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I. BEICEYTSEE

1. FARDEE
AT, 7TV Aa~A Ly EADRY ET B~ 0 T4 NRFUEMERAITSH 5.
(7 F ) 2a~A v 50mg MEHTAHET]] RO 177U Zu~A & fE 200mgl HET ] 1%,
HETHRAS DRI ER R & U TRHBEZMm L, HELORRTEZRE, RERR, £hFEn
Al SRR 2 520 L. 2006 4 3 A 15 HIZ/KGBZ HUF, 2006 4F 7 7 7 HICHE2Bta Lo, (R
%5 0331015 5 (CERK 1743 H 31 H) (CHSEARHFE

BhEe TR, MIEM OCHEOENEIL, UTORKETH 5,
ARREAH | B RNEESUTRNR, MIEKL O BB
BIES - + HBEEICBT~Y ans 22— vn VEMEICBITS 17

ﬁ?;i 200mg | 7V AuwA Ty TEXFTVI VKNI ROF AT T = AFHOSE
D 5K O BB

2009 | [ RIS R SIEGRE (A ) IS i~ 2" F U AT

10860 |P8 | vuar Ly s (MAC) ) OMELEAE. EROHEEN

15?2?5 200mg | [FEREIEMERIEL BIE | ORIRE TR, IR O R

2010 7 U =Ry 5 — - n U RYE - 8 MALT U > /S8, F6fe e L/ i

10 A 29 0 | 200ME | ppwerres  m e Rt 5 PURBEEOTAIR IS | OBNEE AN L E
7ﬁgf; 200mg | [~V TRy H— o Em Y RUSE) 1T B R R O R

2013 4E 900 NV anNyZ—'a JRIYE : ~NJ anxsZ—. o U REEEK] O
6 418 ME | B3 EE

2. BROAERFHRETE

(1) KANZ, 77V Aa~A T 2HGOMneTo~vr70T 4 FRUVEBMERFTH S,

(2) ERZEWEHLE LT, vavy, 7FH 74 7% —, QT E., L= (Torsade de pointes % &
Te), DEEAMEY, BUENFA, NFEREREE . SyE, IFAS, f/isd . ek itEgm, A
MERED . MERERIERIE, o R EEAEREIAE (Toxic Epidermal Necrolysis : TEN) . FZf&H55HR
JEWERE (Stevens - Johnson SEMWERE) . ZIEALEE, PIE JEMERE - MIEMERIZS, AIEVERIGSR, HmPE
KIFge, BAUHEMEE, K8, SPEBREE, RMEMEMEBR, IgA M& R, FAIMBBUEEBRE
PGSV D, (VL 8. (1) FEKRZREIEM & WIHER | DEHZH)

3. BRORFFENE
(1) PTP > — NIy Far bu— a7\, 18I EIRN4. GEEeRor L,

4. BEMERICEL TAMIRERHE

T B B b

RO 1 T | A b BRE
RMP fiis

EMO Y 2 RAMEEB Y LT |

R STV B b

S RHEE A A <9 A i

R o B FEE i




5. REBEHRURE - A LOHIREIER
(1) RBEH

LR
(2) & - ERLOHREIE

Y L7

6. RMP D=
LR



I. &WICEYTSER

1. B5EA

(1) M4
7V Aua~vA o8 50mg /MNEHTHIET
7 An~A T8 200mg [HETL)

(2) *4
Clarithromycin Tablets for Pediatric
Clarithromycin Tablets

(3) AMDOHBE
—fx4 LV
2. —&4

(1) M& (WwAE)
770 Aa~A v (JAN)
(2) #4 (WMAE)
Clarithromycin (JAN, INN)
(3) AT L (stem)

=

Streptomyces J& 1 FEAT HHAEME © -mycin

3. EEXANETRERX
et

4. PFXRUVHFE
3 CssHeoaNO1s
1B 1 747.95

5. 24 (k) XEFXE
(2R 3S54S5R6R8R10R11R12S13K)-5-(3,4,6-Trideoxy-3-dimethylamino- 8 -p-xylo-
hexopyranosyloxy)-3-(2,6-dideoxy-3- C-methyl-3- O-methyl- « -1-ribo-hexopyranosyloxy)-
11,12-dihydroxy-6-methoxy-2,4,6,8,10,12-hexamethyl-9-oxopentadecan-13-olide (IUPAC)

6. 4. A4, BS. B5ES
W5 - CAM



. HHEP BT SHER

1. YE{LFHER

(1) 9 - 1R
AEOREIEOBAR T, WITEY, (KGTERTHD,)
(2) Bfafk

TR IEZ BBV LICROREITROT, AF =, = —)L (95) TP mTF LT —T )L
WCIEITHIZ S K, KITIEE A EBET 20,
(3) WiEtE
MUERR L
(4) AR (SRR, B, BER
Bl 0 220~227C
(5) BRIGEBEMTEHR
MUERR L
(6) HERFEY
MUERR L
(7) TOMDELTRIEE

FEYE [a] § 1 —96~—106° (BAMIZHRE L7=H D 0.25g, 7& b, 25mL, 100mm)

2. AR OEMEHTIZH I ZREM
LR L

3. BN OERBRERE. TEEE

(1) BBy

1) 26506
AEICHBEZ M2 THMCEVIRE S & & IRt s 295,

2) BEIE
Kiwak T NAERUERBREZINZ 5 &, KIIRaZE L, BEHICRA~EEAIIED S,

3) FRAMRIL AT N VEER
BAb B U U LEERNEIC LV RBRZITWV, REDART hL e s Z ) 2a~ A 2 RO AT K

NEHET D L&, WMHEDARY MVIEFEKEO L Z AIZFEEORE ORI 278D 5,
4) EErsa~ NS T 74—

AUBHAIE D DAFTZ EAR » b MO DT AR y MIBEALZZE L, Th b Rf HI3%
Ly,
(2) E&IE

Wikrsa< 757 4 —
FRH SR« SRS RE R
BEH U B T KBV U ARIK, T b= bV IVRIK



V. RAICEIYSIEE

1. #If
(1) FRORA

T AN —TF ¢ T
(2) HAONBEUHER

Wi, 77 U Ar~vA ¥ 50mg 77U Ar~vA ¥ 8 200mg
AR TRET) THET]

FlTE T4 b a—T 4 T EE

=

Hf

-

wlam| O O

i) Qi;: iéij

EfE (mm) 6.1 8.6
JEX (mm) 3.1 5.7
B & (mg) 85 290
NN 1074 1073
W — R @074 @o73

(3) #EAla—F
(Mv. 1. (2) WAIOHE KL OPER ] OIEBR)
(4) WA OYME

(M. 6. "WAIOSFEEN TITRIT 2LEN] OHESM)
(5) Z0fth

A Lg

2. WEIOHERK
(1) BYES GEHERS) OEERVFEMA
i 4, 77 Au~vA T8 50mg 77 ) Z2uavA U8 200mg
a A THET) (AET)
A 1 8EH 1 g

77 ) 2na<A 3 50mg (1)
Emtlro—2X, B Redxr o it
Ja—RA JarARE Ry, KU VL~
o ~—F%\%Eﬁm&{%\&w7\@m
WM., ATT7 VUi~ %7 A, B0
Au—A, w7 uad—)L 6000, LT ¥
V. AT Uay

7Y Au~A 3 200mg (Ffh)
D-vv=h—/b, RERY, 78RN
Ry BNV T ATT YU U SR
A, BB AOn—R ~wraod—)
6000, ffbF 2, BF ooy

(2) BRHSORE
DR L

(3) Wi
KR L




3. BNEREROHBRRUVEE
PR/

4. Hif
ARFND Il X & AR B T Staphylococcus aureus ATCC6538P % Fv CHlllE
770 2a~vA v (CsHeoNO3) & LToOEZERE (i) Tr7,

ERAR

5. BAY HEHEIED H SR

MR L
6. HADEBEHTICEITIRER"
(1) hnabR
Or7 T An~A L8 50mg /NEHTHET) B 40°C - T5%RH [f & EEEEE | PTP alit]
HERE S Rl
<S> T BH A& B 1%A 3% A 6% A
PR CLA50T-4
<HfD7 4V ha—F ¢ |CLAS0T-5 SRy SRy A SRy
I EE> CLA50T-6
CLA50T-4
(ﬁggf) CLASOT5| e o A A
- o CLA50T-6
K% (%) n=3 CLA50T-4| 5.33~5.49 4.95~5.72 2.86~3.72 5.48~5.75
<777 00/11F> CLA50T-5| 5.14~5.57 4.76~5.02 4.03~4.15 3.88~4.33
70 CLA50T-6| 3.41~3.64 3.74~3.98 5.10~5.53 2.96~3.09
G (%) n=6 CLA50T-4| 93.2~ 93.6 91.5~ 91.8 87.6~ 88.0 90.3~91.2
<304 8‘60/ L CLA50T-5| 100.5~100.6 | 100.7~101.1 98.9~100.6 98.1~98.5
7T 0 CLA50T-6| 99.7~100.5 | 100.4~101.2 98.9~101.5 99.6~99.9
4B (%) % n=s CLA50T-4| 97.7~98.8 98.7~99.3 97.4~99.7 98.9~ 99.5
i 93 oi L07.0% > CLA50T-5| 97.8~98.6 97.8~98.5 97.2~98.8 98.7~ 99.0
: o0 CLA50T-6| 98.3~98.9 98.1~98.8 98.1~98.4 98.6~100.2
¥ FORBEICKTAERR (%)
Or TV A=A U8 200mg HIEET) hikaBR  40°C - 75%RH [Hf& A dETFRE - PTP Ak
R ERIE H EIVIN PrA7 I
<> i BRI 1% A 3 % A 6 4 /1
PR CLA200T-4
<HfD7 4V Aa—F ¢ |CLA200T-5 SRy SRy SRy SRy
T EE> CLA200T-6
CLA200T-4
ﬁpmuﬂ%ﬁ NS AL SRR A hrv ANy b ANG
(52 ) CLA200T-5 WA WA WA WA
- o CLA200T-6
K5 (%) n=3 CLA200T-4| 2.71~2.98 3.19~3.26 2.71~2.75 3.31~3.43
<)77 0% OuT> CLA200T-5| 3.51~3.56 3.12~3.17 2.64~3.03 3.20~3.43
: CLA200T-6| 2.09~2.62 3.21~3.55 2.83~2.85 3.16~3.41
GHE (%) n=6 CLA200T-4| 92.9~94.4 98.0~ 99.0 93.3~94.7 81.2~81.3
<304 S(Z)‘VL)L L~ |CLA200T5| 96.7~96.9 99.5~100.2 97.5~97.7 81.2~82.0
7T 0 CLA200T-6| 92.9~94.5 92.0~ 93.3 97.6~97.9 81.4~82.0
SE (%) %2 n=s CLA200T-4| 96.3~97.8 95.7~96.4 94.7~96.8 95.6~97.9
i 93 oi L07.0% > CLA200T-5| 97.5~98.7 96.3~96.6 95.3~97.4 96.0~96.4
: o0 CLA200T-6| 97.1~97.8 96.9~98.3 96.3~99.2 95.5~97.5

X FRBICKT DA HE

(%)




(2) RHIRAFHER

Or7 7Y Au~A v 8E50mg /NEHATHET) EHIRGE 25T - 60%RH [HE&EEFIE  PTP @]

SRERIE B SISV PRAFHAR

< B> &5 BH AR 65 H 12 % A 24 % A 36 » H

PR IT0101
<HfD7 4V ha—F 4 | EN1001 A A A E A
v TEE> CI1901
o IT0101 -
S0 .

(E‘E@;;ﬁ;) EN1001 SRS — — — —

- w CI1901 S
A (%) 1T0101 3.7 —
(G ¥y —MEBR) EN1001 2.1 — — — —

<15.0%LL F > CI1901 1.9 2.2
et (o _ IT0O101 | 100~104 | 100~103 98~101 98~100 98~ 99
f;([)ji% (ggo/ un;; EN1001 99~101 99~101 98~100 99~100 | 100~101

7N 0 CI1901 98~101 93~ 98 99~101 | 101~102 99~100
SB (%) F n=3 ITO101 | 98.2~ 98.6| 97.5~ 98.1| 99.6~100.1 98.6 101.5~101.8
iioilm 00/_> EN1001 | 99.3~100.2/100.5~101.2] 99.9~100.3| 99.7~ 99.8{100.7~101.4

: e CI1901 | 99.8~100.4/ 99.0~ 99.7| 99.6~100.0/101.2~101.4 99.8~100.6

¥ BTRBRICHTIEREER (%)
Orv T 2~ A L UE200mel HIET] EHIRTE 25°C - 60%RH [ adEEiE : PTP f14E) ]

SERTE B ISV PRAFHAR

<HIHE > B BH A& 6 » A 12 % A 24 » A 36 » H

PR HTS3101
<HfBO7 4V Aa—F ¢ | DN2801 WA WA WA pEey A
v TEE> BI2101
o HT3101 -
S0 .

