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I. BiEICEYTSEE
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AREHG T BR)) 12XV R PAMG S, £k, REREE () Zm L., LUgILFE CTH%E
WED BT,

FORER, KEIME ., BHKE TR OHEIEIC S LA RN HER SN, =3 8200 KON M=
= EE400] 1%, 199446 H 1 HARES T, 19944 12 A 9 HICER7ZE AP L7,
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2. BMROAERFHRETE

(1) RENX, 7470V E2GIRDETH1H 1EERT AT 0 U UBBERBITH 5,

(2) 1 8 115, AMTEE (747 4V 5~15ug/mL) % 24 BEffeRs+ 5, (VDL 1. i
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Wi DHZM)
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EOFEENO R D)8~ M) v 7 AEEEZ BT 2 b DT, SMNEDIRZET D ICHEWFERI I L |
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1H1E (uni) #&50aF 2 25 L (contin system) RHHIF L

2. —i&4
(1) M& (WwAE)
747 41U (JAN)
(2) #4 (WMAE)
Theophylline (JAN)
(3) RTL (stem)
N-A F 4 o F o R RIS © —phylline

3. EEXANETRERX
et

o H
HJG“‘\ ,—’J'L“ _.,-*N
W,
N
|
CHa

4. PFXRUVHFE
4512 1 C7HsN4Os
sy & : 180.16

5. k¥4 (M4iE) XEXE
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1. YEEMNEE
(1) 5MR - K
HEORER XUIFEREOM R TH D, (ITBWIER,)
(2) BfFE
NNTZAF RNV LT I RIZRRETRT < AKRUT=F 7 —/b (99.5) IZHEITFIZ W,
0.1mol/L MiFEFIR I Z I T 5,
(3) WiEtE
SR K 80%RH
(4) AR (R, R, BER
s 271~275°C
(5) BIEEMBHMER
pKa : 877 (4 I ¥V —/LER)
pKb: 135, 11.5
(6) DERE
surauakLh—Kk:0.27 (pH2). 0.23 (pHS)
F oz ) —N— Y CFEEREER 0 0.755 (pHT.4)
(7) ZOMOELRIEE
R & 271nm  (OKVERK)

2. AMESOEBEHTICE T SREL
Kbtz A T] T ZRIC G, i (456°C, 6 % H), & (40C - 75%RH, Bk, 6 » H) KOHNT
B #H) ITHELILL Z A, SMEL. TLC, GEICA RO, IBE, BEXRUEICH L TLETH

277,

3. BN OERBRERE, TEEE
(1) BBy
1) SES AT N P )
A ORI D E WL ALY MV ERIE L ARBDO AT MV EREDOBIBAASY b L% g
THEE, WEHEDAXY MVERI—EED & Z AICFERDOIBE OWIR 27880 5,
2) AN AT S VRDEE
BAbH U 7 AEEFIEIC X W RBR ATV, KD AR bV ERBDBIRARY A Z TS L& Wl
FHDANRY MVIEFRI—E D & Z AIZFRIEROTERE ORI ZFRD 5,
(2) E&EIE
BN A E VA
A G KR D USSR 2 N 2., KER(LT b Y o MECHET 5,



V. RAICEIYSIEE

1. Hif
(1) FEORXZ
e
(2) RHEONBEUHERK
724 =2 8 100 =2 8 200 = 3 U BE 400
#l e e
(S S

.

@

@

i = — —
EAE (mm) 6.4 9.5 11.0
EX (mm) 2.9 2.8 4.1
B (mg) 119 238 475
NIN=EN PF/U100 PF/U200 PF/U400
ApdE o — | @837 @830 @831

(3) #EAa—F
(Mv. 1.
(4) HFE DY

(2) WH OB OPEIR ] DHSM)

(Mv. 6. "WAIOKFEEN TR 2LENE] ODHESM)

(5) Tttt
P L2V a
2. WHE|IOHMERK
(1) DS GEERSD) OESERUVHME
R 724 o= 8 100 o= UFE 200 == U BE 400
. 1829 1 &9 1 &9
Iy _ \ _ \ _ \
T A7 41 2 100mg TA 7 41U 200mg T4 7 4 VU 400mg
. ERaefyvzFiliro—X AR, B AT TIU AT va—L, ATTY
Ul

NG e/ SVAVINE %4

(2) BREFORE
4 L
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. i

FARANA

B R L

L EAT SRR HLSFKMY

. BHOREEBTICETIREN"
(1) fnisaER

Om==a 8100

IR (40°C, T5%RH) [ mismie

(PTP A1) ]

HEEH
<HBirg >

A

PRATHARH

&7 LSS

34 H

6 »H

(E7N
< AfOBIREE >

JK030 SNy

ey

ey

WM (%)
<4 W§fi], 15~45% >
<8 W], 35~65% >
<24 K, T0%LL >

31.4~33.0
47.3~50.2
82.7~86.4

JKO030

27.7~29.4
42.3~45.1
75.7~79.7

28.3~30.4
43.9~44.7
76.2~80.4

27.2~31.7
44.2~46.9
74.3~79.9

e (%) ¥

<93.0~107.0% >

JK030 99.0

101.1

101.3

103.0

X RTREISHTOEAR (%)

(2) EHRTRER
Oa=a 88200 EWIRGFAR (25°C., 60%RH) [i&oEERE (PTP @) ]

HEHH
< Bk >

A

DRAF I

el

ELED]

3 4

PR

< HAEDOEIRA Y IRHkEE >

HT2401

R
QEBEUE, RERUS,
FEPERIE)

HT2401

LA —PERAR
(A ERAERR) (%)
<15.0%LL >

HT2401

5.3

4.7

WHME (%)
<4 W§fi], 15~45%>
<10 F§f#, 35~65% >
<24 ), T0%LL >

HT2401

27~30
47~52
76~82

25~28
45~49
70~77

EE (%) ¥

<93.0~107.0% >

HT2401

98.0

100.5

98.7

X RTREISHTOEAR (%)




Oa=a 88400 EHIRGFABR (25°C. 60%RH) [ oEERE (PTP @) ]

HEER =R PRATHIH]
<JRHE > & BH B R 14 34 54
PR FP2401
< HABEDOEFAY 1P2203 HWE A ke ke
B lilehe > FR0803
TeERa R FP2401
LSO, Rads. | 1P2203 WA A ke ke
TEMERER) FR0803
26.8~31.2 30.6~33.3 28.2~30.7 26.7~32.7
FP2401 | 42.2~48.1 47.9~51.1 42.0~47.5 38.2~48.0
i 56.1~60.2 59.3~64.4 54.6~56.9 45.8~58.6
BEHME (%)
29.2~33.6 30.8~33.5 33.1~34.6 30.0~32.7
<8 Hfffl., 15~45%>
1P2203 44.2~48.4 47.6~50.8 49.3~50.6 45.0~48.4
<16 FffE. 30~60% >
57.2~60.5 61.2~63.9 60.5~62.4 54.5~57.8
<24 B, 45%~T5% >
31.8~33.9 30.5~33.0 29.4~32.1 27.7~32.0
FR0803 | 48.0~51.2 47.7~50.0 45.4~46.7 40.4~46.2
61.5~64.9 60.3~64.1 57.1~58.2 50.5~55.4
. FP2401 100.8 97.4 99.6 102.3
a8 (%) *
1P2203 101.9 101.8 100.5 103.0
<93~107% >
FR0803 99.6 99.9 99.1 101.9
X ERBIIHTIEAR (%)
(3) wrfEabR
Oa== 88 400
B, B PRAFSAE ] (TS
50T Ty—L 3 5 1 % BRI AR A B O, K
(BA) 5 DD e OV H OPRIE DN ZR Hivi-,
Ty—L W U KA IR B IR D 2~3%728 1 » A
95°C. 90%RH s»A | SIS ’
(B BITIE 8~9% L 7p o7z,
18~25C. 60~80%RH vy —L B B}
’ 20 H | BT _RE R0 s T,
1000Lx (BH A%

