.04% 5 oOojlo|lojoOoO|j]OoO|lOoO|]O | ANl ANl O]O]l]O|O]O
RNZ7T7 v v 70.04% 2.5 oOjlo|lojoOo|jlOolOo | A | ANl ANl O]O]lOlO]O
INEFAZ Y a5 703% 16 |OJlO|OjJO|lO|lO|lAa|lA]A|lO|]O]O| A A
rakA4rvnmy 5% oOjlo|lojOo0o|j]OlO]O|lO]OlIO]O]l0O0O|0O]| A
AT F vy 7 Sug/mL oOjlo|lojOo0o|j]OlO]J]O|lO]O | A]O]O|0O]O0O
vy 5 ojlojloj]oj]o|lOo|Aa|lO]J]O]J]O|lO]O|]O]|O
R 25 O]l O |l OO |lO0O O | A | A A |TO ] A]O | A A
TR 25 X| =] =] 1010 | A]O]O|O| A | A |A|A
2REL 25 ololojlolOo|l Al x| —]—]10O0|Aa]lO0]|A|A
I aay 25 O]l O |l OO0 | A]O O A]O]O]0O0| 0| A
FL VTV a—A 25 Ojlo|lOoO|lOo O | A | A O A ]| X - - = | =
E—F T 2—R 25 O | O O O O O A O A X — — — —
AR—=Y R 7 25 OjlOoO |l OO |lO | A | A AN A X — — — —
FRIEZROLOE L | LA 2oL 0D Ll AR CTHRA L9
<. 25 BITAEL T DA, K| 288 IRAILS W
08 : k7 L 272 BIRWEREOBESFAE | 34 : @
L B b oA EEDEED L +% 4 IRA LI W
UV 3 TBLTOD3, KIS | SE O TR Liz< »
P 25 EEAEE TR BRROMWIMFET D RO MU HAE 2 A =
35 B LEEAL 400 LWDEIRAE LTS TEETS
O:0, L& FHEEEOINEE EAMEE 22 | O 1, 2, 31
A28 TiEET D ANRR'Y =
X 134 O: 14 X 54
A2, 35 FIOEDT— R Nr— A%
X 45 Aok
X1 JISEAIRICEY T H B RNt L Lic, ZO7O2RGHMA EER DAL L 0k LWEHIi & 72 0 . 2 0REFR L LCEHIRIC
IELOEMRELT,
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V. RHFIZEHT HIEB

Q)7 7V ARTAvay 710% NEARAZERERE R (o3%)

paLii
AR IZBW Sy pH FRAT=R
e © = J J )
ol D ETTATEE Rl ool el Rt I ECTA L Al IR PR
TARI Yy T7025% 4 O] O | O | O] O 2 5 197101102103 |103| 101.1
TARY rioa sy 70.5% 4 O] O] O | O] O 2 X [10.1]10.5|10.6|10.6|10.6 | 100.4
TIU AV my70.05% 3 O] O | O | O] O 2 5 199102104104 |103| 100.2
HFOFm ey 70.02% 5 O] O | O | O] O 2 5 | 98100102104 |106| 1004
ST IFrovmy70.04% 5 O] O | O|O| O] 3 4 110.0|10.5]|10.6|10.6 | 10.5| 100.0
K771y 70.04% 2.5 O] O | O | O] O 2 X [10.4110.7 108 | 10.8 | 10.8 99.8
INBRAZ Y N 5 703% 1.6 O] O | O | O] O 2 X 11031107107 |10.7|10.7 | 100.5
Lagfrimy75Y% 3 O] O | O | O] O 2 5 1909293 ]91]093 100.2
ATF a7 S5ug/ml O]l]O|]O|O|O 3 4 1100|104 |10.5]|105|105| 1003
A= 5 O] O | O|0O|O 3 X 110.0]10.5|10.6|10.6 | 10.6 99.4
R 25 Al A Al AL A3 X [10.1]10.6|10.7 | 10.7 | 10.7 99.5
FRAR 25 O] O | O | O] O 2 7 191195199 ]10.0]10.1 100.2
3L 25 O|l]O|O]O|O 6 X | 7617917978 |79 99.3
Sy aay 25 ANl O|]O | OO 17 9 |90 |92]92]91]090 99.2
FL oV a—2A 25 OO |O] O[O 2 2 | 44 | 46 | 47 | 47 | 47 98.3
E—F T a—A 25 OO |O] O[O 7 1 | 5254 |53]|55]|53 98.7
AR—=Y K)o 25 O] O] O|O| O 1 2 | 48 | 53| 52| 55|56 98.8
L5 R 360 J [A] fin R %
20 BERICB W TIRARWNICE | EEhZ 1] Z100% &
VB D & LTI Lz &
3 BRI RBVAB D RAEIEIZ D%
4R IRAETZDL S KO RER | HETAE
. . VN V) ToRMEE
P OIS FAEE 22 | % 5 L
TEETS 77
O:1, 24 10[E1L %
A3 X &Lz,
X 45
K305 DT — A Ar— A B
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V. RHFIZEHT HIEB

)7 ZVARTA vry 7 10% N2 OEY & ORI TERGHE R
O BB IR
fEEERR AN 2044 12 & 5 MR R ER,
7T VARTA Ty 7 10% N H0.5g% Y & i IR U, I HIZ 10V IS & AR I 2 5F L7,
FTo. BREWY L ORRE - IRFNS3 %IV TS [RIERICRHE L 72,
REYOEIL, EOSHAITNI0mL, HEERMLOSLAITM10g ChE UK & Lz,

& BT IE
(/N RIS R AR BRI 2 38 1 D HIE L HE ) 2382,
FEFITRALT U L, AT 22, Wl 2 3, BRI W 14, D7V 05 DSERETRa (b LTz,
ZOWHEEET AL VERE L, OO~X TiHMii L7,

el IR - JRFNE IR - RSy
Z 37 (mean*+S.D.) R Z =7 (mean+S.D.) S
ST 2.0+1.0 © 22409 ©
3 1.9+0.9 © 26+1.2 O
aLFURINY 1.8+1.1 © 22412 ©
TAAZ Y —LA 1.5+0.7 © 2.1+0.9 ©
i 1.6+0.8 © 1.7+0.9 ©
aaF Ry H— 1.7£0.9 © 1.8+1.0 ©
a—b—f27 V=i H— 22+1.0 © 22+1.0 ©
VS 24+1.0 © 3.2+0.9 O
E—F Y7 =N 1.9+0.7 © 2.3+0.9 ©
AFITV v A 1.6+0.6 © 22407 ©
I—27 b 1.9+0.8 © 49+04 X
AR—=Y KV 22409 © 4.9+0.4 X
Joadda—2 2.0+0.6 © 4.8+0.4 X
FLoPTa—2 22+0.7 © 5.0+0.2 X
Ay 1 R AT
2 BTN
3 m
A 2 UE 4 AT
5D N
A 27 SR O DU By B A TR
©O0:1 ©:2 O:3 A:4 X:5
(N=20)

9. BHM™
7TV AuvA Y U88200mg [KIE], 7T U 2a~A 2 8850mg/NEH TRIE], KOV F ) 2~ R
TAvuy710% NN TRIE] i, RIERESERRASHENREERTE L TWD 17 7 U 25200, 17 F U AEES0
INERHT ER 75 VR RIT42m8y 710%NEH] OF—YF A4 XK - P31 v 2 (Authorized Generic :
AG) THDHT, JesEIM OV HMERRERGS R2 Fldl L=,

7 U AEE200 « 7 Z U REES0/NEH
HAEFHERKLEFIZEDO LN [7 7 ) 2An~<A v U8 OEDHEEICES
75V ARTA a7 10%/NEH
HAKFHEKRLERIZED LN vy R0 Aua~vA ] ORBIREISES
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\Y

SHI-BHY 51EEB

10.

(1)

(2)

(3)

(4)

1.

12.

w% - A%
AENMELRSR - 8, NENENERS - BEICET 1R
EARSANA

2E

75U 2m<A o 8E200mg [XRIE] : PTP 10088 [105E X 10], 5008 [108E X 50]

75 2a<A o EESOmg/NRH TRIE] : PTP1005E [105E X 10], 5008 [104E X 50]

77V AR A T R4y 710%NEH TRIE] : 72 2AF > 7R hv 100g FZEEFIA D)
53 0.5gX 1200 (RZEEAIAD)

FREE
M L2

BRaDME

7Z ) Au~<A T 8E200mg TRIE )
PTP: RV Fuvr'L> (PP), 7/AI=UL
HHERr— KU 7L (PP)

77 ) Ana~A T 8E50meg/NEH TRIE)
PTP: RY Fuvr'L>r (PP), 7/LI=UL
HZHERr— KU 7L (PP)

77V AR RIA4 vy T10%0NEH TKIE)
ARV :RYFurLy (PP), AJ=xF L (PE)
5 dtkenry—RYyxzFLr (PE) 7Ix—h
Thittn— . RJxFLoFL7FL—k (PET), RUxF L (PE), TVI=0U L

AEiR SN S EMEE
U L

Z Dith
MY ERe L
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V. AEICEAT HIAR
1. FheEXI(EIhE

[V5)Z2A34 L 28E200mg [KIE]]
O— R RREAE

GEIEE)

AFCEMED T FOKER. LUOYEKER. MAKE. ES59€3 (TFSUN\AF)-HES—UR AV
TLIVHE. LOARSE. hoEANI4—R. RTMR LT ravhRE. V5D 7RE. ¥4
TS AR

(B RGE)

RAEMRERPE, FEMEREBRLRE. JoNE - ) VRER, BEEBRE. /M5 - MERUVEMHBIZD=
wk, IIPFEBARS. HEE - MEBEZ. Rk, RUKEX X, X, MRS, EHERIBHBEEOZRBEL,
FREX., FEHEEXR. BEEEL. PEX. RISEX. ®EAMKx. BERAEL. AR
OFMERMERBELE

GEERE)

AENZEEDTA NI TILE

GERSE )

RAANITIDL - FEDLAYT LYY R (MAC) fEEZ ST IR ENMBEE
OANYanya— - E0 ) REE

GEEE)

AEIZEMEDANY 28— OV

(B RGE)

BiE%S - +ZREER. BMALTY V/R[E. RENIVMUBE. RERBEEICHT 2REEMAREBICH
[FHAYaNYE— - EQYREERE. NN 42— EQYREFL

[51)RATA S UiE50mg/MNRA TKIEl - K540y F10%/MNEA TKIE]]
O— MR
GHEIGHETE)
AFNRMEDT FOBKER. LUYVEKER. MAEREA. E57€3 (FS5UNAF)-hE53—UR, 1>V
JILIUHHE, LOARSE. BAKE. hrEaQnNIE2—R. VS53ICT7R. YXA1a75XYE
(B RGE)
REMRERLME., FEMRBRBPE. )G - ) URE %, BERERE. /Me - RMERUVFEHREIZDZ
RFF, WHEE - MREEL., Rk, SHKEIZ R, M. MRS, EETRBHFEO ZRBRE, BEEBE.
hEx, BISEL, B2, 5K
ORKXMUREFEERE (TA4X) ITHESBESETAINITYIL - FEDLIYT LYY R (MAC) fE
GEEE)
AFEEDIA AN TFYYL - TESILAYTLYS R (MAC)
GERSE )
BRUERELRLEER (TA4X) ITESBESETA/aANITYSYL - FEY LAY TLYyS R (MAC) fiE
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V. ARICET SHE
2. PREXIHRICEET HEE

S5.HMBEXIIHRICEET 5FE

[(V51)ROTA4 S 8E200mg [KIE ]

(—ARRRESE « WHEE - MREER. Rk, SHKEX L. BEUER. DEX. BISERX)

51 [HUAMIEIEFEHOFS ) V22U, PIEEEGONENEZ Al Lz BT, RAIO#R 5531 Y)
LTSN GEICEETHZ L,

(N)anRya—-E0) KREE)

52 #ATHIEMALT Y > ISk 2~ 237 Z— « B u U REREOAIEIIMENL LTV,

5.3 VLM MRIBAEICKT L CiX, A R4 VEESRL, ~Y any 22— vn ) RERENEY) &
HIWr SN DIEGNZ O ABRETEREZITH Z &,

5.4 FHIE IR 2 NRSEMIREZ H UIMTIE, ~Y a7 Z— - vn U BRETGREIC X 5 B ORAEMH
(R DA IMEIIMESL L TR0,

55 ~JanyZ—.. o VEREERICHNDEIZIE, ~Vans i — - va ) BEEThsd 2 & RUNH
BRAICEZ O~ annsd— - vr ) ELEHRTHLZ L 2MRTH L,

(950 RA3A L U8HE0mg/MNER TKIEl - FS54 >0y 710%/NMNEA ITKIE]]

(—ARRRSE  HEE - MREER. Rk, SHKEX L. BEUEX. PEX. BISEX)

(P AmIE EER O TS &) Y25, PLEERE G OLEMSZHE Lz BT RFIo& G Y] &

W SN DEAICEET 52 L,

(fiF7n)
[V5)RAA<A i E200mg FKIEL] 5.1,
(V50 RATA > 28E0mg/MNRA TKIEI- FS54 8y F10%/MNEA TKIE]]

TFEE - MEBRZE . TR, TaMERE SR, TGRS THEZR ] UL TRISEPER ] oW hozhbe
XN RE /T HPAEY IR OERFETH S, TiMAEYEOMEIEFEHOHEEL B L L CTEATE)
BRI GERR £ 0 AR Sz THAEDSEE EfFH O TG % ) ITESE | U3 o B H 2
REND KD EREMRE AT O T2 OICFE LT,

CERBOE3A2TH AT A G 3K - AIGRAE R R A AR R WA EALI0327H S [HiAEY
o MEH EOFEE] OUGETIZOWT], B2 H T  JEA G K - AR AR ERL AR R
WE EAEZZFR0908F2 5 [HisAEMED MEH EoEE ] O%ETic>W T 12iE5<)
[V35)RA<A4 S 8E200mg TKIE]] 5.2-5.5
A~ anyy—.-vn ) EEEROMBRICEL TiX, BAEZLIZ, ODEVRQ)DOMFEHETT HHLERH D,
(1) ~VanyyZ—--veal) OFEEZLFOWT IO TETHRT 5,

W7 L7 —BRER, ik, HERE, PURRIE. RBMPFEEER. EEPHURNE

(2) HARSMEICLY, BEHROTANS H Z & 2 fERT 5,

B, LB K OBREHIE O OWTIR, A R4 V%2 BT 5L,
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V. BARICEAYTSIEE

3. BERUAE=E
(1) BAERUVASOMEH

[V51)AATA L2 E200mg [KIE]]

(—HRRERGED

\|E. RAKIEZ 7 2a< A& LTLA400mg (i) #2BNZ4 00 TRO&K 542,
ek, il ERIC X Y EEREET S,

(FRfER M EREAE)

W, RAICIEZ 70 A~ A8 LTIHS00mE (Ff) 2N CRROEET %,
B, AN, JEIRIC L BEEHEET S,
(ANYanga—-ERY) BREE)
W RACIEZZ 7Y Aa~A vl LTLER00mg (F1f) . 7EF T2V kT & LC1a[750mg (F1i)
kO7a hRoT A e BX —O3F & RIRFICIH2E]L, THREEOREGT 5,

BB, 77V AR BREIDSUTHEMEET 52 LR TE D, 12720,

1[51400mg (/i) 1 H2[=]

ERET D,
(V5 RATA L U8E0mg/NEA TKIEEL - K540y F10%/NNEA TKIE)]
IV Mk - &
ZHEE « 2R = eIy,
— MR YR E WE, DRI 7Y 2u~w g vl | AR L, @, NACEs 70 2e
L ClIH&EIkgH 7=V 10~15mg (Jifli) | ~4 > & LTIHEKEIkgdH 7= 0 10~
Z2~3[ENZA T RO 5T 5, 15mg (Jifili) %2~3[ENZ/0 1 TRA &
Lo TR LTk, 1ERE | 515,
lkgd 7= v 15mg (Fffi) Z2~3ENZ550) | VoA R T iRk L ik, 1HKE
TRAKRET 5, lkgd 72 v 15mg (J)li) Z2~3[ENZ55 1T
7Rk, AR, ERICE VEEEET S, | TRAOKST 5,
2. AR, ERIC X TS,
%R R AEGERE | WE., NRIZIZZ ) 2u~w gl | AESRE L @E . NRICEZ S0 e
(oA ) ZfE S #fEME | LTIHERELkgH -0 15mg (Jiffi)) % | ~A > & LCIH{KEIkgH 72V 15mg
~A AN TV T LT | 2ENZGTTRAREGT 5, (i) Z2ENZH 0 TRRAF ST 5,
AT Ly s A | B, Fn, ERICE D EEERT S, | k. A, ERIC XV EEIEET 5,
(MAC) JiE
(fg7n)

[V5)RAQTA4 L 8E200mg [KIE]]
AN anyZ—.. oV EREOIRFKCHHT L7 e bRy 7 A e v ¥ —ofEEEHRGEICOWVTIE,
(V-4 FEROHEICEET 2EE] OHASR

(2) RERUVABORTERR - BRI

AFNORER A EIL, BRERKE [7F 0 288200) [7F ) ZEESONEHAI 175 V2RI A4 vy 710%))
RBH] ERILCTH D,
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V. BARICEAYTSIEE

4.

RERUVAEICEET 5 EE

THRERVHAEICEET 5FE

[(V51)ROTA4 > 8E200mg [KIE ]

(— RS )

71 GEARR PAIHEER R SR WEBYER W LHFEIED L U4 3 T figkicx L, 1 H400mg/i2f 542 2 &
(CX V. GEE2~5H RIS ECH D, Fﬁﬁ@%bf%&ﬁipgﬁﬁﬂﬁ¢5 EREE LW, F
7oy LUF R T HRITEREOMEN S WVBYYETH D720, FHIREIK TOREICH L BE R ETIL, A
RS T, B2~ 3R R G- ik LR Z2 B2 2 0B R H 5, 7ok, EG BT ITERSEL L=
BT, BNV AR T ICHRERA] (7 v REH 2 E) ~OEERLETHD, [8.15H]

72 LA R TR OIEFICBWTHEMCTHHT D Z EREE LA, BEOIERIZIN U CHHN LI

U TOWMEESHZICIHT 2 HAIO R R A BR LEIRT 5 2 &,

7210 HEREL FOBEIZY 77 VO LA E ORENR D D,

7.2.2 invitrofiFH I OBFHIBW T, AFlE LR 7axH oIy 7Tarzaxd oo & ofHAzE (FHE
W LFIER) N LN EOHRENRD B,

7.3 77 I VT YEICK T A AK O GMRIFFER S LCTI4A/M & L, SEIZE U THICRGHIM A TR
T 5, [8.1&0]

CGEERMEMBERE)

7.4 FMACHE & OME RIMESRIERRIEGRE (=4 X) 1 D BEEMEMACIE DIERIZH WS NIESIEPyN73 54
HOHA RTA VL BEIHREEEZITY 2 &

rsxﬂ@&ﬁﬁﬁi\uT%%%ﬁé_komiﬁ%]

R4 P51
HMACHE %%@@%ﬁ%bkﬁﬁﬁui@&ﬁﬁﬁk%%%ﬁ@ﬁ%ﬁ5:kﬁ%ibwoi

L ST B ATREE AN D % O TIRIR THICE VT b MM AR RES B TH 5,
e RS e BERE (- w SIS RO B D R B LT A b ARG 55 & T B,
£ R) (D FERREMACHE

(NYanNya—-EnY)REEE)
76 7u bRy TIA e X =TTV 7T —LE LTLERBOmg, 4+ A7V —)L& LTIE20mg, 7
RTTY— ) F FY AL LTIEIIOmMEg, =Y A7 Z Y —)LbL LTIEROMg X IR/ 7 ZH & LTlH
20mgD WK ZIRIRT 5,

(5RO A > UE50mg/NEA TKIEE] - KS4 >0y F10%/MNRA TKIEL]

(— R )

7.1 NROTH B EITR A OEEH & (1H400mg) % ERET5HZ &,

7.2 GEARRI EAIHEZ A S/ROEIER W LHEIED L A R T iRk L, 1H400mg/2f% 5925 2 &
IZE D EE2~5H CRERITSEICH O, R L CH G II2~38MEE T2 Z EBREE LW, F
7oy LU R TR RITEIE OBE N B WIEYYE Th D720, FRCREIR FOREBICH 5 BE R ETiE, 1A
%%T%\E_%4ﬁﬁﬁﬁ%ﬂﬁbr%%ﬁﬁ¢éz£mkéo&%\&5%%$Kﬁ%ﬁEMLE%

AT, ESLDIC VIR T ICHEDRERA] (F /v REFN R L) ~OEERLETH D, [8.15H]
73v/ﬁX7m DIRFICB W CTHMTHAT L Z E0NEE LW, BEOIERIZIG U CHFRANLERS

LT OMEEZ BT A ORI A BE LERIRT 5 Z &,
1&1ﬁ%ﬁﬂﬁ@%ﬁmu77V8yykﬁﬁbﬁ%t®$%ﬁﬁéo

7.3.2 invitrofiH I OBEFHI BN T, AFlE LR T7axH o oI Fuvax4o 0 O HZE (HE
W LUFIIER) DR LN EDREND 5,
(BRMEREFSIERE (T4 X) (2S5 BEMEMACE)

14EW%@%%@ﬁ4F74%W%ﬂ%’ﬁm%&%ﬁ5:k

7.5 BRRMISUTHIE PR ENRD - bk 53 & Th 5, [8.15H]
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V. BARICEAYTSIEE

(1)

(2)

E& PR R fE
AHNTORFRBERIT I M L TRV, RBREGE I eRIESRS [7Z 0 2§8200) 77 U ZEES0/NEH T7 5
UART A vay710%NEH] O Rz# Lz,

BRRT—R/\vr—
M LR

<HE>
HMALT Y >/ fE, FRRS P RIS PESEBE R (B - S ki MRIsE) . 3 B 1ok 2 WRRBERYTA
BEBEHICBIT DAY a7 Z2— . o U RYE (5£200)
o AN aRgEz—. o)) FYEEE (58200)
EINADAFE TR 2 BH2RIL E L, R 23692 2 L < BFE 21TV, EFEZEAMTHD
ELTHERINTZ,
¥ XI-22. ZOMOSEICHR S

ERPR R IESER

1) —RREEEAE

TR AN 6~84 123 T, 100~400mg Hi[E£ 5308k, K& O H400~800mg (432) D1~14 H [i#i ¢ 555k
EAT-T-AER, BMER, mE, ARmEk, M, AR, DEX, IRBHORE, Mg —mE, migdsbs
B, RBEIZHOWT, @Bz ml., AL D BN BEITRIIA SN2 0o,

1E)  ARENO—MRIEIYEIZH L TEBIN T D HELUCHEIZ. RADOEA. BHF1H400mg (432) TH D,

2) BRUBEFLEER (TA4X) ITHESBEMETAANITYIL-FEHYLAYTLYSI R (MAC) IE
fEFER GBI LT, 75U ZAr~<A 22800, 1,200mg# H[AIRE O#G L-f5 58, I8/, TR, RS K& ONE
HERFRDOENTZR, WINLEERLOTHY . AEMENHER I NS,

fERERR 6B % LT, 7?UXD74VVm%gHM@%VEﬁﬁﬂ&@bk%%\@ﬁ\TW&@MJ@i
An@Boohi-2 &L, AEMCMER DL B ONTED, o, BERASHNICZ T ) An~A v
400mgl H2[E] %7 H Mf OG- U7z f . 0, J89% & OALTO ERA BB SR, WTFRbLRER LD TH
0. DEMEDHERR S EY,

1E)  AANOIEFREZIETIRRBEIEI N L TKGE ST FER O EIE, sAOHE, @H1H800mg (472) Tho,

3) BiEE-+TZHEBEBICBTAEAN)ONYA— - EQ ) RESE

(TEXFIVI VKBRS OV TSIV —ILEDHADIES)

AT 6Bt LT, 7 7 U Ar~<A 2 400mgHAl, XiEs 7 U An~< A 400mg, 7EFXF Y ¥

KFI1,000mg & VT Y 7T > — )L 30mg D 3AK % [FIIRFIZ ZEfE I BL RIS 1 & - U7 IR, AR KR X 7o
TR LN 120, Fim, BEMRAB N7 ) Aa~A 2 400mg, 7 EF 2 U L KFI1,000mg

&07//77/—wmmyﬁﬁ%ﬂﬁ TH2R7HIE (1H B, 7H BIZ#LEIOR) KEHEG LokER, R

FREE 225 L) REREECHEEMTREO DT, ERBNHEREICRKE B bixA b h o721,

) EBRENTWLHELROCHAREIZ, BE 27 7Y 2Au~<A 32 0200mg (LB U T400mg: THER), 72X U »
KFT50mg, T Y 75V —L30mgE 1 H2ETHMEE Th b,

(FEXIDY KPRV A TSVY—ILEDHADIES)
EERA B 1201 K LT, 7T U Z2m~<A 2 400mg, 7EX U KFLL000mge VA A 75— )L
20mgD3F % [RIRFIC HLEHRR O 86 5 U7 R, ARPEIC KR X 2MBITRD bz no 7D, Eiz, MR AR T
RFNZRFLT, 77U A=A 400mg, 7EX T2 KFIPL,000mgle N4 A 7 F 2 — 1 20mg D 3A % [F
RplZ1A2[E7HE (1H B, 7H BIZEALEIO ) AEHR G LTS5 BNAE 5~ DO EIZ DWW T H G L7225,
BRI ERIE & 725 X 5 BT A /- 7212,

) EBRENTWLIHELROCHAREIZ, BE 27 7Y 2Aa~A 32 0200mg (LB U T400mgE THER), 72X U~
KFT50mg, A A 7T —/L20mg#& 1 H2[E7HM#H%ETH 5,
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V. BARICEAYTSIEE

(3)

(4)
1)

(TEXIDYIKIPRUOSRTSY—=ILF L) D LEDHERADIES)

TR B 200t LT, 79U 2a~<A 2 0400mg, 7 EFXT Y AKTS0mgM RNTF T 5 — L)
kU w7 220mg34% 1 A 2[E17 H O£ U7z fE e, 3AI0F & G- o FF 58 BUT196 4451 (21.1%)
IO LN, ETRETHY, BELAEFEFRILRO N7, TOM, AmiE, LEXCEREICH
L fcﬁé}:ﬁﬁl wu&b%hj‘\ #_‘j\/ﬁ‘l\iﬁ) wuéhﬁ_n)o

H) EBRENTWAHELOHAEIL, @FE 27 7Y 2Au~A 2 0200mg (LB U T400mgE THEER), 7EXF U~
KFT50mg, X7 7 —/LF Y 7 A10mgA 1 H2E7H MG TH 5,

FERGHFERAR
ARFUGHRZ B E LT BRITER L Cuisny,

—RRYSRE LT ) U, ARFI O MR R PRI =R RPN IR B O RNENRE, invitro, invivo FIE DAL,
1 H200~800mg D 532~3#¢ 5 Tt L 7o 2R . B FE— R Z £ & D7 ifiIzi VT 1 H400mg 452% 5-CTH
h382.2% (694/844%1) %A x LT, MiZHiEN OHELS B AEM OHE S HIKT L, Hl 2K s Lz
HEEREEABRZ IhE L, AHAMEE MR LT,

/NRIZ BN TIE, RNENREEER > & Smg/kg D IARNFI R A A 0200mg#k 5- & 1F HETHDHI ENERS
—PREGYE Z KR L LB R A £ L O EN D, 1El&5%/&5‘@@%”0)Eunﬁfj%%ﬁﬁwuL/fu_fﬁ?:::
B, ANRITIZTH10~15mg/kg 752~38 503 ) & f#r S 7z,