(E‘E@;;ﬁ;) DN2801 SRS — — — —

- w BI2101 WA
A —ME (%) HT3101 2.3 —
(& ¥ —MERBR) DN2801 1.3 — — — —

<15.0%LLF > BI2101 1.9 1.1
. HT3101 | 100~103 98~100 97~103 96~ 98 98~100
YR HH 0, =
f;([)ji% (;)5)0/ un;; DN2801 96~100 97~101 99~101 98~100 97~ 99

7T 0 BI2101 99~101 | 100~101 96~ 98 99~100 96~ 99
SE (%) % n=3 HT3101 | 98.2~ 99.6| 98.2~ 98.6/100.3~100.6 97.1~ 97.5(100.2~100.7
330:107 0% > DN2801 | 99.7~100.2(100.2~100.7] 99.5~100.3| 99.8~100.2| 98.6~ 98.7

: 7o BI2101 | 99.2~100.2| 97.9~ 98.7| 99.0~ 99.5[100.9~101.8 98.6~ 99.1

X FRRICKT DA HE

(%)



(3) EmEEEREDORZEN
ABRERE B - 2008/3/31

Or7 TV Aa~wA U8 50mg /NEATHET) Mol 40C [EY, JUEA]
RERIH B = PRATHIH
<HiHE > & BH 4G 2 1A 1% A 2 % A 3% H
MR n=10 HEBEDOT7 4V |BROT7 (V| BBEOT7 4 V| BEOT 4V | BADT 4 )V
<HBDOZ 4025 |DD0901| LT —T 4V | bha—T 4| LA —T 4V | bhTA—T 4| baA—T
a—7 4 U TEE> 7 BE 7B 7B 7 BE 7 BE
wHME (%) n=6
<3045, 80%LLE> DD0901| 91.6~93.8 | 98.8~101.3 |105.2~105.9| 97.5~101.2 |101.2~103.9
&8 (%) * n=3
£93.0~107.0% > DD0901| 99.9~101.7 | 99.8~100.3 | 99.6~101.1 {100.8~101.3| 99.8~102.5
(ZE1H)
W (N) n=10 DD0901| 80~94 83~93 79~92 75~89 79~94
X FrREIHTHIEER (%)
Or7 7V Au~A o8 0mg /NEATAHET) #adt 25C - 75%RH [, Bk
ARERIEH =N PRATHA R
< HiI¥ > & BH AL 2 34 1% H 25 H 3»H
PER n=10 HEOT7 4V | AEOT7 4V AED T LIV AEBOT 4 V| BaD T 4V
<AGBDOT 42 |DDOOL|LT—T 4| LT —T 4| b =T 4| ba—T 4| bhTA—T 4
a—7 4 U TEE> 7 BE 7 BE 7B 7 BE 7 BE
e (%) n=6
<30 4. 80%LLE> DD0901| 91.6~93.8 | 99.4~100.7 |103.8~105.7| 98.7~100.8 | 99.4~104.2
P=N x —_
& (%) ™ n=3
PP DD0901| 99.9~101.7 | 98.7~100.3 |100.5~100.9| 99.4~100.6 {100.1~100.8
(ZEE)
BE (N) =10 DD0901| 80~94 63~173 65~174 68~179 63~81
X FREICHTIEER (%)
Orv 7V Aa~A o8 0mg /NEATAET) Madt =SB, Bt (KBRS
RERIH B =V FaBg L &
< JHKs > F BH AR 40 77 Lx-hr 80 /7 Lx-hr 120 /7 Lx-hr
Mtk n=10
LA (VN LA (VN
<H&O7 /A DD0901 E%?ji}% E%?ji}# E%?ji}# E%?ji}f
a—F 4 v T . Ve e =
BHYE (%) n=6
<3045, 80%LL > DD0901| 91.6~93.8 98.7~101.0 104.6~105.5 96.9~99.1
a8 (%) * n=3
DT DD0901| 99.9~101.7 99.8~100.1 99.7~101.0 100.0~100.3
(ZEE)
BE (N) n=10 DD0901 80~94 81~93 83~94 75~94

M RTRRICHT D AHE (%)




SR i IR : 2006/3/31~2006/7/6

O TV Au<wA T UoE200mgl HET) A% 40°C Y., KBRS
RERTEH =N PRAFHIA
<> & BH 4G 2 1A 1% H 2 % A 3% H
PER n=1 HEBEDOT7 4 V| HBOT 4V | HBOT 4V | HEBOT 4 V| ABD 7 40
<HBD T 4V L BO020 | La—T 4 v |ba—T 4| ba—T 4V | ha—T 4| LhaA—T 4
a—5 4 T EE> 7 5E 7 5E 7 5E 7 5E T e
s (%) n=6
<3045 TEULLE> B0O020 |102.2~107.7| 97.2~103.9 | 88.9~99.7 | 91.0~96.0 | 97.3~101.7
a8 (%) * n=3
<90.0~190.0% > BO020 | 97.7~99.7 | 99.9~101.6 | 95.2~97.7 | 95.5~98.9 | 97.2~97.9
(Z5 1) BO020 |14.98~24.08|15.03~21.62|12.86~25.50|17.43~23.06|13.15~18.43
fHE (kg) n=10
X FrREIHTHIEER (%)
OV Z VA~ A U8 200megl HIE T a2k 25°C - 75%RH [EYS, Bk
RERTHH = PRA7 I
<JRHE > &R BH AR R 2 34 1% H 25 A 3% A
PR n=3 HEDT7 4 V| HEDT7 4 V| HEDT7 V| HEBD 7 4 V| HED T 1)L
<HBD T 4V L BO020 |La—T 4 v |ba—T 4| ba—T 4V | ha—T 4| LhaA—T 4
a—5 4 v TEE> 7 5E 7 5E 7 5E 7 5E T e
aEirE (%) n=6
<30 4. TE%LLE > B0O020 {102.2~107.7| 95.7~108.5 | 92.5~98.8 | 92.5~98.3 | 94.0~98.7
P=N x —_
&8 (%) * n=3
TN B0O020 | 97.7~99.7 | 99.4~100.4 | 98.4~99.1 | 96.3~100.5 |101.4~103.0
(B%5 1) B0O020 |14.98~24.08|14.23~23.45|14.34~20.98|15.73~20.48(13.14~18.18
WIE (kg) n=10 ) ) ) ) ) ) ) ) ) )
X FREICHTIEER (%)
Or7 7V Aa~A U8 200mg HE T Mt 25°C, gt (A8t (1600Lx), ¥ — L& 7
v 7T ]
AERIEH =V FaBgR L &
< JHKs > F BH AR 40 77 Lix-hr 80 77 Lix-hr 120 75 Lx-hr
PR n=1
D N ) N D N N
<tieozra oo | SETTE L LR | e | ST e
a—F 4 U TEE> ¥ g g g
aEirE (%) n=6
<30 4. T5%LLE > BO020 | 102.2~107.7 94.1~103.6 97.7~101.3 92.5~99.2
a8 (%) * n=3
<90.0~190.0% > B0O020 97.7~99.7 100.1~101.2 98.8~99.0 97.5~100.4
(ZE1H)
WE (k) n=10 B0O020 | 14.98~24.08 14.98~21.32 19.10~23.02 18.90~24.70

X FRBISHTOEAER (%)
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. ARERUBREOREL

LR

. fuFlEDERAEELE (MEIEFMHEL)

DR L

e dan

(1) EHIRAE

77V AavA U8 50mg /NEATHETI KO 7Y 2n~A 08 200mgl AIE T X, BARIERS

EHDERIED LN TV An~A ¥ UEORERISICHEEG L TWD Z LR STV D,
FRBREIZ pH6.0 @ 0.06mol/L U U EK#E —F MU U A« 7 = UBEEETHK 900mL A2 vy, 2N R/WEIZ K
V. 50rpm THREREITD,)

s A%
Fom ik B Vi
50mg (J71fl) 30 7y 80%LA E
200mg (771fh) 30 7y 75%LL E

(2) BHEE>

<77V Aa~wA T8 50mg /NEHTHET) >

BIESE S DAY PR SRR T A T A L HEO—EIEIZ >\ T (CER 1345 A 31 A EHKE
TR 786 5)

S ESlE
HlE - AASRE S BRHERBRE N Rk
[Bl#EEE & OVFRBRIE : 50rpm (pH1.2, pH3.0, pH6.8, /K). 100rpm (pH3.0)

CHlE]

- pH1.2 (50rpm) Ti&, FEHEREN 120 5281 2 FAEHED 1/2 O IR S % 789750 2 2R iy
MY 120 21238V T ARG O HH SR IAR YRR O S B HH R £ 8% K N+ 15% DI & -
77

- pH3.0 (50rpm) TiE, HEHERIFI DO IR RN 40% M O 85% UL D 2 BFSIZIBW T, AfhD
T SR I IAEAE R O B 2R+ 16% D FPHIC 8 - T

- pH6.8 (50rpm) TiE, FEUERIFI DA 40% M O 85% T D 2 BEAIZBUW T, AfhDH
T SR I IAEAE R O B 2R+ 16% D FAPHIC 8 - T

- 7K (50rpm) Tid, HEHERIFIN 360 312351 5 B RO 1/2 O L0 3 2 75 971 2 7 ke i
TV 360 Z71Z35VN T, AR OO L5358 AR VERUAI D SRS HH 8 = 8% M V£ 15% D#iHIZ & - 7=,

- pH3.0 (100rpm) Tik, FEAERIFIR ORI E HIZ 15 3 AN 85%LL LA L7z,

VLB, RO HZEE 2R ERG (7 2 ) 26 50 /NEM) L HILERR, B TORBRIKICHE VT

%3 = 3 G D A AR IR T A R T A > ) OHEIEEITES LT,

10



(¥ tH Hfr )

BHE (%) pH1.2 (50rpm) EHE (%) pH3.0 (50rpm)
100 | 100
—e— S5 S AO= Y /550mg MR THEL)
80 I _ s =55 g00E 80
60
20 AT e 7512071 g5 B
TBETL
20 — & — 75 AF50E
0 L' 1 1 1 1
0 30 60 0 120 0 30 60 90 120
BE () BEE ()
FEHE (%) pH6.8 (50rpm) FEHE (%) 7K (50rpm)
100 | 100
0l 00— —-----" 2 80 | —e— 7 S RO= v EEs0mg N ER THET
=& =551 )ZFH50/R
60 |
40 +
20 L —e— U 5 )AOw v oiEs0mg RA THET)
- =251 ZHHB0R
0 L' 1 1 1
0 15 30 45 60
BEE (4
BHE (%) pH3.0 (100rpm]}
100 |
80 |
60 |
”
40 | ‘ _ o em
—e— 5 )2 0= EI50mg! N B A
20 + THETILI
- =53 25B0NEA
O L' 1 1 1
0 10 15

BFfE] (53)

<7 Z YA~ A U8 200mgl HETL] >

(n=12)

BRI D EW IR SRR AT A BT A O —HMUEIEIZ S\ T (P 1345 A 31 B R3S

T 786 )

AR
HEE - AAER)RTT mHRBRIE N RViE

[FER4E e ONRBRIE : 50rpm (pH1.2. pH5.0. pH6.8, /K). 100rpm (pH6.8)

L]

- pH1.2 (50rpm) Ti&, FEHEREN 120 5281 2 FAEHED 1/2 O IR 2 % 789750 2 2 i
REOY 120 2BV T, AL O3 SR I RE BRI 00 SV HH 2R = 8% M TN 15% D EPHIZ & -

776

- pH5.0 (50rpm) T, FEAERIFI R OURSIEE HIZ 15 0 LANIZ Y 85%LL EiAH L=,

- pH6.8 (50rpm) TliE, FEUERIFI D EEIAEHERDN 40% K O 85% T D 2 BEAIZ BT, AL D
VA SR I IAEHE LA O PR 3R = 15% D FEFR IS & - 7o,

« 7k (50rpm) TiX, FEAERLAIN 360 4312 361T 5 FIEHZRD 1/2 O XA 2 773718 24 7o R il &
Y 360 731U T L ARl O PR H S IAT ARG O S 5 £ 8% D FEPHIZ B o 72,
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- pH6.8 (100rpm) Tk, FEAERIFID IR HZED 40% K Y 85%FFUT D 2 R slZHB W T, KD
VIV R I IAEE LA O SRR 3R = 15% DO REFHIZ & > T2

LLE, ARdh O HZE 2 ARG (7 7 ) A§E 200)
R DAY ZRIRIFEMRRBR T A R T4 ) OHERBEITHES LTz,

EH LTSRS, B TORBRIKICB N T T#5

(¥ tH Al )
BEHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 r 100
%0 —e— 5751207 E200mg TBEL] 0 |
— & — 551288200 _ A
60 60
40 40
20 20
- & =75 2§200
0 0 L' 1 L L
0 30 60 90 120 0 10 15
Bl (53] B (53]
BEHE (%) pH6.8 (50rpm) BHE (%) 7k (50rpm)
100 100
&0 I 0000 __—--- R g0 | —e—ZSURO=A L #200mg TBETL)
- o =75 1)2§200
60 60
40 | 10 |
o0 | —e— 5512074 U§200mg TBET) 20 L _ ~
- & = 25125200 o - Al .
O L' L 1 L O f L L L L
0 30 60 90 120 0 90 180 270 360
BFE (53] B (43)
BHE (%) pH6.8 (100rpm)
100
80 r
60
40 |
o0 L —e— 551207 §8200mg THEEL)
=& = 731 AEE200
0 L' 1 1 1
0 30 60 90 120
BFE (53] (n=12)