BRI H - MR, MERERER, Koy, WWHEBR. T




(4) BoILREOLENE

FRERIAR : 2008/5/19~2008/8/21

Oa=a8E 100 #EaEE 40C S RUEBE AR
RBRTE H 7y bk FRAFHIE
<JRHE> &5 BHAGHEE 2 A 1% A 2% A 35 A
PR =10 AU2501| Feaosinl | mantisl | Aaoss | Aaokd | aaoks
e e B i/ B
< A DOHRIEE >
mHE (%) n=6
<4 R, 15~45%> AU2501 32.9~34.2 | 33.2~34.3 | 31.9~33.2 | 31.7~33.8 | 32.3~34.0
< 8 M. 35~65%> 49.5~52.6 | 49.8~52.1 | 46.8~49.5 | 46.4~50.1 | 47.6~50.2
<24 WFRE, T0%LL E > 86.9~96.6 | 87.5~94.8 | 85.5~89.0 | 83.6~89.8 | 87.3~93.0
&% (%) * n=3
AU2501{101.4~101.9/101.4~101.7[102.7~103.2/101.4~103.2| 99.6~100.4
<93.0~107.0% >
(ZEM) @)% (N) n=10AU2501| 34~49 21~29 22~27 21~30 20~35
X RRBEIIKTHIEAE (%)
Oz 8 100 #EAEE  25°C, 7T5%RH [E - BEAY]
RBRTH H oy bk A7
<FRHE> &5 BH A 2 34 1% A 2% H 3% A
'I\il{j( n=10 s o o i oy
e AU2501 | BEOEEA] | AGOSER | AADEA] | AROER | AGADEEA
< A DOHRIEE >
mHE (%) n=6
<4 R, 15~45%> AU2501 32.9~34.2 | 31.7~34.4 | 27.6~32.9 | 32.8~36.7 | 33.0~36.7
< 8 M. 35~65%> 49.5~52.6 | 49.4~52.9 | 44.8~51.5 | 49.8~55.7 | 50.2~55.6
<24 WFRE, 70%LL E > 86.9~96.6 | 90.2~94.8 | 86.1~93.7 | 86.2~93.2 | 85.0~94.2
' (%) * n=3
AU2501(101.4~101.9| 98.7~102.2 [101.9~103.4/101.4~103.9| 99.3~100.4
<93.0~107.0% >
(ZEM) @)% (N) n=10AU2501| 34~49 32~39 31~43 28~40 31~40
X RRBEIIKTHAEAE (%)




Oax=za 88 100 A% =R (25~30°C)., BEJEE 120 7 Lx-hr  [D65 IR - [UEAR R
R BRIE H =R Ko B
<FRHE> & B AAHE 40 7 Lx-hr | 80 5 Lx+hr | 120 77 Lx-hr
MR n=10 . "
e AU2501 D FEH H @D 5EH H 0 BEH H D EEH
< A DOHRIEE >
mHE (%) n=6
<4 W, 15~45% > AU2501 32.9~34.2 32.5~33.7 31.7~33.3 31.1~32.6
< 8 W#fE], 35~65% > 49.5~52.6 47.5~49.8 47.6~49.5 46.8~49.3
<24 B, 70%LL > 86.9~96.6 85.9~90.8 85.1~90.9 84.7~88.9
8 (%) * n=3
AU2501 101.4~101.9 | 102.5~104.9 | 102.8~105.6 | 103.2~104.3
<93.0~107.0% >
(%) #E (N) n=10] AU2501 34~49 24~30 25~29 26~31
X RRBEIIKTHIEAE (%)
BRI : 2008/5/20~2008/8/22
Oa=a 8 200 MEAaEE  40°C  [EDYE - KBRS
BRIE B =R PRAFHR
<JHHE > &5 BHAGHEE 2 1A 1% A 2% A 35 A
PR n=10 HD2001 HEDOERRA | A GEOERRA | A AOERA | A GOEFRA| A AOEREA
< B OEHRA O Bk > v B2 0 B2 v B2 0 B2 0 B2
WM (%) n=6
<4 WRRE. 15~45% > HD2001 28.9~31.5 | 28.5~31.1 | 27.4~29.5 | 28.6~31.1 | 27.2~29.9
<10 F§f. 35~65%> 52.1~57.6 | 49.0~56.3 | 47.2~51.4 | 49.5~53.1 | 45.0~49.9
<24 B, T0%LL > 84.4~92.4 | 83.1~89.7 | 80.7~85.1 | 79.9~85.3 | 76.4~80.4
a8 (%) * n=3
HD2001 | 99.6~101.0 [102.0~103.9/102.9~104.4/101.0~103.7|101.5~102.1
<93.0~107.0% >
(ZEE) #E (N) n=10/HD2001| 42~48 31~36 31~41 30~39 30~41

X FRBEITHTEAER (%)




Oa=a 88200 MaldE 25C, 75%RH

e - B A

RERIH B =ESVA PRI
<FRHE> &5 BHAGHEE 2 A 1% A 2% A 35 A
PR n=10 HD2001 B OEFRA| A AOERRA A GOERN| B AOEFRA|AfAOERRA
< HBOEFRA Y IRHEE > D EEH| D EEH| D EEH| D EEH| D EEH|
mHE (%) n=6
<4 R, 15~45%> HD2001 28.9~31.5 | 26.1~28.2 | 26.0~29.2 | 27.3~31.0 | 28.4~31.1
<10 HFRE], 35~65%> 52.1~57.6 | 48.8~52.1 | 46.9~52.8 | 49.9~54.4 | 50.8~54.6
<24 WFRE, 70%LL E > 84.4~92.4 | 81.6~85.8 | 78.4~84.2 | 80.5~85.0 | 82.7~86.9
&8 (%) * n=3
HD2001 | 99.6~101.0 [101.6~103.5{103.9~104.5/101.8~104.1|102.0~102.6
<93.0~107.0%>
(ZEM) @)% (N) n=10/HD2001| 42~48 41~48 43~51 43~56 46~64
X RRBEIIKTHIEAE (%)
Oa=a 8 200 MEALEE IR (25~30°C), B 120 5 Lx-hr  [D65 JEJR - KR 4]
FABRIE B 7y k Xy
<> Ham B 1R 40 5 Lx-hr 80 & Lx+hr | 120 5 Lx-hr
PR n=10 HD2001 HEOERRA | AAOERA | AGOERA | BROFIRRA
< FABOERRA Y e > Y EEA D EEA D EEA Y EEA
mHE (%) n=6
<4 WfE, 15~45%> HD2001 28.9~31.5 29.1~30.7 28.1~29.9 26.8~29.3
<10 FFRE]. 35~65%> 52.1~57.6 50.4~54.6 49.3~52.7 47.6~51.2
<24 WFRE, 70%LL E > 84.4~92.4 81.7~87.5 81.5~84.5 77.5~82.6
a8 (%) * n=3
HD2001 99.6~101.0 | 100.1~103.7 | 100.1~102.7 | 103.0~104.8
<93.0~107.0%>
(%) #E (N) n=10] HD2001 42~48 40~56 46~52 42~54