RELAIEAER

BRI ER

O— AR AE

a) MRIZHLTIZ 7Y Ar~A 2 400mg/H KON T H~A 2 2600mg/H (RHREEE) #14HMROES LT
CEEREEER A i LR AR CE AR N ERSHE) X 2 T ) A~ A R 90.1%,
SFEH~A TR T3.9% ThH o1,

b) EBYEXERYYEICK L TY T 2a~A 2 400mg/H KOt 7 7 7 1 /11,500mg/ H Gt REK) 2 14 H [k
Afeh U C HEMRR R A S U7-65 R, Ao GEah+-a% NEESHE) X, 77V Aa~A
UBE T13%., BT 7 7 u Bt 672% TH o711,

¢) AMEREREmMRHEEICHLTYZ Y 2m~A 2 400mg/ H KON g <12 1,200mg/H CeffE3E) 47H
FWD&“EL L C  HEMRRER A Eh LM R, A0 GEo+F%,; ZESHE) X, 77V Au~
A UFE 874%, Vat~A TR 81.0% Th 7219,

d) (BEMEFERICHLTZ F) 20~ A 2 0400mg/H KON g <A 2 2-1,200mg/ B GeHRESK) 27 3 B
A#eh U C EHEMKEERZ 5 L=/ 2R, A GE+A%, ZESHE) X, 77V RAa~vA v
VEE 63.4%., VatvA LU 61.9% ThHoTm),

e) EIEMEALIEMEEBRICKI L TZ Y ZAr~A 2 0400mg/H KT ) 21~ A 2 2-1200mg/H CeffE3E) 410
H 314 H R DB G U C E BB 2 520 L7 /55, Ao CGE+a%) X, 77V 2a~w
AU 827%, =) Au~A R 7191% TH 7219,

) AMEEMEIEICRT LT Y 2Aa~<A 2 400mg/ H KT a <A 2 2-1,200mg/ H Gt EEK) 23 H DL

EREN#RE LT R & R LR, AR ER AT ZRASWE) X 77 ) Auw
A VB 86.0%, VaY A U URE 80.6% T o7,
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V. BARICEAYTSIEE

QBRMAERSERE (TA4X) ITHESEBEERA NI TYIAL-FEDLIYTLYS R (MAC) IE
EEALETHERGRE (25 W5 —%) 20
TRt~ A a7 TV LT LI T Ly A (MAC) JEZFED = A REFISAFNH LT, 7T U A
1A 221,000, 2,000, 4,000mg/H % 63 i Jx OV 12 R O % 5 L C E SR EGRER 2 S0 U7, ARG YE
137 7V Aa~A o BHETRICEB T 2 BRI E K ORI E 2 RIS S 4ERE CGEOGE, Ui, R4,
L) CHEL, B EEAZE Uiz, 6EFRECIIWTHORE S 83%LL EDOEFIRIIAZMEE R L, SREEICH
BaEIT ot Ly LIIAFECIE, 1,000mglElT b ~4,000mglEN A B m WA IMEEZ R LT,

) AFIOIEEEMETRRELE (6 L TEAR SN T EL &L, ADEKE, @H1H800mg (42) ThHo,

BEE - tZHEEEBICETAA) Ny 84— EO ) BE
(TEXFIVIUKIPRVS OV TSI—ILEDFHRADIGSE)

J|AEAL M ITRE RIGHERY

~Yany Z—.va U EEo iEE -+ T EBEEEE4AI06 2 50, TR I ~MFOEA Tzl
2[E7HML BlEkeE, 7Y 7T —30megax BIEE CII7EM, + fEE CIIsEMR O &S L, Bk
OHEIZOWTRFT L, TR, B#E5ER Ty AZO~NY a7 Z— . Ea URERIZ, LFO@EY Th
D, T2 ITT = )VEMBEHZEEAROPHABIC S W TER RN RBD i,

> S EIE R £ eI T TR

7 Z ) Aua<A 2 200mg (F4h)

IR TEX VU AT 750mg (Jlh) 2[E/A 87.5% 91.1%
7Y 7Z Y —) 30mg
7Z ) Aua<A 2 400mg (F1h)

iz TEX VY VKR 750mg (1) 2[El/H 89.2% 83.7%
7Y 7Z Y —) 30mg

& Z V77— 30mg 2[A)/H 0% 4.4%

/\U:/\&&»—tm RE
(fFERZW) Bl v L7 — BB I . Bk U IE O 5 B URE L E0SgitE
(BRERWT) SRR, MRS EHAO SREDSEIECREN, TR TR LRIB L TooHE)
B T —#
~Yany Z—.va U EEo+ IR EE36H 2RIz, TR T ~VIEEOIAINT Iz 14 H R D
Beh L, EROHEIZOWTHE L, 2O/, KR TA~6HEZ O~ a7 Z— . v'r U RERITLL
TowEY Thot,

£ IRHFN D1 [a] 5B #5014k TR
770 2m<A3 ' 500mg (i)
I TEXT U KT 1,000mg (F14h) 2[a]/ | 94%

77 Z Y —)L 30mg
770 2m<A3 ' 500mg (i)

y o
T2 Z Y 7Z ) —) 30mg 215/ A 57%
\ 75U An~A T 500mg (Jiff) 3[/ \
e I 7T Y —)L 30mg 2[8]/ H 7%
. TEX VY K 1,000mg (V1) 3[El/H .
IV I 7T Y —)L 30mg 2[8]/ A 23%
T S 0]
Vi TEXT VU AR 1,000mg (F14h) 35/ H 17%

Z V77— 30mg
VIEE Z vV 7Z 7 —) 30mg 3[El/H 2%

53 WA — 2

~Yany z—.vn o+ ZEEREERE28M A MRS, 7 TV Arnv ATy TEXR VY K,
TV TTY =) ETROEGETIOHMA0H &G & 5 W X4 EA4 B &SRO &S L, 5
XA L ReME BT LT,
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ARICEYT SIRE

FOMR, EKTA~60%O~) anNy X — - o URERILLTO@EY THY, 10HFK G L 148 B 58
TEITRO N o T-, £/, BHERIZOWTHEITRO SN o T,

&A1 [l 55 e 5-m1%% TR
108 75 2m~<A 3y 500mg (Jih)
s g TEF U AT 1,000mg (F74ih) 2[Al/H 84%
Z 7T —) 30mg
148 75 2m<A 3y 500mg (Jih)
s g TEF U AT 1,000mg (F74ih) 2[Al/H 85%
Z V7T —) 30mg

2 Wi —

~Y any Z—.en B0+ RS EE4965] 2 x5, TRl ORERIEO WA, TH2(E

7EW@D&5L TR R ZET LT, T ORES, &5%T4¢%®AU:A7&% vr U BREFIILL T O
BY Tholz, BIERHIZOWTIZETR D LR - T,

KK D110 55 Fe 5 [E% EUFer e,
75y 2u<A 3y 250mg (S
LACHE TEFXFTTY KT 1,000mg (F14h) 2[m]/ H 90.4%

Z V7T —) 30mg

TEF VY KR 1,000mg (o)
LAMZE A k=% —) 400mg 2[Al/H 73.5%
Z V7T —) 30mg

77V An<A v 250mg (Ji4f)
LCM# A b=V —)L 400mg 2[El/H 90.8%
Z V7T —) 30mg

TEX V) KM 1,000mg (F1H)
OAMZEE A fra=4Y—)L 400mg 2[F1/H 83.2%
F AT Z > —) 20mg

) ARESNTWAHER ORI, @27 T U Aa<A 2 2200mg (LB U T400mgE THEET) , 7EF U vk
¥ 750mg, 5 Y 75— 30mgEh | H2E7H B 5 Th 5,

(FEXDD) VKPRV A TSV—ILEDHADIGE)

EE AN ITHE RG>

~Yany Z—. va U RO BIRE - + IR R 22562 )R T o 7o B A HE B btk ic s
T, 770 Rxa~wA vy, TEXRVVI VKM, AT Z Y — & TG ETIH2ETABRAOFRL L.,
FER OCHEIZOWTRE LR, BGREToHEONY a7 X — . va UBRERILLFO#EY) Th-oTz,

£ IRHFN D1 a1 5B #5014k T - - R
75U Zma~<A v 400mg (F14fh)
I H B TEX VY KR 750mg (JI1H) 2[a]/ | 78.8%

FRATZ > —) 20mg

75 2a<A3 500mg (i)
w2 TEF VU AKFIY 1,000mg (1) 2[5l/H 83.0%
FRATZ ' —) 20mg

SNV ERY SR Y R
| URRBIT) Ry LT —CRBRR O R A A B
UREHIE) BB RO IR, SR B OB R AR DT~ T O Atk
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V. BARICEAYTSIEE

25 T — 4%
~Y gy = ea GO TEEIN SUIRER I O+ IR IHEE 7876 2 %I G, T RIOHH D PR FEIE D
WA, TH2ETHRBIRE A #G L, AER ORI OV THRE L, ZORER, #5# T48% OBREEIL
UFO#@Y Thol,

K IEX D1 [A] 5 & e 5-[m %% ERpeTET
75 ) 2a~<A Ty 250mg (Jiff)
OAC250%f TEXTUY LA 1,000mg () 2[El/ A 83.8%

F AT T —)L 20mg

7 Z ) An<A 3 500mg (Jifih)
OAC500% TEX Y K 1,000mg (1) 2[A]/H 96.4%
FATZ > —)L 20mg

7 ) Au<A v 250mg (Ji4h)
OMC250%f A ha=#Y—1 400mg 2[=]/H 94.6%
F AT Z > —)L 20mg

7 ) Au<A T 500mg (Jif)
OMC500%f A ha=#Y—1 400mg 2=/ H 89.8%
F AT Z > —)L 20mg

TEXTVU KT 1,000mg (1)

OAM# A ho=4Y—) 400mg 2[Al/H 79.0%
FATZ > —) 20mg
OPH% F A7 —/L 20mg 2[a]/ H 0.9%

2 o — &

A~V any Z—-vn U BEOEE O BIEEERE 1606 2 554, LT OBREEIEO W% 1 H 2817 H [,
ZD%RA AT T — N 20mgZx 1 HIEBHEBKEOES L, FEKOHAEICOW TR Lz, ZTORR, 54 T4
W% OBRERIL, ROHEY ThH-o7z,

B
D | B BT RS
=Rt
75 ) Zu<A T 500mg (i)
OACHE TEFR Y K 1,000mg (1) 2[El/H 79.2%
FATZ > —)L 20mg
75 Zu~ A 250mg (i)
OMCHE A hwa=4Y—/L 400mg 2[8]/H 85.7%
FRATZ > —) 20mg
OPHE F AT TV —)L 20mg 2[a]/ | 4.2%

) ARENTWAHEROHRIL, BEZ 7 ) 2Aa~<A 2 2200mg (LI L T400mgE THEER) . 7EF V) Kk
Fn750mg, A A 77— 20mg%x 1 B2ETA MRS TH 5,
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V. BARICEAYTSIEE

(5)

(TEXFVVI VKPRV SIANTSY=ILF RO LEDHRADIES)

AR AL 1T E RIGEERY

~NYanRyZ— - EaVGEoE -+ THEBEE EEZET) BE4ASBIZRICI T Ar~f Ty, T
EXTUU KR OTART T —F R U O LAOIFIGEHIC L D~ oy Z— . o ) RERE 2N
R D 2k L RIEEA —EE MR A I L, FRRO4EEORERIED 2 b, Wi a1 H2[E],

THRER ARG LT,
EFHRRH OBE, BIZT T T Y —F MU U L% HIERE#ZICBER CIE7TER. + ZfREEG CI3sH
fAlfE Qb L7z,)
T ORR, B TO~SHBEONY 237 F— - Eu URERZ, TROLEY THY, WFhokGRICE
WTH0%Z X DIRE R TH o7,
RADIE TR Gl T T
77 Y Amr~A Ty 200mg (i) . . .
RAC-IBE | 7% 3 Ukt T50meg (i) ayn | oo A,
5NT TSNS Y G lomg
750 An~A > 400mg (i) . . )
RAC2EE | 7EX LY kRl T50mg () 2ayn | o B P,
FRF 5 —F U 7L 10mg
750 Ar~A L 200mg (Jfi) . . .
RACSHE | 7> dnih 750mg O WE | e svsn | costen
FRF 5 —F U 7L 20mg
75 Ana~A > 400mg (i) . : .
RACAEE | 7EX oLy ki T50mg (i) 2ayn | oy | onnram
FRF 5 —F U 7L 20mg
BC-RFWLABRD T > b A7+ 2.5%0 (FASfEAT)

HIZ, 77V Aa~A ACKT DI ERBRE RS RIFTHEZRF LR, LTFo#EY 7 7Y Aa~A

¥ VR DIEFNZ IO TERE = DRV ME A 2358 BTz,
Flo, 77V A~ rOEHE (800mg/H) Off (RAC-2HE, RAC-4#E) OFRE=IX, {KH&E (400mg/H)
DOFE (RAC-18E, RAC-3#E) OFRE=HICEE L, SVMEMDFRD b7,
75 Za =AU MERE G O R R
42.1% . 57.1%
RAC- T8¢ (8/19431) 45.5% RAC-28 (8/14431) 55.6%
50.0% (15/3343) 53.8% (15/27451)
RAC-3H (711441) RAC-48¢ (7/13451)
PNU oy x— e EaUREE:
2o ) Rl T LT — B
UREHIE) BB To-8BRICPCIRR RS BRIC L v v o
) EBRENTWAHELROHAREIL, @FE 27 7Y 2Aa<A 2 0200mg (LB U T400mgE THEER), 7EXF U~

KFT50mg, F7 7V —F MU T AI0mgAa | H2[ET7H G- TH 2,

TR
MM ERe L

BE - A
UERR L

BRI G ER
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V. BARICEAYTSIEE

(6) AERHIER

1) ERARERE (—REALERE. BEEARERE. ERRELRRT) | REREHT 5 —X
BE. WERSREFRRBRONE

@ —RRRRAE

AR A ISV T, —RIRGYEISS T D2 AR OARITUTO LB TH D,

EIWERIZ W T,

VI-8. gIfEF &)

BN

. . B (%) [hEL k]

e k B & () i
F G R YL FEAENE B e 87.8 ( 187/  213)
VRIE M B2 J R 93.1 ( 310/ 333)
A RIS 7S 96.7 ( 29/ 30)
8 B B iE 88.5 ( 309/  349)
IME; + BE K ORI 00 R 882 ( 506/ 574)
2 SRS WHEE - MEBRA 942 ( 974/ 1,034)
Rk 96.5 ( 383/  397)
AR R 93.6 ( 1,355/ 1,447)
ffide. iR 91.1 ( 265  291)
1B VEIEIR #3953 28 D — Rk 756 ( 354/  468)
PR B R YU E JRIB %% 89.8 ( 522/  581)
PE b AR RS R YE S 89.8 ( 520/ 579)
H 2R i Y E W H % 86.1 ( 105/  122)
i) S 9% 86.8 ( 334/  385)
Cip ANz aN S aEhig SR 89.1 ( 238/ 267)
JEYYIE o 7 [ 2% 928 ( 141/ 152)
AR 87.0 ( 94/ 108)
T Dt D BRYUE JIT.F9 JE PR 5 1000 (28 28)
JEYME R 100.0  ( 1/ 1)
(7 Z U 248 AR A — K IE SRR AR

NG

. , B (%) [chELl k]

i roOBA C) s B
B R RS R RAENE B JE I E 87.5 ( 7/ 8)
TRTENE: B2 JE e 947 ( 18/ 19)
U e ) U REi 100.0 ( 7/ 7)
8 IR B E 947 ( 18/ 19)
IME + BE R O A O R 935 ( 43/ 46)
I e SR U diE WHEH - MEBRA 929 ( 695/  748)
Rtk 97.0 ( 230/ 237)
AR R 92.4 ( 744/  805)
Mg, WilRiE 943  ( 509/  540)
2 IR 9P 25 D YRk 833 ( 5/ 6)
JI5 8 R GE TG RGA 1000 ( 23/ 23)
H S BEIRUR Y E HH % 0 ( 0 )
Bl S 705 (. 93/ 132)
Z DAt PEATER 100.0 ( 51/ 51)
B A% 455 ( 5/ 11)
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V. BARICEAYTSIEE

Q@ BEEB-+TIEBEBICBTEAAN)aNYA— - EO) BREAE

(TEXIDI VKPRV S OV TSV—ILEDHADIES)

~Yany z—.vna YGOSR -+ RBIBEEEE 2 RITT o MR A IS W T, 77U Anm
~ A 2 2200mg~400mg, 7 EF U LIKFITS0mg KR NT Y T T — 0 30mg A 1 H 2T H R OG- L
fEFSERE FIC BT 2RIE ORBLRISoNY 237 Z— -« v U EHEKRRE OV TR EITo T2, 7B, ~
Vanyg—.vn ) ERak K OBREHEIX, BHARNY a7 Z—2220 [Hpylori EIxOZ W &I TA
KNI A2 NZHEL T,

ZORER, FIREHEICL D~ ans & —- v'n U EIEKHEIT80.5% (2,014/2,50241) Th Y | #KGREFE TO
FERRBR COREBEEREZRGHN RO 7 ) 2u~ A v o REEBHNCHE Lz & 2 AR ERRITITIT R
ThHoT,

EHI, NV angZ— . vn ) BREREFGEI COFEMEZFE LIZER, [~V axs¥—.alkk
FIEEOBEED O | OIEFIOEHERFEIF31.3% (10/3241]) THY ., TBEER L] D81.1% (2,004/2,470%1) & Lt
NTHE (p<0.01) ([ZIKDr > 7223, AL RS A CEREEIED 2B D R S UTEFNZ IV TT1.4% (5/745)
DEHREPIGF LI TN,

AT, BIEARBISEEIL.11% (318/3,49141) TH V. FH L7 ERRIERIX. TH., #ESEOFGE
EIRRRFEOMRREE TH o7, L AL ORIEROREITBMTH Y | BIESUIRE L T\ D, 72,
EE . IRKREE CORIWERASRBURILIZOW T, FRICRBEE 725 SISO b o 1=,

(FIWER ORI OV T, VI-8. RIEA &)

(TEXFIVYVKMPRUTATSI—ILEDHRADIEE)

i) BUEARFPHERARRER (TTIRZERARRER)

~Yany z—.va U EEORSEM O BIEE - + IBEEEERE 2 X RIT o 7 ENE IV T IR B AR R
IZBWC, 772wy r, TEXVVY UK, AAT TV — w2 TRokb & TIH2ETHMER
BOgth L, AR OHEIZOWTRE LT,

ZORER, WHEETOEBEONY a7 & — - a VRERIIULTOM@Y ThHH | DAROBREFRIImAE TIZE
FETH T,

XD 5 =
RO NEES B B T wmE [ rms §+
7Z ) Z2n<A 2 200mg (FI1i)
OAC 86.3% 75.7% 81.1%
: TEX V) AKFTIS0mg (F71fh) 2[]/H
4007 AT S 20mg (63/73451) (53/7041) (116/1434)
7 2n<A 2 400mg (FI1)
OAC 77.1% 82.7% 80%
- TEX V) AKTIS0me (F71fh) 2[]/H
800# F A5 — 7 20mg (54/7031)) (62/75431)) (116/145%)

FIZ, 77 ) Aa<A Ul DI ERBRE R~ MIETHEE RS LR, 770 2a~< A U UmtthEo
JE] CRRE R AME MEA A3ERD B LT,

B =
7 ) A< A UM 77 ) 2u<A Utk
OAC4007F 86.1% (105/12245) 50.0% (10/20f51)
OAC8007F 88.5% (108/12245) 34.8% (8/23f3l)

PNV Ay g—. vn YR
DU R T LT — BB OSBRI R A A
(FREHIE]  BRERIEROEIC R 2 B R, Mk FRMER CRFFFLIARO T X ToORAD RN,

(RBIERIZOWTIE, VI-8. AIfEAM 2
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V.

ARICEYT SIRE

i) FEEME AR (FRBEE)

il (655 LA B) A RfGUTAT o TR IC BV T, BRI H1383.8% (330/39445]) ToH V. BHiEE. + -4
e, BHIEE &+ RSSO MAEE VT IICB W T HBREFRIT80%LL ETh - 72,

ZAAVETIE, BIERRRBUENIRIL8.5% (40/47341) TH Y . EREWERIZ TR, WRERFE TH-o7=, Frilely
REARTOLERE L LCL, FESERELZ A9 5 BE ORIERARBUERHRIZ11.5% 3R6%1) THo ., M) #ED
8.3% (37/447(5)) (ZHAZETRO bR 0Tz, £7o, BEREE 2 AT 2 BF IT4AFIE S 72 hy, BWERIZE
wE SN oT,

BEWEAOZEMZOW T, VI-8. BEITER &)

(TEXFIDYIKIPRUOSIRTSV—=ILF L) D LEDHERADIES)

~Yanyz—.va ) EEOBEE -+ EBEEEE 2 XU T o EARERAEICR N T, 77 ) An
<A 2 2200mg~400mg, 7 EFX U AKFTS0mg N T X7 T — L) R U 7 A10mgZ ., 1 H2[E7 A [E#E
A5 L, AZETICET 2RIERAORIURIL, ZRMEXITHEINEICE 2 2 BEREIZOW TR EZITo 72,
it SRR A L 36 W TR O EREAT S SERI3, 1626 D~ U =37 & — - B U BREE#1$80.68% (2,5514511/3,1621451)
Thole, 77V Au~A T 1 HERTOBREFRIZL, 400mgfik HEE TI1E80.95%., 800mg/ik H#E TI1%£80.02% TH
WEBEREIRD LN o T,

Rl e B3 588 (RiE, BWEREL AT 588, FMEREFEL 6T 28%) T, flat Rt
AL WEFT & AR TRBUEFIENE < 72 2 FFET RERIERITRD b v ho Tz,

i AR AR R A (2 33 1T 2 BV R BUE B =R 134.38% (16651/3,789%1]) T 0 | JRYYERBUEFNL /2o T2, 728,
TKFRIE E C O BIVE S BUE B 581340.35% (205611/508%1) T o7z, HEBL L= HRRIERMIZ, FH, MRS,
W5, BB TH Y R ISR CORGRIE £ TICHA~IN LZBWER I 20 o T2, 7ok, BHERRIE
X TEps ) v AfiE] Thota,

BIVE S BUER R B % M T BREY RRFICHOWT, SEEMT 2 LR L- & 2 A, BIVERASRBER =RIC
LT TRTE LT MR () ). TCAMIH=Z (800mgiRAHRE) | XN [T LAXF—EHY | BROL
iz,

Rl xS m a3 288 UM, @i, BREREELZA T 288, TERESL AT 58%) T, £k
YWREA LW EE LI CORBUEFIRN & < R 2 FFE T RERIERIZRD b enoTo, 7B, A& Tk
IERERR A~ GBI 2o 72,

EWERIZOWTIEL, VI-8. EIER &)

2) ARFHELTERFEODARNIIERL-AE - ABROME

(7

D BREREFSERE (T4 X) [THESBEEEYAINITUIL-TEILaYT LYY R (MAC) JE
FERBGEFRA IV T, RIEEFISIFIH . BITEAIZ2361 (39.0%) (258D b, EDO TR OIIFHERERE LY
THINESME (8.5%) Thoto, iz, EIREHEIC L H2H231584.3% (43/5141]) TH V. MEFEIEZRIT
90.5% (192141) ThH -7,

Q@ BiEE - tHEREBICEITEA)INI2— - EOYBEEE [§2200074]

FERFAAEIC L0 . ~ Y any 2 —- v VEERGEHRICIENTY 7 U ZAn <A 2 AT DO ERIER
IR LToRE R, 2001420 5 ORI H 15%, 242 H19%, 34FEH14% (B4F1008%) Th v, FHAHIH
DIES MR E RRFERELIT A DRI T2,

Z it

[EJZA] 14)~19), 21)~28), 30)~36)

WAZ RIS & Ui~ BB BRI E S DRERROME KO £ BY Th 5.