12




10. B - A%
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
L7
(2) A%
<77V AuvA U8 50mg /NEH THET) >
100 &£ [10 #£X 10 ; PTP]
500 £ [10 £E X 50 ; PTP]
<7 ZJAu~vA U8 200mg THET] >
100 #£ [10 $£X 10 ; PTP]
500 #& [10 & x50 ; PTP]
(3) PHEBE
LR
(4) BROME
PTP: R 7L 7 b, TIAI=ULRE

1. AZRRHESHhIEME
RUERR L

12. ZDth
RZ YGRS TE e L

13



V. ARICEYSEE

1. PEXEHE
<HY5YRATA LUK Smg/NRE TEET) >
O—fRRIE
GBS HE)

AFNEED 7 R KE R, Vo VEREE, MRRE, £72787 (70 A7) - hExF—Y
A, ATV TR, VUARTE, BAME, hoERrAIE—R JIIVTR, v 42T
TAXE

CGHEFEAE)

RACME R JEIRGUE . TRIEVER R RGSE, ) 35 - U Vo NHik
B O YOG WHER - MEEAAR ., Rk, SMERE SR, K,
o RRYLMERGAE . hE SR, BImPESR . PRALEL, HH%

OBRXMAEARLERE (T4 X) THESBEEMIAANITYDL-TEDLIALTL YT X (MAC)
fiE

(EICEE)

KENEMED~ A axy7T VoA - T LaLry7Ly 7 A (MAC)
GBEIGHE)

B RMERIEARBIEMRE (= A ) IS M~ A 2 TV O LT eV Lar T Ly 7 Z(MAC)
SiE

1BPEIRBOE, SME - BMG K OFHiv
JHRESS . AR MR SR 28 O Rk

<U5yZRBTA4 U8 200mg THET] >
O—fRRIE

GBS HE)

AFNEED 7 R KE R, Vo VEREE, MRRE, £72787 (70 A7) - hExF—Y
A, ATV UYHE, VOARTR, hrvansZ—g XS RNANT havy B RE 7T
IVUTR. M a7 T A<

CGHEFEAE)

RACME R JERGE . TRIEVER RS, ) X5 - U o Hik

VRMERBECIE . SME - B R OFiF
S0 Yl NTFURPRISSS, THSE - RS, Rk, A

==

SRR A, Mgk, Wil 1R VEREL
AAED TWRIEG, JRIER, FESER, BB, TER, BISPER, WA,
R, AR
OJEiER B R iE
CGEISEE)
AHENENED~ A 27TV 7 L
G PEIE)

~A AN TV AT ET LT Ly 7 A (MAC) JE% & TR HUle 1 iE
oOAYany4a—-eEn) BEAE

(GEGHTE)

AKFNZEED~Y a Xy 22— rl

(Gl RS IE )

B - 1+ HRIBES. § MALT VU oSl Rpgethi Mg MR B, 30 B x4 2 AR

BREREEICBIT 2~V a s Z— - va VERE, ~U anyZ—. o JERFR

14



. PEXEHRICEEYT HEE

5.RERIZRICEHET HEE

</759YZRARA L UES0mg /NERE THEI] >

(—REREERAE - HEE - WREAHR . Rk, SEREXA. BEERE. PHE, BlRER)
(PUMAEDIEE EFHOFE &) 2 23R U, JUEEE G OLEWZHW L7z BT, RFIO#E G2
WYL SN DG EICEKETH L,

</3YRATA U6 200mg THETI] >

(—IRRRRSE - HEE - MREAK., Rokd, SHREX L. BEMEL. PHE, BIRRE)

54 [HifAmIEEEFEHOTL X » 22 L, PIEER S OLENEZHE Lz BT, RAlO#E S
M) LW S DG EICEET A L,

(ANJanv4a—-EnY) BEEE)

5.2 #E1THIH MALT U > SEICH T2~ a7 Z— « va U BRERROAIETHE L TR,
5.3 FERMEM/IMRBUO TEERBDRICH LTI, HA RIA VEESBL, ~) ans ¥ — .- o JRHE
TR AN B & I S D IEBNZ DB BRETE R 21T 9 Z &,

5.4 FHIEFICKT 2 NREBEMIRRZE LSMNTIE, ~U a2y Z— . vr U REBRIC L 2 B3k
SEPNHN 3925 A BTN LT uy,

55 ~JansZ— .-V EEERICHNDERZIE, ~VanxsyZ—-alnGtEchodr Ltk
OWNBEEREICLI VAN any Z— . - v VREREATHDL L E2ERTH L,

(fiah.)

<7 ZJAu~vA U8 0mg /NEH THET) >

<77V Au~vwA T8 200mg THET] >

5.1 PUM/EMSE O EEH OHEEZ B & LT, JRATEE RS ZEYER L V0 THU A 3K
EFEAOFFI&] P SRHESZ & &%, I - EkiEdk . TRbkse), Tatkcag %), T
YeMERgA | T TRIEFER | OWTNOIRE IR 2 H 9 2 A EKICHBOEEFIE L 7
Do RFFECESE FUMAEYEOE FMEAN R S5 X 9 HEMRE O 7012 <Zhe T shF ik
B A EOTEE > ICREE Lz, (2018 4E 3 A 27 HAF JEA S5 @148 1 3K - A 1s 0 5 6 S0 42 %)
AR AL 0327 5 1 5 [HMAEYIRO ERA EOEE ] OWETIc oW Tl 2020 4 3
H 27 BAF BASEE R - AIRHA R E IR SRR E B M AL 0908 5§ 2 5 [HisED
o MERA EOEE] OLETIzoN ] 1I2£4£5<,)

<77V Au~vwA T8 200mg THEET] >

5.2 OF MALT V >/ EOBE K LTAY ay 4 —. vn UREZ £+ 2541203, 28 1k

PIEITKEE L CW D EEICHRT 5 2 &,

@~V any Z—-. vl REFREO#EIG L 75 H MALT U > S EIERH (Lugano FEE A #
SO stage I © LX) ERITH D, ETHEFIZIKIT 5~ axy Z—. e'n U REE
EDOAIEIHESL SN TR0,

@~V any Z—. vr U RERFEREBIAHE ST D 2 L0, REFREIC L 2 EHM O
FRMEFFICOWTIIEIER A TH D720, ~U a7 F— - o U REEFEE LR EIL
ATV, BEICS U CHEYIZBINEEEIT O Z &,

OFRFERIEZRIIEMORBBIENLETH Y, EMNRZLET 5L BEIHRYET L2 L,

5.8 OFFFEMEM/ M ESRER (ITP) OIRFICHT- > TL, BAEFEE B E BBORM S 3%
[ i 7 5 ] 5 2 S S 2 BT B SR8 ) 12 & % TR ITP IR DB A K 2019 SETHD) | ¢
EHWRTDH L,
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@ LA R TiE MITP & # Lﬁézh?t VETE R EREOFEICOWTHERT D, Er Y

EIGTERNZ B W TIIBRE T 5 Z & i @im%M®5&vm%fmdm@®%Mﬁ%6m
Do 2721, HIMAERASFR, %éwiﬁﬁmmmwﬁﬁﬁ%é . BREAFFOIBEEEL

T 5,1 7o TWVD,

5.4 O~V any Z— . vn U RERIEMTOIESIIRE SN TEY . BN TRICONTO
HHRIITHATH D, ~Uansz—.- o ) REMRIFIZBNTS ZREE (REEETE) o
FAEDRE INTNWD O THHESHRESEIC L 2B RBIEZ1TY 2 &,

@ZEf 72 & DAL TRNHREBECIE, BREIC X 2 R EB B ARG ENMEN E Vbl Tn s,
QFRERILESL b EMN 22T 2 L) BFIHE T2 &,
5.5 ~UanyZ—.vn JREEROMBIZE L TiX, BE L IO VRO ) &2 £t 5 M5
B 5,
O~Y any b —- vl QEREEZ L TOWNTINOFIETHET 5,
ﬂﬁvv7%fﬁ% BERRIE, BRRUE. PURINE, IRFBEMERGER, EE R HURRIE
QENHEREICLY ., BEEROFIENS D Z L 2MWRT 5, 72F. Y & OBREHE D
AT OV T, 73/( RIA LV EESRT DL,
3. AERUVHE
(1) AERUVAEDOHES

<H75YZRARA L UESmg /NRE TBHEI] >

(— R RESRAE)

W, NRIEZ 7 Ar~v A LT 1 BRE 1kg H720 10~15mg (Jiff) % 2~3 [EZ53

JTRAKET 5,

LU R TRICR LTI, 1 BIAE 1kg 720 156mg (Fiffi) % 2~3 BN/ CROKET 5,

7o, R, ERIC LV EHERET S,

(BRMERETFERE (T4 X) ITHESBEMEIA NI TYIL-FEDLAVYTILYIR

(MAC) i)

HE, NRIZIEZ 7Y An<v AL LT 1 BRE 1kg 720 15mg (Jiff) % 2 [EIZ53F TREA

BE %, 7k, Filin, GERICE Y EEHEET 5,

<VZVRATA LU 200mg THEI] >

(— R RESRAE)

WE. RAIKIZZ 7)) An<A2 2 LT 1 H 400mg (Jiff) % 2 [ENCH I CTRRO%BS5-45, 72
o, A, SERIC L EEEET S,

(EE B E )

WE., RAIZIZZ 7 ) A~/ LT 1 H 80mg (Jiffi) % 2 BIZH CTROKST 5, 72
o, A, SERIC LV EEEET 5,

(ANJanv4a—-EnY) BEEE)

WHE. RAICIEZ 7Y A< LT 1E200mg (iff)), 77XV K E LT 1E
750mg (FIff) RO7 v bRy 7 A e X —0 3K &REHC 1 B 20, 7 BRROD&EET 5,
B, 77V Anv AR, REISCTHEMET I ENTED, 2720, 11 400mg (/)
fli) 1H2EZ ERETD,

(N anyz—.n VEGYEOIRECHHT 27 e Ry 7 A e B2 —0fH L k5&EIC
DWNTIX, V. 4. HEEAOHEICEET HIER 7.6) OHEESM)

(2) BERURBOREEM - 2
LRk L
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. AERUVAEICEET 5FE

7T.AERUVAEICEET R

</759YZRARA L UES0mg /NERE THEI] >
(— R REEAE)

74 /NEDO 1 ARG EITIRAOEENE (1 A 400mg) % ERETDHZ L,

7.2 RERRR EAIHEEZ A SR WVBER W LHPEIED LU AR TRk L, 1 H 400mg 7y 2 #
B3 nZ Llck v, @ 2~5 H CERIISEC D, JERS R LT H & 513 2~3 k4 5
TEMEELY, o LIUARTRIZHEOBEENEGWVEIHE TH D720, FFICHIER T OAR
REICH D EBE R E Tk, 1GEK T, EIC 2~3 MRS 2ike UERZBET 081D D,
B, BEHEHIEPICERNEL LB AR, 3OSV A R T ICHEDRERA] (7 1 2 R3kHAl
72E) ~OEBEPLETH D, [8.1 BH]

7.3 LU R TMROIERICB N THEIMTHEA T2 Z ENEE LA, BEOERITIE U O
BRGAIIL TOREEZSEBIHHT L EANOREEBE LERTHZ L,

731 PEEU EOBFIC) 77 BV LR LA E ORERD D,

7.3.2 in vitroFiE I OBFHZB W T, AFl & LR 7 xH oo Iy 7 7 a x40 L oft a5
(FREEZ2 W LAIIMER) 23RO b L DRERH D,
(BRRMEREFRLSERE (T4 X) IT#S5BEME MAC 4E)

7.4 [ENNOEFTOTA KT 427 L BB IIOHBIEEZITY 2 &

7.5 ERIRASUTME 7RO UGER RO b bkt 53 X& Th 5, [8.1 ]

<PSYRATA L UEE200mg THETI] >
(— R REEAE)

74 BEARRR EEIHEEL A SRWVBIERWLPEIED L AR ZMiRICs L, 1 H 400mg 47 2 #%
B2 &2k, @H 2~5 H CIERITSEEIM 5, SRR L CTH & 513 2~3 Ak T 5
ENEELY, o, UIUARTMRITHEIEOMHE DN EWVEGE TH D720, FRIRERT Ok
REICH D BE R & T, IBEKTH, HIC 2~3 &G 2k UERZ BT 2 0ER’DH D, 72
B, BHEHRFTIERSEA LIESEA T, O L U R TICHR2ERA (7 a2 R 3EH
L) ~OEENLETH D, [8.1 B