X FRBEITHTEAER (%)
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BRI © 2008/5/21~2008/8/22

Om== U gE 400 WA 40C DG-GB A

PRERTEH 7y b A7 R
<HHE > &5 BHAGHEE 2 1% A 2% A 35 A
PR n=10 FD1301 HEOERRA|ERDOEFRAN| B ROERRA | B AOERRA | ERDEFRA
< HEEOEBRA O ke > 0 B2 0 B2 0 B2 0 B2 0 B2
BNt (%) n=6

< 8 W], 15~45% > FD1301 30.8~33.5 | 29.5~33.7 | 28.8~33.3 | 29.4~32.8 | 29.3~32.8
<16 K, 35~60%> 46.3~49.7 | 45.9~49.9 | 44.8~48.5 | 44.2~48.1 | 44.7~47.9
<24 W, 45~75%> 57.1~63.3 | 58.4~61.7 | 57.2~60.7 | 56.3~60.9 | 56.0~58.8

a8 (%) * n=3

<93.0~107.0% >

FD1301 | 96.5~101.3 {100.9~101.3{103.7~105.9{101.1~102.4| 99.0~101.1

(&) #E (N) n=10| FD1301 54~179 45~59 46~58 52~62 49~62

X FRBEITHTEAER (%)

Oa=a U 8E 400 EAEE  25°C, 7T5%RH  [EE - BEi

bR IE H =R PRAFHARE
<JRHE> &5 BH A 2 34 1% H 25 H 3% A
PR n=10 FD1301 HEDOERRA | A EOEFRA | A AOERA | A GEOEFRA| A AOEREA
< HEDOEFREA O REE > " BEFA 0 BEFA ) BEFA 0 BEFA 0 BEFA
wHME (%) n=6
< 8 W[, 15~45%> FD1301 30.8~33.5 | 29.1~32.8 | 30.2~34.4 | 30.5~33.8 | 29.2~32.4
<16 K. 35~60%> 46.3~49.7 | 45.7~49.4 | 44.4~51.4 | 47.6~51.2 | 44.8~48.5
<24 WF[E. 45~75%> 57.1~63.3 | 60.1~61.3 | 55.9~64.6 | 60.7~64.7 | 58.6~61.9

& (%) ™ n=3

<93.0~107.0% >

FD1301 | 96.5~101.3 | 99.0~101.0 {102.9~104.0{101.4~103.5| 99.5~101.6

(&) W% (N) n=10| FD1301 54~79 61~70 59~70 53~178 61~172

% A RICHT BERE (%)
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O = U5 400 HEAEE =R (25~30°C) ., RSEE 120 7 Lx-hr  [D65 IR - [UEAR R

R IE H =R T &
<FRHE> & B AAHE 40 7 Lx-hr | 80 5 Lx+hr | 120 77 Lx-hr
Mtk n=10 FD1301 HEOERREA | ABOERRA | AGOERRA | AGOEIRREA
< HEDOEREA O IRAEE > R v BEFH v BEFH v $EH
B (%) n=6

<8 IRffH], 15~45% > FD1301 30.8~33.5 28.4~32.8 29.5~33.8 28.1~33.9

<16 FEf). 35~60%> 46.3~49.7 43.7~49.1 45.3~49.4 39.8~48.8

<24 W, 45~75%> 57.1~63.3 56.0~61.9 58.2~61.2 48.0~60.3

ZE (%) ¥ n=3

<93.0~107.0% >

FD1301 96.5~101.3 | 101.0~103.4 | 101.2~103.9 | 101.4~103.7

(z%fE) #WE (N) n=10| FD1301 54~179 64~1717 62~173 53~69

% HARICHT BERE (%)

7. ARNERUVEBRRORESE
RN

8. tFlENEEEL (MELFHNELL)
AZM L7g

9. Bt
(1) VEHIBE
=3 8E100, =3 200 (R = 3 884000, B AR B TANEI LB FESIICED b= T
F7 4V UBRIEEEDIEHBSIZE G LTV D Z E ARSI TV D,
(FRBRIRIZ/K 900mL % vy, 7S RWEIZ XL Y| 100rpm CTRERZTTH )

eSS
FoRE FHE IR (GRS
4 I 15~45%
100mg 8 i 35~65%
24 B T0%LL -
4 FREH] 15~45%
200mg 10 BfE 35~65%
24 B T0%LAL
8 MRE[H] 15~45%
400mg 16 FREfH 30~60%
24 W 45~75%
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(2) ¥WEHRER
<=2 E 100>
ARG
£ OB BARERS BHEBRE S RNUE
[ERHN OGRBRIE © 100rpm (pH1.2. pH4.0. pH6.8, 7K)

CHIE]

- pH1.2 (100rpm) Tix, BUE S NZRERICIS 1T 2 R HRIL 50% A0 T - 72,

- pH4.0 (100rpm) TiL, HUE S NIRHIZ 1T 2 R HHRIL 85%LL L TH > 7,

- pH6.8 (100rpm) TiL, BUE SN 7= IIT 2 PR HEIL 50%LL | 85% A T - 7=,
« /K (100rpm) TiE, BUE SN2 2 EHEHRIL 85% L ETh o7,

2= 82 100 IXSVEFEMRIC BT D (T4 7 0 U o5& EE (3)] OERERIFITH S,

(% H R )
BHE (%) pH1.2 (100rpm) EHE (%) pH4.0 (100rpm)
100 | 100 }
80 r —— = T EH00 80 ¢
60 60
40 40
20 20 —— 2 =500
0 1 1 1 0 Il 1 1 1 1
0 30 60 90 120 0 4 8 12 16 20 24
BE (55 BE (530
BEHE (%) pH6.8 (100rpm) BEHE (%) A (100rpm)
100 100 |
80 | 80
60 | 60
40 40
20 - —— 1= 3 U§F100 20 —— 1 = T U§100
0 1 1 Il Il 1 1 0 1 Il Il 1 1 1
0 4 8 6 20 24 0 4 8 16 20 24

12 12
B (53) B (59)

(n=6)
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<z =288 200>

ARG

£ OB BARERS BHEBRE S RUE
[AlHAEL K ORBRIE © 100rpm (pH1.2, pH4.0, pH6.8, /K)

CHIE]

- pH1.2 (100rpm) TiL, BE SN 7ZREEIZE T 2 FEEHEIT 50% Al Th - 7,

- pH4.0 (100rpm) TiL, HUE S NIREIZIIT 2 FEERHHRIL 85%LL L TH > 7,

- pH6.8 (100rpm) TiL, BUE SN 72BN IIT 2 PR HEIL 50%LL | 85% A TH - 7=,
« /K (100rpm) TiX, HUESNZRERIZIS T 5 R EIL 50%LL E 85% Al Th - 7,