FOERHE RIS, W%, I MENIRRRZ O ~ R, bk, E 2. R DA RME R . 1 sk
BERRIEERE (A 2) (TS M~ A 2/ F U DL - FEY AR LT Ly 2 (MAC) JEICKT 5 &
BRI & OF I -+ HEBIIHC BT B U 280 H—e B n U RYSEIC R 5 BB AR
H—T B CAFI DA ISR DTN D,
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ARICEYT SIRE

A (%)

% B & [l ]
B R R R 76.7 ( 355/  463)
RAENE B2 S I E 67.1 ( 47/ 70)
URTENE B2 J I e 80.4 ( 131/  163)
VIoNig - U iR 818 (9 11)
8 R R 735 ( 114/ 155)
SME - BME R OVFAR RIS 00 Z &Y 844 ( 54/ 64)
I S Y i 81.9 ( 749/  914)
WHEE - MEdEZS 75.8 ( 50/ 66)
FabksE 88.4 ( 167/  189)
MR R 83.1 ( 123/  148)
Mg, Pl 88.4 ( 190/  215)
2 P R P 25 D Rk 740 ( 219/  296)
DR G JRIEH 87.0 ( 314/  361)
PE I N BRI e FESHAE % 84.6 ( 121/  143)
H SRR e 66.8 ( 155/  232)
HH % 66.0 ( 134/  203)
Bl S 724 ( 21/ 29)
BB 01 RS R IR Y E 83.0 ( 254/  306)
A 833 ( 115/  138)
o4 LB PR 2% 778 ( 49/ 63)
FR 857 ( 90/  105)
Z DD FEGRE 100 (9 9)
JI ¥ ) R A 155 1000 ( 8/ 8)
IR HPES 1000 ( 1/ 1)
; R (%)
® B & )
B RMEGRIEAREIEGERE (=4 X)) 12PE D FEFEMEMACHE
A A 500 (2 4)
CKE) (77.0  ( 114/ 148))
, Fh= (%)
k5 B % L4 1)
HIEE - + HBIBEEICBIT 2~ a7 ¥ — - vo VEYE (FRER)
(Fo 7TV =N EDHRDEE)
B (400mg) 'V 875 ( 84/ 96)
(800mg) *2 89.2 ( 83/ 93)
+ R (400mg) *V 91.1 ( 82 90)
(800mg) *2 83.7 ( 82/ 98)
CKE : 140 M#E) *9 87.6 ( 197/  225)
CKE : 10 M#s) *9 83.7 ( 103/  123)
(E : THRBEE) = 90.4 ( 103/  114)
(FATF =L DFHHDEE)
B - + IR (800mg) ¥ 788 ( 89/  113)
(400mg) *© 81.1 ( 116/  143)
(800mg) *7 80.0 ( 116/  145)
sk -+ R 96.4 ( 106/ 110)
(Gl =i v Y 792 (38 48)
(FRTT =T U UL EDOHADEE)
B (400mg) 87.7 ( 57/ 65)
(800mg) *10 89.7 ( 61/ 68)
+ R (400mg) 9 83.3 ( 45/ 54)
(800mg) *10 87.8 ( 36/ 41)
B -+ IRIES CKE : 100 [E#5) = 86.0 ( 147/ 171)
CKE : 7RIS #w 843 ( 140/  166)
(RN < 7 H R ) B0 938 ( 61/ 65)
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V. BARICEAYTSIEE

7ED) -

1E2) -

E3) :

1E4) -

1ES) -

7E6) -

) -

1E8) -

9) -

7E10) -

11

77 ZAn<wA e LTHEROOME (Aff), 7EF U vk E LCLETS0mg (Hft) KT Y 7FFY—n & LTI
30mg D3 %[RRI 1 F 257 B R 1 5,

77V Ar~A T LTIEM00mg (Fiffi) . 7EF U Lok E LCLEIT50mg (i) KOVT7 Y 75— & LTlE
30mg D371 A& [FIMFHC 1 H 20817 B E#% 0 #% 5,

+HRBEBICR T DAY ans g — v VEGERE A xR E LR (7 7 U An~ A b LCLE500mg (F1f) .
TEXTVY VAR E LTIEIL000mg (i) KT v V75— k LClEB0mgm3#]% [FFFI21 B 2ERR O &5,
$ﬁ@%ﬁ%k%%1mm@f%a

+ AR FHANY any Z— . o BYERFEEMNRE LIZBRRR (/70 2u~vA vk LTE250mg (]
i) 7%%VVJ/AW%&Lfmmmmm(ﬁﬁ RO V75— & LCIEB0mgd 34| & FKHI 1 H 2R A5,
AN O 7RI K I E800mg TH 5,

77V 2Ar~A e LTLEI400mg (F1ffi) . 7EF U kR E LTLREIT50mg (Jiffi) kO A 7Z ' —/L & LT1[E20mg
D37 & R H20E7 B B 085,

77 Y Ar~A e LTLER200mg (Ffi) . 7EX U ki & LCTLRIT50mg (Jiffi) U427 F ' —/L & LT1[E20mg
D3FN Z [RIRFIZ 1 A 20007 B R S (PN o RIS ARSE % R R)

77 ) ArvA e LTIE400mg (i), 7EX U LAk E L TLREIT50mg (Jiffi) KA A 7 F v —/L & L T1ER20mg
D3FN % RN B 20807 B B 0B S (EN O RERTE% R ER)

77V Ar~vA e LTIREIS00mg (i), 7EF U wKffm e LTLEL,000mg (Jiffi) KOA AT Z Y —& LTlE
20mg D37 % [RIRFIZ 1 B 2[808% 1 e 5,

ARAN OGN R1F800mg TH 5,

77V Ar~A v LTLER200mg (Off), 7EFT U vk E LTLET5S0mg (i) R OT_T T — L R ok
L C1EI10mgD37 % [RIKFIZ 1 H 2[R17 H F# 0#% 5,

77 Ar~wA b LTLE400mg (i), 7EXF U Lk E LTLEITS0mg () RN T T TV —F oAk
L C1E10mg 37 %[RRI 1 A 2[5]7 A IR O # G-,

B FRBEESICB TN ans ¥ — . va U ERYERE 2L E LKA (77 ) Ar~< A & LTLES500mg
i), 7' U 2k Fal & LTLEIL000mg (Jifli) BRONT_FF Y —F kU 7k LTER20mgD37] % [FIFHT 1 H 2[EHE
H#E) . AH 0GR K &IFZ800mgTH 2,

(/NIRY 37 38)

MNEEF 2GR E LIl A REERRBROMEIIRD LBV TH S,

, FHh= (%)
B R & [ k]

R G R} e R YL 91.7  ( 22/ 24)
FEAEME 7 S YT 80.0 ( 4/ 5
VRIEME R W RS 1000 ( 4/ 4)
JIIAN - AN 1D 1000 (77 7
B R E 833 (5 6
IME « BME e O A1 00 IR IR 1000 ( 2/ 2)

2 SRS 93.7  ( 550/ 587)
NESE - MEEEZS 93.1 ( 54/ 58)
FabkgE 958 ( 92/ 96)
BMERE R 89.6  ( 121/ 135)
ftige. FfifRiE 949  ( 282/ 297)
8 P I e 25 0D YRk G 1000 ( 1/ 1)

5 TR E TGN 2% 989 ( 90/ 91)

H S BEIRUR Y E 885 ( 69/ 78)
RE R 88.7 ( 63/ 171)
FIENETS 857 (6 7

Dt PEATEL 100.0 ( 28 28)
B H 86.7 ( 39/ 45)
, FHh=E (%)
kB & 0L ]

e RVESIEADIEERE (A ) 1ZPE S FFREPMEMACHE CKHED) 61.1 ( 11/ 18)
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VI.

ESEIB (YT HIEE

(1)

(2)

REZFHICEESH S LEVMRITLEWME

TUARAYA VY AETwA Yy TV ARuVAL Ly adFrRuvf vy Vadeg ol
) AFRGEF IR

EE  BEEO D 2 LEMOIEEUINREFIL, BHOBTLSNIIRMNLELZEZRT DL L,

ZEIB{ER
LT ORBRITERERL (75U 25£200] 275V ZREESONEH] 1750 ZRT 40y 710%NEH ] Of
Raitdk L7,

YERERL - 1ERKE
M DTOSY R Y —LD50SY 7=y b EfE L, BAGKEZMET 2, FIEEMMRIIHENTHY
BRIT & > TUIREIIE I 277 974,

EMEEMT T HREBRAE
1) MEARY MLEUIES (in vitro)
FEHERR Ko OV AR 43 BIERR D Staphylococcus sp.. Streptococcus sp. 0D 7" 7 LGMHEEY~4Y  Haemophilus, Branhamella
ED—ERD T T AEMEEO | BERAIEEY, Mycoplasma*® 49, Chlamydia sp.*” *® %?iLF IEE4 | Mycobacterium
avium complex® ™2 K ONHelicobacter pylori®3 ™52 5t Lffgﬂ”bt#lﬁ RO BN,
O— AR R AE

77 LEEPEREIC KT 2P A XY Rt

(HFE R & : 10%cfu/mL)

i MIC (ug/mL)

CAM EM M ABPC CEX
Staphylococcus aureus 209P-JC 0.10 0.10 0.20 0.025 0.78
S. aureus Terajima 0.10 0.10 0.78 0.10 6.25
S. aureus Smith 4 0.10 0.20 0.78 0.05 1.56
S. epidermidis TID866 0.10 0.20 0.39 0.39 3.13
S. epidermidis sp-al-1 0.10 0.20 1.56 0.10 1.56
Streptococcus pyogenes 11D689 =0.012 0.025 0.10 =0.012 0.78
S. pyvogenes J-1 0.05 0.05 0.20 0.025 0.78
S. pneumoniae 11D552 0.025 0.025 0.10 0.025 3.13
S. pneumoniae 1ID553 0.025 0.05 0.10 0.025 3.13
S. pneumoniae 11D554 0.025 0.025 0.10 0.05 1.56
Streptococcus B group 1 0.025 0.025 0.10 0.10 3.13
Streptococcus C group 1 0.05 0.05 0.39 0.025 0.78
Streptococcus G group 1 0.025 0.05 0.20 0.025 0.78
Enterococcus faecalis ATCC8043 0.05% 0.05% 0.39% 0.20 50
Micrococcus luteus NTHJ 0.025% 0.025% 0.10% <0.012% 0.05*
Corynebacterium xerosis 11D551 0.025% 0.05% 0.39% 0.20% 25%
C. diphteriae 11D526 <0.012% <0.012 <0.012% 0.39% 0.78*
Bacillus subtilis ATCC6633 0.10% 0.20% 0.39% <0.012% 0.78*
B. cereus ATCC9634 0.05% 0.05% 0.78* 12.5% 3.13%
B. anthracis 11D502 0.10% 0.39% 0.39% 0.025 1.56*

(B AL FRIE AR REIRZYE U 72 R ATIRYE)
CAM: 77V A~ vy, EM: ) 2An~vAfv 2 IM: Vah~A >, ABPC: 7oEY UV, CEX: &7 7 L%
S A B AR
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VI.

EEE(CRHd HIEH

77 NIRRT B Pl A f o

(Befl & : 10%fwmL (* : 10%cfu/mL))

. MIC (ug/mL)

i CAM EM M ABPC CEX
Escherichia coli NIHJ JC-2 100* 100* >100* 6.25 6.25
E. coli K-12 25% 25% >100* 3.13 6.25
Salmonella typhi 1ID610 3.13% 3.13% 3.13% 0.10% 3.13%
S. paratyphi B 25% 25% >100% 0.39% 6.25%
S. enteritidis KB-21 25% 50% 100* 0.39% 6.25*
Shigella flexneri 2a 12.5% 12.5% 100 3.13% 12.5%
S. sonnei EW-33 12.5% 25% 100 6.25% 12.5%
Klebsiella pneumoniae IFO3317 50% 50% >100% 12.5% 6.25%
K. pneumoniae 3K-2 25% 25% >100% 25% 6.25%
Serratia marcescens 11D618 100% 50% >100% 25% >100%
Enterobacter aerogenes IFO12010 50% 50% >100% 6.25% 12.5
Proteus mirabilis IFO3849 >100% >100% >100% 3.13 12.5
Pseudomonas aeruginosa P-32 12.5% 25% 100% >100% >100%
Branhamella catarrhalis NNBr-1 0.10 0.20% 0.78% — —
Neisseria gonorrhoeae J-1 0.10% 0.20 0.78% 0.39% 3.13
N. gonorrhoeae J-4 0.10% 0.20 0.78% 0.10% 3.13
Haemophilus influenzae 11D998 6.25 3.13% 25% 0.20 6.25
H. influenzae J-13 6.25 3.13% 25% 0.20 6.25
Legionella pneumophila ATCC33152* =0.0313 0.0625% 0.50% — —
L. pneumophila ATCC33215* 0.0625 0.125% 0.25% — —

(A AL HRIEF A UEE I HE U 7 R A IRIE)

CAM: 77 An~vwAvy EM: =Y Au~vAf v IM: VatbwA4 v ABPC: 7o U CEX: 77 L%

RS ANEE

BSUPEBIS R 2 HUE A7 k)

(iR & : 10°cfu/mL)

. MIC (ug/mL)

i CAM EM M CLDM ABPC
Peptostreptococcus anaerobius ATCC27337 =0.025 0.05* 0.20% 0.10% 0.10%
P. magnus ATCC29328 0.78 1.56* 0.78* 0.78* 0.20%
P micros VPI5464-1 =0.025 =0.025* =0.025* =0.025% =0.025%
Streptococcus constellatus ATCC27823 =0.025 0.10 0.78 0.10 0.39
S. intermedius ATCC27335 0.05 0.10 0.78 0.10 0.39
Staphylococcus saccharolyticus GAI5520 =0.025 =0.025 =0.025 =0.025 =0.025
Propionibacterium acnes ATCC11828 <0.025% <0.025% <0.025% <0.025% <0.025%
P. granulosum GAI7414 <0.025% 0.05* 0.10% <0.025% <0.025%
Bifidobacterium adolescentis ATCC15703 <0.025% 0.05* 0.05* <0.025% 0.10%
Eubacterium aerofaciens ATCC25986 <0.025% <0.025% <0.025% <0.025% <0.025%
Clostridium perfringens GAI 0.10% 0.78* 1.56* <0.025% <0.025%
C. septicum ATCC12464 0.10% 0.39% 0.39% <0.025% 0.05*
C. tertium ATCC19405 0.20% 1.56* 0.78* 6.25* 0.05*
Bacteroides fragilis GAI5562 0.39% 1.56% 0.39% 0.10% 12.5%
B. vulgatus ATCC29327 0.39% 0.78* 0.20% <0.025% 0.78*
B. thetaiotaomicron WAL3304 3.13% 6.25* 1.56* 3.13% 25%
Fusobacterium varium GAI5566 >100% >100% >100% 1.56% 1.56%
Veillonella parvula ATCC10790 6.25* 12.5% 12.5% 0.05* =0.025%

P ST ANEE

(A A SRR R R E B fi /N8 T BILLE SR L U 7o SR PR
CAM: 7 Z)An~vA vy EM: Z)Aun~vA vy IM: Vath~vA vy CLDM: 2 ) v 4~ A ABPC: 7BV Y v
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VI.

EEE(CRHd HIEH

ZDOMOEITH T DHE AT R (1)* 4648

(B & : 102~ 3cfu/mL)

MIC (ug/mL)

A CAM EM M RKM MDM MINO DOXY

M. pneumoniae FH 0.00625 0.00625 0.025 - — — —

M. pneumoniae 11D Kawanishi 0.0078 0.0078 0.0313 — — — —

C. trachomatis B 0.05 0.78 — 0.39 0.78 <0.025 <0.025
C. trachomatis La 0.10 1.56 — 0.18 0.78 <0.025 <0.025
C. trachomatis D 0.005-0.01 0.03-0.14 — — — 0.01 0.02
C. trachomatis E 0.01 0.02-0.14 — — — 0.005-0.01 0.02-0.03
C. psittaci MP 0.025-0.05 1.56* — 0.05-0.10 0.18-0.78 <0.025 0.05
C. psittaci Izawa 0.025-0.05 1.56* — 0.05-0.10 0.18-0.78 <0.025 0.10

CAM: 77 ) Anr~<wA >, EM:

(A7 XA 52—
Ty ARRIAL Y, IM: Vat<wALY RKM: ¥4~ MDM: STFh~A 3,

MINO : R /¥4 7 U, DOXY : REIH A2 Y
S A B R
Z DD E T D HE ALY F(Q2)™
(BEfEE & ¢ 105cfu/mL)

;. MIC (pg/mL)

i CAM EM ™ ABPC CEX
LA
S. aureus 209PL 0.10 0.20 0.39 >100 >100
S. pyogenes 1241 0.05 0.10 0.39 >100 >100
E. coli EcL-N5 0.05* 0.20% 0.39% >100 >100
FEHERE
S. aureus 209P-JC 0.10 0.10 0.20 0.025 0.78
S. pyogenes 11ID689 =0.012 0.025 0.10 =0.012 0.78
E. coli NIHJ JC-2 100 100% >100* 6.25 6.25

RS ANEL
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VI. EHEHICEI HIEHE

EEIR D BERRIC 3 1T DI M0 A (77T A1)
(BEFE & ¢ 10%cfu/mL)

il ® A FERE MICso (pg/mL)
S. aureus CAM 765 0.20
EM 765 0.39
M 661 0.78
RKM 250 0.39
ABPC 158 3.13
CEX 75 6.25
CCL 166 3.13
S. epidermidis CAM 262 0.10
EM 262 0.20
M 262 0.39
RKM 100 0.20
ABPC 76 3.13
CEX 75 12.5

CCL 61 1.56
S. saprophyticus CAM 10 0.20
EM 10 0.39
M 10 1.56
AMPC 10 0.39
CCL 10 1.56
S. pyogenes CAM 274 0.05
EM 274 0.05
M 274 0.20
RKM 164 0.20

ABPC 49 =0.025
CEX 31 0.39
CCL 61 0.20

S. pneumoniae CAM 166 =0.025
EM 166 0.05
M 165 0.20
RKM 45 0.20

ABPC 73 =0.025
CEX 24 1.56
CCL 14 0.39
S. agalactiae CAM 21 =0.05
EM 21 0.10
M 21 0.39
AMPC 20 =0.05
CCL 20 0.39
a-Streptococcus CAM 44 0.20
EM 44 0.20
M 34 0.78

ABPC 34 =0.025
[ -Streptococcus CAM 14 0.05
EM 14 0.05
M 14 0.20
RKM 14 0.20

(A AL HRE P B AR T YE U - 2 KSR IR IE)
(Chemotherapy, 36(S—3), 1988 % 1.0 KIEHUSRLE 3T)
CAM: 77 ) 2a~AT v EM: =) 2u~AfT v, IM: Vay<A o,
RKM: m¥ %<2, ABPC: 7o ¥ Uy, CEX:E77L %>y, CCL: k772 m/0, AMPC: 7EF TV v
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VI.

EEE(CRHd HIEH

BEIRSYBERRIC I DI M50 AT (77T L PER)

(BEFE & ¢ 10%cfu/mL)

T #* Al LSS MICso (ug/mL)
B. catarrhalis CAM 110 0.10
H. influenzae CAM 345 3.13
ABPC 124 0.39
CEX 32 6.25
CCL 62 1.56
C. jejuni CAM 83 0.39
RKM 57 0.10

(B AL B L AR AER T HE U 72 FER AR A RIE)
(Chemotherapy, 36(S—3), 1988 % H1.[MZ K IE RLKAEF)
CAM : 7o) An~<wAv  RKM: a¥¥<A4, ABPC: 7V, CEX: k77 L ¥, CCL: 777/

BEIRSYBERRIC I D ISz M50 AT (FRME R e O D LD 1)

(* SR

106cfu/mL/** BEfd & -

102~ 8cfu/mL)

fi Al BRI MICso (ug/mL)
Peptostreptococcus sp.” CAM 108 0.39
M. pneumoniae™ CAM 50 =0.003
EM 50 0.006
M 50 0.006
C. trachomatis™* CAM 15 =0.006
EM 14 0.10
MINO 15 0.05
TC 14 0.10

(¢ o A AAE PSSR B B/ NJ8 T AL PR BE VR S UE U 7o SRS IRE /%% s~ A I m 2 A 2 —1h)
(Chemotherapy, 36(S—3), 1988 % F.00 2 K IFRIZREF)
CAM: 77V AavwA4 vy EM: 2wy IM: Vath~A42 > MINO: X /%A 27U TC: 7 hIHA47 1)

EERYBERR IC BT A7 T U 2a~A v OSSN (% : 19964:1~124) ™

(BEAi &« 10°cfu/mL [ MR 13108 cfu/mL] )
i BRI MICso (ug/mL) MICy (pg/mL)
S. aureus (MRSAZTe) 75 0.05 >100
S. pyogenes 50 0.05 0.1
N
77 LR S. pneumoniae (PISP, PRSP&7¢) 50 1.56 >100
p -Streptococci * 50 0.1 0.2
B. catarrhalis 50 0.1 0.2
o B. pertussis * 10 =0.025 0.05
'S NabEE
77 ARIE G enzae 50 3.13 12.5
C. jejuni 25 0.05 0.1
2 S| Peptostreptococcus sp. ** 50 0.05 25

(A AL AHRIE AR BRI IE U I R A IRIE)

* . 8. agalactiae 208k, S. dysgalactiae 108k, S. anginosus 108k, S. canins 10££
** . P anaerobius 108k, P. asaccharolyticus 108k, P. magnus 108k, P. micros 108k, P. prevotii 10£%
# o 19954E1 A ~19964E 12 A fr itk

QEEBHTAaANITY YL - FEYLOAYTLYS R (MAC) fiE

B PR 57 BERR L2 3 1T % IRk

ZMESAT (A AT YL TEY Ly Ly 7 A (MAC)) 4%

. MIC /mL
A _ (ng/mL)

Bl 50% 90%
ToAUuNA T 8—32 16 32
VANV Q= A=V 4 0.25—4 2 4

39
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VI. EHEHICEI HIEHE

ANYanysa—- 0 BREE
HRIR T BERR L2 d5 1 D I Mo At (H pylori) Y
(B & : 10°cfu/spot)

3 OA [l MIC range (pg/mL) MICso (pg/mL) MICs (pug/mL)
TEXTVVY 46 0.025~0.10 0.025 0.025
VANV = s VAV 77 0.05~12.5 0.05 0.05

(ER P ARIE)

K FEpHIZ BT DIz 434 (H.pylori ATCC 43526) 5
(BEFE & ¢ 2 X 105cfu/mL)

MIC (ug/mL)
W
# Al pHS.5 pH6.5 pH7.3 pH8
g ) z2ua< A 0.25 0.03 =0.015 0.03
(P BRI A TE)
FFEpHIZ B B M54 (H.pylori) >
(BEREE & © 10°cfu/spot)
e MIC/3 A7l (ug/mL)
W
A PR pH7.2 pH5.5
g ) z2ua< A 25 0.004—0.06 0.06—1.0
TEXFTVY 18 0.004—0.12 0.015—0.25
(R SEMAIIE)
iR E 70 7T — VOt EE (Hpylori) % 3
(BEREE & © 10°cfu/mL)
e B EEED
2ER |
* A e FRIE RO AL
A NV.S= s Va4 18 5 13 0
TEXFTLY 18 2 15 1
SFICHS — BEREED T > 75— )L DOMIC BERKED 7 5 Y 2m~ A 2 v DMIC
T S U5 LB OMIC 75 Au~A v BMOMIC
SFICHS: — BEREE DS v 75— )L DOMIC BEAEO T EX 2 OMIC
T S LTS — L oMIC TEF LY LHIOMIC

FHFMEM - TFIC=0.5, HHIMEM : 0.5<IFIC=1, 72 L : 1<IFIC=2
(RRZETHMPE L)

FHpHIZBIT 2T EX VvV &7 7Y 2Aa~A v OUFHZE (Hpylori) 7
(R & © 5%10°cfu/mL)

N — D F 2 PR

FastipH e ENET UM D
pH7.4 2 5 13 6
pH5.3 24 8 12 4

BEHAEEDO T EX v U o DOMIC BERED 7 5 ) 2a~A v OMIC
TEXTVY CEMOMIC 7V Aa~wA v BEMOMIC

IFICH# =

FASEVEM : SFIC=<0.5. FHA{EM : 0.5<IFIC=1, 72 L : 1<IFICZ2
(RZEMMMEE)
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VI. EHEHICEI HIEHE

BRpHICBIT 27 7V 2un~A v ETEX VY U IA AT T — L L OHRZIE (Hpylori) >
(BEfE & ¢ 103cfu/spot)

3 Al iR R 70 e CAM & DO AN R (FICH $0)™
[Ep pH7.2 pH5.5
TEXVLY U 18 0.52~1.50 0.50~1.50
FAT T =)L 18 0.50~1.50 0.24°~1.24

a: FICHEH= (DA DOIEFADMIC /SEHIAHADOMIC) + (Hf I I D FEHIBOMIC, $EHIBHLAI DO MIC)
o FATRVEM : FIC<0.5, FAMNYEM : 0.5=FIC=1.0, #5H{/EM : FIC=2.0& L7=,
c:  2KEMFICIHER <05 THEIEH AR LT,
(TR E 1)

KFEpHIZKIT A7 Z U Aa~vA VY UITEXF LY e TXT T —uF N o L EOHEHZNE (Hpylori) >
(BERE# & : 5 X 10°cfu/spot)

. e ot o % %
A FRpH | IR XFICHIRGI e *aﬁig %(.gé% TR
S 55 27 038-0.75 10 17 0 0
717 27 037-1.00 15 12 0 0
55 27 0.50 - 2.00 1 13 13 0
TEXYVI Y 717 27 0.50 - 2.00 1 25 1 0
SFICHi £ = ({f R O FEHIADOMIC /FEAI A B OMIC) + (P F RE D FEAIBOMIC /K AIB A dOMIC)
FATEMER : SFIC<0.5. fEMYEM : 0.5<ZFIC=<1. MRI{% : 1<ZFIC=2. #5Hi/EM : TFIC>2
(B2 75 T E 1)

2) BEBHHNE
HT 1S ERE AL L > BREE BJERREC 5~ 7 A OIERENIRHAT X 2 IRULDI IR A BT L TR,
WP IO K LT BB TR ARATRD b,

~ 7 ARGEN IR 69 5 IR GBI Rh . MIC : 10%ells/mL

n=20
-~ PR & MIC
PR
fil (cells/~ 7 2) FEH (ug/mL) EDso(mg/kg)
CAM 0.20 | 14.4
S. aureus EM 0.39 67.2
! 63X 10°
Smith M 3.13 206.8 |
RKM 0.39 181.5 |
CAM 0.012 6.0
S. pyogenes 5 EM 0.012 62.4
7.1%x10
MS15028 M 0.10 205.0 |
RKM 0.025 177.9 |
CAM 0.025 [ 7.1
S. pneumoniae EM 0.05 | 31.4
3.4x10
MS15024 M 0.20 | 86.7
RKM 0.10 | 114.9

CAM: 77 )2~ v v EM: T )2 v IM: Valhvf vy RKM: ¥ ¥~ A v
FEFHN e o RRGLIRF[R] % 1 1% 1 e 5

(3) VERFRIARRR - et
AR L
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VI. EWMEREICEY S1EE

AH|T OB AERERI LN L T e, LUTF ORBRIZEFREILS (7 7 U Z§E200] T2 U AEE50/NEH )
(75U ZARTALay P10%NEH]T OFFREZTH LT,

1. MAEEDHR
(1) BELAEMGIDERE
MR L

(2) BRERABRCTHRESIAOPREE
1) BERA (—HgREEE) O
O H[E#EE
EFERRAIZ 7 7V 2~ A 22200, 400mg#% ZEfE I HLRIRE & 5 LTz & & OB i PR EHER K V& X F
A—FEITILULTOL S ThHoTe, A FT vEAIE)

(g g/ml)
25
2.0
il
th
&
1.0
0.5
0
Fe 5 Z OB (b
Crnax Tmax Tirn AUC
(ng/mL) (hr) (hr) (ug * hr/mL)
200mg 1.16+0.10 1.93+0.39 4.04+0.20 8.98+0.64
400mg 2.24+0.30 2.74+0.65 4.36+0.31 20.30+1.52

PEE RS (n=8)

ERERRANIC 7 7V Aa~A 2 200mg (J1fll) ZZEfERFHERE 0BG L, @ik v~ k2727 (HPLC) &
THIE L7 & 2 A, IiE IR LR K OTEHEREH Y O 140 KL A NIFIERIEFE L. 2O FEMEIX
Bioassay CHIE L72IBE S 1FIE &K Lz, EPEE AT A =X ZRO LB TH-72,

Cmax Tmax T1/2 AUC
(ng/mL) (hr) (hr) (ug-hr/mL)
51 S fEg
77J A n(;g/ < i 0.480.03 2.140.4 7.9940.19 5.69--0.26
75U ArwA oo ROl 0.65+-0.07 18+04 3.83+0.14 454+042

PEE RS (n=8)
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VI. EMENREICEIT H1EH

@ KEEE
A7 7 U An~ A 2/ 1[E1200mg, 1 H2[E1% 14 H [, 5H27RIZEERAAERE A# G- L, 1, 7, 27R1# 5%
DI FHREHERS e T A= ZEIZLL T O L S ThoTe, (RN AT v EAIER)

(4 g/mL)
2.0~ 44
O 1E#& 5%
A TER 5%
@ 27|F#5-4%
m 15F
i
T
® 1.0
=
0.5
%1 2z 8 4 6 8 12
9
55 i ey (0
Ei IEI Cmax Tmax T 12 AUC
(ng/mL) (hr) (hr) (ug * hr/mL)
1 (n=8) 1 1.79+0.21 1.4+0.1" 3.40+0.14" 9.00+1.06
4 (n=8) 7 1.90+0.19 1.9+03 4.261+0.54 10.84+1.04
14 (n=7) 27 2.06+£0.26 1.9+0.2 4.20+0.25 12.39+1.67

S+ AR R A
Y p<0.05 ( vs27[E % E-)

2) BERA (NS 42— E0) RBERESF)

O H[EEE

(TEXDVY VKPRV Y TSIY—ILEDFHRADIGE) ¥

EEERAIZZ TV 2An<A 2 2400mg, 7EF VU LKFMLL000mg, T2 Y T T — N 30mg % 3R R,
£V 7V AnvA 2 400mgE HAICEERFEREIRR O&K G Uiz & X O PREHER K OE /T A — 2l
UTDEIThHot=, TEXFVV IV KM, 0V 77—V EDOJFRARRCRBITS 7T 2Aa~A D3
WyEhREIL, HMBE R L i LT RIERR S b ive o 72, (HPLCYE)