7.2 LA R TR DOIEFRICB W THIMTHERT 5 Z ENEE LA, BEFEOIERIZIG U THHR L
BRGAIILL FOREEZ LSBT 2 RANOREEBR LIENT 52 L,

7241 TEGEU FOBEICY 77 o LR LARIE OBRENRD D,

7.2.2 in vitro FUE T OBRFHIB W T, AAlE LR 7o xH v oy e 7a x40 L Otz
(FESRZ2 W LAHIMER) RO LN OWMEDRH D,

7.3 7 7 I VT REYYEICKH T 2 AFORGHENIZFER S LT 14 HEE L, SEIDG U TEICE G
MEEk+ 5, (8.1 ]

(EE B E )

7.4 Jifi MAC i J OV RIPESRE R BIEGERE (=1 X)) 12fE O 5 FEME MAC JEDIRIFEICHW 256, [H
NADTRF DA KT A v HmBBITORIEEIT ) 2 &,

7.5 AFOELG ML, UT228452 L, [8.1 B#]

IRBA P - BT

Jifi MAC i PER Pt A sl L7zt 1 UL Lo G4kt & ERR e MmAE 4175 2

EMEE LW, o, BRTDARENRS DO TIHEK THIZE N T

HIEMRRENSMLETH D,

B RMEGE AR DIEGERE (= A BRI ST E P 2 SCEN RO btk btk 5T & Th 5,

) AZPE D FEFEME MAC JiE
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(ANJansa—-ER) BERE)

76 7u bR TA e H—F T T T =L LT 1E30mg, AT 7 — Lt LT1lhE
20mg, 77TV —LF hU AL LT1E10mg, TV AF TV —,Lt LT 1EH 20mg XiTA
7L LT 1IE20mg DWW 1 FEEIRT 5,

5. BREKHER

(1) BRT—2/1\vr—
MR L
(2) EREREEHER
MR L
(3) AERGERRER
MR L
(4) BRELREAER
1) BRI
MR L
2) R&EHUHER
MR L
(5) BE - WEAHEER
MR L
(6) AEMER
1) SEARERE (—REAKERE. SECEABREREZ. SARBELERAE). REHRFTERT 4R
—ARE. RERFBEBRARONE
MR L
2) RBEHULLTEBFEOABTIEREL-HAE - HBROME
R L
(7) =0ttt
<HPSYRATA LU 200mg THET] >
BN %G & U T B AR REGAER & E D R BR O E IR D L B0 Th 5,
(e BR )
1711 BXEREFSERE (T4 X) 12/ 5 BEME MAC EICH T 2 ENERKRRER
GRS E TORBRICIIT D EEARIER OSEFT 4 Bt 2 61 (50.0%) THo7-°,
R B4 A (%) [HEHLLE]
B RMERIEARDIEGRE (A X) 12D #FEME MAC JiE 50.0 (2/4)
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(ADany 54— EnVBIPRE)

171.2 BiERH - T-HRBEBIZETEH5AY NI 2— - E0YRBREICHT 5 ERNRUEINRKAR
BI&E - + HBEEICRBIT 5~ any ¥ — . v'n VIERYYEICKHT 5 “HERLERR, 4 —7
VRBRT I T ) An~A OO b,

P B4 A% (%) (B2 E]
g - + fRERBICB T 6~ a "y Z—.v'n U RYYE (B
RS
(Fry 7oy —noffogsg) D
=hie (400mg) "V 87.5 (84/96)
(800mg) *? 89.2 (83/93)
+ AR (400mg) ™Y 91.1 (82/90)
(800mg) *? 83.7 (82/98)
CKIE : 14 ARIEE) *2 87.6 (197/225)
CKIE : 10 BRIEE) *2 83.7 (103/123)
([E . 7 ARIEE) *Y 90.4 (103/114)
(AT T = EDFHOEE) 219
H - RS (800mg) *? 78.8 (89/113)
(400mg) *° 81.1 (116/143)
(800mg) ™7 80.0 (116/145)
(O N St =1 o= SN 96.4 (106/110)
sk - BiEg) =Y 79.2 (38/48)
(FRTZ—F M) o AEOFFAOEE) 1P
=hi-v (400mg) ™ 87.7 (57/65)
(800mg) 10 89.7 (61/68)
+ AR (400mg) " 83.3 (45/54)
(800mg) 10 87.8 (36/41)
B -+ THEREE CKE 10 AMES) =Y 86.0 (147/171)
CKE: 7 BR&S) =W 84.3 (140/166)
(N 2 7 AR E) Y 93.8 (61/65)
1) 772~ A3 & LT1H200mg (Ffli), 7EFT U K E LT 1 [E 750mg

1 3)

1E 5)

i) kRO >y 75— LT 11H 30mg @ 3AIZFRHIC 1 B 20 7 HE&EAKS,
77V A< A3 LT 1 H 400mg (i), 7EFT U LKFIE LT 1 [E 750mg
i) e X > 75— & LT 110 30mg @ 3 AlZFFHZ 1 B 2 [\ 7 BRI&AO#ES,
+HRIBEBICB T N a s X — - v n VRYEBE Z RS E LBEERR (77 &
n~A L T1H500mg (Jff). 7EFT LU KM E LT 1IH 1,000mg (1)
KOT V77— LT 1[E 30mg O 3FAFKIZ 1 A 2 B AEL), AHlO&KR A
KHAEIL 800mg TH D,

+HRIREBFICR T A a s X — - va U EYERE 25t L LR RER (77
Zu<A e LT 1IE 250mg (Jiff) ., 7EF U vk E LT 1 E 1,000mg (J11ff)
KkOZ V77— LT 10 30mg @ 3F &R 1 H 2 ERRO#E), ARHIOAERK
KA E1Z 800mg TH 5,

77V An~vA e LT 1A 400mg (Jiff), 7EF U KM E LT 1 B 750mg
(Oft)) KM OF ATV — L LT 1[E 20mg @ 3FAFRIC 1 B 287 HREFO#KES,
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1t 6)

1 8)

77V A< A3 LT 1 200mg (i), 7EFT U KT E LT 1 [E 750mg
(i) e OA A FF V' —)L L LT 1[0 20mg @ 3 A ZFFHC 1 B 2\ 7 HERA#HRE (H
N DB TE et B R B .

77V A< A3 LT 1 IH 400mg (i), 7EFT U LKFIE LT 1 [E 750mg
(i) e OA A5 — e LT 1[H 20mg @ 3 #|ZFFEHC 1 B 2\ 7 AR A#RE (H
N DB TE i 7e % B R RBR) .

77 ) AnvA L LT 1EB500mg (), 7EF U KM E LT 11 1,000mg
(1) B XA AT F V' —L & LT 1A 20mg D 3 F ZFEHC 1 B 2 [ AO#5., &A%k
R KA 1% 800mg Th 5,

77V AxAn~vA e LT 1A 200mg (Jiff), 7EXF U K E LT 1A 750mg
Ol)) BT _7Z =+ Yo ab LT1A 10mg © 3 AlZFFHZ 1 H 28 7 B
& 05,

H10) 77UV Am~<A L LT11H400mg (Jiffi), 7EF U KM E LT 1A 750mg

(i) ZFORTG_TZY—F hY oas LT1E10mg @ 3FAEFEEHZ 1 B 217 HHE
Bo&E,

H11) B FEBREEICBT AN ans 2 — - vn U RGWERE x5 & LR (7

TV ArvwA e LT 1 EB00mg (), 7EXFUY K E LT 1 [E 1,000mg
) R ONT_RFZ ) —bF U AL LTC1[E20mg D 3#IZFRHC 1 B 2 [E#EA# S,
ARHFN DRI K HEIL 800mg TH D,
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VI. EMEBICEYTSEE

1. EEFNICAESHSLEMXIILEYEH
<~/ uo4 RRUUVEWE
HE  BEOD DIEAMOBEE « SRS, KFORMNIEELESRTL 2 L,

2. ¥BEER
(1) {ERERL - VEFBFF
HIED 708 VARY —AD 508 7=y FEfEG L, BARMEMRES S 2 2,
(2) EDZERMIT SRR
<HVSYRAIA U8 S0mg/NRA THET] >
18.2 ZHEEH
18.2.1 MEEHA
7 RUEKER, Lo ERE IR, RERE OHFRNES T DGR P 0 T 08T (T TN AT) -
HNET—=VA ATV Y, LUARTE, BHKE, horvensZ2—REDO—HDT 7
LR D 0 7 IIVTRY v A 2T TR0 RO~ A ans T Y AT EY AT
Y F w7 A (MAC) *V ICHEER 2R L, ZOEMRIIMho~ 27 054 FRHUVAEWE & R%
T b (invitro),
18.2.2 £ FE{HM 14 fikBILAOHRE S
REE L FERSEORE N E2ET 9N, ~A a2y T VAT LI T Ly 7 A (MAC)
DT U TUIERZEAR L v 59 (in vitro) .
18.2.3 BIMRBRLEETIIZHT Z4%H
7,7;(@}@5%?\?@% 23). 24), 26), 27), 33)\ &T@@Q& 23). 26). 27)\ D%Zfﬂ%%@@g%fﬂé 23). 24). 27). 33) ;535/14:;];5(/\
Tk, 770 Aa~A 0O RAgRMEMBITIEZ Kk L, B2 2 RmT,
<Y39RATA U8 200mg THEI] >
18.2 FIE{EA
18.2.1 iE/EMA
7 RUKER, LY ERER, MREREOFEMES T DGR P 58T (TFonAT)
NET—=VA A TNVEHE, LU RTR/, A eay 2 —gE0—H0 7T hEtkE >
S RFRARLT hav AR Y, IIIVTRY, vAaTTRAVE D0 v ans T
U LB RO~ axyg2— vl W IChifElER L, ZoERIEto~ 27 274 KR
EmE L RZELL ETH D (in vitro),
18.2.2 £ MM 14 RIKBIEEOIREH
REME L IFERZEOHE N EAT IR . ~Aas TV ATy Lary T Ly 7 A (MAC)
D POANY any H—er W cx UTIRER L © 55 (in vitro),
18.2.3 BIMBLEETFIICHT B4EH
VWXO)HEH%WEZ% 23), 24), 26), 27). 33)\ &‘F}E\A:gé 23). 26). 27)\ @w%@%ﬁ 23), 24). 27). 33) %?‘/WZ:}’S
WL, 77V RAu~A oD RIAFRMBBITIEE KL, B h R a2 w7,
(3) {ERZRIERFAE - FribE
MR L

21



VI

1.

EVBEICEYSEE

meREDOHR

(1) AERLAEVWGOLPRE
MR L

(2) BERERTHERESL-ODRE

<HVSYRAIA U8 S0mg/NRA THET] >

16.1.1 BEEHE

/NI Bmg (M) /kg & %, E-MEEERKAIC 200mg, 400mg (i) % °9 ZefEREE AR O &5
L7z & & OFHIMTEFPRE R OERT A—ZOEIZLLTFO L 5 Thotz, 7, EEMONT Y X

372 ho 7=,
SHIT == Cmax Tmax T1/2 AUC
D I N,
ik (4 g/mL) (hr) (hr) (1g - hr/mL)
%g%% 1.05 1.4 1.8 3.54
I=] — 2=
/N (n=6) bmg/kg HPLC
e 0.98 1.4 3.2 5.37
A (n=8) 200mg Bioassay 1.16 1.9 4.04 8.98
A (n=8) 400mg Bioassay 2.24 2.7 4.36 20.30

16.1.2 £YF MR F1EHER

BISEI T DM FHFR SRR T A T A L ED—ERIEIZHSWT CER 1345 A 31 B [E¥K
FAE 186 5)

77V An~vA U8 50mg /NNEH THET) KUV 7 U Z6E 50 /NEH%EZ, 7 v 24— —IkIC
rvEnEn 18 (750 2~ 0L LT 5H0mg () @R A S o AERERO#RE L
THEPRE(CRBEZBE L, BoN73EMERE T A —4% (AUC, Cmax) (Z 2V THEEHENT
Ao kER, log (0.8) ~log (1.25) O#PHNTH V. WiHOEYHNFREESHER Sz 7,
(EE - AFNTNEHRAICH S ,)

AUCOﬂ24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
7o) 2a~wA U bE
+ + + +
50mg AR THET, 829+292 164+90.2 1.29£0.50 5.03%x3.76
72U A8E 50 /NEH 8661248 158£59.5 1.32£1.09 4.20+1.68

(1 ge# 5, Mean*=S.D., n=17)

(ng/mL)

—— 5y z0O%1 Y 8Es50mg/NRE TRETL]

200
—— 5 Z§E50/0\ 2

.
& 150 |
th
z 1584255, MeanSD., n=17
{£ 100
i
P
E 50

0 & s i , — 5

0 6 12 18 24 B5fE (hr)

1 35 o A e E HERS
MR NS AUC, Cmax 5 00/37 A — & (3, #ERHE OIR . (RHK DL + I O #ER
R L > TR D RN D D,
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</3YRATA U6 200mg THETI] >

16.1.1 BEEHE

fEEERK ALZ 200mg, 400mg (JJMi) % ZEEREHA (AR O £ 5. L7z & & O SR MiE PR K O /3T £
—ZDOEIFLLTD L D THo72, e, BEERMONT Y XiT Do,