2= 88 200 IXSVEFEMRICR T D (T4 7 40 U & EE (3) ] OERERIFITH S,

(PA H Hh )
ERE (%) pH1.2 (100rpm) EHE (%) pH4.0 (100rpm)
100 100 }
80 L 80 |
60 | —e— 1 = O /§1200 60 |
4 | 40 |
20 M 2T —8— 1= 3 /41200
0 1 1 1 0 1 1 1 1 1
0 30 60 90 120 0 4 8 12 16 20 24
BFE (5 BFE ()
BEHE (%) pH6.8 (100rpm) BEHE (%) 7k (100rpm)
100 } 100 |
80 | 80 |
60 | 60 |
40 | 40 |
20 ¢ —— 1~ 08200 20 ¢ —e— 1 = 08200
0 1 1 1 1 0 1 Il 1
0 4 8 6 20 24 0 4 8 6 20 24

12 12
Bl (59) BE ()

(n=6)
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<=3 58 400>

ARG

£ OB BARERS BHEBRE S RUE
[AlHAEL & ORBRIE : 100rpm (pH1.2, pH4.0, pH6.8, /K)

CHIE]

« pH1.2 (100rpm) TiL, BE S N7ZREEIZE T 2 FEEHZEIT 50% Al Th - 7,

« pH4.0 (100rpm) TiE, BUE SN 72BN 2 PR HEIL 50%LL E 85% A T - 7=,
- pH6.8 (100rpm) TiL, HE S NIRRT I IT 2 R HRIL 50% AT Th > 72,

« /K (100rpm) Tix, HE S NZREFIZIS T 5 FHEHEIL 50%LL E 85% Al Th - 7,

2= 3 U 8E 400 IXSVE RSB D (T4 7 0 U o5& EE (3) ] OEBERIFITH S,

(7 HH )
BHEE (%) pH1.2 (100rpm) BHEE (%) pH4.0 (100rpm)
100 } 100 |
80 80
60 | —— 1 = T $7400 60 |
40 | 40
20 | 20 | —e— T = 7 /#7400
0 M 0 L L . .
0 30 60 90 120 0 4 8 12 16 20 24
BEfE () BEfE (A
EHE (%) pH6.8 (100rpm) FEHE (%) 7K (100rpm)
100 } 100 }
80 80
60 | 60
40 | 40
20 - —e— 7 = 78400 20 r —e— = 15400
0 1 Il 1 1 1 O 1 1 Il 1
0 4 8 12 16 20 24 0 4 8 12 16 20 24
BFE () BFfE ()
(n=6)
10. B3 - A

(1) FENRELESR - AF. NEFRKRLESR - ARICHAT51EH
Y LR
(2) A%
(=328 100)
100 &£ [10 $£X 10 ; PTP]
(=3 8 200)
100 & [10 #£X10 ; PTP]
(=308 400)
100 &£ [10 $£X10 ; PTP]
(3) FlEEE
Y LR

15



(4) BHROME

HR7e4 PTP w4k

== 88 100 PTP : KU =L T 4 Vb, TAI=ULE

2= 2 U FE 200

PTP: R 7L o7 40h, TAHI=ULE
== 4§ 400 ’

1. BRRHEhEHHE
gk L

12. TOH#
LR L

16



V. ARICEYSEE

1. BREXIEPHR

SUE SR, EMEAUE S, Bl AUE

2. PDEEXEHRICEHET HTE
FEEIN TR

3. HiERUAE
(1)%&&0%%@%%
WE L, RACIET A7 4 U2 L T400mg 2 1 H 1Y BHZICROKEST 5,
7B, AEE - ERIC X 0 EEE T S,
(2) AERUVAEORERE - B0
ENERABRICBW T, AMEL VRN HER Sz 2n, HELOHEEZZEL, (V. 5. (4)
FRAEAIRRER | DS

4. RERUVRAEICEHEY SFRE
TRERUVAEICEEY 5EE

R E CIXEWEH ORBICEE L, KHE Bl2E 200mg/H) NOREEZBGTLZENEEL
» [9.8 ]

5. ERERRLIE
(1) BERT—21Rv 75—
MG R R L
(2) EREREEHER
1) BEBERER
PR N B 12 Bl 2 5510, 2= 88 400 1 §E% &/ B HEER G L7255, FEREEBICRB T
REFRITRD bNT, AEMEIRIFThH o7, (BAEE « BfREER, HPBRA, BARE, O
BHRA, WEFT 47 4 U RE)
2) REBESHE"
TR N 57 8 il &%t 52, =2 6 400 % 168 (400mg). 1.548E (600mg) K (N2 6E (800mg)
DOEABAWIEI LV ZNEN1 A 1 RS BEZIC 5HW&@&5L£
ZORER, 2B RIERNSTRD S, 141X 1.5 58 (600mg) £ 5-12 L 0 —i@PE OB OB IEFE NI
L7223, Mk 5 K 0 ERITHA L, &9 1H1IE 1.5 58 (600mg) 5 TERE DI FES Hivie
M, M BN ARE CTH o 7272, 2 8E (800mg) ICHIE L, T 3 HHICS L DX, #)HE, AR
ROFEBL LT Gl Sive, RBERITRGF IR K VL Lz, ZOMOREFT LITFEO &
T, AEMIRE Th T, o, MEREFEMICIIET T 47 4 U RERHER LTz,
) AFIORE - HREIZTRO LB Th o,
[E@H, RACIET A7 4 V2 L T400mg 2 1 B 1Y BRICRAKREGT D, 728, Fiffi «
FEIRIC K0 T 5.
(3) HERIGEREER
1) fEXRRA"
S S BB 61 Bl A RICAAID 1 H 1Y BBREEICEDAEREEZRE L, 2Rk, &GEITH
1 V52T Fixed dose @ 400mg/ H ., 5 2 16HEHA R OVFF 3 VG LI KX D 200mg FAAL THE P AT
fe72 Flexible dose & L7-, ZOF5FR, K& 3 B OIRBITIIAANWIM I G- & 400mg/ A A3 %728 &
Ezbhi,
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2) EMFAEMMmESR"
18 PASEME IR R D BRE 47 Fl a2 XTRIC, AAID 1 B 1 BV EBEREICL 282 HBE Lz, 7B,
BeH-BITEH 1 IREICIE Fixed dose @ 400mg/ H ., 2 2 {GEHIZITMEIZ LV 200mg BAL THE AT EE
72 Flexible dose & L7z, Z OGS, 18 PHZEME MG BIBHFR I IIAKI O 5 & 400mg/ A A3 %Y 7 &
EEZLNT,
(4) BRIEMEER
1) ENERITRR
OF A7 4 VU MR NI-1028 OB G 30 825 2 B AT 7
TAT7 4V (1 H 2EEGRAD 2RI L L7z HE R X iR
B BB 151 Bl a4, AFIO 1 H 1B GIC X AR A AL M5 HMT, 1 H 2
] 45 GBI 2 R RE & U C H B XL EERER & S0 U 7o, & OfE R ARAIOAF SR S,
QT 7 4V AR NI-102S 12 M B ZEME i B2 69 2 B bR G4 &
TA7 40U (18 2EEGHA) 2RI E Uz ZE G R ik
1B PERE SR M O ESE D12 PEBAZEMENT R B 0 B3 101 Bl e x5z, AFo 1 B 1 REGIZLD
BRIRIA AMEZFHI 92 BRO T 1 B 2 B8 58850 4 % REE & U 7o 8B M ) Hh ekl 2 530 L 7,
ZEORER. AFNOFHMERHERE S vz,
E) AFIORE - AR TFRO LB TH D,
M@, RAICIET A7 4V e LT400mg 2 1 H 1 RIYBZICROKET D, B, i -
FERIZ X0 W EIERT 5.,
2) REHUHEB
O G- FaeHRaitba
FNRE X B EE 215 Bl RIRICAKNIOR G ETA 74 V2% ET 5 HI T, BRI KO
TER Z 481 & U7 iR L0 4 OJERIOBE R G- &2 RO, b TFT 47 4 U IRE S
E LT, TORER, ABIORE I BBE KT LR GETA RISt Lz, ) (Tv. 2.
EROHE] OESMR)
‘@%%%ﬁ%f%%%41%%ﬁ%’$ﬁ@la1@&@%&5&%H5£ﬁ&5%@%ﬁ%@%b
o TORER, BVEPAZEME MR BRI TR L THRE mMEBEHOBRGETA 74 2L TE
LT ERERE N, 1Y
OF 3 E R S
<ﬁ i%§>”>
iﬂ BF 106 il 2 PRI AAI O 24 LA EORWREHFRZI T 2 A HELZ R Lz, £ ORE
% ﬁ%%%% T LG ERERORYEMAIZE N T, 2hROBINIIRD T, BRN
_ﬁﬁﬁfcﬁ%ﬁlﬁ%é b ST,
<ABMEPATEME AR B > 1Y)
T MEPAZEMERTR BB 41 B2 XU A KD 24 HM UL EOEME AR 5 HHEZRE LT,
FORER, A RT A AZESWIEMHEAICBW T, ZF LIEREREROWENE LD Z &M
waniz,
(5) #BE - WBAIFAR
<UNIRAE SN R >
10~15 5D /NS S 8 MG, AFET A7 4V & LT 400mg (200mgx2) H
FIRROHRE LSRR 1 1§J %f“mlu:uﬂiﬁ) &bﬁghtﬂ HA & o BE if_éa/ufocu:#lmaéhto
Fo. BMTER, BRI, BARAE, DEXEOMER T AT 4 U IR R TR
LIRS T,
10~15 i D/NERE S BABIE 24 A AT, 747 4 U & LT 400mg (200mgx2) 1 H 1[4
Y%L, £, 747 49/&u<mm@1Hzﬁﬁﬁ%&wﬁﬁﬁﬁuﬁﬁ(ﬂ%%)&L
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T, FHEIEIC X 22 X b & 320 U 7= 5 RAK OF ArENRD Sz,