G AT A L

—e— 3l [+ 5
—A— S

AT E

0 - T T T T T T T T

5 ORI

43



VI. EMENREICEIT H1EH

Cmax Tmax T1/2 AUC
¥ 2
CiRlIESES (ng/mL) (hr) (hr) (ug * hr/mL)
3500 H 1.39+0.64 2.00+0.63 45+2.6 10.36+3.84
BB 1.25+0.95 2.67+1.75 7.1+2.7 10.68+2.89
B p=0.658 — p=0.134 p=0.789
ED *HEo0H Ht6E. 3FI0FH & HME 5 O (Toad IR EET)
SR AR R 2 (n=6)
75y 2a~wA v AREY
1gmlL
2,
—o— 35
—a— S
1.5
i}
=
h
14
iy
0.5
0 T T T T T T T T T
01 2 3 4 6 8 12 24
Be5-1% OWEH (hr)
N Cmax Tmax T1/2 AUC
22
ﬁ'lf’ﬂq *{4: (ug/mL) (hr) (hr) (ug . hI‘/l’IlL)
3HI0FH 0.78+0.28 1.83+0.75 7.4+2.0 8.02+1.98
B 5. 0.75+0.37 2.33+1.03 9.5+33 8.19+1.66

P = FEER S (n=6)

ARENTWAAEROAEL, B@FEY ) 2Aa~<A 2 0200mg (LEITE U T400mgE THEER), 7EFT U v
AKFT50mg, TV 75— 30mgAa 1 H2[E7HM#EEThH 5,

%)

(ZFEXVVY VKPR UVA A TS T—ILEDHBDIEBE)
fEFERANICZ 70 An~A 2 400mg, 7EF T2 U AKFIPL000mg, A A 7TV —L20mg A 3HFIERFIZ, 22
JERFREE OBG Lz & EDIMFREHB R OENT A —ZEITUTOL I Tholze, 77V Au~vf v Kk
W77 2xa~A R (M-5) OFEHMERREITONTH2MEMICE —27 2R L, FEEIEEZEh
526} U812 H T U720 Coax X PAUColE 7 TV 2~ A 30 T1.34+0.47pg/mL }; 180.22+2.16pug - hr/mL,
77U 2a<A T R (M-5) T0.81+0.23ug/mL} (19.84+ 1.54pg-hr/mLCTd> - 7=, (HPLCHE)

(zg/nl)
——JF VAR,
3.0 i 7 G Y Zued Vo REY (M-5)
—— GV RuvL Yr+s 5 ) Rael v RE
i
5 .
2.0
b
s
Lo -2
0 T T T T T
0 4 8 12 16 20 24

P 5-1% DI (hr)
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VI. EMENREICEIT H1EH

Cmax Tmax Tl/2 AUCO-24hr AUCO-w
(ng/mL) (hr) (hr) (ug * hr/mL) (ug * hr/mL)
g 2a~w A 1.34+0.47 1.83+0.69 5.26%3.01 9.71+2.30 10.22+2.16
7oy z2u~wAr
- 0.81%+0.23 2.04+0.78 8.12+t2.12 8.44+1.68 9.84+1.54
KE (M-5)

T AR R (n=12)

) HENTWAHEROCHAEIL, BH2 5 2Aa<A 3 2200mg (LEIZN U T400mgE THEER), 7EXFT U v

K T50mg, F A 75— 20mgH | H2[ETH B 5 Th 5,

@ KE#EE
(FEXFOV) VKPRV S VY TSIY—ILEDHFRDEE) 0

R AICZ Y 2m~A 2 400mg, 7EF U L AKMPLL000mg, T2 Y 75 —L30mgk 3HIFIRC .
1H B IZ#IZEfErE, 2H B22H6H BISEIR®Z KO &% O1H2[E], 7H BIZEIZEERICR O Lz L oM
PEEHERS R OENRT A—ZEIZUTOL D ThoT-, THEDO3FNARERGICEY., 7TV 2a~vA 1R
# (M-5) OPEHIOBREIERE ., AUCORERIDABO LR, 77 ) Aa~vAf v kN ) Aa~A
T UAREH (M-5) OIMERREOHERE N LA T, WTNLOFHES3H BIQIZEFIREICEL TWDHI LD EE

Z bivle, (HPLCIE)

77 )AL
@ @ ® @ ®& & O ® O O @ SN
TEX VL) VAR
l A A A A A A A A A A A S A
(zg/nL)
51 — 7 FYRERL VY
------ 75 ) An<d L oRED (M-5)
o | mx
o
»
" 3
B
2_
N
0 TITTr T T T T T T LLLLLL T
036 12 24 0 0 0 0 036 12 24 (hr)
| |
1HE 7HE
Cmax Tmax T1/2 IAUCMF
g5 H (ug/mL) (hr) (hr) (ug * hr/mL)
1HH 2.11+122 2.00+£0.58 3.9+04 15.30+8.02
7S5y A=A 7HEH 2.42+0.60 271+1.11 44+09 18.45+4.46
R R p=0.415 — p=0.195 p=0.153
_ ] 1A H 1.01£0.33 2.00+0.58 6.7+0.6 10.69+3.86
7o) 2a~vATv
A (MLS) 7HH 0.97+0.29 2.57+0.79 85+1.7 8.87+2.28
TRE Ak R p=0.704 — p=0.030 p=0.095

R AR HERZE (n=T)

Y TH BIRRERRRTICEER N TN TV B 2. AUCIZO~ 1285 TR L7z,
1 H B ®DAUCIZO0~24FECEH L=,

YO AEE, THHEETHBOHE (Thad IHEET),

) ARENTWEHEROHEIL. @27 T U Z2a~A 3 200mg (MBS U T400mgE THIE )
KFET50mg, T Y 75— 30mgA 1 H2[E7HBEE5TH 5,
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VI. EMENREICEIT H1EH

(PEXSVYUKIMBRUVA A TSY—ILEDBHADIES) 2

EER AN Y 20~ A2 400mg, 7TEFX Y KFIL000mg, A4 A 7T —L20mg% 1 H2ERT%,
THE (1H B 7H BIZE1EIOA) KER O & 5RO MPREHE L DK /T A —2EIXLULTO X 5> ThoTz,
77V AnvA Ty ORERAEGRNZ I 2 81 5510 M IR EE 38R B IR EE EA L7223, 72K DA

ERREE R L7z, (HPLCIE)
—— 7V RAuwf
ke 7T Y AL T REY (M-5)
w7V Ruwf Y+ I T ) RAuwlf o RED
(zg/uL)
6
l |
= u
. I
A e
ﬁ T AT
B 2- ke o - v -. n
- u o u I o i
1 -me\ 3 3 AN
E‘n;:k. T A T T o “ RN |
o & L
0 2I4 4I8 7I2 96 léO 11‘14 léﬂ
Time (hr)
j& 5 E| Cmax Trmax Tz AUCO-24hr AUCO-oo
(ug/mL) (hr) (hr) (ug * hr/mL) (ug * hr/mL)
1HH 1.22+0.64 491+1.38 4.72+1.13 10.41+2.76 10.94+2.82
ANV = A= Va4 4HH" 3.82£0.68 1.91£0.30 4.23+0.70 23.12+5.68 27.62+7.58
7HH 3.46+£0.79 245+1.04 4.61=0.70 26.86+6.16 27.84+6.69
_ . 1A H 0.57£0.22 5.09+1.38 7.59£1.50 6.79+1.77 7.86+1.72
77V Aua~AT v -
Rt (M-5) 4HH 1.02£0.19 1.82£0.40 9.17£1.90 8.82+1.47 15.12£3.20
’ 7HH 1.00£0.14 2.64+1.43 8.87£1.40 13.09+1.48 15.62+2.17

SEEME R ZE (n=11)
* + AUCo-24nrd ZAUCo-120 TR H

) EBRENTWLHELROCHARIZ, BE 27 7Y 2Au~A 32 0200mg (MLEITG U T400mg: THER), 72X U &
KFT50mg, A A 75— 20mgh | H2[ETH B 5 Th 5,

(TEXFVDI VKPRV SIRTSY—ILFT F)DLEDHADIEE) %2

fERRAICB N T, 77 A~ Y TEX VY VKR, 777 —)vF b U o LK HERIE G
Xix7 7V Aa~wA vy, TEXV V) VKY, 777 —F b o AO3FIF G ORNEEZ
A D7 v AF— N—IRIZTHRF LT, S GHICIEZ 7 U Aa~A v 400mg, 7EF 2 U KR T50mg,
FRTZ Y —vF b U T A20mg % BAII3AIEFFZIH2[E7HFM (31 H R OEETH X1 B 1EFIZEIE R 50
A AER DG L,

AR T b 7 10— AP-4502C193& =17 (EM : extensive metabolizer, PM : poor metabolizer) D27 Z U &
nvA TR T Ar~v A T o REOEDBNHE T A — XX TRDO LB ThH D,

77V Aa<A vy QRS RREII3FI0F A G- CHEAE SN R TE S HER L2, 3R EAER
WL DBEE R EITRO Lo T,

Flo. 77V R~ A ARG M-5) o5 iR EEE3 A0 5 CRAIR SN TE SHERR L
720 Cmaxs AUCITEMEZ /R L, WM EMERANRO LN, B, 77V Aa~A R M-5) OBRE
BOWKIZE S Z4atE EOREZ ZREEITERD it T2y, (HPLCHE)
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VI. EMENREICEIT H1EH

a) 77V RAua~wAT

(ug/mL) EM
a- —o-400mgEF| x5
] —-3FIBARE
] FIELZEERE (n=15)
Jiil 254
i ]
B
7 2]
3 p
)]
z B
[m] 1.5:
4 4
1 ]
oy
V) 4
7 f
B ] 3 ]
057 a
0 - —_— _— T
0 48 96 144 148 152 156 160 164 168
NERS » S DEA (hr)
(ug/mL) PM
—o-400mg Bt &g 5
3] —-3FIGtRERE
1 EEERERE (n=4)
i 25
® ]
h ]
7 2]
5 ‘]
o]
é 1‘55
7 <
14 ]
o1
g
=
Bosl
0l = - - -
0 48 96 144 148 152 156 160 164

NE#RS5 - 5 DM (hr)

MERERRNIC 7 T U A v~ A 2 BAI G SUIBAIH G- L T2

75 Aa A L OB mE R R

fERERR A BT D380 ER GO mEFR 7 7 ) 2An~A v 0D

YR/ ST A —X

iﬁgﬁ Rk <éﬁi> 23 ES <£y$§m
N - 1.960+0.440 Zé;;i;g% 5.546=1.748 | 14.771=3.001
(n=15) B 2.32740.939 Z&éiigjﬁ 6431+4.091 | 17.502+6.994
W - 1,645+ 0473 Zfzﬁggég 4428403867 | 11.669+4.128
(n=4) 310 1.990+0.267 2'52.;%'1*03'8 4490+1501 | 14.025+2.683

[ﬁﬁﬁ@ﬁiﬁﬁﬁiéﬁﬁ

Tl THRAE (e ME— K fE) RO DPSE AR AERE] 2§ J
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VI. EMENREICEIT H1EH

b)

7y 2u<wA AR (M-5)

(ug/mL)

&

08

06

04 ]

0.2 1

fE (0 -Z)FHEFU AL DN U B

(ug/mL)
12 4

11
081
056 ]
041

02]

@i (0 -Z)FH IV AL ONCUNBIHE

4

—_

96

—o—-400mg B &% 5
——3FIBRRS

FHELRERE (n=15)

7

1;4 1;8 152
MBS » 5 OB ()

PM

——

156 160 164 168

—o—-400mgE A1 5
——3FIFRARE

FHELRERE (n=4)

144 148 152
MWEZS H 5 O3A (hr)

156 160 164 168

BERERRAIC 7 T U A v~ A 3 o & ARG SO 33AI0F G- L 72 ig o
77 ) 2n=A T ARG (M-5) O M EEHERS

BERER I 1T 23R B R ER SR o 7 7 U 2m <A & ARG
(M-5) DOHMERE AT A =X

YP2C1 . max Tinax T AUCo.

?‘éenof}?peg Bk (HZ/ mL) (hr) (hlS (ug [-jl?ro/rlriL)
N A 0.54740.124 2?2';10'1*1.61‘50]) 9.881+3.668 | 5.100%1.155
(n=15) AP 0.815-0.255 Zéé%igzg 9.708+3322 | 7.652%2.429
. B 7 0.570+0.084 2'? 2;251_02295]) 7339+0.677 | 4.8840.649
(n=4) S 0.948-0.115 Zé;éizési 751041451 | 8460+1.148

[@ziﬂﬁ@@ﬂ,ﬁ%ﬁééﬁf J
Tonadd ZH I B/ Ml — Bk fil) %O [EEME R E] %R

%)

ERENTWAHELR AR, @% 27 7 Au~<A 2 2200mg (MLEITKE L T400mgE THER), 7EF VY &~
KFHTS0mg, 77 F > —F b U U A10mgE 1A 2ETAMES TH D,




VI. EMENREICEIT H1EH

(TEFXFIDYKIPRUR TSH U EOHRADEES)
EFERANIZZ 7V 2Au~A 2 400mg, 7EF VY AKTS0mg, R 7T L 20mg % 3K RIFEC 1 H 2[R]7
AFER &L Lz, PR RE R O/ T A —2 DEIXLL T DO & 5 Thoiz,

{EIJH/E_’Yf Cmax Tmax T]/2 AUCO-12
8 (pg/mL) (hr) (hr) (pg-hr/mL)
7 7Y Aua~<A T 400mg, LC/MS/MS
2.92 2.0 4.62 18.26
TEX U KT TSOmg, REAE
K77 >20mg LC/MS/MS
N - 0.88 2.0 7.96 7.49
CinsiLsi INE LY

(BERERC . n=11)
H) A~V anyy—.vn VEREICHT AEBAELROCHETIE, 77V A< A v iE1ER200mg (MEIZIE T LR
FRA00mg E ClEIE T HZ LN TX 5),

3) MRS
WNREBEICZ 7V AT A vmy 710%/0NNEH5me/kg Z 22 JERFEARIRE DB UTc & & ORZEAAR L O FAH
W DI TR EHERS L O 8T A= FHIZLL T O X D Th o7, (HPLCIE)

Cmax Tax Tz AUC
(ng/mL) (hr) (hr) (ug * hr/mL)
VAR IV = V4 1.05+£0.33 1.42+0.67 1.78+0.28 3.54+1.14
VAR N I= %
. 0.98+0.27 1.42+0.67 3.17%+0.59 5.37+1.68
K& (M-5)
EEE R E (n=6)
14
" N
10
£
oy 08
3
08
04
02
00 L L
0 05 1 2 4 5

P54 (hr)
7T VARTA ey 10%NEHAONET 7 7Y Aa~A o U REHER
CESE + 1= %R 72 - HPLCEEIC L A HIE)

3o E R IR EE
(n=6)

ey

o
®

WEE (ug/mL)
o—
Gy

o
IS
&

o
~

00 & .
0o 05 1 2 4 6

B %R ()
77 VARTATmy 710%NEHSRA O M Y (M-5) REHER
CEEJE MR 7S - HPLCIEIZ K 5 H1E)
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VI. EMENREICEIT S1EH

(3) s

BEERR L

(4) B - HHEEOEE
fEFRRAIZ Y T Y ZAm~ A 2 2200mg4 225, BRI3057, BH%307ICHER N h Lz & & ol hiREHER
KO RT A—=HEIZLLTFO L 9 Tho729, (N4 4T vEA{E)
BEOFENILALERO LN T,

(1)

(2)

(3)

(4)

{u g/ml) (u gfmly
10 10
G 0 Z)gk; 5 04 1ERY
® KAl afris
m 1 T, 1
% 05 iy 0P
= b
il 0.1+ {% 0.1
% 505k A~ T 005 Y
o
0.01F 'I\. 0.01
R S 57 2 R Ty
P&t omE (b Zh TR0 (h
Crnax Tmax Tin AUC
(ng/mL) (hr) (hr) (ug * hr/mL)
72 R 1.27+0.11 1.6+0.3 4.42+0.32 8.98+0.64
AHIT3057 1.55+0.10 1.3+0.1 4.194+0.37 8.76+0.68
72 fE I 1.27%+0.09 2.3+0.5 3.47+0.34 9.20+0.52
14304y 0.88+0.12" 3.8+0.6 4.41+0.61 6.92+0.35
SFHEE RS (n=8)
* 1 p<0.05

INRIZZ Z 0 2a~A 2 10mg(Ffli)/kg A HIAFE OG- L7z & & OMiEhEEICIL, BRFEOBENILALL
RO LN o 72,

REYRERA/ AT A —42
FRIT AR

-2 /= A MET IV

MR AN 33R 2 7E 3
2.29hr! 60
(fEER N B 7805, 22l 7 5 1) 21~ A 2 200mg HA[E#% A #% 5-)

HEREETEH
0.174hr! ¢
(BERERR B 78051, 2280527 5 U 2 1~ A 3 2 200mg HJE]6E 11 7 1)

PUT7SVA

g bowg s V)7 Z A (CUF) @ 23.6L/Mr%)
(fEFERE AN 1801, ZEfiWs 7 7 U Am <A 2 2 200mgHEIRR OG-, F @ A9 2R9FI )
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VI. EMENREICEIT S1EH

(5)

(6)

(1)

(2)

1

(2)

(3)

(4)

NMBIE
T EoyFssts (VA/F) : 136L/body™
(e R B 780, ZEfEIE 7 5 1) 2~ A 2 2 200mg B ER A 5. F : AW Fa0FH=R)

Z At
DR L

B&ERH (REaL—23Y) &
R A &
MM ERe L

K5 A — 5 EHER
BHTPRE L

4R

NAFT A ZEY T4 (T —4)

77 ) AuvA v UBERl 250mg) ARRAEE LSS QENIE) &7 7V A~ T 7 A VR A
RN G- LT 356 OEYE GRS T A — 2 Z G LTz, TORR, REMEO AL T XA T
T A 1E52, 55% TH o723, FIELEEH T K > TER S L HIEERBY (40KERLIR) 2& 7237 A —
HRNTRER DD, 77 VA <A VAR O EGZIZTZEITWIN SN TND Z L BREB IS,

WIERAL (T > 1)
7 v N OinsiulF{LEWRINFRD 5, *C-7 TV Aa~ A LV ATHENBIA SRR ST, RIS+ G S E
IV Z 2 2 /N I B0 S LD T & 3R S 725,

e
1 7% — fixi B8 P @ @ 14
(7> H)

7w MIMC-7 Z ) Zm~ A v5melkg % % 145 51k TIRFRET oD i PR 13 iR BE 0D 17% T do - 7299,

% — R R REFY @B

(7w K)

TR OB O T~ MTSmgkgDHC-27 5 ) Aa~A LU BRAOKE L= L 2 A, IEETH o027
BE & KRR L, REEM PR O1/4, 1/10C, HRH OB FRE GIZERL~LTHY, 7T
Anu~A 2RO OBIEBITIE, MK —EBREMIC L VRS IESh T EEZ LN,

Eir~DBITH

g7 — %)

FERHIRGYE D & MEIZ 7 7Y Ar <A 2 250mgz 1 H2E], 6HEE G L EDRBAFD I T 2~ A
VR ONANIKERLIR () ORI, T PR 0K25%, FI75% T - 729,

HE~DBITHE

(Y)

PAZSmEkgDHC-7 TV A~ A U ERAKRE Lz L 25, IMEBR~OBITIIMm O TR <, 24F#% 1%
FHRARLLT T - 729,
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VI. EMENREICEIT S1EH

(56) ZDHDIEBMA~DIBITHE
1) —RRRREAE
FENENOMBEA~OBATIHEIR B CTIIEHIRE LRHED L UXENL EOREZR LT,

o P bR B Gl - TR - AR BRI
YR+ A X ‘%\
PR - KA pOE3 e (mg) [4fH] TR (ug/g or pg/mL) (hr)
- O FE A 150mg X Ei[a]

FE70) . ~
L L e | 281 23
KB S o) KB ZYERSE 150mg X Hi[e]| 3 1.18 3

- . 150mg X Hi[m]

T572) -

MR R R A (72 ] 10 1.61 1.49

o AT R I”mgxgﬁ%ﬁ] 10 7.89 1.75~2.72

B T 150mg m['?ﬁ al 7.90 )

ERRRRIE | R 150mgXHHEl 450 )
[#fram]

FLLETAM ™ T T 630 )
[#fram]

R RS AT zmmp“%%%] 6 516 4567

v — 7l D WITEEIE

2) BiEB -+ BBEBICE T A aNy 44— EO ) BEEE

(TEXFIDI KPRV SI OV TSV—ILEDHADIES)

(FZ> )™

7w MIMC-7 Z ) 2aa~A v (Smgkg) ZHMELGR, T Y75 —v (10mgkg) & O2510F A # 55,
V77— (10mgkg) MOTEXT VU K (10mgkg) & O3FIOFF B 5-HE O WAL E LR b ik
REREZ I L & 2 A, O L OE RN 5% 0O B AR P E I, mIEHREICE_RZNEN80~175% &
OIS5~20fFIZ3E LTe, F7o, IR O &G A0 GREC I B AR NI B IS MV ME A2 R L7223, 2
FIOERRE L 3FNPFRAREO R CIFABERERIIBO SN2 -T2, —F ., BIRNELOEE. MLERRE T IEE
(CPERE G- DORBITERD SN o Tz,
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EWEREICET SEHEE

(HALEMR R, #O&S (0=3))

(zgeq/mLorg) (ngeq/mLorg)
0 ., 60 4
155514 30531
M ] /NI M ] /NI
(zgeq/mLorg) (zgeq/mLorg)
60 ., 60 /4
60531 24053
)ﬂ— 30 ’l|_I ){§ 30
Vxlli ﬁ 0 ﬂ ,—'I- om B
Mg Al N migE  wiE /N

Ii’Ml_iffP"fE o

(THCE MR R Bk TG (n=3)]

(ngeq/mLorg) (zgeq/mLorg)
0 20
1553% 6051
{E 10 |1‘1I ,{E 10 H:I
0 e I
FIIJ " /N miE A /J\ﬂr

¥WW+WE

MEMES @ Y75V —LoEAZ4HBROES E%&%&wﬁﬁmc77)zmv4//
(5mg/kg) %A #h-& 5 WILFRIRN I G-

RGN - Z Y 7T Y — (10mgkg) Z4RMREAKE ., RERGRIFRIZHNC-Z7 7 ) 2An~ A
(5mg/kg) X NHE & 5 WILERIRN G-

B3HIOFH : 7> v 77— (10mgkg) Z4HMKEOEYS, RE&EGHIBRMICHYC-7 7 A~ A vy
(5mg/kg) ETEXFT VY KT (10mgkg) %[RRI OBEG & 2 WIEERIRN % 5-

(FEXVVYUKMPRUVA A TS T—ILEDHBDEBES)

EFERAIZZ 7V 2An<A 2 400mg, 7EX T KFIMTIS0mg, 4 AT —120mgZ 1 H2[E], [FIKRFIZ
BO%E L, 6HHOH, 2XT6RHE%ZIZIHIT MG, BREAOHMEFT O 7 ) 2Aa~ A o ORELH
E LIz,

BGAREMIBICRIT D7 7 ) An~ A T UREE, BAR > B> MiEONRICE <. miERE S kL,
KR PR 1 X6~6331%, HAIEMIRE1I8~671%, BIREIREII8~47ETh - 7=,

B GORERIL IR DRI, BAIET CIIAEICIKE T Lzos, myEHhEE L v @ EmchH o, £72, 5
PR CIXAM K T IXRD b T, BRI & RIS, MEFIRE X0 s EmICH - 7,

Fo, 77V Aa~vA Y UREM O GH22EMICE T AR, B> BRI > E IR E < miER
BE L b U C R R EE 13~ 1615, HRIETREII3~T165, BIRTREIXS~37ECTh o7,
WHeRIRICRBITH 27 T U Au~ A BRI, IE. Bk, Bk E bICAMARAKTIIEED b
T BRI K OVE AR R R s PR K0 s MEmAICH o 72, (HPLCIE)
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VI. EMENREICEIT H1EH

GBAIPFHRR 5
(ug/mLorg) (zg/mLorg)
77V AL 77V 2Aa~vA T AEHY
1,500+ W 370 £ 5 50 EH3HIDFHES
» %4m
1= 1,000 s
§ };‘F 30_
500 207
10
0 IE | smim 1 0
2 6 2 6 2 6 2 6 2 6 2 6 2 6 2 6
Mmig  AipEs B/EE HHIK Mg miEEE FAH B RR

RRFfE JiiIRE AITREED ALY ERigid
(hr) (ng/mL) (ng/g) (ng/g) (ng/mL)
1.95+1.21 55.64-51.67 38.7815.19 297.97+364.38
T (v ) ©) ©
7 e ] 1834067 1058547 19.77+9.64 13.08+6.86
(11) (6) (6) (6)
5 0.92--0.29 15.92+28.51 12.57+13.15 6.70--3.99
VAR NS == P I (11) (6) (6) (6)
R 6 0.80+0.13 3.40+0.77 7.25+1.07 3.97+1.77
(11) (6) (6) (6)

PEEEEERAE, () Bk

(TEXIVYUKMPRUVSIRTSY—ILF F)HLEDHADIES)
mMERe L

(6) MIRERIEEE
42~50%
(invitro, 7 7V An~<A v 025~50ug/mLTHOt MILEERBMSR, =O0HEE)

6. X

(1) KBEREL R U BIHRR
t M7 Z VAR~ A a2 RO LTIEBEORBPRE NS RAOMRHRBEIZILTO L 2 ICHES D,
Fo. BRLHERE S T-REY M-5) 13750 2a~vA v LR%ERNL, OHWHETEEE G T 5 14
NKBAR T - 727 7,
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VI. EMENREICEIT H1EH

(7 Z V) Am~A %A #E% ORI

CHs,
N
CHs,
14R) frkEE b
Bo52/—R H.C
APV S 4 70 3
H
By /—R
J9SYRATAD Y
CH.
.- N
i Lo CHs
/ HsC,” OH H
14(5) fkEE o
5SURAYALY ocH; Mo
OH H
CH, HC
H
Ho H
CH,
75)Z2834
-5 54261
UR AR D b RoD)
0 50 100 %
| 1 ! 1 L | I ! 1 ! ]
93VAATL Y 5 6 M1 -4

(2) R#ICAET HBFK (CYPE) OHFHE. H5FE
t MNFI 7w Y —2% AW cin virotRBRIZB W T, 77V 2An~< A ¥ X EICFREEEFECYP3AIC L 0 G
ENDYO, F7-, CYPIAILHT HHFEHZHT 2,

(3) MEEAMRDEERVZDEES
g7 — %)
77 ) 2n< A UopER] (250mg) R OEE LESEE QEIIE) 77 ) AnvwA T A ULy
PR G- L7250 ORI N T A — 2 & Hiiiat Lo, T OFEE, PIEEERIC L > TER I D
TEMEAGHY) (LANKERILIR) 2307 /NT A =2 fITHERN G, 77 ) A< A v RN EG#ZIZITERIC
WIS TWD Z EDRB ST, ZORORE(LRDNA AT XA T YT 41352, 55% T o7z &9
5. 40 %R PIEIEENREZ T H b D EE X BT,
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VIL.