Al Crax Trmax T AUC

! (u g/mL) (hr) (hr) (ug * hr/mL)
KA (n=8) 200mg Bioassay 1.16 1.9 4.04 8.98
A (n=8) 400mg Bioassay 2.24 2.7 4.36 20.30

fERERL I 200mg (JIfl) % ZEfERFIC AR &S L, @ik o~ ~ 277~ (HPLC) & CHl
ELZEZ A, MiEFICIEIARBIAR R OVEEREY O 14 (KBRILENZIEREGFEL, ZORE
B Bioassay CHIE L7-JBE S 131F—F L= %,

16.1.2 REHRE
(ANJanv4a—-EnY) BEEE)
R ANICTEX LU AR, 7 bR 7 A & — LR LT 400mg (Fiffi) % 1 H
2 [0 7 BRIKERNEE Lz & & O EHMPRER DS/ T A= OEIEFUTFO LS THhotz ¥~

42)
o

AUCo-12
WEE | e | G | an |
hr/mL)
A (n=7) 400mg. 7 &3 | HPLC RZ{bIE 2.42 2.7 4.4 18.45
U vk Fn¥ 1,000mg, T2 Y
55— 30mg RS HPLC @ 0.97 2.6 8.5 8.87
A (n=11) 400mg, 7 & %| HPLC RZLIK 2.79 3.6 4.57 23.3 1%
Y KE T50mg, A AT 9
591 20mg GHEEE Y HPLC @ 1.05 3.6 8.53 15.1 %
f% A 400mg, 7€| EM™*? HPLC K2 bk 2.33 2.0%Y 6.43 17.50
vy K (n=15) HPLC 1#% 0.82 2.5 %Y 9.71 7.65
750mg, 7~\77 py o | HPLC RZALIE 1.99 2.5 %Y 4.49 14.03
V= R U A - )
20mg Pffij (n=4) HPLC % 0.95 2.5 7.51 8.46
A (n=11) 400mg, 7 & F L%ffé%gs 2.92 2.0 4.62 18.26
Y ) kR T50me, R T s /ﬁs NS
7 20mg OFFHIEED Jreeore 0.88 2.0 7.96 7.49

W1 ~Yanyg—.vn JEGEICRT 2 &EHE - HETIE, 77U Aun~<A %1 [H 200mg
(MLEIZSCTER 400mg F CHEMET DI ZENTE D), 7EXF VU KRMIL 1 A

750mg, 7B hU R TA U EX —DTRT TV — L N AT 1A 10mg TH D,

1 2) FFREESR T ~ 7 o — 4 P450 2C19 & s 14
EM ; extensive metabolizer
PM ; poor metabolizer

*3) AUCo-- (g -+ hr/mL)

1 4) HfE
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16.1.3 EYF MR F1EHER
P F R 5 00 A W S [
FAE 786 5)

7oy AarvwA U8 200mg [HIET] ROV Z U REE 200 2, 7oA —_"—ikIcL Y EFnE
AW1EE (77 V) A< AL LT 200mg (i) fERERA S FICHERHERR O£ 5 L Tt
REALRIRE ZHE L, B o= ke <7 2 —% (AUC, Cmax) (22T 90%{5#E X %I
THRHENT 24T o 7245 R, log (0.8) ~log (1.25) OHPHNTH V| MiHlD AW MR D R
iz,

MR A BT A 5O —ELEICSWNT (ERk 18345 A 31 A [E3K

HENT A—H SBENRT A —4
AUCOﬂ24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
VANV = & V4 d
+ —+ + +
200mg [HET | 47541636 721277 1.78£0.97 4.85+t1.24
77 ZXEE 200 4934+1273 720+236 1.75%£0.92 5.28+1.53

(1 ge# 5, Mean*=S.D., n=20)

(ng/mL)
[+ —— 75y zO%A L $E200mg [HET ]
800
- -7 71 X§E200

i
& 600
EE 13485, Mean®S.D., n=20
22
1k 400
i
Vi
E

12

18

0 24 B (hr)
1A% R SR IR B HERS
MAE R ONC AUC, Cmax D /XT7 A —H 1%, #5RE ORI, KK ORI - R 5 035k
T TERDREENRS D,
(8) shEE

MG R R L
(4) BE - SfRAEOEE

1) BEOEE

(Tv. 4.
2) PEHEE O

16.7.2 T4 >

TR R B

HCTT A7 4V OMmiETIREE Cmax T 1.26 fif.
WD U7z 23 EHOL ﬁi%

o, JE S

\\\\\

7/1’ v GOOmg/day %’i’ 1 H%
FEER ERAERLEY,

W) DIEZ M)

[10.2 ZH]

(mm7.ﬁﬁ¢mJ@%§%)

24

IRD Lo P,
\ZT7 A7 4 U % 300~600mg/day T1 Hoy 2 & 0#& 5L, Hicr 7V Anm
> 2 PFAEE LR, BFR 7T B RICBWTT A7 1 U v oM ik

ITAT7 4V % 400mg KOV T U Aa~A % 300mg FH L7c#ESE, OFH 5 B
AUC T1L19f5 kR L, 7 U7 T AL 16.4%




2. EYEERB/NTA—S
(1) fBAE
MG R R L
(2) WRALEETEH
MUERR L
(3) HEEEEH
MU ERR L
(4) Y73 2R
MG R R L
(5) HHBE
ZUERR L
(6) Tt
U ERR L

3. BEM (REaL—>ay) @&
(1) A ZE
MR L
(2) RSA—2EBHER
R L

4. IR

16.21 NAFTFTRLFEY T«

EEERAICB W T, 77U 2~ A v U8EAl (260mg) Z&O#5 LA QEEE) 27T
Anu~wA 77 b VB A EIRNE S L2350 ORYEEERR ST A — X & T LTz,
ZOREF, RENARD SA AT _XA FE VT 41X 52, 55% T 7273, Flak@imehFic & - THER
ENDIEMRHY 14 NKBRLIR) 2 E 0T/ T A — 2T RN S, 77 U Au~A v u03fkn
BHBIFIFRETRN ENTND Z ERB SN D (ST —%),
16.2.2 BEDOEE

<YV9SYRATA L UEES0mg /MR THEI] >

INRIZ 10mg (Jifff) /kg ZHERRO#KE Lz & OMGETREIZIT, AFEOEENZILEALERD
b not 9,

<¥/3yzZRBp2A4 LU 200mg TEHET] >

fERERR A 200mg (M) & BEHE O L7z & & OMmERREICIE, RFEOFEMTILEALRD
e note 9,

5. 9

(1) mi&-fxBaFTmiE
R L
(2) mik-iadkEF @@
(TVIl. 6. (5) iEtw) OHESM)
(3) A~
(Tvii. 6. (6) 3Lk OHZSM)
(4) BEE~DOBITHE
BRI L
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(5) ZofhoiBB~DRBITHE
FERERR A1 DM 7, F7o, BEICRIT DRI Y QEW Y E~OBATIEE JIE LAk
R, EREROMEBA~OBITIIRIA T, MIGHFRELFED LUTENU EORELZ R LZ, £,
FeJ 20, bk oV RBEIRRERE OV SO IRE I LA OB TERREERELS EEboT,
72E. B MITEEAREAFRIL 42~50%TH > 7= P (in vitro),

(6) MBFEAKSE
(IVI. 5. (5) ZODOMB~OBITIE] OESM)

6. fti

(1) REEBEIR UCRBRR
AR L
(2) REHICEAET 58% (CYPE) OHFiE. 5%
16.4 X
b MZBT 2 EREHIE 14 AKEBBLETH O g PIIEREBLE L RIEREFE L ),
EMFIZaY—2%&HWE invitroBRICEWT, 75 ZAu<A 23 FE e LT CYP3A T
HENDZENMEENLTVWS ), [10., 16.7.1 B]
16.7.1 CYP3A. P-gp \xI T 2EMEME AT 2 Y, [10.. 16.4 BH]
(3) MEEEHNRDEERUVZDESE
AR L
(4) REMOFHEOERRUEELL, FHELE
(TVIl. 6. (2) NG 28%E (CYPE) on1f, F5F) OESMR)

7. et
<HY5YRATA LUK Smg/NRE TEET) >
NEEBHIZ bmg () /kg ZEERE O H L, Bicassay THIE L& 2 A, 5% 6 £ Tl
P8 25.8%705 R ~HEift &7
7ok, WEFERAIC 200mg () ZZEfERFICHEIRR OG- LIz L 24, IRPICIFTFICRZE(LEL D
TEMEER O 14 (KBRS GRS Btz Y,
<YVZYARAATAL U8 200mg THEI] >
fEFER AT 200mg (1) A ZEfERFICHAIRE OG- L, Bioassay THIE L& Z A, 5% 24
I & Clo e 580 38.3% 3R ~HEE X7z 0 JRPICITEICREE R OVEERH O 14 (7
KEALIR 3580 BTz,

8. FSVARR—A—IZHT S1EH
B R L

9. BNHEICKEKRERE
B R L
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10. HEDERZHITHEBE
16.6.1 BHEESSE
RFEREIE A & Rl x 7o FRE OB REIEE S IC 200mg (J)ffi) ZZEfERFHEEIRR DG L, 7 L7 F=
Y7 U7 T A (Cer) &ZEDOENENE L OBIR ARG L7oRE R, BHEROIEK TIZ > T Cnax @ 1
5. Tue DIER KON AUC OENAES Sz (HIEY : Bioassay), [9.2 ]

JVvrF=
_ Cmax Tmax T1/2 AUC

JIVT T A

) (u g/mL) (hr) (hr) (u g+ hr/mL)
(mL/min)

Cer=100 (n=5) 2.02 1.24 2.38 8.89
Cer=50 (n=5) 2.15 1.89 5.74 21.69
Cer=30 (n=5) 2.55 0.96 4.69 18.73
Cer=5 (n=5) 3.54 1.48 6.13 36.89

16.6.2 BinE

BB DI 66~82 5% (15 72.2 %) O 3 412 200mg (Vi) 2 Z=ERFEL[ERE
Beh U, OERNEREZ T L7 5R, BRI & D & Tiax, Tz (TIEEFETH > 7223, Cmax.
AUC I 522 FE Ao 72 7 (HIEYE « Bioassay), [9.8 2]

Cmax Tmax T1/2 AUC
(1 g/mL) (hr) (hr) (p g+ hr/mL)
FnE (n=3) 3.72 2.3 4.2 19.20
11. £tk
B Y AN
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

2.1 AANZx L CREUEDBIERE D & 5 B F

22 BEEVR, TAIX I VAR - WAk T2 A TREATFEY L, VY Kb
AXIVAVEREE, ARLRY U b I FZERAVAEE, #EXTT7 40 (T RULA]), F
ATvaN, ATNF=T ANRNTZ OB, X3RN T 7 A (FREUTEHEEOEMEY X
PEAME ChY BRI Y oNiEAE S Te) O EWEE) . LT v RUEERE, TE L) R
W, 743V v, AT aFy =0 AR RSP oBE [10.1 2]

2.3 HESUIBRICEEDH 2 BE TaLe Fr 25T oBRE [9.2.1, 9.3.1, 10.2 ]

2.2

cEEVREOOHICLY, QTIEENEHR LIZEORERH D ™,

I AXIUEFRAIEOMHIC LY, MEEFESEOEBREEH AR TEZEnRH D P,

s AR LFH UM EOORHICEY, ARV XH U NOERARE LRI IBENARD D,

B ET T 4N EGFH LR, BRI CYPSA BHEERIC RV 2 X T 7 4 D7 VT T 0 ANREEIT
B L, ZOERAMERT 28ThRH 5,

A NRT T L DR LT AKFID CYP3A HEERIC LV A RT TV ot s L5
L. BEOCHRIRRS LI ERH D,

s XX KT T I AOERTHIEIEDEMEY M EE MR (hY oRERE D o EE ETe) O F Bl
BN AR 2 R LT KAl CYP3A BHEMRHIC LV N 7 T 7 A0 MRS B L, E
BRABIE R OB IR T 28203 d 5,

TRV COBTHRXO HBE RS OEIZ, 77V Au~vAf v E0fffICkY Zh
HOEAIOMPPREN EF L, TOERABEET 28035 Li#lishTnba 2 enn, B
PR FEEREST 52 & & LTz,

AV T aFY U ARBEOB RO HE5) RS oHIZ, 77V ZAr~vA v oL off
AIZLY 2o OFEFOMHPREN LS L, ZOERPEET 28203 d 5 Lt Ting 2
Enn, BEMAERYEREWMESTSZ L& LT,

2.3 Vb F U ORMIEIZBN T, HFESUTXERICIES O 5 5 BE T, JFREEESE CYP3A 25k <
PEST DA EZRAT OBRE ] 2 5 & ani, FFUHIRESE CYPSA % i < fLE T 2 3KH) &

LTI VA~ VU RNEENDLZ NG, BEE LY, HFEMET S L& L,

3. MREXIHRICEET SR EEDER
(TV. 2. ZEESUIRICEET SR 22452 L.)

4. AERUVAEICEET 3IEELZDOER
(IV. 4. AEXOHEIZBEET IEE] 228 T52L8,)
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5. EEGEXRNIREEDER