<PEF ® B NEBDS X A 75388 S Fuio i NSRS S8 >
17~76 1% ® PEF © H NE# X A 75 ST NKQE S BBE 124 42 %5102, 1 H 1R
47 4V LT 400mg 24 BH%IC 4 HMHEE L, 1 B 4 BEEKER, B, ¥ X OERTONL PEF

ZWPE LT,
Morning dip type (MD %) n=50, Peak type (P%!) n=56
Evening dip type (ED %) n=6, Flat type (FA&!) n=12

FEA MD B2 3B\ CIEREE AT 2 BR < MIE AR CBEN S H AL, PR TII T X TORIE S CBIZEHIC
_gE/ELNTE, 1?2
(6) AEMEHR
1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
ARE. HERFTREBRZROAE
B BMERE . ITREZ EoBE T18 ikt L. AKI 1 B 1 [\ 200~400mg & B%& G-
L= BEREORE R, mWAAERRO b, 1Y
2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
Y L7
(7) £k
17.1.1 ERERFRHER
AR E CICE M SN 7o, ZEE R O — BRI 4 & AR RO ITR O L B0
’C“&)Z)o 5). 6). 9) -11), 14)
AFNT 1 H 1A BHEGICEVERDENBDO NS,

)

B F— 8 A—

<

PB4 BER (LB R) g (R dEEL )
B SN 64.2% (366/570) 88.8% (506/570)
2P UE SR 44.0% (22/50) 82.0% (41/50)

Jiti 5 e 53.2% (41/77) 83.1% (64/77)
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VI. EMEBICEYSEE

1. FEENICEEHSLEMNIIILEYH
XY UFUBEKR TI )T o Vv KIM, a4V BT A VKM . a7 40U v
HE : BHEOH DILEMDORIEE - IRF X, BFORMLELSRT L L,

2. RE®H
(1) {EREREL - VEFFF
TAT7 4V NF, RARYZ AT 7 —BHEIZLD ccAMP O, 77 / ¥ U2/ EERT, e
W Ca2" Dy Anai e, MERAIIL) & O K& IHEIA - O IERERRL S . BERRIEINHERE DI KE LR T, K
B3N BT I T R RE OO SO TN 2. TR TR DR AT FRERER & TG PR L AT BREREL D I8 1 Y
R I OFfREEME 1 TH D ECP (eosinophil cationic protein) fE OB/ 25D HFLRAELEH
BHLENTND, 747 4V vid, b OERICK Y BN ESRE R, 17 20
Flo, RENE LG LT BYEPAZEMEMIR BBE 2B W T R o4 PER, 1L-8 fE X O TNF- o fED
BB S TWD, 2D
(2) EDZERMIT SRR
<PIEICKTHEM (1) >
KG M AATEA 800 g HHLINTa Y b —/L SN TWDRE I EEE 76 (B 4 41,
tct 3 ) Alliv 36~68 ik
TE T A7 4 400mg 2 1 A 1[0 8 ML L, KT OIFERR K CSIEEHEL~ — T —D
EG: #8583 LT,
FEF  TA T 4 U G TR L O EGe B PEM IR 3 & G- b~ AEICHED LT,

<RIEWCKTTHIEH (2) >2V
KNG TAT 4V B IR, I a T ad KOG ZEE IS PR ZE M it R
(COPD) &#& 17641 (71.6£1.25%).

T T A7 4V 400mg/H A 1 H 1 RIS E#%IC 12 0 HRRA L, #5080, 4 8%, 6 7 H
%, 12 7 A% ORKEHICERE L 72% KT o4fhEk, IL-8, TNF- o OB Z A L7,
fER G5 4 W% OHEER IL-8 DA 13 G L, 5% 6 7 H TikafrHEk, TNF-a OWg
WL ABEZRBMD RO b, IRIEERSHEGR I,
BEFL  EL, RER B EORFEFERFRRIIAONIL o T,

AR @A CIEREERORBUCERE L, A& (Bl 21X 200mg/H) 2 H&52HiAT 572 88
FOREZBEZ L2 EEICRELTIESWN
(3) {ERZRINFA - FribE
MR L
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VI. EMBEICET HRE

1. mMPREOHTR

(1) AEEEMGOREY
— RN IE 5~15 xg/mL DI TFEEZ HIE L 35,

(2) BERERTHERESL-ODRE

1) BEEE?
TR 7 12 Bl == 8 400 & 1 88, F & 30 mwBICHEREG L & FHmEHT 47 ¢
UVEEIILITOX ) ICHEB L,

_ 10 -
=
A
if 155125, Mean+S.D.,n=12
)
Y, 5 1
p=
=
(e g/mL) 3 .
0 24 48 72
B (hr)

BERAAND Z O iF40001§E) £ 0ix SR OFHME PREER

[HEM LR ST A — 4 ]

AUCt Cmax Tmax tie
(«g-hr/mL) (4« g/mL) (hr) (hr)
o= = U BE 400
s 120.881+47.42 5.27+t1.20 11.67+1.44 9.73*x1.56
1 SEHi[a| e 5

(1 #2#% 5., Mean*=S.D.. n=12)
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2) RfE®‘sY

16.1.1 REHE
FEEERR AN B 8 il 2kt & Lic =2 88 400 1 8, 1.5 68, 2884 1 B 1 [BIOKER OB G-REkRIC
WT, EOBRERETHEE 3EIFIITEFREICE L, EFRET D Cnaxs Cmin, AUC 12 ﬁﬂb

PEDSERD BTz,
; 20 - —o— 800mg (n=6)
5 —&— 600mg (n=8) Mean=+S.D.
4 =—tr—400mg (n=8)
1)
M
= 10 4
E

(pg/mL)

0 | 12

B (hr) 24
REEHAADL= D VR0 EIES OE BRI &1 5 FH Mg i

ML IR ST A — 4 ]

Cmax (ss) Cmin (ss) Tmax (ss)
(«g/mL) («g/mL) (hr)
800mg (n=6) 13.94+4.77 6.20+2.98 12.3+2.0
600mg (n=8) 10.49+2.71 4.91+2.12 10.6+2.7
400mg (n=8) 7.14+1.66 2.91+1.28 11.0+1.5
(Mean=+S.D.)