EWEREICET SEHE

(4) KEMOFEOFERVFEMSL, FHELE

t FOERETH D IANIKERILIR (M-5) OFIE L, 7 RUKERBREIICH L TUEZ 7Y Aa~v A v biE
FRETHLN, v~ A ATV TL-TETLAALT Ly I A (MAC) 2 SFOANY 2y Z—. a9
FLTIE 7TV R~ L0y, 2, ALK BER (M-5) OMACIZXT SinvitrobtETEMIT 7 7 U A
<A D2~325D1ITh D,

£
BT AT B OV s
PR R OV 0

Heit =g

1) A (—RRREESE)

O R AIZYZ 7Y 2Aa~A 22200, 400mgh ZEERFHEEIRR QG LTz & 2 A, & G5%24KH £ TlzenE
B D38.3%, 46.3% 3R HIZHEM S 720, (A AT w4 iE)

@ EFERAIZHC-7 TV 2An~A 2 250mga B O &R G L= 2 A, #5%S5H £ TICRGBIERED
37.9% DR HINT . 40.2%03 3 2 HEE X 4L 7289,

@ R AIZYZ 7Y A~ A 2 1E200mg, 1H2[MEIZ14HM, FR27RIZEERKER ARG LIz Z A, &
B 54120 [ £ CORPYRIERIZ, 3B QHH) DBRIRIRE—E LIogRitEZ Rm LY, (147 v & A
%)

2) BN (BEB - t-HREERICBITE AN 42— EO1) BRESE)
(TEXFIVI VKBRS OV TSIIV—ILEDHRADES)
O Hila|$#5-E
EFERRANIZZ 7V 2~ A 2 2400mg, 7EFX U AKFIL,000mg, T2 Y 7T Y — /L 30mg % 3 [E RE
W2, F27 70 Au~A 2 400mgk A CEEREER OG- L2 2 A, RPIZIZZ 7 2~ A v
RACIR AR A FIE R =PRI X7z, 0~24RFf# £ TOREALIR & R O A FHR PR 13350 [F
M Cl341.9% Th v | AR SREOHEER (39.6%) L I1FIEFR U Tho7=Y (HPLCHE)
© KGR
R ANIZZ 7V Am<A 2 400mg, 7EX U AKFPLL,000mg, T2 Y 7T —/L30mg % 34 R K
2y 1H BIZFIZERERE, 2H B2 D6 H BISRIR% K OY RE%O1H2[E], 7H B IXFZEERHCRE ARG L & &
Dy FY) Au<wA T URENE, 770 ZAn~A VoREY M5, 7T 0 ZAn~A VU RGO
#Y (M-5) ORFIORRFHEIEE (1EFRGEY7-07) X, 1HBIZB W T 228.6%, 12.6%, 41.3%, 7HH
BN TIEAS 2 40.4%, 17.2%, 57.6% T, AR AR PRI RN L7, (HPLCIE)
T 7TH B R2EFERTNCRIED TN TV D T2, 0~ 120 O REPE I TR G &XS7-0 & L=, IHBIX
0~ 241 D RFEHRM R Z H iz,

) ARENTWEHEROHEIL, @27 T U Z2a~A 3 200mg (MBS U T400mgE THEER), 7EF U v
KFT50mg, T Y 75— 30mgA 1 H2[E7 A5 TH 5,

(FEXIDY KPRV A TSY—ILEDHADIEE)
O Hila[#5-F
fEFERANICZ 70 An~A 2 400mg, 7 EF 2 U AKFIPLL000mg, A4 A 7TV —L20mg A 3HFIERFIZ, 22
JERFH R ORG Lo 2 A, O~2FE% ETOr TV 2u~A VU REIR, 77V 2n~A ¥ Y
M-5) .27 7 U 2~ A ¥ U REK KOG (M-5) OO R P PRERITE N TN G- E022.4%, 11.7%.
342% T -7-"", (HPLCE)

) ARSNTWEHEROCHEIL. @F 27 7 ) 2Aa<A 2 2200mg (LB U T400mgE THER), 7EFT U
KFT50mg, A A 7TV — N 20mgA 1 A2[ET AR5 TH 5,
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VI. EMENREICEIT H1EH

(FEXFOV) UKMPRUVSATSY—ILF MO LEDHBDES)
mMERe L

3) /RSN
INREEIZ 7 ) Au~ A v Smgkgw ZEMEFFICBEER OB LG L& 2 A, HE5HBOEHE TITHR 5 E025.8
E39%NRPICHEE S NT=, (A AT vk A1)

(3) Bt
1) AL
fERER NI 7 7 U Am~A 2 200mg, 400mg#4 ZEfERFIZ HAERR D5 LT & & OJRPPRMEDOHERIILL T O &
I ThoTo, WRPHEIRIIHEICERZR IFFE—E T, BHHZ24RFM E TICHE G 80D38.3~46.3%I2E LT,

(RAFT vEA1E)
(7Z VU zxm~<A 200mg (n=8))
(pg/mL) )
300 - 50
2/0 40 +
| o B
30 F
%
- 20
HE
il
- 0
8 24
i [ (hr)

K (hr) 0~2 2~4 4~6 6~8 8~12 12~24
SR AR 159.5 275.9 256.5 91.9 36.5 18.1
(ng/mL) +49.6 +47.6 +45.1 +7.7 +3.7 +2.1

RHER P PR =R 7.1 16.8 24.0 28.6 33.5 38.3
(%) +13 +1.5 +2.0 +2.0 +1.7 +1.8

FEMEEARERE (n=8)
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VI. EMENREICEIT H1EH

(7 Z VA2~ A3 400mg (n=8)]

(¢ g/mL) (%)
500 — 50
400 - 2/‘ 40 +
300 L350 #
b
z
200 20
HE
s
100 10
0 L0
0 2 4 6 8 12 24
K [ (hr)
B[ (hr) 0~2 2~4 4~6 6~8 8~12 12~24
SRR 165.3 488.3 446.5 280.3 104.8 52.8
(ug/mL) +55.1 +62.7 +88.9 +46.1 +10.2 +11.4
SRER PR R 6.8 16.9 25.9 32.3 39.2 46.3
(%) +1.6 +2.6 +3.6 +4.0 +4.1 +37

T EARAERSE (n=8)

2) /RS
INREBFIZ7 7V Aa~A v Smgkga ZZIERFICHER O G L7z & ZORFEEMOHERIZILLTO X 5 T
BT, IRTIREEIL, 2~4FH CREIRE 2 L, BE%6FH £ TORBRPHRIT258+E3.9% Th -7,

(NAFT v E'AIE)

(ug/ul) ®)

400 740
300 - 30 %
R
5
200 20 EP
B
i
100 —10 K

0 0

0 2~4
W [ (hr)

5l (hr) 0~2 2~4 46
PRI 150.2+31.9 177.2+32.1 132.1+36.4
(ng/mL)

%%‘EE}T?F#&%& 11.6+2.7 20.6+3.2 25.8+3.9

PEMEEARAERE (0=T7)

58



VI. EMENREICEIT H1EH

3) =EnE®

HE R B O R\066~82% (F72.25%) O34 7 T ) A~ A 22 200mg % ZEfE R C BLRIRR O &5
L7- & 2 A BE%128 0 £ To BAER PHEIERITEE205+14.0%Th O R A & 5 LB TR - 72,

(NRAFT vEAIE)

200
180

BR 160
140
120
100
80
60
40

(EEN\wE ) @EREF

2~4 4~6

I (hr)

6~8

8§~12

R (hr)

2~4

4~6

6~8

8~12

PR RE
(ng/mL)

155+47.5

118+4.7

158+63.6

164+96.8

THfE EAEERGE (n=3)

8. FrIZIURKR—E2—ICEHYT 51k
AANIP-HEEAYE (P-gp) ZFLET D,

9. BMFICKDRER
LR L

10. BEDERERITLBE

(1) EpgREREE "
PR IE W & B RE R

W27 7V Aua~vA 2 200mgx EERFHEIRAOZR G LI &7 v 7 F=07

V7 A (Cor) OREGBOMAPREHER N OE T A—FEITLLTOL S Thote, (N4 T vEA1E)
(pg/ul)
5.0 —a— Ccr= 5 (nL/min)
4.0 —— Cer= 30 (mL/min)
3.0 —e— Ccr% 50 (ml/min)
—o— Cer=100 (@lL/min)
o %0 ST + YR
it
; 1.0+
B
0.5 ~
0.4
0.3
0.2
0 T T T T T T 1
0o 1 2 4 6 10 12 24 (hr)
Ry
7 1/73;::/7 U ? 5 A Cmax Tmax Tl/2 AUC
(mL/min) (ng/mL) (hr) (hr) (ug * hr/mL)
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
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VI. EMEREICEAYT SRE

Q) mEllnE"

HEE R B O R\066~82% (F72.25%) O34 7 T ) A~ A 2 200mg % ZEfE R BRI O &5
Lz Z A, RN E LT, Tox Ti2dlXIRIEREETH 7200, Coax X FAUCITHA ST E o T2, (N