BEELEFMIR

8.1 AFIDOMHEHIZH T - TiE, THEREOFEIRFELZD T, JFHE U TRZEEZHEE L, RN OIGHR
B RNROBIM OB EICE EDHZ L, [7.2, 7.5 ]

8.2 i/, JLIMERIEAD . EiPEE I, BBk EERIERIENH b s ZLhdH 5D T,
EMIRNCRAE 2T 9 2 EBEZ 312475 2 &, [11.1.4 2]

6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESEOHIBHE
9.1 AHHE - IEEFOHIBHE

9.1.1 D<o A5 4 FREFIZx L TEHREORTENDHIEE
9.1.2 NEBDHSHEE. BHUIYLNMEDHIEE

QT IER, M (Torsade de pointes 5 1r) . LEMBIZ T2 E03H 5, [11.1.2 M
(fi#EsL)
9.1.1 AANZ X 2WHUE, FMEREREN L ZITHABND,

9.1.2 LA (ML) 26T 2BFE BV T, AFIREGICLY QCIER, LEMEHR (Torsade de
pointes) ENTZEDWEONDH D,

(2) BHREESRE

9.2 BEHEEETEE

AFIOMPEEN AT 280055, [16.6.1 ]

921 BHMgtEEEECaOIEFUOEREGhDRE

BHLWZ &, a e F oM RE EFICH S PEIERARE SN TWD, (2.3, 10.2 ]
(fifa)

9.2 BIHEREREEAE IR AL el U, MR BT S &0 SRS O Nd D,

(3) HFHeeEESRE

9.3 HisEETEE

e E L B X5 2 LR H 5, [11.1.3 ]

9.31 FFicEEERECaAILEF UEREGRDERE

BHLRWZ &, a e F oM RE EFISHE S PEIERARE SN TWD, (2.3, 10.2 ]

(4) HEREZ=HT 5F
BEEN TR
(5) Wi

9.5 TR

RIS SOFAEIR LT D ATRENE D & % 2RI, 18R EoFivEns etz ERl S Ll s n o 56
(COBFESTHZ L, BERT, BEMICEERD b s mHREICEW T, RIEENE (LE
KOG OHFH, BEEILE) DRESNTWD, 2B, EIMIBIT 2R TRO L 9 2HfEn
H%, SDF7 v b (15~150mg/kg/H) & CD-1%~ 7 A (15~1,000mg/kg/H) IZHBW\T, &
NENREMICHEER bbb o RkmMAETT v MelRICOMERREIL I~ v 2 RIRICOH

ARRO LN, Tz, v (35~T0mg/kg/H) 2BV T, REMWICEERH b 7T0mg/kg/
HTOBIH 1 BNTARMAREDRRIE N A G T-08, 3R, A, BRICIERFIIRD 6ol
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(200mg D7)
Fim, Ty M TV A~ A v (160mgkg/H), 7> Y 7T —)b (50mglkg/H) KOT €
XU kY (500mg/kg/ H) ZOFHESG LZdBRicB W, REMICTORMEORRE L BT
JE R DOREIHI OERARD TN D,
EHiZ, Iy Mz 7V Arr~A vy (B0mgkg/HEL L), 77— ) FU oA (25mglkg/
H) ROT7EXT VU 2K (400mgkg/ BLLE) % 4 @RS LB C, #ossiiee
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BEORERCM T 7 VT F = Ul ER S OB TATANRD SN GA X, B E PR

L. f@tﬂiﬁk%%ﬁ“) ik,

11.1.11 IgA & &K (JHE )

11.1.12 RFIEBBGEESES Y (FE )
FIER & LTI, BENA LIV, S OICH#REREE, U o HilER, B e, kb2,
FARNY OSERINBIE 2 0 BREOEEZIBBUERNHHbhD Z LB 5, BHPIEH RS,
FE, FHEBEREEL DIERPEHR S D WVIIBEALT 2 ENHL2OTHEETDHZ &,

) XEDHDEIER
1.2 ZDHOEIER
(— AR RERAE)
0.1~ 5% AT 0. 1% A i B AT
WHEUE | RE < D FERE
et HEV, HH LT, KRS BEWbEE, Az, B
ik R . MRS, IRER. LOYL (%) . SRR,
R
RARE RR S (S A%) (B, HODKE, AR
b [ED WEr, BN, | AR R, K, R RERNO LA, R0, A, T
MEERRZmRR, MR, PR, mR. M &
JLIREES GFERERIE %
JFT M AST b5 ALT B v
-GTP b5, LDH L&
Al-P L5
B - AR 75 P
Z DAt Rk, IR, U VEE. CK LA, BB, MR, (Rib
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<¥V3YARBTA L U8 50mg /»

BRE T@BEI] >

(BRMREFLERE (T4 X) [SHSEEM MAC fE)

5~10% A1 1~5% AT 1 A<
s RHRAE SEJR. O FE W, B, ARGEEUE, R
% R BRSO AR LR, EENES. B
B, ARG, RS, KGR
RAZET USRI RIS BRICEISE, HEDE, HUS. BRIEIEA. REME
%K
3 i3 Z PR, BRR B AES. S, HR
s, SEBEROS . RIS, FIT
kg | TR L, BRI, 9. [ UE, AL AR, R, <O, B
g, WiEMERER B, Fk, &AM
IR7:3 B ek i,
AR, GFhER
B, ERiERE A
JHF ik R RE S y-GTP L5, AlI-P E|AST b5 ALT k5. B9 oWt
5 i, BF%. vUarey BR
5 Mk SR BUN E&., 7 Vv T7F=v L&
AR A TEG FRRIER B VX E
i - Bk iR . BASIR
Z DA, mAEMIE, ~U 7V | BAE, 7T —¥ LA B UAE,
U N ER ERBBOE, R, Leo< 0, R M, STl
KAV » aiidE, Wk R LS

MR (AR R D [T A Bl R AU B OMBRGE AR 72 1% OB D B RISV T 5,

<73)AATA4 L U8 200mg THETL] >

(eI B E)
5~10%A<TH 1~ 5% A3 HE R
s ARHRE FER. D FE, Wk, MEGREUE, B
% Bl e EAE, LR, EENRL. B
OGRS, BRI
RAZET RIS BRICEISE, HERE. HOS. BREIER, AEIK
%
3 95 Z PR, BRIR kRS SR, BRI
s, SEBERE . BSOS, FIT
HAbgs | T L, BACRIR, M. (BB AUR. HAEARE, R, B< O, 1
WM, WRERIER B, FR. FEE
IiR7:3 M EREA . B, fF
AR BRI, ek
B, E R A A
FFl&  |(FAsSRE R y-GTP L5, AI'P E|AST k5., ALT EH-| BEH 5 ot
i JE. ff, vVarer BER
5 Mk SRR R BUN EH., 7Vv7F=r EH
A Bt TEHG FRRER BV HE
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10.

1.

5 - WP, B

Zofh FIRMAE, U 7Y |, 77— LR, h O AE,

UK, EIRERIE, B, Lo < 0. R, B, Stel
I U e, IR B

e RN R AEIERE (A %) (TFE 5 RN MAC JEZ K14 & LB Taib b -BIER T
B BT RRI O [ Y B DR PR e OV RS 4 O IR D A LIS S T B,

(NYaAnsE— - ERYBRE)

5%LL 1 1~5% A 1% AT
HEHEUE 95 ZO¥E
it FHR. LO%UE, O F 0, IRK. RIE.,
i 5 DIRHE

ks [T A (15.6% ) oK (8|, MR, 00w, Bo, FR, 5REYR, o0,
(13.6%) . BRFIRH W2k, R, Bk | RRBR M . BRORIR

TUIRTZS I ERIE . AFEREREE ||, B MmERHEZ ., /MR
%
Ji sk AST k5. ALT E&H.| |AI'P E&H., vV e s EH
LDH k&, v-GTP L
=5
Z DAt JREABGME, U 7 U RERSNE, JREE 5| Bok, 2uk, 8)

TV FEA, Ba LB B QT IR, U Vg, F#IE,
Fa—A bR MR B

KPORWEANTHEDS - + HBBEGICB T SRERE @AM e bR 7 A e e s —
MUY T TS — N FRAT TS =N, FTRT TV —F b7 LORE) ORREEOENERR
BREGE (7T X2V VKRR O A T T — v & OO OSE O Tk « FRZS R0 f5E e
‘AR ZZT) IZESVTN D,

. BRRERRICKIZTEE

<VZVRATAL LU 200mg THEI] >

122.BRARERRICRIZITEE

(ANJansa—-ER) BERE)

TUIT T NVEOT R NIRRT A e B =R T BRI KR, VT ) An v vk
DHUEME DR TR0 544 T 1E % Tld, BC-IRFFFRGRER OHE RS RMBERIEIT /2 D rTREMEDN & D
7o, BC-RFMEXGABRIC L DREHIEZAT O HAEITIL. 2D DIEROFE G T 4 WL DR AL
THEMT DI ENEE LY,

BERS
BEEN TR

HALOZXE

148RALDOEE

141 EFIXMHFOIE

14.1.1 PTP @30 3EANT PTP > — F b HY HUTIRAT 2 L 5 &+ 5 2 &, PTP > — hOREHK
W20 WA REREEEATIA L, B2 2 2 U CHEBRTA R % O EE 7o & 0HE 2 0F 5%
THZENDD,
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12. TOHDEE

(1) BREEAICEICIER
BEIN TN

(2) JFERERARICE I I1FHR

<YVZYARAATAL U8 200mg THEI] >

15.2 JEERPREAERICE D < 1H&R

v MZTEX VY KFY (2,000mg/kg/H) & F Y75 —v (1bmgkg/HLLE) @ 48
PFAROEE LERR, KOS X7 XY kY (500mgkg/ H)., 72V 77—
(100mg/kg/H), 77V Au~A 3> (25mgkg/H) ® 4 HEOFRARO#KES L-RBRT, 7EX Y
U KR E B S D VPR E G LB RESR RO TV AN, LT EX v v
KFINPERZIHTH L2 DO THD . KNTHHLZZ LD TIERNWZ ERHER I TV D,
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. FFEREREAERICBS T SR E

1. EEHER
(1) ENDFEIBHER

(TVL. SENFIIBF 2 E ) OHEM)

(2) REMUFEHES
MR L

(3) TOMOEERER
AR L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L
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X, BEMERICEYTSRE

1. BERES

L7 S5 B
U5 An~A b 50mg NEATHET) |
WA ’ e oImE Y VE) TETE — DERAS O AL S F 0
77 ) Aa<A 8 200mgl HET ) N

B#kS | 7o) 2a~A3T L

2. A¥EIRM
34F

3. AERETORE
FEIRRATF

4. BRWLEDEER
BEEIN TR

5. BEMITEM
BEMERLTA R
KFTvoLBy A
ZOMOBHEMTEM A (XL, 2. ZTOMOBIHEE OEBMR)

6. F—m% - AHE
El—Rsy : 77U A8 50 /NEH. 7 Z U 24 200
77U vy REES0mg /NEA, 77Uy REE 200mg

7. EEEEELRH
o
8. HERFAEBFABRVREES., EMELNFKZEARD. REMBERE
&I T A ER B SRAMG FEUET # i 5¢ B iR
B 7% AHES
o £ A RabE S £ A 0 A
7o) Aa~wA U8 2006 4 2006 4 2006 4
21800AMZ10250000
50me /N HET 3 A 15 A THTH 7A7H
77 Aa~wA U8 2006 - 2006 4 2006 4
21800AMZ10251000
200mg! F £ T | 3415 A 7H7H 7H7H
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9. MERIHREN, RERVAREEENFOFEABRVEDOAR

We4 77 ) An~A 8 200mgl HIET )
EBINFEHH 200743 H 23 H
N D HEE - T TEBEBICBIT AN ang Z— - En VEGEICRITS 77 2n<
A, TEXVVI VKFMEORA AT T —NVIFHOSE] OREROCHEEBN
Hr |5
— e R — e R
<HEHGEE <HEHGEE
(4738 9) (&)
20 E G EE> E G EE>
he | HiT@EDY) (&)
X | BES - +t-BBRAEBICETE AN 42— F | BES -+ -EBHABICE I AN 45— FE
[ESN=DF 3 313 A EEAE
| G EED <HERSEE
B KANCHNED~Y 230 51— - Er Y RANCHED~Y 230 51—« Er Y
<E G EE> <E G EE>
B - F2EBEBCR T ~Y a2 — - v | B - F2EBEBICRS T~ a sy — .- v
0 U EYE 0 U EYE
— e R — e R
WE., KACEZ 7V A~ LT 1 H@EW, RAKEZIZ VAL LT 1 H
400mg (Hffi) % 2RI CRO&EET 5, 400mg (Hffi) % 2N CRO&EE9 5,
B, ElE, ERIC K 0 EEHEET S, . . ERICEVEEHERT D,
BEE - +-EBBRERICBTdAJany 54— E | BEE -+ -EBBRAEBICB}I3AJany 54— E
A LA A EEAE
Oz VA=A, TEFXFTIVI UKMPEDR| O Z7 )V ALy, TEFTUU AKIY RN
A A A I A ST HEHOBRE
BHE., KACEZ 7V 2~/ LT 1 HIBY, RAKFZZVAr~wAf LT 1 H
200mg (Fff), 7EX TV ke LC 1[5 | 200mg (Fiffh) . 7EF TV vkfHmE LT 1 [H
| 750mg (i) XK OXT > Y7 —n b LT 1 |750mg (i) KT Y7 T/ —nb LT 1
% 30mg ® 3FNEFFC 1 A 21, 7 HEREOEET | 30mg @ 3F|ZREEC 1 H 28], 7 AMKEO#FEST
N Do 2o
% B, 77 VARYA VL, RBIGUTHEHEW | 2, 7TV AavA o0k, LEICS U CHEEHE
E|BTHIENTED, 72720, 1[H400mg (Hff) | &THIENTE5, 7272 L, 16 400mg (FI1i)