REBEE~ORERSE Y
FRNGVE SN BB 11 Bl == 8 400 OEwHGEZ2 1 H 1 RS £% (1800) (& 3 HEMNIE
Bl Llct, WM T 47 ¢ U REILITO L D ITHER LT,

T TAI4 ) EE Mean=+S.D., n=11
7 20 400mg/ B 7451, 600mg/ B 4451,
7 14:472.7+1009mg/H
4
1)
o
B 10
BE
(ueg/mL)
0 T T T T T T T 1
18:00 21:00 0:00 3:00 6:00 9:00 12:00 15:00
(FFZ)

SEXMERB(CI= IR0 BRSBFOTMBRTA I IV EEHR
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3) AYFHEFHERER

16.2.2 £MFHIFRIFE

R A= U 8E 400 1858 2= 8 200 2§24 HERE OG5 L, TOEYEELRE L7z L
Z A, WHEITEYFENICRS TH L Z EARO LR, P

F- ARERAERRLE L2 =3 8100 288 2= 2 82200 1 52D HARE O & 53R ICB VT,
[FIRR I WA O A 2R R S TR Bt 24

<AZaVEE400 (188) =820 28 OEE>Y
fEEMANEF 120126 %E LT, Y830 H5%IC2=a 8400 (188). === 8200 (288 %

ROREBEL L, 20 ORIy ENREE 2 it U7 R, AN IAEMFRICRETH D 2 ENR
H Tz,

= 10 1 —e— 1" 8F 400 18F
j_
Z —=— 3 TO8F 200 25%
Jr
1 5 4 Mean S0, n=12
T
by
i
I
(pg/ml) O ' ' '
0 12 24 36 48
B3R (hr)

aA=O28400 (188) RU=2 2488200 (288) HEKESEOOFERTA I L)Y
M LIRS T A — 4 ]

AUCt Cmax Tmax tie
(4« g hr/mL) (4« g/mL) (hr) (hr)
=2 U 8E 400
v ans 127.10+=22.83 5.95£0.71 12.00*=1.21 9.7212.48
1 BEHAIF G-
o= = U BE 200
WA 126.36t16.4 46+t1. 10.67£1. .39+1.2
9 B 6.36+16.47 6.46 08 0.67 97 8.39 0

(Mean=S.D., n=12)
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<AZ=aVEE400 () A= 8200 (18) OFs5>2Y

R AN EF 12 255 e LT, Y830 5%ICa=a 88400 (CE8E). == 4200 (18 %
BOBERERS L, b OB 2 LT U7 AE 8, WA A PRI RIETH D Z L NR
T,

> 67 —e— 2 TUgE 400 H§E
i ]
> —m— 2" 8F 200 1%F
y i
! 3 MeantS D, n=12
T
by
i
=
——a
(pg/ml) O : .
0 12 24 36 48
B3R (hr)

2OV EEA00(FFE) R U A -0V 001 SE) R @i S RO MBS 7H T4 U REER
[ LRI T A — 4 ]

AUCt Cmax Tmax tie
(« g hr/mL) (4« g/mL) (hr) (hr)
=L BE
y 2 400 70.33+13.23 3.15+0.59 12.8+1.3 10.44+1.33
HoBE HL Al $ -
= U gE 200
e G 68.51+15.86 3.27+0.71 11.2+2.3 9.46+1.97
1 BEH[AIF G-

(Mean=S.D., n=12)
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<AZaAVEE100 288 Ea=a28200 (1) OEE>2Y
BEERAS 20 flaxfR e LT, 2=a 88100 (2488) . === 8 200 (1 $8) 2RO HERE L,
TS ORIEENREAE 2 LG L7255, WA A FIICFRIE TH D Z L RRD b,

(ueg/m)
[#EaRE]
, —— 1 = 42100
5 | —r— T = 52200
il
th 2 Mean=S.D., n=20
B
B
[N
0 12 24 36 48
B (hr)
MR FERRA N T A — X ]
y AUCt Cmax Tmax tue
iy (4 g hr/mL) (4 g/mL) (hr) (hr)
= 8E 100 (2 88) 50.16+15.46 2.41%0.73 5.90+1.37 11.58+5.94
= 8E 200 (1 88) 52.50+14.82 2.13+0.55 6.20+1.82 12.63+8.90
(Mean+S.D.. n=20)
(ug/mL)
[B#EE]

e = 2 2 §E100

—t—1 =2 87200

1fn MeanxS.D., n=20
f 2
i
B
4
0 -
0 24 36 48
B (hr)
[BEW)HEFRA) N T A — 4 ]
e AUCt Cmax Tmax tie
e ) (g hr/mL) (4 g/mL) (hr) (hr)
=388 100 (2 5) 58.77+16.64 3.24+0.53 7.10£2.10 8.81+2.65
= BE 200 (1 88) 63.72+20.24 3.28+0.67 8.80t2.93 8.40+2.78

MR G N RER G R T T 4 T T N—T13 R 5,
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(3) shEy*”
TAT 4V DOMPEEN 20 pg/mL 22 5 LU T ORBIERDBERS 22 E8H 5,

TAT AV R BER OB

(«g/mL)

60< AT

40~60 ETOBEO I, THER, AR, L

9540 Z < ORE ORI, WISMUEZ DRV 120 DL EO SN, FF%
e, FAIUCRERIR S e g

90~95 —HOBEOH N, PEEKE L TOBELERRIER & OMES 100~119 DL
s hn

10~20 % < DIRF OF K

5~10 —H D BIE DA I

5> A Bk

(4) BE - BtRAEOREE>Y
16.2.1 BEOXE
R I = 2 U BE 400 ZAffr, IRIEM R, SIEBEOSRM T CROKE Lck, 747 1Y
PR A A TR 8 IR, KRR R OV BN & T 12 BRI I i m 2R Ly 2R i3
B 10 Kefi] T o 72,
I e I AR EE KO8 AUC FEICHE R T CIRIE AR U TR 2 7R L7225, (RIEIG & & s & & o
ITEITALNT, BFEONFICL D2 EEITZEO b oT,

(ug/mbL)
10 1 —Oo—=EhEH
g —o— [ERSRA R

—— R TH

Mean=®*S.D., n=12

PEE AN |
S

1'2 2'4 3'6 4'8 6'0
BEICLIMERTA I )V BERBORE BERA (hr)
[RYE LR X T A — 4 ]