AFT veAIE)
(¢ g/mL)
lf\
\
[I\ N JEH 1
[' \\ —— JiEpl 2
. ——— M 3

i h \\\ —
=1 ” \ N\
ey j‘ N
b= N
1 RN < -

I,’/ \\\\ \\\

1/ \\‘\\ \ \‘

\\\\h\\ \\\\
~~~~ :_T:\\:
Z 'IJ T T T T T T T T T T 1
1 2 3 4 5 6 7 8 10 11 12 (hr)
i
Cmax Tmax Tl/2 AUC
(pg/mL) (hr) (hr) (ug * hr/mL)
= —
779 ;)(?;; i 3.72 23 42 19.20
(n=3)
1. ZDih
MR L
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VI. &£t (EALDOEESF) CETHEHEE

1. BEABREZOER
REINTWARN

2. EZRNBELZTNDER
[P5)RAOTA 2 oE200mg TKIEJ], [25)RATA 2 UEOmMg/MNRA TKIE] - KS4 20w F10%/h
IBH IKE]]

2. B2 (ROBEHFIZIFEBE LA &)

2.1 AFNx L CRBUE OB ERE D & 5 B

22 YEVR, oI X I AR KD T oA AV TR LT FEY ), P Rrm )3 H 3
VAUNVEREE, ARV XY N XY Rty MERRE, A LR MK, eI E RATL
i, ¥ X T 7 4V [T RIAH), =V T X EXTT 4 Fhrrvan, A TNVF=T ANT
TV, XX NI T A (B MR IIE UNY oNERIE D CoREAE ETe) . BRSO T EREE
DO~y MVKIRLY LB G . VT v RUERE, ThE LY VHERIE. T xL v A
TafY oy AR, R7aAR) o XD AT Y TEA=DE Y AP ALE L A RFY
e TEL=DY Y, vt Ty =T BRGSO BE [10.158]

2.3 g EENRICEEDH 5 BRE TaLle F o2& 5P oEE [9.2.1, 93.1, 1025H]

(fiF7n)

2.1 RAIDORSC K 5 EBIE DB D & 2 B3 Tk, B GICLY ¥ a v 7 EOBBUE 2 FBL T 5 ik
WD, ZoX ) EFICIEIRE LN L,

22 VII-7. (1) ffHZEz 20 b S

2.3 VIl-6. (2) BHgpekEEBE . V-6, (3) AFHEREREEEE &M

M

3. BEEXIEHMRICEET HER L TDER
(V. 2. SRESUIARICBIE T DR ABHT 5L,

4. RZERUFEICEET HEELTOHEH
V. 4 HEROMRICBMT 2 EE] 25052 L,

5. EELEXRKIELZDERA
[#51)RATA L UE200mg [KIE]]

8. EELEARMIEE

8.1 AFNOERICH Tz > TiL, MHEF ORI EEZL T2, FRIE U CTRZME 2R L, BIROIRE By
e/ NROHIM O GICE EDDH T L, [7.1, 13, 1.55H]

8.2 /i Ll BRI i, B imEkED . EEREKIENH S b Z ERH LD T, EHIM
WA ZAT O R EBEEZ 01T 2 &, [11.145 0]

(V5028742 U5E50mg/MNEA TKIE] - RS540y F10%/NMNRA TKIE]]

8. EELEAMIEE

8.1 AFIDOFERICH = - T, MEREORHEEBLE -0, JRAIE UCEZ AR L, BIEORE L
R/ NROHI O HICE LD D L, [12, 1.55H]

8.2 MM/, PLIMERIAD . wEitEE ., B ifmEkED, BIERIERIEN S HDbhd Z &R 0T, B
ICRAEZAIT O I EBIEZ 01475 2 &, [11.145 0]
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I. ££t% (FRALDFESF) ICEAIHEE

6.
(1)

(2)

(3)

(4)

(5)

ﬁﬁﬁ-ﬁ&ﬁ%@&é%%
(/35U RBTA L U8200mg TKEL], [P50)RATA 2 U8E0mg/MNRRA TKIEEL - FS54 20w 710%/)0
RA TKE]]

9.1 AHHE - MEEZEOHLHESE
9.1.1 DT/ OS54 FREFIZH L TBBIEDREEDHHESE
912 DEREDHHEE. BEHVVLMEDHLHESE
QTIER, /LM (Torsade de pointesz & Te) . LEMIZIL T2 LA H D, [11.122H]

BHEEEEE
[95RATA L U8200mg TKEJ], [951)RATA L Ui50mg/NRA TKE] - K54 S8y F10%/0
BA TKIE]

9.2 BHEEETEE
AFNOMAREN EHT 282013 H 5, [16.6.1%]
921 BHEEEERETCIILEFUEBREDDES
BHLRWZ L, ave T rOmMHPRE ERICHE S REERSHRE STV D, [23, 1025

FrikrelEE 25
[95URATA L U8200mg TKEJ]. [951)RATA L U50mg/MNRA TKE] - K54 8y F10%/0
B TKIE]

9.3 FFeEEERE
JTHEREFE E 2 AL S B 5 2 &3 b 5, [11.1.38H]
9.3.1 FiEEEERECaOILEFUEBREDDES
BHLRWZ L, ave FUrOmMHPRE EAICHE S REERSHRE ST D, [23, 1025H]

HIEREEH T HF
BRE STV

1R
(V51 RATA S U8E200mg IKIE]]

9.5 1143
TEAR SUTIEIRE L TV 2 ATREMED & 5 MRS iE, 1RIR LA SMENERREZE ER D & Hlr S b 5810
BeH3 52 L, BMERT, BEMICEELNS bR SEARICE VT, IBIEEE (&R R,
EHal, RERMES) DNHEShT0h5
ek, EAMIBIT 2R TRD L O b 5, SDFRT v b (15~150mg/kg/H) K UCD-1%~ 7 A
(HNJWMMQH)VﬁwT ENENRIICEER S SN EREHETT v MBSO R

WA ONC~ T ARBRIC O BRI B bz, £, v 35~T0mgkg/ H) 1ZBWT, R EE

ﬂ%%bﬂémmﬂyﬁT%Hﬂﬂﬂﬁ¢i®%ﬁ#ﬁ6htﬂ\%%\Wﬁ\%%ﬁﬁﬂﬁm%bg
iR ot=,
Flo, Ty MU Ruev A (160mgkg/H), 7Y 77—/ (S0mgkg/H) KOTEFT ¥
U kR (500mg/kg/H) ZOFR#E G LIzRBRICRBW T, REMI CTOBFMEOER S & IR IEOREM
M DOHERNFED 5TV D
S bl \7/hL77)2m74vy(wmﬂgm%b FXRTZY—)F hU A (25mg/kg/H) KR
TEXTUY KR (400mg/ke/ A LLE) Z4BEBIOFAESG L2 BR T, MECRBIREDOEAED b
T3,

D I
H
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VII.

ZeH (FRLOFEESF) CEHATLHEE

(6)

(7)

(V7)) R8TA4 2 U5E0mg/MNER TKIE] - K54S0y T10%NMNEA TKIE|]

9.5 11%
T SATAERIRE LT D ATREME D 3 5 oI id, 16 L OB RN EREZ EE 5 &l SN DI DI
BT 52,
B EER T, HEWMICHEERD Db sEmAEICE T, BREN (LDIERORE, NEH, REELE
) PRESNTWD, B, EAMNCB TR TRO LS lENd 5,
w%?y%(w~wmg@m)&wan+vﬁx(w~ummy@a)’%wf ENENREIC T
HRb LN REHETT v MRRISLIME RRFW RN~ v ARBIRICOZBRXRBO bz, £,
b (35~70mg/kg/H) 2B\ T, FEMIC @#%%bméﬂmy®HTWHﬂm IRABEOR IR AL
=y, AhFE. AR, BRSIIERE RO b o Tz,

(fi#s30)

7 7 U RAGREFOEERRBR OX R0 SR Li=T260, Rk B2 BV STV R0,

—WREYEIZ I 1T D 7 T U ABLERRTE % O H BGE A M OVREBIFRAS 12 36 W) T ARHIR 5-RF O 22 MR x4

&7 o T IX40161, HAERIZ3 726 T - 72,

TR ISR A AKNC X 2RIERRBLBNIAFEED Doy, BEIEK2F], BREZ2 FRILE, FEEORSE

W THY | HERICFFA 7R b O TR <, AFIE G RO D £ FAEIERGICTRIR Lz, 7o, H4E
IBUAEEHRE LT, TEEZMEERS Y | 23361 (RIBRIE. AEnEZ, LETRREKIEEN %]

) BOLNTZN, WTILHAF L ORFEIT WV LG SN TWD,

IX-2. (5) Ay Emiii SR

R
(V5928742 8E200mg TKIEL]. [V5YAAT A2 UEE50mg/MNER TKIES - K54 28y F10%/

RE TXKIE]]

9.6 Z3LIF
B EDOERMER OBAREOGRMEEZE L, BAOME Ik 2 a2 2 &, v ML ~BIT
THZLEMREINTWS,
B, BmER (T v b OFHTRER. AREOK2.5% THER LT,

(fif)

WIMZEB T, B hORAF~BITT 22 ERHESINTND®,

VI-5. (3) At ~0BITH 2

INRE
[V5)ARAAYA L 2E200mg TKIEJ], [P35 RATA S UEOMg/NERA TKIE] - K548y 710%/h

RA TKIE]

9.7 IMNR
AR RE N R O AR 25t 5 & U T2 BRI 580 L TV 7euy,
(fiFL)

7 7 ) ZIKGRRF OBRATRR O R0 GBI LT iz ARHARE R K O A RIS 642 Z MM L TR0,
B, REGYEICR T 57 7 U ARERGER O ERERA ISV T, TR0 LB #ik s,

IRSE SR LS BIVE R BUEBIE(%)
BAEVLA&ELLT) 1 0
B HH AR O 2 VL (HH 2B IR 852,500 A T35 0 0
FLIR (~ 1A ) 49 1 (2.04)
W (~ Tk AR5) 1,808 18 (1.00)
NR(TREL E) 4,209 35 (0.83)
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. £t (EALDOEESF) CEATLHHEE

(8) =fE
[P5)ROTA L oE200mg TKIEJ], [95)RATA P UEOMg/MNRA TKIE] - KS4 20w F10%/h
RA TKIE]

9.8 EnE
I AEEREREME T L TR Y . mW iR R D B ENR D D, [16.6.25 ]
(Fgt)

mifn s CORmMTERE, AUCOHMAHRE SN TWDY, (VI-10. 2) midE ZH)
—RIEOHIEIZIR T 2 7 7 U ARGERCER O I GERAEIC BV T, Trio tB Y G shiz,

FERATT ot BE (51 4 Bl E F ZE BURE 115k (%)
~645% 13,632 101 (0.74)
6575~ 3,265 28 (0.86)
7. MEER
[P5)RAOTA 2 oE200mg TKIEJ], [25)RATA 2 EOmMg/MNRA TKIE] - KS4 20w F10%/h
RA IKIEL]
10. #HE{ER

AFNIEELE LTCYPZAIZ L VR s, 72, AANICYP3A, P-HEEHE (P-gp) #BAET S, [164,
16.7.1% 0]
(fiR )
AANL, HGHEEET N7 2 —2P450 (CYP) SAMHEEHZ AT Z &b, CYPSATIUEH S5 3840 & OF
MLz L &, OFAEAORBILE S FREN LR 2R 5, £, AANX, P-FEEAEICxHT
LIEMEREZET D L0, PHEERELZ N L CHRH SN D 3K O Lz & & DFREEAIOBEH 2 EE &
AU EEE DS A A ARV S D, — . AENICYPIAIZ L > TREFEND Z &5, CYPIAZRPRET S
HAN LG LT & &, KFORBNILE S NARBMED M EEN EFT 2N H Y . £7-. CYP3AZH
WA DIHF P LT & & AR OMRBBMEE SUREB(LAERO M FIRENME T3 5 AIeEHERH 5, (-6, (2)
RHBHCBIG-T DR (CYPE) Oy 1fE, FhH3k )
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. £t (EALDOEESF) CEATLHHEE

(1) HHHEZLTDOER
[P5)ROTA L oE200mg TKIEJ], [95)RATA P UEOMg/MNRA TKIE] - KS4 20w F10%/h

RA TKIEL]
10.1 BHHER (BtALGWI L)
A4 BRAHEIR - $HFE S 15 BT - fERRK
B R QTHEE ., LEM AR (Torsade de | AHKIDCYPIAIZ%f T 5 BLEVEHIC
(22, 16.7.1%H] pointes% &¢¢) 0 LMVERFANEM A | L0, ZRFEAORBHAEE S,

WEXNTNE, ERooMmPREN EF9 5 FEE
T TS CBOR  WKT 7 = | RS O B B & B DT | Hdib b,

Ay AV TFBEALTFEY BENhEH 5,
(V7]

Vb RrxI)a g IR U VERE
[2.2, 16.7.1%#]

ARV FH b 72 FLHEF O A Hh R R S B I -
(=Y AT] L. ZOERADNE LRI 2B
2 R MR B,

(/—bEEv)

VI AV L7

(B 4)

(2.2, 16.7.1%]

03 F R AR oI X ROMHPRENELL B
(Pv 7 A4 E Y ) TEHBENRD D,

(2.2, 16.7.15H]

BHZT 4L FEFEIAND 7 V) T T 2 A DS EE I
(7 FyaH) L. ZOERPE®RT BTN H 5,
RYTUE BB T T 4L

(R3]

(2.2, 16.7.158]

FH T LmL FH 7L aOmiEREENELL
(VU] LRI DBENARE D,

(2.2, 16.7.15 ]

A TNF =T ATNTF =7 OERNHEIRT 2%
(A L7 EH) nnd s,

(2.2, 16.7.1% ]

ANRT TV IR WEDORIRR S bbb Z b b,
(=277]

(2.2, 16.7.1% 8]
NRR T ABMEY LoMEAME | SR EEE RO BN R 55

URNY D RERMEY oA ETe) . B | 0D D,
FNTEEVEE D~ > FVHIE Y >R
JEE D FH i 347)

(Rx7 L7 2H)]

[2.2. 16.7.158]

TR Ty RO REN LS L, /EH
(7Y —4] N AR S Ry AW SR

(2.2, 16.7.15H]

7 LU R THELY COMAPREDS EF L, &8l
(= Rz X) TER ORBSEIRT D2 B8EN01H D,
(2.2, 16.7.1%M]

TA4FRL ) T4k rombiEENRELL
(rrvoF 7)) ATHrBENRD S,

(2.2, 16.7.158]

A Y7 aFr Y = Lt AHT 2T =DM RENR EF-
(7 Lt LIER DR 232’ d 5,
(2.2, 16.7.1%]

RraAEY v A7 BARY OMHPREN EF- L,
(L7 %% 2] TOERBHRT DTN DD,

(2.2, 16.7.1%H]
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. £t (EALDOEESF) CEATLHHEE

WAL BRAAEIR - HE TR R - fabRIk T
NI LT ~ A LT OMAREN B U, GIFE | REIOCYP3AIZ X 2 BEEHIC
(1 5 A AR FADSEE R S AL, IURSRERREIC L B0 | 10, EREAIONRBENIE S,
(2.2, 16.7.1%H] EOY AT RNEEDLBENRD S, oo REN EH T 5 A6
FPL=UE TEAL=U L OMARERS 5L, (E | D5,
(rvrnmy ) AR 2 B8F 0015 5,

FNAYHE L ARFY I T
Pr=v

(LY %z R)

(2.2, 16.7.1%H]

0T =T a7y =7 omPRENRE L k
(V% q) FL. BUERSHERT B2 H 5,
(2.2, 16.7.1%H]

(fiia5)

HEED KR
R AN 120 2 k5 b LE=RRICHBWT, 750 2u<v A roffIck by, BB ROMmPpEEN -5
L. QTHIFRIER O KNRTED Stz & OREDNH D, [HEI ]

BI LTI VERBE - BKATIAY -4V TOELTUFEYY [VYF7IV] ¥ Cerozid
BIUAYILEEE
7o) AavA v by I U EABEEARAIONRICL Y, W\ FEROMmESNE, KR, AE8. %
fE, WEESFEBL LI EOWEYRSH L5, [ HE]

BARLFHU R [(RILYLS], B FLIFHL MEESE [V—EEwY ], ARIL/ LEY D KDY (R
LA 4]

BOSAERFAVILEIE [PvIRFEY K]

BAZSTAI [TFEIILAL IOTFURAY 2585 T4)L [2A2Y]

mFAhsLOonL [TYyY4a]

BAILF=T [ALTILEH]

BANTSOUERIE (255 V]

BARMISHVR (18E) UA\MEBIRE M) DREE) UNEZED). BREXITEAEDOT Y ML
) NEOREHER) [ RRI LIV RA]

BILSY RUERRIE [5Y—4]

B7FELYERE [T FILIX]

oL/ [FLT4T]

BAYTaF VI LEREE [V LE2N]

BARYVAORKRY Y [IWTFRR]

B IYN\ALTY [ALTFALFX]
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el Tl (15.5%) R mpiz)
HRAE (13.5%) R AT Y ETN
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(G B A E W
BIER Ja=oiF
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Mg -
FERZ
BRI
i3 b BRI 25 1fn.
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HhE
QT &
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TEIE
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B
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. £t (EALDOEESF) CEATLHHEE

BMEREE—EXRFE
PUF O BIVEFFEBIAE R — B I3 e R B3R O A 7ofl Lz,

EHAEMEARBREERVEKRREERE -5

1) —HERERE

KRR - R38040 (R A2,885(1, /N1,00961) Hr. BIVEAIIEAC A6 (3.33%) . /hE2141 (2.08%) &t
11761 (3.00%) (258 b7z, RIER OB IR, THREOE(LEIER T84T, /NE204E, A7
1041F (2.67%) Th -7~ ERMEMOZEEIL, ALT (GPT) & (FiA2.44%. /NE2.05%) . AST (GOT)
A (BANLT74%, /N2.05%) . aFERERIEZ (BN1.52%, /NJE3.68%) NER D Th -7z,

BEERTH . MEIFEZ O AR IS O CTRIER22,964%1 (5 A16,897%1, /1E6,06761) . EIVEMH
VAR 129441 (0.76%) . 7INV2 54451 (0.89%) A 5118344 (0.80%) 12328 B4V T-, F D EL & DIXFIZ4114E (0.18%) |
THI32M: (0.14%) ThHoT=, £7-. EREREBEMEOESNT, ALT (GPT) EF704F (1.65%) . AST (GOT)
EH631 (1.48%) . AFFRERMEZ401: (1.06%) TH 7=,

@ TE E 5 R 5 BB

AR R i ok MO &
BN (%) | NE (%) i (%) A (%) N (%) i (%)
FRAEBIEL 2,885 1,009 3,894 16,897 6,067 22,964
BV P 8 BURE (5125 (%) 96  (3.33)| 21 (2.08)| 117 (3.00)0| 129 (0.76)| 54 (0.89)| 183  (0.80)
BIVE 3 B (%) 110 (3.81)| 25 (248)| 135 (347)| 153  (091)| 66 (1.09)| 219  (0.95)
BIlVEF o FlidH I OFEFE R T B S (%)

B - BRI | 14 049 ) 4 __(040)) 18 (046)| 24  (0.14)) 20 (033)] 44 (0.19)
S5 11 (038) 2 (0200 13 (033)] 21  (0.12)| 20 (0.33)| 41  (0.18) |
PR IR 1 (0.03) 1 (0.03) 3 (0.02) 3 (0.01)
EAiR2 1 (003)| 2 (020] 3 (0.08)

FLBE 1 (0.03) 1 (0.03)

PR RAHEEREEE ] 2 007 1 ©10] 3 008 5 003 2 003 7 (003
HED 2 007 1 010)| 3 08| 5 003 2 (003 7  (0.03)]

RRREGEREE ]2 0on| o | 2 0051 1 __©on) o | 1000
Wk R 2 (0.07) 2 (005 1 (0.01) 1 (0.00) |

Rkl T o ] o | o 1 2 00| 0 2 (0.01)
EN) 1 (0.01) 1 (0.00) |
IR 1 (0.01) 1 (0.00)

el | 84__@OD] 20 (198)) 104 67| 92 (05[] 27 (045)] 119 (052)
T 19 066)| 10 (099 29 (074 21  (©12) 11 (018)| 32  (0.14) ]
253 21 (0.73)| 4 (0.40)| 25 (0.64)| 13  (0.08)| 3  (0.05| 16  (0.07)
o= 12 (042 1 (010)] 13 (033)| 17 (0.10)| 1  (0.02)| 18  (0.08)
ERIEN/SR 13 (0.45) 13 (033)| 15  (0.09) 15 (0.07)
Mg - 3 (0.10)] 4 040y 7 (018 | 4  (0.02)| 5 (0.08)| 9 (0.04)
BHRARIR 3 (0.10) 3 (0.08) 8 (0.05) 8 (0.03)
E/Cfd 2 (0.07)| 1 (0100 3  (0.08) 1 0.01)| 5  (0.08) 6 (0.03)
JE e ek 5 (0.17) 5 (0.13) 1 (0.01) 1 (0.00)
ES 4 (0.02) 4 (0.02)
N 1 (0.03) 1 (0.03) 2 (0.01) 2 (0.01)
E ) 2 001 1  (0.02) 3 (0.01)
RIS A 1 (0.02) 1 (0.00)
P/} 1 (0.03) 1 (0.03)

WEEE 1 (0.03) 1 (0.03)
AL 1 (0.03) 1 (0.03)
iokib) 1 (0.01) 1 (0.00)
EEN: 1 (0.03) 1 (0.03)
N A 1 (0.03) 1 (0.03)
JIsEnEs 1 (0.01) 1 (0.00)
(EE7 1 (0.01) 1 (0.00)
B 1 (0.01) 1 (0.00)

76



ZeH (FRLOFEESF) CEHATLHEE

&R O Ok B O &
RN (%) | NE (%) it (%) A (%) IR (%) it (%)

Frfe - IS RREE 0 0 0 11 (0.07)| 9 (0.15| 20  (0.09)
T - 4 00 4 ©0on| 8  (0.03)]
A& RERE 4 (0.02) 4 (0.02)
AST(GOT) |- 5- 3 (0.05) 3 (0.01)
ALT(GPT) k-5 2 (0.03)] 2 (0.01)
i nE AL 1 (0.01) 1 (0.00)
v U E AR 1 (0.01) 1 (0.00)
y-GTP - 5- 1 (0.01) 1 (0.00)
R - SRAEEE 0 0 0 2 00D | 1  (0.02) 3 (0.01)
CAlPER 2 oy 2 (0.01)
LDH L& 1 (0.02) 1 (0.00)
LBk - MR 0 0 0 1 0on| 1 (002 2 (0.01)
CommEREZGE | | | 1 on| 1 o] 2 oD
WAPR SR B 0 0 0 1 00| 2 (003 3 (0.01)
COBUNEH | 1 ©oon| 1 00| 2 (0.0D)]
VT F = k5 L) 1 (0.02) 1 (0.00)
DA% - D U X ApEE 0 0 0 2 0.0 | 0 2 (0.01)
- R O X e 2 (0.01)
______ WERECH) |0 o o 0L ] 1 (0.00) ]
voa oy T RREIR 1 (0.02) 1 (0.00)
IR i e B 0 0 0 1 0.01)| 0 1 (0.00)
CRows | | 1 oon| | 1 (0.00) |
— B A by 6 (021)] 0 6  (0.15) 7 (004 3 (005 | 10  (0.04)
RSy T 2 ©oon| | 2005 3 002 1 002)| 4 (0.02)]
SRR - SR E 1 (0.03) 1 (0.03) 1 ©on| 1 00| 2 (0.01)
FEEN 1 (0.03) 1 (0.03) 1 0.01) 1 (0.00)
KRB 1 (0.03) 1 (0.03) 1 (0.01) 1 (0.00)

T IR FR AR 1 (0.03) 1 (0.03) 0
i S0 A 1 (0.01) 1 (0.00)
IR E F - 1 (0.02) 1 (0.00)
PP 1 (003 0 1 003)| 4 (002 0 4 (0.02)
B PEr: A 100y 1 oy 4 o | 4 (0.02) |

Z Dt 1 (003 0 1 (0.03) 0 0 0
om0 | % R T () % ) A Y

RGBHFEGE RO 5 2u~<A v A AREREL YD)

@ BRI H OKRBEF)

. ‘ FEBUTH(%) ]

BN N A%
LR BRI 2 20/ 1313 (1.52) 23/ 625 (3.68) 43/ 1938  (2.22)
q | E ki 7/ 1,496 (0.47) 1/ 648 (0.15) 8/ 2,144 (037
W Ak 0/ 1496 1/ 648 (0.15) 1/ 2,144  (0.05)
g | MM 2/ 1358 (0.15) 4/ 599 (0.67) 6/ 1,957  (0.31)
B | kR 2/ 1313 (0.15) 0/ 623 2/ 1936  (0.10)
B | gk 0/ 1313 1/ 623 (0.16) 1/ 1,936 (0.05)
~< R 7Yy MEA 1/ 1476 (0.07) 0/ 618 1/ 2094  (0.05)
ifi. | AST (GOT)L- - 25/ 1,439 (1.74) 11/ 536 (2.05) 36/ 1,975  (1.82)
”éz ALT (GPT) |- 5- 35/ 1,433 (2.44) 11/ 536 (2.05) 46/ 1969  (2.34)
£ | ALP L5 7/ 1,370 (0.51) 0/ 455 7/ 1,825  (0.38)
4?; LDH [-5- 4/ 875 (0.46) 0/ 94 4/ 969 (0.41)
% | y-GTP -5 3/ 728 (0.41) 0/ 58 3/ 786 (0.38)
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g ‘ FEBUEE(%) _
PPN /NR CEi
" Bevrey L5 2/ 1,085 (0.18) 0/ 283 2/ 1,368  (0.15)
W | BUN L& 3/ 1,384 (0.22) 0/ 604 3/ 1,988  (0.15)
£ | warxruo—i b5 1/ 473 (0.21) 0/ 6 1/ 479 0.21)
%‘E NV ZVUETA FER 1/ 317 (0.32) 0/ 4 1/ 321 (0.31)
B KES 1/ 832 (0.12) 0/ 113 1/ 945 (0.11)
& CRP L5 1/ 1,071 (0.09) 0/ 450 1/ 1,521 (0.07)
CKRHGHERIEY)
@ B A A S (6 ] i A
FH ‘ FEBUFE (%) _
PPN /N &t
IR L ERER D 5/ 197 (0.63) 5/ 197 (0.63)
~NESE U 7/ 795  (0.88) 7/ 795 (0.88)
~v b7 Uy Mg 5/ 772 (0.65) 5/ 772 (0.65)
pmskEEZ | 8/ 825 097 | 2/ 464 (043) | 10/ 1289 (078) |
I ER s 6/ 85  (0.73) 2/ 464 (0.43) 8/ 1,289  (0.62)
I IRER % 3/ 435 (0.69) 3/ 435 (0.69)
| AFEREREE S 14/ 450  (3.11) 19/ 360 (5.28) 33/ 810 (4.07)
| hphEkiE % 1/ 96 (1.04) 1/ 96 (1.04)
%(u FLik Bk L 2/ 339 (0.59) 1/ 290 (0.34) 3/ 629 (0.48)
| BRI 1/ 352 (0.28) 1/ 352 (0.28)
U LSERIE S 3/ 479 (0.63) 3/ 479 (0.63)
U oSEkEA | 27419 (04 | 2/ 4719 042) |
HERHE L 3/ 459  (0.65) 3/ 459 (0.65)
CHEE | 27459 044 | | 2/ 459 0.44) |
M RESE | 462l 064 | 1./.3% . 028) | . 5097 .. USI
i/ NREE A 2/ 621 (0.32) 2/ 621 (0.32)
A= =D e = i 1/ 24 4.17) 1/ 24 4.17)
WwER LA 4/ 464  (0.86) 4/ 464 (0.86)
AST(GOT)_L- 57 16/ 589  (2.72) 7/ 279 (2.51) 23/ 868 (2.65)
ALT(GPT) L5 18/ 588  (3.06) 8/ 279 (2.87) 26/ 867 (3.00)
Al-P L5 7/ 477 (1.47) 7/ 477 (1.47)
LDH |5 5/ 479  (1.04) 5/ 479 (1.04)
y-GTP_ L 5- 6/ 425  (1.41) 6 / 425 (1.41)
LY e B 1/ 429 (0.23) 1/ 429 (0.23)
W | EgErYaes bR 1/ 234  (0.43) 1/ 234 (0.43)
% @Ol AT a—/L L5 4/ 371 (1.08) 4/ 371 (1.08)
% rUZVUETA FER 3/ 265  (1.13) 1/ 5 (20.00) 4/ 270 (1.48)
& | BUN & 9/ 524  (1.72) 9 / 524 (1.72)
S orF=r 5 1/ 527  (0.19) 1/ 527 (0.19)
N A Loao o2y || L/ 40 (023) |
1.7 Najgi b 1/ 440  (0.23) 1/ 440 (0.23)
L T G R 1/ M0 023 |
KR 1/ 440  (0.23) 1/ 440 (0.23)
mpgclbR |2/ ws o4 || 2/ 435 (046) |
MmIEC 1/ 435  (0.23) 1/ 435 (0.23)
o | REA RS 2/ 535 0.37) 1/ 182 (0.55) 3/ 717 (0.42)
| REGRILER) E5- 2/ 275  (0.73) 2/ 275 (0.73)
(A k) 5 1/ 291 (0.34) 1/ 109 (0.92) 2/ 400 (0.50)
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2) BRUGERDERE (TA4X)ICHESBEETAANITYDL-FTEYL 20T Lyvs X (MAC)E
(REBHF. HERARERE)

AEREF - ENICB T 2% RERERSERERE (=a X) I~ a7V A - Ty Lary
Ly 27 A2 (MAC) JEZ x4 & U= B RaER ClraiEplesl . BITERIE2H] (33.3%) IZB O L, BITEM
OFEFIINE TR M O RE R Th o 72,

B OERREAER « KEICEB T 5% KERERSIERERE (=1 X) I FRiE~ A a7 TV A - TEY
Lar7 Ly 7 A (MAC) JEZ x5 & U EGREBR CIIREF4966 . BITERIZ18161 (36.5%) 258
bz, BIWEROFIEIZEICES (19.6%) . MEHE (12.7%) . WREAAEISE (8.7%). I8 (7.3%). Tl (6.7%)
A6t ThH o7,

BEERTE  JERGEH O AR B W CTRIEFISOBI . BITERIZ2361 (39.0%) 2RO BT, £
DE7 b OITFHERER T L OV FRFINE5E: (8.5%) ThoT-,

& PR 85 1 A R A il

FRASEBIEL 6 59 65
RIVEH SR BUESIER(%) 2 (33.33) 23 (38.98) 25 (38.46)
RIVE SR B 2 43 45
BIVEF % O FH RIVE A 25 O R R 56 B H(%)
s ROy ks 0 8 (1356 [ 8__(1231)

2 1. 2 (339) 2 (3.08) |

KERMER M 1 (1.69) 1 (1.54)

AR BRI 1 (1.69) 1 (1.54)

H i BRI E 2 (339 2 (3.08)

I HRERIS D i 1 (1.69) 1 (1.54)

B iR 2 1 (1.69) 1 (1.54)
ML oREEE |0 584N 5. (769

BRI 1 (1.69) 1 (1.54) |

e PRI MLJE 1 (1.69) 1 (1.54)

i RN ki 1 (1.69) 1 (1.54)

10 I I JE 2 (3.39) 2 (3.08)
T s O T T — (154

e 1 (1.69) 1 (1.54) |
RESRREE |01 069) (154

R R 1 (169 | 1 (154) |
S D T e O (154

IR 1 (1.69) 1 (154 |
CRmEEE L_aeen | 8_(1356) | 91385

s 1 (16.67) 1 (154 |

T 5 (8.47) 5 (7.69)

D 2 (3.39) 2 (3.08)

WA A 1 (1.69) 1 (1.54)

Mg - 1 (1.69) 1 (1.54)
JFFMGERREE 166 | 4 ©18) [ 5_(0:69)

i hE S 1 (16.67) 3 (5.08) 4 (615 |

g sE 1 (1.69) 1 (1.54)
PR L OB TS 0 3608 | 3..(4.62)

5 3 (5.08) 3 4.62) |
BRLOREEE 0 2 B39 2308

AP RS 1 (1.69) 1 (1.54) |

B kR RE R 1 (1.69) 1 (1.54)
ERRBLORERE 0 ey L_(154)

B SHED R BRI 1 (1.69) 1154 |
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A& PR 85 1 A R A &
EAME 0 S 84D | 50069 ]
s ~Y 7 U&Y REIN 2 (3.39) 2 (3.08)
Y-INE I NT AT 2T —E N 3 (5.08) 3 (4.62)
RS REAR A L H 1 (1.69) 1 (1.54)
1 BRI 1 (1.69) 1 (1.54)
M7 A Y RAT 7 Z—EEN 1 (1.69) 1 (1.54)

(MedDRA/J Ver.11.0)
CRGREFHEE R RO T ) 2n~ A > o ARERAE L YD)
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3) BEAE - +TZEBEBICETAA) AN 4— - EOV ERESE
D7 EXFSVY VKPR UVS VY TSIY—ILEDHADIES
REBEE - FN TIT O3B TI343041H21741 (50.5%) 1. SMNETIT oL 7= 308k Tl 54841 F 17941 (32.7%)

(ZBRPR BRAL I 0D 55 & e RIVE I 2358

HHEATWND,

BEERTE - JUER5E % O ARG A IS TRIEFI3, 4916191318651 (9.1%) IZHRBREM O RE 25T

RITERRRBO N TN D,

D—1 ZEFIVYIKMMRES OV TS Y—ILEDHADBE KR
LAC400™D LAC800™2 &5
SEEH R GUE RIS 214 216 430
BIVEF FE 851 55(%) 100 (46.72) 117 (54.17) 217 (50.47)
BIVE S B 186 232 418
BIVEH oS RIE A ORISR RRE BUE(%)

B - BUSfRAREE 1266 | 6. @278 |18 @419 |
2D 2 (0.93) 1 (0.46) 3 (0.70)
pTE2 1 (0.46) 1 (0.23)

95 4 (1.87) 2 (0.93) 6 (1.40)
27 2 (0.93) 1 (0.46) 3 (0.70)
Py 1 (0.47) 1 (0.23)
FEFE(IE) 1 (047) 1 (0.23)
AN P 2 (0.93) 2 (0.47)
=i 1 (0.46) 1 (0.23)

PR - RAERRROREEE ] 2.0%9) | 2.09) | 4093 |
SEIF 1 (0.47) 1 (0.46) 2 (0.47)
55X (IK) 1 (047) 1 (0.23)

H LU 1 (0.46) 1 (0.23)

e A 0 | 1040 | 1023 |
7 LILE — R 1 (046) 1 (023)

EOMORTRESERE | 2.09) | 13._(02) | .15 G499 |
F Rk 1 (0.46) 1 (0.23)

EaUS 2 (0.93) 9 (4.17) 11 (2.56)
LR S 3 (1.39) 3 (0.70)

R ] 2093 | 2.093) | 4093 |
IR 1 (0.47) 1 (0.46) 2 (0.47)

5 OUkKE 1 (0.47) 1 (0.23)
RHRCE) 1 (0.46) 1 (0.23)

EMeEREE ST 2664 | . 75 G4T72) | 132 (30.70) |

T 16 (7.48) 22 (10.19) 38 (8.84)
IRARAE 1 (0.46) 1 (0.23)
#RAE 29 (13.55) 30 (13.89) 59 (13.72)
iEREW AT RS 1 (047) 1 (0.46) 2 (0.47)
HEEHE N 1 (0.46) 1 (0.23)
53] 1 (0.46) 1 (0.23)
e 1 (0.46) 1 (0.23)
{EH 4 (1.85) 4 (0.93)
[z 1 (0.46) 1 (0.23)
TR 1 (0.46) 1 (0.23)
JEEAS R 1 (0.46) 1 (0.23)
M4 1 (0.47) 1 (0.46) 2 (0.47)
aOm% 1 (0.46) 1 (0.23)
M N R 1 (0.46) 1 (0.23)
H ¥ 2 (0.93) 2 (0.47)
B RIE R 1 (0.47) 2 (0.93) 3 (0.70)
X 4R 1 (047) 1 (0.23)
e 1 (0.46) 1 (0.23)
AL 1 (0.46) 1 (0.23)
EEE] 1 (0.46) 1 (0.23)
Mg - 1 (0.47) 1 (0.46) 2 (0.47)

K=o 2 (0.93) 2 (0.47)
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LAC400™D | LAC800™ | &8t
BIVER O RIVEF OFEE R FE BRI E (%)
ERIR 1 (0.47) 1 (0.23)
T 7 A MO NS 1 (0.47) 1 (0.23)
+ ZFERG R 1 (0.47) 1 (0.23)
Hk T AR 1 (0.46) 1 (0.23)
iCES 1 (0.46) 1 (0.23)
NS REREEE L Q4D | O L 23 ]
RERED 1 (0.47) 1 (0.23)
ECDERSDIEE 0 . 1 _©40) | 1 (023 |
P 1 (0.46) 1 (0.23)
PR L4 | 0 123 |
WHEE 1 (047) 1 (0.23)
CWRERARREE ] LR N 1 ©40) | 1. 023 |
BAFREEAY IR 1 (0.46) 1 (0.23)
oReERREEE 1 ©47) | 4 (L8 | S_(L16) |
EHEEIK) 1 (0.46) 1 (0.23)
ANRIER 1 (0.46) 1 (0.23)
g 1 (0.46) 1 (0.23)
ZERERIE TR 1 (0.46) 1 (0.23)
IR P 1 (047) 1 (0.23)
VRARRAEEANAS ] 108 (5047) | ... 127 (5880) | ... 235 (54.65) |
MIFAST(GOT) L H 9 (421 12 (5.56) 21 (4.88)
MmiHALT(GPT) L& 9 (4.21) 12 (5.56) 21 (4.88)
I BRERYE 2 (i) 8 (3.74) 10 (4.63) 18 (4.19)
I R ER D 2 (0.93) 3 (1.39) 5 (1.16)
i BRI GIE) 7 (3.27) 6 (2.78) 13 (3.02)
KNV ZVETA4 RER 6 (2.80) 10 (4.63) 16 (3.72)
SR A B 8 (3.74) 8 (3.70) 16 (3.72)
f{%LDH - 5- 9 (4.21) 4 (1.85) 13 (3.02)
y-GTP - 5- 7 (327 5 (231 12 (2.79)
MmiEa L AT a—L 5 3 (1.40) 6 (2.78) 9 (2.09)
AlP |- 5. 3 (1.40) 5 (231) 8 (1.86)
mEe v rey kLq 2 (0.93) 6 (2.78) 8 (1.86)
R M ER ek 1 (0.47) 2 (0.93) 3 (0.70)
~ET S B e 2 (0.93) 2 (0.93) 4 (0.93)