1H2E%ERET D,
OV Au~Avy, TEXVVI VK ED)

FAT S =N OBE

BHE. RACE Y F U Rew L LT 1

200mg (i), 7EXFT Y vokFImE LT 1 [

750mg (Fffi)) X A A 7 Z ' —/L & LT 1 [a] 20mg

O3 FaFFZ1 H2ME, 7 AFEARET S,

B, 77V 2uvA L o0F, MBS U CEEH

BETAHILENTED, EE L, 110400mg (J11)
1H 2% ERETD,

1H2EZ%ZEREY S,
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Hx 724

BANEA A - 2009410 H 6 A

7 Z ) Au~vA U8 50mg NEHTHET

NE IR RMEREARSERERE (= X) IZEIEEE~S a7 T I A - TED LT
v 7 A (MAC) JE] DOZhEEIIZhE., HEEOCHEEN
B |=}
—BRRE —BRRE
GEREE GEBERE
(BATIEY) ()
GERSEED GERSE>
| BATE») (W%)
e | XM REFSERE (T XS BEE< A0 | afin L
XN FUSL-FESLIALTL v R(MAC)E
E;;E <HiS B>
W | A~ A 287 FY UL - T EYAay T
L7 Z(MAQC)
<3 i fiF >
1% KIE S5 R A SE R (= 1 I PE D R~ A =
NIFIUTA-TETLAaLT Ly 7 AMACQE
— BB — BB

W, NRICEs ) 2w, LT 1 HIKE
1kg 7Y 10~15mg (Jifl) % 2~3 [BNZ /1] THE
O&53 %,

LR TiRICH LTI, 1 BIKE 1kg H7=2Y
15mg (i) % 2~3 BNy CRRO 535,
ek, Al ERIC X 0 EEEET 5,

EE. NRICEs Y 2w, LT 1 HKE
1kg 7Y 10~15mg (Jifl) % 2~3 [BNZ /7] THE
A5 %,

LR TRICH LTI, 1 BIKE 1kg H7-Y
15mg (i) % 2~3 BN CRRO 535,
ek, Al IERIC X 0 EEEET 5,

Bl 38 G KA T

BRUERETEEER(TA X)IHES BBt O
NIFUHYL-FTEHYLIALTL VY R(MAC)HE
W, NBICE s I Anw A LT 1 HIAE
1kg 720 15mg (Ofli) % 2 BIZH T TRO#EE
35,

B, AER, ERIC R EEEET S,

ER L
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Hx 724

. 75 ) Ar~A bk 200mgl AET)

BAMEA H 0 2009 410 H 27 H

A  DIERSEEME PR R E | O ZhRE TSR, HIEA OVH &BN
B [H
— e R — e R
<GEIGEE GHEIGEE
(Hi180) (&)
E G EE> E G EE>
(FA7i8 ) (&)
e 1% M b BL B fiE Fidk e L
L | GEIGETE
D RANEIED~ A 282 5 0 LR,
% <R
I ~ A anxXTFTIYV oA TEDLAL T LT A
% | (MAC) JiE % & e JERS ML DL IE B
* BiEE - +t-EBEEBICE T ANJans 44— F | BEE - +BBREBICE I3~ a4 —- E
A1) BELE A1) BELE
<GEIGEE <GEIGEE
AFNENEDO~Y a g Z— . vrl AHNENEDO~Y a s Z— . vrl
EREE> <EREE>
BI&E - + BB ECRB T2~ anys Z— .. v | HEE -+ HBBEEBCBTLIA~NY ansx— . v
0 U EYE 0 U EYLE
— e R — e R
WHE, RKACIEZ 7V Aa~v A LT 1 B | @, RAIEZZ7YVAr~wA LT 1 H
400mg (M) % 2 ENZA T TRAKST 5, 400mg (M) % 2 ENCH T TRAOKST 5,
B, R, ERIC K 0 EEHEET S, . . ERICK 0 EEHERT D,
JEdE 1% M b BL B fiE Fidk e L
W, ALV RAavwA4 LT 1 H
800mg (Ff) % 2 [/ CROBLS T3,
2B, ElE. ERIC KV EEHEET 5,
BiEE - +t-BBEEBICE T ANJans 44— F | BEE - +BBRBEBICB I3~ a4 —- E
A1) BELE A1) BELE
Oz VRa~vA vy, TEXTVI VKLY | O TV Ra~vf vy, TEXFTUY VKL
SIS — LB OEE SIS — AR OEE
M s@s, AIciZz7 ) 2~y e LT 1 E|@H, RACIEZFY Aa~A2 e LT 1
2 900mg (M), TEFT LU AR E LT 1 [ | 200mg (Hff). 7EFS LY L ARBE LT 1 [
% 750mg (ffi) ROZ V7 Z— kL LT 1\ |70mg (Jifi) ROZ Y 7FZ—nt LT 1A
fj | 30mg @ 3 Al Z[FERIC 1 B 2[5, 7 AREEEA#G9 | 30mg @ 3 A& [FRFIZ 1 B 20\, 7 HREEEH &G
= | b, 2o
B, 77 AL VR, BREIOSCUTHEH | B, 77 ) Aa~v A vt LEIDE U CHlEEY
BTAZENTES, 272 L, 1F400mg (Hfli) | ETHZENTEH, 7272L, 118 400mg (JI1f)
1H2[BE%ERETS, 1H2[BE%ERETS,
Oz VA=A, TEFXFTIVI UKMPER| O Z )V ATy, TEXFUU AKRIY R
FA ST — B OEE FATT S — VOB
WE, KAZIEFZ7Z7 ) A4 LT 1 H| B, KACEIZZ YV ZAr~vAf LT 1 H
200mg (Fff), 7EX TV ke LT 1 8] | 200mg (Fiffh), 7EF TV vKkFHE LT 1 [H
750mg (J1ff) B O\A A 7 Z ' — L LT 1A 20mg | 750mg (Fifi) B N4 A 7 F V' —/L & LT 1A 20mg
O 3K EFEFZ 1 H 26, 7HERAOEET 5, O 3K EFEFZ 1T H 26, 7HERAOELET 5,
B, 77 VAR A VAL, RBEIDGUTHEHEW | 2, 77V RAavA 0k, HEICS U CHEEHE
BTAZENTES, 2720, 1E400mg (i) | ETHZ N TE 5, 72720, 118 400mg (JI1fh)
1H 2% ERET S, 1H 2% E[RET S,
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Hx 724

. 75 ) Ar~A bk 200mgl AET)

BIFEA B - 2010410 A 29 A
NE ANy anxy Z— .oV RYYE  H MALT VU o 8Bl Bt s 48 pEnE . R
B3 2 NIREERTREL H 1 ORhEESU I AE N
B I=!
— e RRAE — e RRE
GEGEE GEGHEE
(ATHED) (B%)
GERSEE> GERSIE>
(FATHE D) (B%)
JEfS I BRI fiE JEfE M BRI fiE
§h<ﬁmﬁﬁ> GEGEE
g | AANCBMED~ A 287 TV U LR AENEE D~ A a7 5V T LG
W | GERSEE> GERSIE>
I ~A TN TFIUTA - TEY LI LT Ly I A |~AaRXNITYTALTETLAILT Ly TR
% | (MAC) e % & te JERE B ME TR B iE (MAC) JiE % & Te FERE B ML DU IS B I
ARG E— -  FOBER BAB T EBABIBTA~UIANGE— - F
GEGEE O e
AFNEEDO~NY Ny Z— - ¥'rl ERGEED
< RE> AANIEEDNY) 3y F— . ra )
HiEE. + fEEE. EMALTY U oNE, FrtE | EREE>
MBI PESRBENS . 3 BRI 3 2 NIRSENIE | BIBE - + HBEBCRB I~ anns FZ— . ¢
BHREHICBIT L~ Ay 72— . v a Y RYE U YL
— e R — e R
BE., RACIE 77V Ar~AA LT 1 B|@E, RAZIZZI7 ) Aua~vfv LT 1 H
400mg () % 2 FIZTT TRAKEET 5, 400mg () % 2 FNZT TRAKET 5,
RE. A, EWRIC R EEHEET S, k. AEER, ERIC X 0 EEEEET 5,
E|S - psAR N 4= EIS - psAcR N 4=
BE. KA Z 7V Ar~Af v LT 1 B @Y, RACIZZ 7Y 2~/ LT 1 H
800mg (i) % 2 [FIZT TRAKET 5, 800mg (i) % 2 [FNZT TRAKET 5,
B, El, ERIC K EEERT 5, B, Elh, ERIC K EEERT 5,
AYyanys—- oY) BEE BiEE - +t—fBEBICETE3AJanNv4—-E
A1) R
Or77VAxAR~A Ty, TEXVVI VKIME RN | O Z ) 2ua~vAf vy, TEXFVVU VKPR
A A A It A A A S A
Alws, A Aicizz 70 2~y e LT 1 E|@%E, RAICIEZ ) Arv vy LT 1 [
% | 200mg (ffi). 7EX 2V AR E LT 1 [ | 200mg (Ifli), 7EF LU AR E LT 1
% 750mg (Jffi) R OF Y FF5Y— e LT 1 M| 750mg (i) RSV F5Y—Le LT 1M
e 30mg @ 3 A|&ZFKEIC 1 H 218, 7 HRERAO#KEGT | 30mg @ 3 FZ[FFFIZ 1 H 2108, 7 HE&EOHRGT
AR %
E

KRB, 77V RABYA T 0E, MEIDE U CHE
BTA5ZENTED, 72720, 1E 400mg (Ji1ih)
1H2E%ZERET D,

OrZ VA~ vy, TEXVVY VKT E D)
FATLT S — OB

BE., RANCIZZ7 7V Aa~A4 LT 1 H
200mg (Jii), 7EXF U AR E LT 1 H
750mg (Jiff) LA A 75 ' —/ & LT 1 [A] 20mg
DO 3FNEFREFZLTH 20, 7HRREO®RET S,
B, VIV RrawA U0E, MBI UG R
BETHZEMTES, /272U, 1[0 400mg (JJ1f)
1H2H%ERETD,

A S/ I = B GV - A W D G - = 8
BTA5ZENTED, 72720, 1E 400mg (Ji1ih)
1H2H%ZERET D,

OrZ VA~ vy, TEXVVY VKK
FATST S — VOB

BE., KA 7V Aa~vA LT 1 H
200mg (Jfi), 7EXF LU oAk E LT 1 H
750mg (Jiff) LA A 75 ' —/ L LT 1 [A] 20mg
DO 3FNEFREFZTH 20, 7HMREO®RET S,
B, VYR~ U0E, MBI UM R
BETH2ZEMTES, /272U, 181 400mg (JJ1f)
1H2E%ERET D,
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Hx 724