AUCt Cmax Tmax tie

(4« g hr/mL) (4« g/mL) (hr) (hr)
i HE I A 1 L # 154.87+23.85 6.68+1.05 11.17+2.29 9.99+1.53
K8 16 £ 18 B 4 145.43+27.53 6.02+1.10 10.67*+2.15 9.90+1.89
i = T 127.41+28.15 5.06+1.25 7.67+253 | 10.03*+1.67

(Mean=S.D.. n=12)
(TVI. 7. MEAEH) OHEZH)
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2. BEMEERB/NTA—4

(1) BFAE
BRI L

(2) BINEETEH>"

#90.14hrt (=== §E 400 Z KA E 124 B B GE, n=8)

(3) HEEEER""

#90.07hr! (== 68 400 2R A B 1124 &% Hial e 5-KE, n=8)

(4) YUYF7PS2R2Y
(TVIL. 2. (4) AAFME) OHI
(5) HHEHE2Y

s

AN

TAEZ 4 V7 VT TR, @R, FiERTORBHEEOEWCHK L, EAENRKEWE S, i
DIMRBBEZERIZENE b2 6T L 9 RR T, 7= 21 TFEER. OOFEER, WS SENEH DLW

MR 72 L2 OEFHER E LTHONA TN D,

(747 1 U > ORI EEAR I B REfE])

IATAFE Pl IVT TR
(Vd L/kg) (T2 hr) (CL L/kg/hr)
/N KHAARENR (apenea) 0.69 30.2 0.016
<6 » H 0.33 5.4 0.042
6~12 » H 0.34 3.4 0.069
1~4 % 0.48 3.4 0.098
4~17 % 0.40 3.0 0.092
BN TR FE B\ FEME 2 0.47 8.2 0.040
N ey 0.50 5.4 0.064
60 7% LA _E o g BB 0.37 7.4 0.035
18~60 %k DO B HEE 0.51 6.7 0.053
AR s 2 B 0.38 8.6 0.031
18 BAZEME iR R 0.45 8.0 0.039
FHEEIE COMiEm S 0.56 22.9 0.017
AR AR K OV S oD fifi ¢ 0.43 17.5 0.017
IRRTE 0.56 28.8 0.013
Jao 0.54 8.5 0.044
(6) Tt
MY ER e L

3. BSE (KEaL—3>) @if
(1) BRI
B L
(2) 185 A — S EMER
AR L

4. IR
NRAFTRATEY T 4 1FF 100%27)
WAL - Wi kA2
M EEER © Lpun2?)
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5. 9%
(1) ik -FeiBE P& @ tE
M- & Eim 5, 2%
(2) miE-RAEEEIFEBYE
MR- Na AR B 2 @i 3 5,
12 OB 2 AT 2 REBLOEIR P O mER 747 ¢ U R EIX 9.6911.62 1 g/mL TH Y | [FIKE
(DN BT A7 0 U U REIX 10212171 p g/mL TH o7, *
(%%E)
IMEIT R ORMRIZT R 7 7 4 U v 250mg ZFRET H L. TA T 4 U T EHAII T & IZIE R R E CE
BT ERIRFICRBAT Lo, £ 0 ERTORBIC T X /) 740 V &8 L & 2 A AR,
MRGBESE DIERD R NI LW RENH D, 28
(IVIl. 6. (5) ki) DOIEZSM)
(3) it~
v hREELPICBAT T S, P
(%5)
RUE S B OPEMIZR L, BERT A7 4 U % 1 H 300~600mg fEAEE L, ZDO®kNmERIEDT-
DABELTZBRT X/ 7 4 U % 1[0 250mg T ORERRMEHE L2 L 2 A, REFELPREL, i TiRE
EESKBLTWE, F72, 24 0OFIAGOFER 2~113 BOIMEF T 47 ¢ UV VREICK T DR
MR (M/S k) 1% 0.61 T, FHEIRE D r=0.971 L @EWAHBENE b, RO MG hEE T4 T
lpug/mL UL F EMETH Y . ZHUIRALLN D7 FEBOMETRENMEW O, LIROHET 47 4
U ABEURE 0.1~0.4mg/kg/day [SB X 7o t-7- 0 L b b, 28
- F~OBATHIL, 5 B0 Z X RICT A7 4 ) o OMIFEFRE & L HTRELRFLIZE Z A,
LI/ LIS PR E LT T 0.7 Thotz, 2V (VI 6. (6) 3l OEEBM)
(4) HE~AOBITHE
B~ 5, Y
(%%E)
FE 7R MR FEAE 2 R TR AR R T IR R IENE FE AR I XA RRANRE - VRN CTH D) 27 B HIE
6mg/kg, L% 12 WifilfE 2mglkg D747 4 UV o 2R OFEG LT A7 4V VREZRIE L& 2 A,
MR 11.4mg/L (ug/mL) . BEHE DI 7.6mg/L (ug/mL) T, BEETIRENEBEITEN- 72
(p<0.001, t fR7E), BEWR/MHEFIREIL 67% CTH Y | MFIL L <HHBIL Tz (r=0.948, p<0.001)
28)
(5) ZofhoiBB~DBITHE
RIEBRIC A -T2 T A7 4 U 2 d, BRI 2 B < KRR & s -o O EERk g ICET 5, ° %)
(6) M|EAIEEE®
B K160% (A7 4V E1LT)
KHAERER : 388% (747 4V ELQ)

6. i

(1) KREBEEIRURBEHEE
FAT 4V ATEE LTI TRE S, N—BiAF ks Lt B—AKBRLickY, 3—AF L%
FrFr (BMX). 1— A F AR (IMU) XU 1,3— P AFLRE (DMU) ([ofR#@#sng, 34
(%)
AEANTOTFT—ZIZEDERABEEINTET A7 4V i PIEEEZR A 1T e A 2T T TR S
M, RPICIEEERIC (T4 74V 125%, 1-A FUREE 20.2%, 3-AFAFH 2 Fo 13.1%, 1-4
FAXHF L 1.0%, 1,3-2 A FREE 53.2%) Pk S, 28
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(2) RMICEETSBE (CYPH) O5FE, F5X

FAET 4V, B MFI 70 Y —AF 20— A P40 DN FRED S B, 1L LT CYPIA2IC LD
Rz, 2 [10. 2]

(3) VEEBHNROERRVZDORE

FA T 4V NS ER R A Z T A, 28

(4) REVOFEOFERUESL., FELR

10.

1.