~< 7 U v MERED 2 (0.93) 2 (0.47)
1 BREE 2 (JiE) 5 (2.34) 3 (1.39) 8 (1.86)
PRAE R 4 (1.87) 4 (1.85) 8 (1.86)
U L SERIEA 3 (1.40) 3 (1.39) 6 (1.40)
i AR bH 2 (0.93) 4 (1.85) 6 (1.40)
= L 27 o — LR 2 (0.93) 3 (1.39) 5 (1.16)
U > /RERHE 2 (E) 2 (0.93) 3 (1.39) 5 (1.16)
AFHHEREE 2 (E) 2 (0.93) 2 (0.93) 4 (0.93)
AFHE I ERIE 2 (E) 2 (0.93) 1 (0.46) 3 (0.70)
HERIZ(E) 3 (1.40) 3 (0.70)
I/ INREHE N 1 (0.47) 2 (0.93) 3 (0.70)
BUN L &- 1 (047) 2 (0.93) 3 (0.70)
MIERE AR 2 (0.93) 1 (0.46) 3 (0.70)
1/ IR B3R () 1 (047) 1 (0.46) 2 (047)
MmigH U v L 1 (047) 1 (0.46) 2 (047)
Mgz V7 F= KT 1 (047) 1 (0.23)
mHF ~U v AET 1 (0.46) 1 (0.23)
IR D )Ry N ot =3 1 (0.46) 1 (0.23)
MmE7 A7 AAET 1 (0.46) 1 (0.23)
AGH R 1 (0.46) 1 (0.23)

KRRFEEELY)

&) 77U Rm~Ar b LTLER00mg(JiMli), 7EFX U K & LCLET50mg(Jifli) Kk VT v 7T —u L LTCLEIB0mgdD
3/ & FREIZ T H2ME], 7 H R AR5,

H2) 77V Rm~A b LTLUEMOmg(J1Mf), 7TEXT U KT E L TIETS0mg(Hii) KON T > Y 75 > — b LTIE30mgdD
30 % [EIREIZ1 A 20\, 7 BRSO 5,
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D=2 FEELLYUKIMRUS VY TS YL L OBRAOSE (ERRERE)
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A E 115K 3,491
BILVE FH 55 00 8 BUE 51 3 318
RITEA % DR B 425
RIVE S D FBUEGIZE(%) 9.11
B 55 O A s BRI O e

BMESLOFAEME | ] L 003 | R N 1 (0.03)

W EE 25 1 (0.03) JHRERE B 1 (0.03)
s LOY oRlE ]2 006) | BojEd S O Tl | 35 (00

Gf BRERYE JINJE 1 (0.03) P i 1 (0.03)

I PR iE 1 (0.03) E iR 4 (0.11)
ML oRelEE 13009 FBINE R I 7 (0.20)

BRI 2 (0.06) s 2 (0.06)

BAGHOR 1 (0.03) 9 PEIE 5 0.14)
dheEAREE |55 (158 WP 15 (0.43)

FEEIMED F U 1 (0.03) YRS 2 (0.06)

R L 53 (1.52) 2 EHLBE 2 (0.06)

SR BIES 1 (0.03) REVET O FEIE 1 (0.03)

(EL 2 (0.06) ERRB L ORERE | 1003 |
R 1 ©03) LS 1 (0.03)

BifF ! (0.03) EHEEBLORERIE | 4 01y |
mEREE |2 (006 Pk 1 (0.03)

WAL 2 (0.06) R 2 (0.06)
MR, Wesds L OIS |2 (006) AT I 1 (0.03)

WA BRI T 2 (0.06) S S N 30 (0.86)
EmbEE 232 (665 ifn. FFLDHEE AN 4 o1y |

Hi i i ¢ 1 (0.03) 1fi. T ALPES 0 3 (0.09)

IR/ 1 (0.03) ~EZu U 1 (0.03)

W R 5 (0.14) B ER AN 1 (0.03)

A 2 (0.06) RN e e % 1 (0.03)

T 123 (3.52) F 1 BRI 4 (0.11)

PRI 2 (0.06) i ER AN 2 (0.06)

=201 6 0.17) ALT(GPT)#4 0 17 (0.49)

TR 2 (0.06) AST(GOT)¥4Hn 11 (0.32)

R 3 (0.09) M e Y Le s Hin 1 (0.03)

HIERE 6 0.17) v-GTPEE N 10 (0.29)

BLO 1 (0.03) BUN#4/0 1 (0.03)

HRfE 74 (2.12)

B 4 (0.11)

ERENSRS 1 (0.03)

TKER(E 2 (0.06)

Mg i 2 (0.06)

VAL R AR 1 (0.03)

F PN LI 4 0.11)

aOm% 11 (0.32)

F DS SR 1 (0.03)

R 3 (0.09)

Exiil 1 (0.03)
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. £t (EALDOEESF) CEATLHHEE

Q7 EXF LV UKMMRUF A TSJY—ILEDHADISE

AR BN TITh B TIEs 13427341 (53.2%) IZEIERRRO B TWb, [HEEKOHEZEFREO
BSR4 R R B & S T ]

BEERTE . WEIRTE% O Rl 1253 2 R il SO 8O CRIEFI47361 4001 (8.5%) IZEEIAR
BIEO R 2 ETRRITERAPRD b T\,

@—1 TFTEFLVYKMPRUVF ATV EDHRADEE (KER ; AZRVAEEEROBERT
REERARZED)

OAC400™) OAC800™2 OAC1000™* &5
SEEH R GUE RIS 143 258 112 513
BIEHFEBLHE(%) 60(42.0) 142(55.0) 71(63.4) 273(53.2)
BIVEH oS BIVEAH OREFERIFBAE (%)
BB ] 5437.8) ] 118@s7) ] 54(482) | 226(44.1) |
2D 1(0.7) 3(1.2) 1(0.9) 5(1.0)
HLHE 2(1.4) 2(0.4)
Bk 1(0.7) 1(0.2)
T 36(25.2) 98(38.0) 41(36.6) 175(34.1)
WA B (e T 1(0.4) 1(0.2)
WA A 5(3.5) 5(1.9) 5(4.5) 15(2.9)
B 1(0.7) 1(0.2)
F DS SR 1(0.4) 1(0.2)
AN A L 2(1.8) 2(0.4)
mP=/ 1(0.7) 1(0.4) 2(1.8) 4(0.8)
A% 2(1.4) 2(0.8) 1(0.9) 5(1.0)
H N Hz A 1(0.4) 1(0.2)
&G 1E 1(0.4) 1(0.2)
Rt 1(0.4) 1(0.2)
7 (1. 1(0.4) 1(0.2)
+ ¥k 3(1.2) 3(0.6)
HIER R 2(1.4) 2(0.4)
R 1(0.7) 3(1.2) 2(1.8) 6(1.2)
T 3(1.2) 1(0.9) 4(0.8)
o 1(0.9) 1(0.2)
Moyt B 1(0.9) 1(0.2)
253 2(1.4) 3(1.2) 5(1.0)
JE R AN PRk 1(0.7) 1(0.2)
i B it 4(2.8) 3(1.2) 1(0.9) 8(1.6)
(GE5A 2(1.4) 5(1.9) 1(0.9) 8(1.6)
L 1(0.7) 1(0.2)
RMMEROEAEME ] 104) ] 109) . ..204 ]
RP LTI ST 1(0.4) 1(0.2)
A ¥ HE 1(0.9) 1(0.2)
FMEAREE ] 107) . ....208) 218 510 ]
JFHERE FL 1(0.7) 1(0.4) 2(1.8) 4(0.8)
JHBEE 1(0.4) 1(0.2)
MRS ] 107y ] 102) |
Tl 1(0.7) 1(0.2)
MR N oNRBEE ] 109) | 1002) ]
A 1(0.9) 1(0.2)
N AU 04 [ 102) |
e 1ML 1(0.4) 1(0.2)
N I IO N D 102) ]
s 1(0.4) 1(0.2)
RRERREE o 3en 42(16.3) | ... 2741) | 72(14.0) |
H D SEETE 2(1.8) 2(0.4)
SHIF 1(0.7) 2(0.8) 2(1.8) 5(1.0)
FRENED F 1(0.4) 1(0.2)
kR L 2(1.4) 40(15.5) 25(22.3) 67(13.1)

CRRBHEEERI L D)
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ZeH (FRLOFEESF) CEHATLHEE

OAC400™D OAC800™ OAC1000™ A5
BROUREEEE ] 104) ] 109 | 204 ]
HER 1(0.9) 1(0.2)
B R BRI 46 1(0.4) 1(0.2)
RERREEE ] 104) M) ]
MR 1(0.4) 1(0.2)
EaEEROESREEE 204 (342 o 13en |88 ]
HLE R 1(0.7) 1(0.9) 2(0.4)
(Y=Y 2(1.4) 1(0.9) 3(0.6)
V) 2(0.8) 1(0.9) 3(0.6)
B 1(0.9) 1(0.2)
FEEL 1(0.4) 1(0.2)
AT A e w4 [ Ty
B L AT m— U UE 1(0.4) 1(0.2)
PSR OB TAmREE 3@ ]6@3) ] 109 ________]1d9 ]
s 2 1(0.7) 1(0.4) 2(0.4)
5 1(0.7) 5(1.9) 1(0.9) 7(1.4)
S 1(0.7) 1(0.2)
N R . ) R 145.4) 10(3.9) 29(5.7)
AST (GOT) #4/11 4(1.6) 1208 le12 |
ALT (GPT) #5/in 1(0.4) 2(1.8) 3(0.6)
U U NERE 3 # D 1(0.4) 1(0.2)
i R 2(1.8) 2(0.4)
M7 AH Y RAT 7 & —LHN 1(0.4) 2(1.8) 3(0.6)
A= v 27 v — LN 1(0.9) 1(0.2)
A e v ve i 2(0.8) 1(0.9) 3(0.6)
i H L A K SR SR 0 1(0.7) 1(0.2)
i A R ERHE N 1(0.4) 1(0.9) 2(0.4)
R R AN 2(0.8) 2(0.4)
LDEMQTER 1(0.9) 1(0.2)
TR R o a1 3(2.1) 1(0.4) 4(0.8)
SRR H B 1(0.7) 3(2.7) 4(0.8)
M i ERE N 1(0.7) 1(0.4) 2(0.4)
FLER S o R 1(0.4) 2(1.8) 3(0.6)

KRBFEEELY)

HED 77V R~ A b LTLUEROOmMg(F), 7EF VU kFud & L CIEITS0mg(Jifl), 4 A7 F > —/ b L CT1ER20mgD 34| %
[RIRFIZT H2[E], 7 H R F 35

H2) 7TV RARu~<A vy b LTIEM00mg(Ff), 7EF Y Lk E LCLREITS0mg(H1l), 4 A 77—k LC1E20mgD3F#] %
[RIRFIZT H2[E], 7 H R F 5

#3) 7TV Ru~wA vy LTIES0mg(Ff), 7EF Y kR E LTLREITS0mg(H1l), 4 A 77—k LC1E20mgD3FH] %
[RIRFIZT H2[E], 7 H R H 5

) BENTHDAER AR, 8% 27 7V An~A 2 200mg(L BTG U T400mgE THER), 7EX T U VKMPT750mg,
FA S5V —A20mgx | A2[E7A MBS TH 5,
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@—2 F7EXIVYIUKMPRUIATSI—ILEDHRADEE
(BREICHT 2 EHERARERE)

FHATE 15k 473
IlE 25 DI BUE 112K 40
EIIER % OB 56
EIIE 2 DI BLIE B 2(%) 8.5
= 5 ” FEBULE F1155(%)
BIVEH S OREEE (%)
BREBLOWAERE ] 1021
DS 121 T
K R AU 1 (021)
REE 1 ©o21y ]
MERREE 11 (2.33)
FEMED F U o2y T
M L 10 (2.11)
MREEE ] 1 (021)
F 102y T
B R SR 1 (021)
ETh 1 o2y ]
L R R 29 (6.13)
MR 1 (©o2ny ]
g% 1 (0.21)
15K 1 (0.21)
T 21 (4.44)
B AE R ER 1 (0.21)
B 2 (0.42)
WP RIE A 1 (0.21)
A% 1 (0.21)
E=E 1 (0.21)
g - 1 (0.21)
ERESARSE 2 (042)
iRy 2 042 ]
BUfiR K OB FAREE 2 (04
mir 1 o2y ]
¥ 1 (0.21)
RSB L OR eMMEE ] 1 (121)
L 121 T
EHEESLOKSRRE |5 (106
RAY I E 1 o2y ]
FEH 1 (0.21)
8 3 (0.63)

(MedDRA/J Ver.8.1)
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R7EFXFSVY VKPRV SARTISY—ILF bSO LEDHADIEE

AR - BN T B B TIES08451H120561 (40.4%) IZEIER NGRS BT\ 5,

BEERTE . JUSIEE%R O H ERETIE IS B\ TRIERI3, 789651 FH 16661 (4.4%) (ZEGARRAE O B % & ite
BITEAMNRZED BN TW5,

®—1 FTEXIIYIKIPMRUSATSY—ILF I LEDFADISE (KB
RAC-1%D RAC-2"? RAC-3) RAC-4™) &3
e ST 129 123 133 123 508
RIVE FH F BB 55(%) 40(31.0) 55(44.7) 52(39.1) 58(47.2) 205(40.4)
BIVEFH O BIVE F O TR R B 5(%)
RSOV SRR L L D 2(04)
1 BR ek i 1 1(02) |
1 B E 1 1(0.2)
Mk OvREEE | V] 204
BRAIR 1 1(0.2)
= PRI IS 1 1(0.2)
i R R 2 15 4 1.9 30 (5.9)
FIPED F 1 102
WRTE S H 13 3 9 25 (4.9)
GV 3 3 (0.6)
SRR 2 2(0.4)
M OSSR 1 1(0.2)
R R R S (R 1(02)
B 1 o 102 |
mAEREE v 1(02)
EN) A R 1002) |
AR a ST sy SU 200 (39.4)
R BN 3 1 3 2 98 |
il-2h1) 7 3 1 11 (2.2)
T E R 1 1(0.2)
MR 1 1(0.2)
R 3 1 1 1 6 (1.2)
il 16 26 21 27 90 (17.7)
N RS 1 1(0.2)
WL B ! ! 2004
% 1 1(0.2)
531 1 4 5(1.0)
T 1 1(0.2)
G 1 1(0.2)
FERL 1 1(0.2)
HRfE 13 13 13 13 52 (10.2)
LD, 1 1 2 1 5 (1.0)
WEPE R A 1 1(0.2)
ERNISR 1 1(0.2)
FN% 1 2 3 (0.6)
KR 1 2 3 (0.6)
e 1 1(0.2)
AEOUOEIR 1 1(0.2)
EELSY 1 1(0.2)
1 D 5 iR 1 1 2(0.4)
L Y I A RN SR S M. (V)
JPR B S 2 2(04) |
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RAC-1"D RAC-2""2 RAC-3") RAC-4"4 it
B e OV T ek o 3 3 5 4 15 (3.0)
B S R | 1(02)
mz 1 1 2(0.4)
KRG R Z MRS 1 1(0.2)
P A 7 N 1 1(0.2)
& O PEIE 1 1 2(0.4)
35 1 1 1 3 (0.6)
AR 1 1(0.2)
EHVEE D FRIE 1 1(0.2)
HhEME RS 1 1 1 3 (0.6)
EROWREEEE L2208
HEAER 1 1(0.2)
JRELE 1 1(0.2)
ERARRORLEREE LSS R R BUSR 102)
FhiE iR 1 1(0.2)

R FEE R OB RS 3 2 2 1 8 (1.6)
""" B 204
(Y=Y 1 1 1 3 (0.6)

H 8 1 1 1 3 (0.6)

B AR A 4 8 8 16 36 (7.1)
""" ALT(GPTHEM | | 1 | 2| 306
AST(GOT)H4Hn 1 2 3 (0.6)

I LDHEE N 1 1 2(0.4)
MmE & 1 1(0.2)
A~y 27U &Y REN 1 1 3 5(1.0)
I B ER A N 2 1 3 (0.6)
PR R o HEG 1 1(0.2)
ARE 5 1 1(0.2)
U SEREOR D 1 1 2(0.4)
U REREREE N 1 1 2(0.4)
I R ERERD 1 2 3 (0.6)
M i B> 2 1 4(0.8)
H LB N 1 1(0.2)
PRV ARG 1 1(0.2)
i AL-PEE I 1 1 1 3 (0.6)
B SR 5 1 1(0.2)

KRB EELY)

D) 77V Axa~A b LTLEROOmg(F1f), 7EF T2V K E LTLETS0mg(JIff), 77 F Y —nF+ v ok LTlHE
10mgD 3% % FRFIC 1 H20E], 7 H B 05,

H2) 77V An~A e LTLE400mg(F1ff), 7EF U KR E L CLETSOmg(Iff), 77 F Y —nAF v oAk LTlHE
10mgD3F| % [FIRFIC T A20E], 70 RO B 5,

H3) 7T VYRAu~A b LTIER00mg(Hi), 7EF U kF & LCURITSOmg(Sfl), F_XF T —F hU o al LTLE
20mg D3| % [RIBFZ 1A 2[8], 7 A B 05

W) 7TV RAu~A Tl LTUEM00mg(Fi), 7EF U kF & LCURITS0mg(Sfl), X7 T =~ oAl LTLE
20mgD3F| % [RIRFZ 1A 2[8], 7 H B 05

) AKRBENRNTWAREROCHRIL, @7 7 ) Z2a~<A 2 0200mg(AEEIT G U T400mgE THIR A, 7EF 2 U LKA 750mg,
FXRTZ = MY T A10mgE 1 H2EI7TH RS CTH D,
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FRATE 115K 3,789
Bl A 2 D38 BURE Bl 5% 166
RIVE S5 DR B 195
BIVE A S DS BUE B (%) 438
BIlVE 4 O fEE RIME M S5 DFESE
RITEM & DR I BLAE 11 RIME S5 DFESE I3 BUSE ]
(H5) (%) (0 (%)
CRGYEBLOWARGE 1 0.03) | RFRESREESE 6._(0.16) |
It 2¢ 1 (0.03) iR 6 (0.16)
MRS KO RS 2 (005) | Boiids JOPCTMmMEEE ] 30 (0.79)
21, 2 (0.05) T LR — R 1 (0.03) |
MR LoesREE |1 003) | KB 3 (0.08)
& U A IE 1 (0.03) HLBE 1 (0.03)
CMERREE 24 (063) | ZOME 1 (0.03)
FEED F 2 (0.05) % 16 (0.42)
kB L 20 (0.53) EEMRE 1 (0.03)
I 3 (0.08) E AR 7 (0.18)
CMREEE L 03) | T - BHEEEES L OGO TE 5. (0.13)
IR0 A 1 (0.03) wmE 1 (0.03) |
DfpEE o1 (0.03) BRI 1 (0.03)
= 1 (0.03) TR 1 (0.03)
T 2_(005) | il (003
B 1 JE 2 (0.05) L35 1 (0.03)
(PP, WaSRE LOWEREREE |1 (003) | ER 1 (0.03)
1 e rp S 37 1 (0.03) | FEgEME 8 (0.21)
mmwE ] 105 @77) | UEET 1003 |
AR 4 (0.11) V-INE IV NG AT = 5—EHIN 2 (0.05)
P N 2 (0.05) INRHEEN 1 (0.03)
-1 2 (0.05) HLERBEE N 1 (0.03)
e 2 (0.05) R M ER AR 1 (0.03)
X 2 (0.05) 5 ifn BR e 2 (0.05)
T 80 (2.11) M7 A Y RA7 7 & —PHIN 1 (0.03)
(ERERT BRI U /Y2 1 (0.03)
RS 3 (0.08)
AR ENR 2 (0.05)
BN 4 (0.11)
1 fl3E PN A PR R 1 (0.03)
4% 1 (0.03)
0 - 3 (0.08)
M D& 2 (0.05)
Bl Y 1 (0.03)
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EHRARE. AHE. EEERVFHOAREERANOBMERARTERE
1) —RRERE (V5 RAOTA L U ERBERE)

@ EKE (ERKE) JEHERRERE
OBRRA

% B A BRI B IR E
RAENE B JE Y E 339 1 (0.30)
VRIEME 2 W i 587 10 (1.70)
J VONE ) U ONEIR 82 1 (1.22)
8 B B2 554 8 (1.44)
SME - BME R ONFAN A O — Y 836 (0.48)
I 2 YL i 8,727 52 (0.60)
JRIE %% 1,034 5 (0.48)
FEHER 1,183 (0.76)
H SR IS YE 1,805 22 (122)
BB 11 SRR IR Y E 1,164 11 (0.95)
JEGMERGR 26 0
FL P JE PR 39 0
O/hI
%o A WA ST B IET A E
FAENME B B TR E 24 0
TRAEVE B R Y 43 0
U LoNE - U UNEIR 28 0
8 R B E 54 0
SME - BVE I O AR A D Z 68 0
I S Y i 5,046 48 (0.95)
YNGR 81 0
H SR s YE 479 3 (0.63)
TEATER 76 0
B H 29 1 (345
Q@ EHHEAEREIERARRERE
AR /R AFt
e RIVE B U RIVE AR B U RIVE AR EL
IR S BIR(%) RGP SEIE(%) TGP SEBIE(%)
A B 2 12,902 1 8 ( 0.67) 5008 1 24 ( 048) 17,910 1 110 ( 0.61)
HOHER 3,990 1 42 ( 1.05) 1,056 1 30 ( 2.84) 5046 0 72 ( 1.43)
j;gggi 511 (2000 3000 81 1 ( 1250)

90




I. ££t% (FRALDFESF) ICEAIHEE

9.

10.

@ EHHEREREFRAREEE

EE)\ /N &t
R, BIVER R BL U RIVEF B e RIVEREEL
O o | TP mmmon | TP mpes
JEYE N O\FE R 3020 7 (2.32) 397 2 (5.13) 3410 9 (2.64)
;;{_Ei A (RHIRIG - 557 i 6 (1.08) 27 i 2 (741) 584 i 8 (1.37)
TEBR 2R DR R 1,208 1 13 (1.00) 200 1 (5.00) 1,318 1 14 (1.06)
LI 2237 D PR £ 1,014 1 14 (1.38) 680 1 9 (1.32) 1,694 1 23 (1.36)
L% DR B 5571 6 (1.08) 277 0 5841 6 (1.03)
WASR AR5 7 DR FB 1570 2 (127 4 0 2010 2 (1.00)
B2 K OVEZ T LR D97 B8, 1700 2 (L1Y) 451 1 (2.22) 2150 3 (140
Z DAt 1,021 ¢ 10 (0.98) 252+ 4 (1.59) 1,273 1 14 (1.10)
@ BERIEEERBIMERRIRBE
BRA /R &t
U BRI S B et BRI B e EITEFIZSEL
R s | PO mmimen | TR L epies)
i i 6,274 | 35 (0.56) 2,170 1 11 (0.51) 8,444 | 46 (0.54)
W 8,498 | 74 (0.87) 3430 1 38 (L1l 11,928 | 112 (0.94)
5 657+ 11 (1.67) 2120 4 (1.89) 869 1 15 (1.73)
ENUDEET N 1,468 1 9 (0.61) 2550 1 (0.39) 1,723 ¢ 10 (0.58)
® HEE, BREEEDIERARREE
B IR
SiE 5K BIVE S BUEF15(%) JiE B 5K RIVE A 2 BUEB1H(%)
T B DHE G 425 6 (1.41) 41 3 (71.32)
B B DHE G 153 1 (0.65) 29 0

SRBREHBRICRIZTEE
[V5)RAATA4 L 8E200mg IKIE]]

FRRRERRICRIFZTEE
NJangs2— - E0) BRRESE)

FEMYE DR R G4 T E % TIX
IREMZABRIC LD REHEZIT O %

FTUITITIS =NV EEOT O N IR TA e B —=RRT XU K, 7T Aa<w A VU EOR

T, PC-IRFBIFRERBR D ERE R RIRET 722 5 FIREMED 8> 2 72D | PC-
BITIE, D DA OFEHE T RABALEORE R THEET 5 Z &

MNEFE LUV,

BEKRS
BRE STV
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1. BRALOIFE
[V51)RAQTA4 L 8E200mg IKIE]]

14. BHLDEE

141 ERIZAEOEE

PTPEEEDIEANIPTP Y — h BBV L CIRAT 2 X 5 HET 5 2 L, PTPY— hORREIZE D | AV
N RIEREA~FIA L, FIZIXFA 2B 2 L CHRBIARSEORELRAINEZ RT3 5 5,

[D35)ZAO%A4 S UESmMg/MNERA TKIE] - KS420w F10%/MNRA TKIE]]

14. BREDIE
141 EFRMABEDEE

(%)

14.1.1 PTPEEEOHAIPTPY — SV L CRAT A L 2 ET 52 L, PTPY— hOBEEKIZE D |
BENGL AR N B R A~ A L, BICIZB 2B 2 U CHERIAR S0 EEROIHELZ R T2 2 2 03b
Do

(FSqvnv )

1412 HARFRROBAITH L DT, FUBORELZET, RSUEETHRET DO LEN D D0 I3HRE
WRTE L, TEOLEVHEONCHERT 2 50T 2 &, Fio, AR, +0ICE Y IRE S §FHT
HZ ok,

14.1.3 FREIE (AL o Py a—A AR—VEEE) TRATL2ZEITRTSZENEE LV, AR
T DERER T D DAL L Th 525, BB CIRA L7285 E 12l ERABET 52 &7
»HD,

(fi#a)

[(V51)RB<TA 2 28200mg IKIE]] 14.1,

(V5 RATA P UE0mg/NEA TKIE] - RS540y F10%/NRA TKIEL] 14.1.1

[T ROl BRI D < R A R SR AL ST SCEE OIERIC H 72 > TOQ&EAIZ DWW T CERR3IEIA1THAHTH
SHREESA S HARREKM RSS2 AR B AWM)W TR L,

(/59 RATA4 L 85E50mg/NEA TKIEE] - KS4 >0y F10%/MNRA TKIE)]
14.1.2 IV-7. FR8E R OVRfR: DR ENE SR
14.1.3 IV-8. fth#l & OFEE(L (B LFENEL) S

12. ZDMDEE

(1) BREREEAIZE D fEH
RIE SALTUVRN

(2) FEBRERERBRICE D < 1B
[451)RATA S 8E200mg TKIE]] 146~149)

15.2 JEERPRERER(ICE D < 1Bk
Z v MZTEX VU K (2,000mgkg/H) & F > Y 7T Y —)v (15mg/kg/ H UL E) O4REIDFHRE O
BHLEZRR, ROA XCTEF VY kY (500mgkg/H). T2 Y 75—/ (100mgkg/H)., 7
FV2xAm~vA Ty 25mgkg/H) OAEMOFARAFREG LR R T, 7EX T2 ) LKA BMld 5T
PERE G L72BISHRS IR D3F8 O AV TW DD, FEdIE T EX v U LKW HER BT H L= b DT
HY, EKNTHHLEZLO TN LRI TV D,
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(1)
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(1)

I ER
PLFORBRITERERS (770 258200) [27 5 ) ZREESONEH 175V A RT A 20y 710% N O
BArio# L,

RNFREHER
(VI B 5IHE | 2]
e EEHER

1) —RRRREIE
77 ) A v A DR ORGP O — B E R 2 Mt LRSS, AR R, B AR, PR -
PEER 2SR, FIEAH. T OMICK LT, BEEHAE CIIEICHEE 2 52 1ERITRD b o T,
2) BEE - +ZHBBEBICBTAAY AN Z— - EQY) BREE
(ZEXFOVY VKPRV S OV TSI—ILEDHADIEE) %
sy ALYy, TEXRVVY UK, T2V T T — L O3FIPEFIEED AR R K ONME B e R
WX T DB OV TG LR, AR AEERICE S BRI RELMEOEKIBIER 2 RS20 &
ZEZ BT,
(FEXOVY KPR UVAATSY—ILEDBHADES) 5 19
sz, TEXVV KR, AT T —LoEHEREIC L D35 ENRBRIC W
T, Fi- 72 BEH ORBUIR S ST, 3FI0FHKE 5 X 2RO Hen-oiz,
(FEXDDI)UKIPRUVSANTSY—=ILF MDD LEDHADEE)
YR L

Z DI DL
G L

=R
BER&E5EM4HR

1) —RRRREIE
ZMEFEME - LDso (mg/kg)

— el ey e BRI
] ~ 7 A6 157) F 2,740 1,030 >5,000 173
g% (ICR : 5iE i) ? 2,700 850 >5,000 195
% F [ 150 5 3,470 669 >5,000
(Wistar : 71 #5) Q 2,700 753 >5,000
" vaM)_ F 1,290 o o
. (ICR : 3 { i) el 1,230
% R 7 1,330
(Wistar : 3 H i) Q 1,270 - -

2) BAE - tHEREBICETAA) Ny 2— - E0) BREE

(TEXFIVY KPRV S Y TSIV EDHRADIEE)

Wistars2 7~ R (7 Z ) 2m <A 321,000 or 2,000mg/kg, 7 EF U Lk Fa2,000mgkeg, 7Y 7T
) —/12,000mg/kg 2 3FIOEH HLERE O 5) R OE—Z LRI (75 ) Aa~A 2 2500mgkg, 7EF TV
U kR ¥)500mg/kg, 7> Y 77 —)12,000mg/kg A 3FIOFHBERE O & 5) Tix, OFAEGIZX Vi
HERTAENHA NI Enn, 3FIPFAERGICL D BFEENEET L, Z LIV eB o,
(FEXOVY VKPR UVF A TST—ILEDHADIBE) ¥

SD%Z v b (77U Ar~A T 21,000mgkg, 7 EFxT U L KY2,000megkeg, 4 A7 Z > —/1500mg/kg
Z3FNOF A EERE O 5E) 1288\ T, 3AIFHER 512 L 287 w0 B OH5RITGRD Lo 1o,
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X. FERRHERICEAT SIRE

(TEFIDYUKIMRUESIRTSY—ILF M) LEDOBRADEZE) O

SDRT v M7 TV Aua~A )7 EXT Y KW 7 ~77 ) —vF 5 U T A01,000/2,000/0mg/kg,
1,000/2,000/250mg/kg & T*1,000/2,000/500mg/kg & HLEIFRE O e 5 L7255, WL OFRIZ B W T HAETHITRE
D HAVT ., B OB FEE1E1,000/2,000/500mg/kg L D K ToH Y | 3FIPFHIC L 2 BIEREOIX TILR S b/
Mo fe, BERMEOBEENIFOFHE GREOME TR G on, —mtErSEEEOE TH 572,

(2) RIEHEGHEMHHR
1) —HERREIE
O Skt
7 I 2avwA LU ERAT M (12.5~800mg/kg/ H) . ST v ' (12.5~200mg/kg/H) . e —
Z LRI (6.25~400mg/kg/ H) . $hH E— 7 LK1 (30~300mg/kg/H) . 119 (25~400mg/kg/H) 1228 H
R A G L2 akBRIC WL BAEMIC 1T 5 sl ERECTAST, ALTO ERSE, /-, 957 v M &R
< KRB O T E BT OMBZ LSRR DS, 2D OZABITARIKIC X v BIE-EN 2R L,

i e 5111 MR 2R (mg/kg/H)
JR# T~ K (Wistar) 28 H [ 50
$h#Z » b (Wistar) 28 H [ 50
R X (Beagle) 28 A M 6.25
A X (Beagle) 28 A [H 100
H# /L (Cynomolgus) 28 H [t] 25

@ 1Bt
7T Y An<A T EWistarsg 7 > B9 (1.6~200mg/kg/H) ., B — 7L K1 (0.8~100mg/kg/H) ., H L1
(25~100mg/kg/H) 126 % A MR OB L-sBRIc B\, fAMEREN: & ARSI OB\ E N A b7
M. RIRIZ K 0 EEEA 2R LT,

[ILZEE 541 M aE (mgkg/H)
Z vk (Wistar) 6% HH 8
4 X (Beagle) 64 HH 4
#/L (Cynomolgus) 61 A 25

2) BES - THEBEBICEBTAEA) Ny 2— - EQ ) BREAE

(TEXDVY KPRV Y TS IY—ILEDFHRADISE)

Wistarsa 7 » R0 (7 Z ) 2~ A 3 2200mgkg/H, 7EXT U L KPS00mgkeg/H, 7>/ T T —
V50mg/kg/ B 2 3RI0FA4ERRR D #5) KO —27 LR (77 ) 2a~A v 25mgkg/H, 7TEFT U
»KFI500mg/ke/ H, T > 7T Y — 1 100mg/kg/ H 2 3K 0F 4R O £5) <Tix, OFHELIC X0 #i-
WCHERENHONRN-TZ Db SHIPFHATGIZ L0 HEERHEES L Z & idhneB 2 b,
(TEXDVY VKPRV FT A TS I—ILEDHADISE)

SD%T v h (75 ) 2m~A 2 200mgkg/ H, 7EFXT Y L kF#3T5Smgkg/ B, A7 7V — )L
10mg/kg/ H Z3410F 4B RIR N 5) RO —2Z LK (75 2ua~<A 2 25mgkg/H., 7TEXFT U v
AKFH500mg/kg/ H, A A 7°Z ' — ) V5mg/kg/ H 2 35104 R 08 5) 1280\, 3FI0FA# G-I L 0 FiE
FTRDNFEFITIERENT Y . THILERWEITC 2B AR oD 2 L3k oT,
(TEFXFIDYUKIMRUESIRTSY—ILF M) LEDOBRDEE) 7

SD%RT v M7 Z VA~ v/ TEXT VU KW T X777 —)vF N U 7 A050/1,000/0mg/kg.,
50/1,000/1mg/kg, 50/1,000/5mg/kg K 1¥50/1,000/25mg/kg % 418 8 SAERE 1 % 5 L7255, 50/1,000/25mg/kg % 5-
FEOMEIZ N T, (KREKOEREDRED 72 & ORBIRBOE N, FITZIUE I IHEIMEOIK T, H7RM,
THEORRRRE & Vo o —BRIEDOZ LR RBO b, £ T, 77V RAa~wAf Ty, TEFXFTVTY VKR
MO EEEZDHZEIZEST, ZUOOFANEDLLNE S NERFT 57012, FIZSDERT v MZ
SNF 5 F R U RS, 25mgkg, 7T U AR~A LT EF VLY VKR T RT T S R
7 10> 125/400/0mg/kg, 125/400/5mg/kg K TN125/400/25mg/kg % 438 fE S 18 7% O ¥ 5 L 7= 45 5. 125/400/25mg/kg
BHREOMEIZIN T, RKBREOE(LNOOM S L KR AT FRHE OB E O ZEHE 1D EBIRED B vz, 70k,
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X. FERRHERICEAT SIRE

WTNDOFIZEB W THIRETEDIIRO bR oTz, Flo, E—=T AR TV Aa~v A T U/ TEF Y
U KFM T X7 T ) — ) kY 7 A D0/0/5mg/kg., 0/0/20mg/kg. 25/500/5mg/kg K UR25/500/20mg/kg %4 H
MEERARS Lz, 2B, BEICELTI, 7EF VI kM E T_XTF T —F ~ U v L0514
IR ) 2~ A Lo 2G5 Li-, ZOR5, 25/50020mg/kg #%5-HECIN T, $5-3011 gk o 48
FEORMBAEER SNz, 728, EHORAME XA A R H 2\ VMEB TH - 7228, 28l LIERE 3 2 E 28
H 5, BSHMOEREICH:-> THERT 5 Z & idedo Tz,

(3) EinEMEHER

(4)

(5)

O EEFME

1) A %2 W 718 IR 22 oR R B3R (AmesikBR ., invitro) . Z99RZE 53 %EE?% (invitro) F oy f =— AN A
A K =R A O T2 Qe B R B ERER (invitro) . ~ » A OF HiMIR/ MERRERT | T O AmesikER
(invitro) Z17-7=2'7, Zh bk 77 Y 2~ A //&U%OD{JWW (22 B i?&\&) LRI T,

2) TEXFVVI VKR OT ) 77— & DPFHOEET
7o) ARy TEXVVY KW, TV T T = O3FIGEH O GT/MERER (ICRZE~
U AEHEHI) AT o 7oy, PR REFHRIEM (invirro) K ORSEARILEIER (invitro) 13380 H L7203 >
776

3) TEXVVU VKR OA AT T — v EDOFHOEAETD
77V A~y TEXFVVY VKT, AT T — L O3FNPFARE D &G C/MERBR (ddY Rt~
U R BRI AAT o 72, Y KR EEREN (nvitro) 133D bNT, BHHIC L DB RIFMEDOIEILR
WweEzohiz,

4 TEXIVY VKR RNTRT T = R U A EORHOEHAET
77V ARy, TEXVVY UKW, TXT T — ) b U o LAO3FIGERE O 5 CCHOMAE %
FHUN-HGPRTHIHE & R - 2R E BRR 21T - T2, T OFEE, SOmixfifE F M OFEFEE FICBW T, 977
f%w+%uvbﬁﬁ\&?U1mv4yy&w?%%yvvymﬁ%®ﬁwmﬁ7?)1mv4vx
TEXVVY VK EONT RT T ) b U T AOIFIN I L 2B T RARERFRIERTE D LR
hot-, -, i~ 227 7V 20~V TEXTIY VAKMBTRXT T —F b ) N
500/500/125mg/kg. 1,000/1,000/250 mg/kg, 2,000/2,000/500mg/kg. 2,000/2,000/750mg/kg% 2 H 17 1 # 5-

L\ﬁa” % Ye (KB H RAE O 2/ IMERBRIC L W BF Uiz, TORER, 3FIFHOKEH®ET
HEBEICB T DY EEFRIERITIA DN o T,

MNA R ER

MY ERe L

ATEREFMEAER

OR 8 =G) QO AR IR
Wistarsz 7 > b (10~125mg/kg/H, #1) Tik, BB OEHERE L ORI OAAF - BRI TR D bl
9, MR THEMW) C35mg/keg, RIETI25mgkgd Bz b,

Q #EAIN 53 ER
Wistar;z 7 ~ 19 (10~160mg/kg/H, #0) KOT7HF8D (10~125mg/kg/H., #&H) TiE, MEFEEITR
O LI o T,
SN l%"#éﬁ%f&@i5&%¢ﬁ%éw>ﬂwﬁ/b(w~wmg@m\ﬁm)&wan+v
wx(w~ummy@5 FEH) ITBWT, ENENHEMICHEEDNH b D RmHET, 7 v MEIRIC
D R B KO~ 7 AR IR Dﬁﬁ NRO BN, £z, Hb (35~T0mg/kg/H . %D)W%PT t@
WNZEMED & 5 AL 5 70mg/kg/ H T, IBIH IBNARIKE ORI LTz s, bR, Wls, B8 ()
OO oo, HEEBEEILT v T40mg/ke., ?%%ft@%%myg\hﬁum@@k%x%nto

@ JEPEM B O L -5 ™)
Wistarsz 7 > & (10~160mg/kg/H) TlE, EWOITHE) - FZEEIHEBITRD b o7, Mg E e I H)
W, PEIR L H4omgkgl &z BTz,
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X. FERRHERICEAT SIRE

(TEXIDI KPRV S OV TSIV—ILEDHRADES)
IR - BRI A BE T 5 B8
Wistars2 7 > b OEREMS (FEIR6H~17H) (2, 7 7V Au~x A vy TEXFIV I K, 707
T =N DOWTIOREMEL 52 K> THREWH 5 VI - IBEOREICHREOEENL LN D B (7
ZYAa~wA v 160mgkg/ H, 7EFT U L KRFIYS500mgke/H, 7> Y 77V —/L50mg/kg/H) T3HI0F
HARAHEEG LG, REOZBITEMRIN D05, RIS L TEBFER & 2 WITREGEEITI RS RN EE