7T ) Au<wA U8 200mgl BIE T

BAEAH 201147 H 25 A

AR IV any g—.vu JEYE] BT HERCHEER
7 [H
— AR A — AR A
GHIEETD GHIEETD
(BATEY) (W)
<E R fE> <E R fE>
(BT Y) (M%)
BB EE BB EE
%) | CERETE GHIEETD
Be | RANCEME O~ A a0 TV U LR RENE D~ A a7 7V 07 L&
W | EREE> <E R fE>
| v A AR TV AT YLV T LYy I AL 2N TV TA-TEYLILY T LYy TR
%h | (MAC) JiE % & To JEAE BZ M B B (MAC) JiE % & e IERE LR BT
RIAJanRs 82— EnyBREE AYansE— - EOYRBRE
GHIEETD GHIEETD
ARENZENEDA~Y a Xy Z— . vnrl ARENZEMEDANY axy Z— . al
<E R fE> <E R fE>
Bi&E., + _fEBESE. SMALTY o8&, 8% | B85, - EBES. § MALT U oS, Re3stE
NS PESRBENR . 1 B kT3 2 NAREEAOTR | M/ MR MESR B . B HIE o xhd9 2 WIREEITE
WEHICBT A~ any Z— . o)) KYE WEHICBT A~ any Z— . v o)) KYE
— e R — e R
BH. KA 77V A~ v LT 1 B|@Y, RAICIZZI7Y 2~/ LT 1 H
400mg (Sff) Z 2 BN T CRO®ET 5, 400mg (Sff) Z 2 ENCH T RO ET 5,
ok, F, ERIC X 0l EEET 5, ok, FE, ERIC X 0 EEEET 5,
IR B R IR B R A
BE. KA 77V A~y LT 1 B|@, RACIZZ 7Y 2w/ LT 1 H
800mg (Fiffi) # 2ENZH T CTRAKEET D, 800mg (Fiffi) % 2ENZH T CTRAKEET D,
k. AEER, ERIC X 0 EEEEET 5, 2B, Filn, SERIC K 0 EEEET 5,
AYyanyE2—-- 0 BRE AJanyga—--EnY) BREE
BHE., BACEZ 7V 2~ LT 1RH|OZT) ALYy, TEXV VY VAFTHED
200mg (). 77XV vkFiE LT 1 || T Y T Y= DOEE
F | 750mg (hffi) X7 o bR FA e X =0 [@HE, RAZIEZ 7Y Ans A LT 1 H
B 3HIEFREFC1H 2, 7THMRBROKEET S, 200mg (Hfl). 7EF TV oAk eE LT 1 [
Kilzis, 77 ) 2a~vA g, BEICECTHEEE | 750mg (Ofll) KT Y7 Iy —nl LT 1 [
N BEFTHZENTED, 72720, 118400mg (F1ffi) | 30mg ® 3 FIZFEHC 1 A 28], 7 AEREA&EE9
Mlitpemz kRS2, %
= BB, 77U Aa~A 0t SEICE U O TR
BETHIEMNTES, 72720, 1[0 400mg (J11f)
1H2E%ERET D,
Or7 VA=A vy, TEFVVI VKM ED
FRAT T — VG OEE
BE. ORACE IS RArw AL LT 1M
200mg (). 7E=FT TV AT E LT 1 |
750mg (F1ff) XA A FF > — L LT 18 20mg
D 3K EFREFZ1H 2, 7THMROEGET S,
B, 7TV AL YT, BB U CHEERY
BTA5ZENTED, 12720, 11E 400mg (Jifih)
1H2B%ERETD,

50

(__ : EXEHA




10.

1.

12,

fged 77V AawA P UbE200mgl HET
EAAEA A 2 20134 6 /18 H
N cINY any g — vn VRGYE - ~U ans Z— . vn JERGEE R OZRESUTR,
HE K O BB N
# E
— R E — R E
<L E > <ELE >
(BT Y ) (%)
<HEE> SR E>
(AT Y ) ()
IR B A AE E 3t o
< R < R
| ARNCEIED~ A 287 T Y T DR FANEIED~ A 2327 7 U 0 L
HXb < EE> SERE>

~AanNyZTFIV oA TEULaLy T Ly I A

~AanNyZTFTIV oA TEULaLy T Ly I A

750mg (Jiffi) RO7a ho R 74 e X —0
3FNZFEFIZCT A 20, 7HMBEORET D,
BB, 7oV A~ 0, KBTS U CHEER
BETHZEMTES, /272U, 181 400mg (1)
1H2E%ERET D,

% (MAC) fiE % & Te JEAE R M HURE I E (MAQC) fiE & & Te JEAE M HURE I E
HBiaAyanysa—-EnEEE AJanya—-En) B
GEGEE GEGEE
ARENZEEDA~Y a7 Z— . vnrl ARENZEEDA~Y a7 Z— . vnrl
< RE> B RSEE>
HigE., + IHIESE. SMALTY > 8@, R0 | B18E. + HEEE. BMALTY »8E, Rt
mdeQ@ KB, FHE IR 2 NREINTA mAWWQ@ KB, FWIE IR 2 NREINTA
BZEIZRBT 2~ ans Z— .- Ea U EYE, ~ [ FERBICRBITDIA~Y any Z—. o EYYE
Yanxyhz—. ol ZYLE R
— AR A — AR A
WBHE., BACEZ 7V A~/ LT 1 H|@EW, RAKEZIV AR~ LT 1 H
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INDICATIONS AND USAGE
INDICATIONS AND USAGE

1.1 Acute Bacterial Exacerbation of Chronic Bronchitis
Clarithromycin tablets 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.
1.2 Acute Maxillary Sinusitis
Clarithromyecin tablets (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.
1.3 Community-Acquired Pneumonia
Clarithromycin tablets are indicated for the treatment of mild to moderate infections caused by susceptible
isolates due to:
- Haemophilus influenzae (in adults)
+ Mycoplasma pneumoniae, Streptococcus pneumoniae, Chlamydophila pneumoniae
(Clarithromycin tablets [in adults and pediatric patients])
1.4 Pharyngitis/Tonsillitis
Clarithromycin tablets 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
Clarithromycin tablets 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
Clarithromycin tablets 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.
1.7 Treatment and Prophylaxis of Disseminated Mycobacterial Infections
Clarithromycin tablets 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.
1.8 Helicobacter pylori Infection and Duodenal Ulcer Disease
Clarithromycin tablets are 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.

+ Clarithromycin tablets in combination with amoxicillin and PREVACID (Iansoprazole) 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.

- Clarithromycin tablets 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 clarithromycin tablets 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.

1.9 Limitations of Use

There is resistance to macrolides in certain bacterial infections caused by Streptococcus pneumoniae and
Staphylococcus aureus. Susceptibility testing should be performed when clinically indicated.

1.10 Usage

To reduce the development of drug-resistant bacteria and maintain the effectiveness of clarithromycin and
other antibacterial drugs, clarithromycin tablets should be used only to treat or prevent infections that are
proven or strongly suspected to be caused by susceptible bacteria. When culture and susceptibility
information are available, they should be considered in selecting or modifying antibacterial therapy. In the
absence of such data, local epidemiology and susceptibility patterns may contribute to the empiric selection of
therapy.
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DOSAGE AND ADMINISTRATION
2.1 Important Administration Instructions
Clarithromycin tablets may be given with or without food.

2.2 Adult Dosage

The recommended dosages of clarithromycin tablets for the treatment of mild to moderate infections in adults
are listed in Table 1.

Table 1. Adult Dosage Guidelines

Clarithromycin tablets
. Dosage Duration

Infection (every 12 hours) (days)
Acute bacterial exacerbation of chronic bronchitis 250 to 500mg? 7h-14
Acute maxillary sinusitis 500mg 14
Community-acquired pneumonia 250mg 7°-14
Pharyngitis/Tonsillitis 250mg 10
Uncomplicated skin and skin structure infections 250mg 7-14
Treatment and prophylaxis of disseminated 500med B
Mycobacterium avium disease me
H.pylori eradication to reduce the risk of duodenal ulcer
recurrence with amoxicillin and omeprazole or 500mg 10-14
lansoprazole
H.pylori eradication to reduce the risk of duodenal ulcer 500mg every 8 14
recurrence with omeprazole hours
a 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. influenzae, the duration of therapy is 7 days.
d Clarithromycin therapy should continue if clinical response is observed. Clarithromycin 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: Clarithromycin tablets/lansoprazole/amoxicillin
The recommended adult dosage is 500 mg clarithromycin tablets, 30 mg lansoprazole, and 1 gram amoxicillin,
all given every 12 hours for 10 or 14 days.

» Triple therapy: Clarithromycin tablets /omeprazole/amoxicillin
The recommended adult dosage is 500 mg clarithromycin tablets, 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.

* Dual therapy: Clarithromycin tablets /omeprazole
The recommended adult dosage is 500 mg clarithromycin tablets 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.

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.

2.5 Dosage Regimens for Mycobacterial Infections

For the treatment of disseminated infection due to Mycobacterium avium complex (MAC), clarithromycin
tablets are recommended as the primary agents. Clarithromycin tablets 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.

Adult Patients

For treatment and prophylaxis of mycobacterial infections in adults, the recommended dose of clarithromycin
tablets 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.

Clarithromycin tablets therapy should continue if clinical response is observed. Clarithromycin tablets can be
discontinued when the patient 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.
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Table 2. Clarithromycin Tablets Dosage Adjustments in Patients with Renal Impairment
Recommended Clarithromycin
Tablets Dosage Reduction
Reduce the dosage of
clarithromycin tablets by 50%

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

Patients with moderate renal impairment (CLcr of 30 to 60

mL/min) taking concomitant atazanavir or ritonavir-containing Reduce the dosage of

clarithromycin tablets by 50%

regimens
Patients with severe renal impairment (CLcr of <30 mL/min) Reduce the dosage of
taking concomitant atazanavir or ritonavir-containing regimens clarithromycin tablets by 75%

2.7 Dosage Adjustment Due to Drug Interactions
Decrease the dose of clarithromycin tablets by 50 % when co-administered with atazanavir. Dosage

adjustments for other drugs when co-administered with clarithromycin tablets may be recommended due to

drug interactions.

2. BUCEBITLBEKRZERR
ERICEY SBIMER (F—RXFSUTHE)
AR T 2N LOTBEOHDER E A —A T VT 3L TR D,
( TV 6. FrEDHE Rz AT HEBHICHET LR OEHEMR)

Drug Name Category
F—ANTZ VT DsE clarithromycin B3
(2021 4F 4 H#5R)

2% PO
F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
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.
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BRIE H 7y bk A7 RS
< HIHE > &5 BH AR IR 2 34 1% H 25 H 3% A
Pk n=1 B0O020 | HEOHEK | AAOKE | AAOME | BEROKBEK | AGOKE

&8 (%) * n=3

<90.0~120.0% > BO020 | 97.7~99.7 | 99.7~100.3 | 98.3~100.2 | 97.7~99.5 | 97.9~99.2

(BE{H) B
FEE (%) n=1 BO020 1.74 1.68 1.71 1.73

X FRBISHTOEAER (%)
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(2) Hifg - BEMRUBREREF 1 —TEB1HHR
P95 RATA LU 50mg /MNERATAETL
1) BERAE
[ B v 5
TAARY—DER P A ERERY  RIE1EET 4 AR —RICARLTEA R ZREL, K
55°COIRYE; 20mL W\ EloTz, T 4 AXUH—ICE R LT 5 mE%R, 74 AXUY—%2FT
15 THEARHE L, IBRm ORI A2 BIE2 LT, RO RIENRD LR WAL, B 5 /o kE k.
[FRRDBAEZATV, BEIRE ORI 2B LT,
FREOBIE TR I AERE 2GR DN WEEA T, BRI T EEZ 08 L, B S A CcEkEE < v
TRRIRZIE L, [FEROBAIEZITV, BERRB ORI A B LT,

[ gt 1 7 ]
TRBIE DN S T2T 4 AR — 2R T 2 — 718 L, K 2~3mL/B ORE TIEA L, Fa—7
ARPNER LG D) 8 00D 2 ZKFEZ L, AN Z Z O 30cm Lo SIZEE L7z, Bl aEA
BRICHEEDOH KZEAL TF 2a—THEES L& Fa—T7AITERFED RO b e ddiE e
@72 L& LTz,

HERFERE A : 2006/6/20
oy EE . BO120

2) HEER

R R AR
S U An~ ATk | 5 CRERET 10 2L - .
50mg /T A E T R LT 8Fr.TF = —7 2 il L7

% 74 NVLDBIERY BB, RE ST HILT8FnFa—7 &l LT,
ARBRIE, THIRE BERG AN F7y 7 () CiE))) L TEBLE L,

61



95) 274U 200mgIHET]

1) RBBRA&E

[ S

TAARY—DER M AERREERY , RIK 1L EEZT 4 AR —HNIZANRTER 2R L, K
55 COIEY 20mL ZW\ o7z, T 4 AN —12E A LT 5 flkEk. 74 A —%FT
15 MR L, AR ORI A BIZE LT, TR RN TR0 DAL WG IR, I b oM E % .
FERDBEAEZATV, BB ORI A B2 LTz,

LFREOERE T 72 REEIRE AR SR WE AT, BIR 1EEZ0E L, B S Il claE < v
THRIRZBE L, [FRROBIEZITV, BB ORI 2B LT,

[aE it P R ]
WRBIE DN S T2T 4 AR — 2T 2 — 718 L, K 2~3mL/B ORE TIHEA L, Fa—7
IIRPIR ARG ) 3 53D 2 Z2 /KT Ly A Z T DOF) 30cm D& SIZHEE Lz, BRI Z EA
BRICEEOHKEZIEALTTF 2a—TNEES L&, Fa—T7RIEFYIRD b RIT s
72L& LTz,

BR N H : 2006/5/16
o v FES - BO020

2) HERER
R R AR T MEEER
77V An~vA g TR L T2 O CRRBR L 72 & & S L7 o T
200mg H[E T | 10 3 AN HASE - BB L o 7, °
fH5 371 10 3 PA B (12~1547) JE L, ML <RV IEE TEEMEREIND Z LIk, 8Fr
Fa—7 ZidiE LT,

ARBRIT, THARE BERG A7y 7 ((K) CiEo) ) L THEMBLE L,

2. F0OBEEEH
HETOZZ ) Aa~vA U8,/ RIA4vay PHRAEND T E ZFKED Ij~

HEI®D

DSV AO0Y A1 s k519097
ERAXN3FECEEDEAN
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NE B
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> RIfEAICOWT
I BRELE D PLILEF—FR, TH. COBICHRIC
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