b,

(TEXFIDY VKPR UFTATSV—ILEDHRADIEE)
MR L

(TEXFIVYKIPRUISIANT SV —ILF M) D LEDOBHRADIESE)
YRR L

(6) BFAIMIERER
LB L

(7) OO F%ENE

@ B
ENLEY NTORHWET T 7 4 F7F v —Kbh, ZHKET 7 1 7% — (PCA : passive cutaneous
anaphylaxis) SO, #2fl7 LV —FOG GBIERZEROG) . U3 TOZH MEREERIG, 7 V5 ARG,
7w FPCARISIZ D EMRFT LICHER, WIhbRIETHY, 77V 2~ A U THRMIEITEED bz do
7=

O BRI HRTDH1EH
Dutchffi 7 189|229 H ik M # 5 (40, 160mg/kg/H) L. HAERICKITTRHEL R Lo/ R, 28I
O OHNIRNoT=, iz, BTy MIIZ30H B O&E (200, 400mg/kg/H) L. BERRICKITTHEL K
FFLTCRER, BT O b o7z,

@ Rz xtd 5176/
Wistarst 7 v b & HIO TR REIEE R R RITT B EZRF LR, 77 ) A~ o RERE
(500mg/kg/H) 1250 JFF k7 2 — LP-450DHEMNS R B 4172189,

@ BEMizxtd H7EH
Wistarsz 7 > MMZZ T U 2m~A 2 2500mg/kg/ H 221 HERR O #G U, BIBIC XIFZ 3528 % Mgt U 7ofs 5.
REKERGTHEMOBREL OREICKZTERIRE CH -2, £z, 7o REKOZ Vo —
M X B BIEET v MIT HAREBOEEZRE LG R, BREZEOHEMBIERITED bz -721%,
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X. EEHNERICET SHE

1. HFXHS
B H 5 U R~ A UBE200mg [RIE] ALFEEESELT
7)) Au<A T UEESOmg/NEA TRIE] AL7SEES LY
77 ) 2w RI4 00y 710%NEH TRIE] AUGZEER T
) EE-IERSEOLTEICLVERT &
BRIRGy 77V ALy WTROBRKIKGICHEEY Lk

2. AHHF
RN - 347

3. BENRETOIE
EIRARAT

4. BFEVWEDIE

20. IRV EDFE
(FSq4>ny )
T o —adEREEIL, BRAERT T L CTRETH L,

5. BERITEM
<THDOLED : HY
BEMERLTA R 2L
Z DO BE T ER
77V A~ RIA4 vy 710%NEH TRIE] ZRASNTHD H~
[XII-2. ZOfOBEEE DOESH

6. R—M7 - BExhEE
[Fl— %5y 38 - 77)xﬁﬂm 7 Z ) ABESONRH, 7 F UV ART A va w7 10%NEH

7. ERSEEEAH
19894E7H 17H

8. %ﬁ,ﬁﬁ%ﬁmmﬂiﬁ H&Uﬁﬂllﬁ%?s %1@%—%”l$&.ﬂiﬁ H ﬁ%‘.ﬁﬁt‘lﬁﬂiﬁ H

e LEIR B A H K SEAMFEENGAE A H e BAAAEH B
770 AmvA vV 2022427 15H 30400AMX00048000 20224E6 A 17H 20224E6 7 17 H
200mg [ KIE

7S5y zua~<wA T UbE

SOmg/ MR TR 202242 A 15 H 30400AMX00050000 20224F6 A 17H 20224F6 A 17H
A
A vay 7 10% /08 A 202242 A 15 H 30400AMX00051000 20224F6 A 17H 20224F6 A 17H
[KIE ]
9. MEEXIEHMREM. AERVHEZEFENEFOEABRUZTDAR
BAROANA

10. BEERR. BMEHERARFEABRVEORE
L7
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X. EEWEIEICRHT HIEH

1. BEEHME
FE L

12. H¥EHRIHIRICET 51EH
RIS H6 H AT JEA A SR 1075 (SE @ WRkK204E3 H 19 H f+F JEA G 5 e597 ) @ THH- R
WZ EBRAERIT HNTWAESS ] ITIEFEH L,

13. £iEa—FK
. GBI SRR E | EBERSa— R ; Lt 7 F B
5 X . . HOT (9 g e -
B A IR PR S = — R (YI=—F) (o) & LA T M a— R
= 1) Z AVZ
s 7V ARA Y 6149003F2283 6149003F2283 129092901 622909201
200mg [KIF
77 ) Ar~A VU
Somg/NAH TR 6149003F1015 6149003F 1252 129093601 622909301
VAN (A N
A4 a7 10% /N E A 6149003R 1240 6149003R 1240 129094301 622909401
[KIE)

14. RIFWETLDEE
77 An~A T Uo88200mg [RIE], 77V A~ RI4vmy710%0NEH TKIE] :
FEMERLTH Y . DERIICB T D% IEEMLITEEY LA,

77 Ar~vA T UEES0mg/NEH TRIE) -
PN L OBRRBEIGTH D,
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W54 BIAXIN

FIFE - ks BIAXIN Filmtab (250mg#E, 500mgfE) . BIAXIN XL Filmtab (500mgf) . % 1 &7 I BIAXINGE R,
FETEF 19914F

BRE ST AN

1.1 Acute Bacterial Exacerbation of Chronic Bronchitis

BIAXIN (Filmtab, Granules) and BIAXIN XL Filmtab are indicated in adults for the treatment of mild to
moderate infections caused by susceptible isolates due to Haemophilus influenzae, Haemophilus parainfluenzae,
Moraxella catarrhalis, or Streptococcus pneumoniae [see Indications and Usage (1.9)].

1.2 Acute Maxillary Sinusitis

BIAXIN (Filmtab, Granules) and BIAXIN XL Filmtab (in adults) are indicated for the treatment of mild to
moderate infections caused by susceptible isolates due to Haemophilus influenzae, Moraxella catarrhalis, or
Streptococcus pneumoniae [see Indications and Usage (1.9)].

1.3 Community-Acquired Pneumonia

BIAXIN (Filmtab, Granules) and BIAXIN XL Filmtab are indicated [see Indications and Usage (1.9)] for the

treatment of mild to moderate infections caused by susceptible isolates due to:

- Haemophilus influenzae (in adults)

- Haemophilus parainfluenzae (BIAXIN XL Filmtab in adults)

- Moraxella catarrhalis (BIAXIN XL Filmtab in adults)

- Mycoplasma pneumoniae, Streptococcus pneumoniae, Chlamydophila pneumoniae (BIAXIN XL Filmtab [in
adults]; BIAXIN Filmtab and BIAXIN Granules [in adults and pediatric patients])

1.4 Pharyngitis/Tonsillitis

BIAXIN Filmtab and BIAXIN Granules are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to Streptococcus pyogenes as an alternative in individuals who cannot use first line
therapy.

1.5 Uncomplicated Skin and Skin Structure Infections
BIAXIN Filmtab and BIAXIN Granules are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to Staphylococcus aureus, or Streptococcus pyogenes.

1.6 Acute Otitis Media
BIAXIN Filmtab and BIAXIN Granules are indicated in pediatric patients for the treatment of mild to moderate
infections caused by susceptible isolates due to Haemophilus influenzae, Moraxella catarrhalis, or Streptococcus

pneumoniae [see Clinical Studies (14.2)].

1.7 Treatment and Prophylaxis of Disseminated Mycobacterial Infections

BIAXIN Filmtab and BIAXIN Granules are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to Mycobacterium avium or Mycobacterium intracellulare in patients with advanced HIV
infection [see Clinical Studies (14.1)].

1.8 Helicobacter pylori Infection and Duodenal Ulcer Disease

BIAXIN Filmtab is given in combination with other drugs in adults as described below to eradicate H.pylori. The

eradication of H.pylori has been demonstrated to reduce the risk of duodenal ulcer recurrence [see Clinical

Studies (14.3)].

-BIAXIN Filmtab in combination with amoxicillin and PREVACID (lansoprazole) or PRILOSEC (omeprazole)
Delayed-Release Capsules, as triple therapy, are indicated for the treatment of patients with H.pylori infection
and duodenal ulcer disease (active or five-year history of duodenal ulcer) to eradicate H.pylori.

- BIAXIN Filmtab in combination with PRILOSEC (omeprazole) capsules are indicated for the treatment of patients
with an active duodenal ulcer associated with H.pylori infection. Regimens which contain BIAXIN Filmtab as the
single antibacterial agent are more likely to be associated with the development of clarithromycin resistance among
patients who fail therapy. Clarithromycin-containing regimens should not be used in patients with known or
suspected clarithromycin resistant isolates because the efficacy of treatment is reduced in this setting.
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2.1 Important Administration Instructions

BIAXIN Filmtab and BIAXIN Granules may be given with or without food.

BIAXIN XL Filmtab should be taken with food. Swallow BIAXIN XL Filmtab whole; do not chew, break or
crush BIAXIN XL Filmtab.

2.2 Adult Dosage
The recommended dosages of BIAXIN Filmtab and BIAXIN XL Filmtab for the treatment of mild to moderate
infections in adults are listed in Table 1.

Table 1. Adult Dosage Guidelines

BIAXIN Filmtab BIAXIN XL Filmtab
. Dosage Duration Dosage Duration
Infection (every 12 (days) (every 24 (days)
hours) hours)
Acute bacterial exacerbation of chronic 250 to
. 7°-14 1 gram 7

bronchitis 500 mg?
Acute maxillary sinusitis 500 mg 14 1 gram 14
Community-acquired pneumonia 250 mg°® 74-14 1 gram® 7
Pharyngitis/Tonsillitis 250 mg 10 - -
Uncor.nphcated skin and skin structure 250 mg 714 i )
infections
Treatment and prophylaxis of
disseminated Mycobacterium avium

: .. . 500 mg® - - _
disease [see Dosage and Administration
(2.5)]
H.pylori eradication to reduce the risk
of duodenal ulcer recurrence with
amoxicillin and omeprazole or 500 mg 10-14 - -
lansoprazole [see Dosage and
Administration (2.3)]
H.pylori eradication to reduce the risk
of duodenal ulcer recurrence with 500 mg every 14 i i
omeprazole [see Dosage and 8 hours
Administration (2.3)]

3 For M.catarrhalis and S.pneumoniae use 250 mg. For H.influenzae and H.parainfluenzae, use 500 mg.

b For H.parainfluenzae, the duration of therapy is 7 days.

¢ For H.parainfluenzae and M.catarrhalis use BIAXIN XL tablets only.

4 For H.influenzae, the duration of therapy is 7 days.

¢ BIAXIN therapy should continue if clinical response is observed. BIAXIN can be discontinued when the
patient is considered at low risk of disseminated infection.

2.3 Combination Dosing Regimens for H. pylori Infection

*Triple therapy: BIAXIN Filmtab/lansoprazole/amoxicillin
The recommended adult dosage is 500 mg BIAXIN Filmtab, 30 mg lansoprazole, and 1 gram amoxicillin, all
given every 12 hours for 10 or 14 days [see Indications and Usage (1.8) and Clinical Studies (14.3)].

Triple therapy: BIAXIN Filmtab/omeprazole/amoxicillin
The recommended adult dosage is 500 mg BIAXIN Filmtab, 20 mg omeprazole, and 1 gram amoxicillin; all
given every 12 hours for 10 days. In patients with an ulcer present at the time of initiation of therapy, an
additional 18 days of omeprazole 20 mg once daily is recommended for ulcer healing and symptom relief [see
Indications and Usage (1.8) and Clinical Studies (14.3)].

*Dual therapy: BIAXIN Filmtab/omeprazole
The recommended adult dosage is 500 mg BIAXIN Filmtab given every 8 hours and 40 mg
omeprazole given once every morning for 14 days. An additional 14 days of omeprazole 20 mg once
daily is recommended for ulcer healing and symptom relief [see Indications and Usage (1.8) and Clinical
Studies (14.3)].
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2.4 Pediatric Dosage

The recommended daily dosage is 15 mg/kg/day divided every 12 hours for 10 days (up to the adult dose). Refer
to dosage regimens for mycobacterial infections in pediatric patients for additional dosage information [see
Dosage and Administration (2.5)).

2.5 Dosage Regimens for Mycobacterial Infections

For the treatment of disseminated infection due to Mycobacterium avium complex (MAC), BIAXIN Filmtab and
BIAXIN Granules are recommended as the primary agents. BIAXIN Filmtab and BIAXIN Granules should be
used in combination with other antimycobacterial drugs (e.g. ethambutol) that have shown in vitro activity against
MAC or clinical benefit in MAC treatment [see Clinical Studies (14.1)].

Adult Patients

For treatment and prophylaxis of mycobacterial infections in adults, the recommended dose of BIAXIN is 500 mg
every 12 hours.

Pediatric Patients

For treatment and prophylaxis of mycobacterial infections in pediatric patients, the recommended dose is 7.5
mg/kg every 12 hours up to 500 mg every 12 hours. [See Use in Specific Populations (8.4) and Clinical Studies

(14.1)].
BIAXIN therapy should continue if clinical response is observed. BIAXIN can be discontinued when the patient

HER OHE
(m3%)

is considered at low risk of disseminated infection.

2.6 Dosage Adjustment in Patients with Renal Impairment
See Table 2 for dosage adjustment in patients with moderate or severe renal impairment with or without
concomitant atazanavir or ritonavir-containing regimens [see Drug Interactions (7)].

Table 2.BIAXIN Dosage Adjustments in Patients with Renal Impairment
Recommended BIAXIN
Dosage Reduction
Reduce the dosage of

Patients with severe renal impairment (CLc of <30 mL/min)

BIAXIN by 50%
Patients with moderate renal impairment (CLcr of 30 to 60 mL/min) taking Reduce the dosage of
concomitant atazanavir or ritonavir-containing regimens BIAXIN by 50%
Patients with severe renal impairment (CLe of <30 mL/min) taking Reduce the dosage of
concomitant atazanavir or ritonavir-containing regimens BIAXIN by 75%

Drugs@FDA  [BIAXIN® (AbbVie Inc.), 2019429 A 27T <https://www.accessdata.fda.gov/drugsatfda_docs/
1abel/2019/050662s5061,050698s041,050775s0291bl.pdf> (20234F4HA3HT 7 & A)] LD

AINZB T 28T R, HELXOHEIZLLTOEY TH Y | SETORRIRDIL & 1TERR D,
[(V51)AATA L 2iE200mg [KIE]]
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O— R AE
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TS5 XTE
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FDA CKRETAT CEOFLH)
8.1 Pregnancy

Risk Summary
Based on findings from animal studies, BIAXIN is not recommended for use in pregnant women except in clinical
circumstances where no alternative therapy is appropriate. If pregnancy occurs while taking BIAXIN, the patient
should be apprised of the potential hazard to the fetus [see Warnings and Precautions (5.7)].
Limited data from a small number of published human studies with Biaxin use during pregnancy are insufficient to
inform drug-associated risks of major birth defects, miscarriage, or adverse maternal or fetal outcomes. In animal
reproduction studies, administration of oral clarithromycin to pregnant mice, rats, rabbits, and monkeys during the
period of organogenesis produced malformations in rats (cardiovascular anomalies) and mice (cleft palate) at
clinically relevant doses based on body surface area comparison. Fetal effects in mice, rats, and monkeys (e.g.,
reduced fetal survival, body weight, body weight gain) and implantation losses in rabbits were generally considered
to be secondary to maternal toxicity (see Data).
The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2% to
4% and 15% to 20%, respectively.
Data
Animal Data
Animal reproduction studies were conducted in mice, rats, rabbits, and monkeys with oral and intravenously
administered clarithromycin. In pregnant mice, clarithromycin was administered during organogenesis (gestation day
[GD] 6 to 15) at oral doses of 15, 60, 250, 500, or 1000 mg/kg/day. Reduced body weight observed in dams at 1000
mg/kg/day (3 times the maximum recommended human dose [MRHD] based on body surface area comparison)
resulted in reduced survival and body weight of the fetuses. At > 500 mg/kg/day, increases in the incidence of post-

109



XI. &&8#H

implantation loss and cleft palate in the fetuses were observed. No adverse developmental effects were observed in
mice at < 250 mg/kg/day (< 1 times MRHD based on body surface area comparison).

In pregnant Sprague Dawley rats, clarithromycin was administered during organogenesis (GD 6 to 15) at oral doses
of 15, 50, or 150 mg/kg/day. Reductions in body weight and food consumption was observed in dams at 150
mg/kg/day. Increased resorptions and reduced body weight of the fetuses at this dose were considered secondary to
maternal toxicity. Additionally, at 150 mg/kg/day (1 times MRHD based on body surface area comparison), a low
incidence of cardiovascular anomalies (complete situs inversus, undivided truncus, IV septal defect) was observed in
the fetuses. Clarithromycin did not cause adverse developmental effects in rats at 50 mg/kg/day (0.3 times MRHD
based on body surface area comparison). Intravenous dosing of clarithromycin during organogenesis in rats (GD 6 to
15) at 15, 50, or 160 mg/kg/day was associated with maternal toxicity (reduced body weight, body-weight gain, and
food consumption) at 160 mg/kg/day but no evidence of adverse developmental effects at any dose (< 1 times
MRHD based on body surface area comparison).

In pregnant Wistar rat, clarithromycin was administered during organogenesis (GD 7 to 17) at oral doses of 10, 40, or
160 mg/kg/day. Reduced body weight and food consumption were observed in dams at 160 mg/kg/day but there was
no evidence of adverse developmental effects at any dose (< 1 times MRHD based on body surface area
comparison).

In pregnant rabbits, clarithromycin administered during organogenesis (GD 6 to 18) at oral doses of 10, 35, or 125
mg/kg/day resulted in reduced maternal food consumption and decreased body weight at the highest dose, with no
evidence of any adverse developmental effects at any dose (< 2 times MRHD based on body surface area
comparison). Intravenously administered clarithromycin to pregnant rabbits during organogenesis (GD 6 to 18) in
rabbits at 20, 40, 80, or 160 mg/kg/day (> 0.3 times MRHD based on body surface area comparison) resulted in
maternal toxicity and implantation losses at all doses.

In pregnant monkeys, clarithromycin was administered (GD 20 to 50) at oral doses of 35 or 70 mg/kg/day. Dose-
dependent emesis, poor appetite, fecal changes, and reduced body weight were observed in dams at all doses (> 0.5
times MRHD based on body surface area comparison).

Growth retardation in 1 fetus at 70 mg/kg/day was considered secondary to maternal toxicity. There was no evidence
of primary drug related adverse developmental effects at any dose tested.

In a reproductive toxicology study in rats administered oral clarithromycin late in gestation through lactation (GD 17
to post-natal day 21) at doses of 10, 40, or 160 mg/kg/day (< 1 times MRHD based on body surface area
comparison), reductions in maternal body weight and food consumption were observed at 160 mg/kg/day. Reduced
body-weight gain observed in offspring at 160 mg/kg/day was considered secondary to maternal toxicity. No adverse
developmental effects were observed with clarithromycin at any dose tested.

8.2 Lactation
Risk Summary
Based on limited human data, clarithromycin and its active metabolite 14-OH clarithromycin are present in human
milk at less than 2% of the maternal weight-adjusted dose (see Data). In a separate observational study, reported
adverse effects on breast-fed children (rash, diarrhea, loss of appetite, somnolence) were comparable to amoxicillin
(see Data). No data are available to assess the effects of clarithromycin or 14-OH clarithromycin on milk production.
The development and health benefits of breastfeeding should be considered along with the mother’s clinical need for
BIAXIN and any potential adverse effects on the breast-fed child from BIAXIN or from the underlying maternal
condition.
Data
Human
Serum and milk samples were obtained after 3 days of treatment, at steady state, from one published study of 12
lactating women who were taking BIAXIN 250 mg orally twice daily.
Based on the limited data from this study, and assuming milk consumption of 150 mL/kg/day, an exclusively human
milk fed infant would receive an estimated average of 136 mcg/kg/day of clarithromycin and its active metabolite,
with this maternal dosage regimen. This is less than 2% of the maternal weight-adjusted dose (7.8 mg/kg/day, based
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on the average maternal weight of 64 kg), and less than 1% of the pediatric dose (15 mg/kg/day) for children greater
than 6 months of age.

A prospective observational study of 55 breastfed infants of mothers taking a macrolide antibacterial (6 were
exposed to clarithromycin) were compared to 36 breastfed infants of mothers taking amoxicillin. Adverse reactions
were comparable in both groups. Adverse reactions occurred in 12.7% of infants exposed to macrolides and included
rash, diarrhea, loss of appetite, and somnolence.

Drugs@FDA [BIAXIN® (AbbVie Inc.), 201949 A tiZ] <https://www.accessdata.fda.gov/drugsatfda_docs/
1abel/2019/0506625061,050698s041,050775s0291bl.pdf> (2034F4HA3A T 7 & A)] LD

A —A NZ U7 D43%E (The Australian categorisation system for prescribing medicines in pregnancy)
B3 (202344 H)
Drugs which have been taken by only a limited number of pregnant women and women of childbearing age, without
an increase in the frequency of malformation or other direct or indirect harmful effects on the human fetus having
been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of which is
considered uncertain in humans.

Prescribing medicines in pregnancy database (Australian Government) <https://www.tga.gov.au/products/medicines/find-

information-about-medicine/prescribing-medicines-pregnancy-database > (202344 H3H 7 7 & R) XV

(2)/NREFIZEY HiEH
AIZRT D 19.7 /WNRE) OHEOFTHIFILLTOMEY TH Y | KEOERMNCE L TR D,

9.7 /MR
RHARE R RO AR 2% 5 & U2 BR BRI SR L T,

i FLENE
KE DR CE 8.4 Pediatric Use
(201949H4) The safety and effectiveness of BIAXIN Filmtab and BIAXIN Granules have been established for the

treatment of the following conditions or diseases in pediatric patients 6 months and older.

Use in these indications is based on clinical trials in pediatric patients or adequate and well-controlled
studies in adults with additional pharmacokinetic and safety data in pediatric patients:

- Pharyngitis/Tonsillitis

- Community-Acquired Pneumonia

- Acute maxillary sinusitis

- Acute otitis media [see Clinical Studies (14.2)]

-Uncomplicated skin and skin structure infections

The safety and effectiveness of BIAXIN Filmtab and BIAXIN Granules have been established for the
prevention of disseminated Mycobacterium avium complex (MAC) disease in pediatric patients 20 months
and older with advanced HIV infection. No studies of BIAXIN for MAC prophylaxis have been performed
in pediatric populations and the doses recommended for prophylaxis are derived from MAC pediatric
treatment studies.

The safety and effectiveness of BIAXIN XL Filmtab in the treatment of pediatric patients has not been
established.

Safety and effectiveness of BIAXIN in pediatric patients under 6 months of age have not been established.
The safety of BIAXIN has not been studied in MAC patients under the age of 20 months.

Drugs@FDA [BIAXIN® (AbbVie Inc.), 2019459 A 2Z7T <https://www.accessdata.fda.gov/drugsatfda_docs/
1abel/2019/050662s5061,050698s041,050775s0291bl.pdf> (20234F4H3A T 7k A)] LV
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