1, 3=V AFIVRIER D 1- A FOVRBRITIRIENE 2R SZR2VDICKT LT, 3-AFAFH o F 3T 4
74 VD 1/5~1 EFOIREEM AR, 39
FAF XY T T, ARGEHE LY HIEHEN RN DI I E A EFEE LY, 28

. B

HEMERDAL K OB « JR 12 )

BEHERR AT == = LB 400 24515 L7258, £ /5% 60 IR 3 C 0 BUR TTHRMERI3H) 73% T H Y |
REAK 12%. (B3 61% Th o7, 728, REMmE LT 1,3- U A FVREE. 1- A FVREE. 3
AFNAFH L FUoNBD L, 2637

OT A7 4 U RO O R BRI (60 FFfEE, n=12)
REER 1,3-3 A F LR ER 1- A FIVREE 3 AFIFY L F
11.6% 38.9% 12.0% 10.4%

bt b COME PR IER STV RN S)

WC—T A7 4 U &~DAIZ50ugkghr, £72, 7 v NI 38mg/kg #lkN&E G35 & FEHICES
HEED 2~5% N S D Z L B IR HEI AV RIR SN DN, TOREIRVNEEZ b5, 29

40)

S U RR—42—IZEAT H1EH
MR L

. BREICLSBER

MAEFENTIC & 2 BREFTA 40% 2 (VL 10. i@EHRG) OEBH)

BREDERZHTHE8EF
MUER e L

Z 0t
MAER e L
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VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2R (ROBHIZEIBRELEWNI L)
2.4 REDUIM O x> F o m AN LEERBEWEH OO & 5 B
22 12BBUNICT T 2 vy (TF 7 A% ¥ v) ZEMAT5H4E (101 K]

(fi#E)

2.1 REIO Gy XA oo X4 0 F o RIEFN b 2 HIE BTN & 5 BE ICRK % Fik b L=
A FOEERBIERNEET 5 REMN @ WD, Zh 5O BEIIIAR OB G 28T 5 Z &,
28)

2275 ) (TF ) AF¥ Y ) ORMNIEELEDBEEEEZXKY , XV FURER (THT7 4V v,

TR 74 Yokl HEoOFEEFELE LT (4 ROTHEERIOECTT /v (T
JAFx ) EOUFMIZET 2EREEZFTHE L TV 5D,
XY UFURER (TAT 4V T T4 VKW X 7T VOB ERICHETRL, 7
T OERERIIT D20, T A X D LI E 00 BN K OV & BB O I8 % BT
HlL, B2 RIETENHD, TT /vy (TT /A%y ) Z2HERT HAIE.
12 FFILL EOMEE & F AN HH Z E b AREEZRE L, (VI 7. (1) iz &2
il OEHSH)

3. MEXEIHRICEET 5FTELTOER
BES N TV

4. AERUHAEBICHAET 5EELZTDER
(TV. 4. AEKOCHSEICREET A ES] OHESR)
(Tvi. 6. (8) MmlndE ) DIERMK)

5. ERGEFNIE L EZNER

BEELEAXNIE

84 74T 4 VK HRERNWEHOREIL., 747 4 U ViIHRED ERICERT 25803202 &)
O, MHREDE=42 Y 7 2@z Ty, BEE L N LR GEmAERET 52 ENEE L
v,

8.2 /MR, FHIHLRIZEET 2561003, REFEFITH L, BRI —FREH 2 WIEFIET S
REDOHIEE, HONUDIFELTBL ZENZEE LY, [9.7.2 2]

8.3 /NETIZMICHRIERZFZDEINE DD T, AFIOFGITE L TL, REESICRL, &
ROMRREEZ /3T BlE2 L, BEDRD DN EHAITITE00NT BB EISEKE T 5 72 & O bl 7o 3t
EIHEHCEREE 2D L, [9.7.2 2]

(fi#)

8.1 VI 1. MmHREDOHR] DEHSM,
8.2, 8.3 AANTIF/NRA~DFESIT/R2AY, 2005 4 12 H OUETHE RIS & /N OGO f #IZ X
LW RO EENE & L CGERRE LT,
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6. HEDEREATHIBEICEHTIIRE
(1) AHHE - BIEESOHIBE

9.1 BHHE - BEEEOHLESE
9.1.1 TAMADEE

AR IERIC X » TRIFZRZTZ 2083 H 5,
9.1.2 ARBRBAETTEFEDBE

FOR RS RE TUE I RE > RETHE, BT a— LT R UV OERA2ERTHZERNH 5,
9.1.3 5 -MH¥DFLNEE

MR EEDOR I I VR TAZE, TAH 74 V2 VT T AMETL, 747 4V i1
FIREN R BB D,

(fin)

9.1.1 747 4 U OFHFEIERIC L o> TRIEOBIEN T80, BIEZEZ LT d, 2
9.1.2 XY F U RIEANI A RRANINEH 2 F-2> 0 T, HFARIEBE TLHERE (21 5 T, v 7 =

— T 2 ATKT D AR T BTN D B, 2

913 TA 74 VDI VT ITUAMET L. T4 7 4V O BEN EFT 282NN H D5 DT,

MmHEERNEEDORKREICEIY, VESCTHETDZ &, 29
(2) BREEESEE
9.2 BEHAEERRSE
921 SHBEXDESE

BRIzt 2 AMm A mD, REANEINT 2820036 5,

(fin)

XU F URERNIFIRIERA SO | BlICK T 2A8MZ&ED, IREAPEINT 2820055,
28)

(3) FitkeRERA

9.3 H#rpEEEE
MAPRENESEORRICIVBET L, 7474V 2 VT T UARNMETFL, 747 4 U v
FIREN A2 2035 5,

(fi#i)

THTZ7 4V ATEE LU TR# S NL D HFEFEOHLBETIIT A7V D7 VT 7R
PETFLT A7 4 U OmFREN ERT 2820088250 T, i HRERHEEORRIC LV LEIC
R THRET sz, 2Y

(4) SFEREERTHE
BE STV

(5) WEim

9.5 iEHF

Bt SFAENR LTV D ATREME D & 5 ZeMEICIE, TR LA MEDfERtE 2 RE D &S 256
WCOHRBEHETDH L, BER (vU R, Ty b, UHX) CHEGEERZEOATGBENRE SN
TWb, £72, b M THEEZ®EE L THRIEICBIT L, FrAERICES, MEREEOIER I H 5 bl
HIENDHD,

(fiah)

BESR (vU A, Ty b, UHR) CHEABEEOAEEENARES R TND, 4D Y F2 b
R 2 @i U R RIS REAT L, BrE RICIEM:, MEREE OERRH bbb 2 EnH v | izt
MEAFIZBATL, ALRICHREHEEZ T2 0355, VI XOMRAROIRIE, & MRARIC
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BOWTEABAEMEN & B2 RBITOMER LS (t1/2) BREWVED D, SERTOT 4
T4 ) R BIBRICEENLE L EZ HND, 20 45 49
(6) RELIT

9.6 RILIw
ARG AR LW EREFE L, & MELTICBITL, LIRICHRRB AR T2 23 H
%, [16.3 ]

(fia5)

VI 6. (5) #lm| OHZM,

(7) MNR%E

9.7 MNR%E

9.7.1 /N5t G & U BRI RBR 1T 36 L Ty,

9.7.2 AT L, HAER., BICRERTRET A 74V 2 U T I AN L, 474V
HREN EHT D RREERH Y, 7, ARSI AULEO/NETIET AT 4 V7 UT T AN
ML, 747 4V i PRENMET T2 ARENDN H 5 L omERH 5, [8.2, 8.3 ]

(i an)

AFNZIFZNRA~OTEE IRV,

(8) BlmE

9.8 min&

BEORELZBIE LN OEEICREGT 52 L, SlmE T, FEmnd 1T R iR ED E5
KEONAUC OB BD e & ORER DD, [7. ]

(fian)

TAT 4V AT EL LUUFBTRE S22, mlinE TIE—RICTEEME T LTV D 2 ERZ 0o
T, MPRENS ERT s BEARD S, 2

7. HHE#%ER
10.48EEH
AFNTE L UTHFAEIEESE CYPLA2 TRt &5, [16.4 B
(fifam)

'VIL 6. fAE#H DOHSM,
(1) FREEEZDER

101 BFAEZ (BFALAWL &)

FEHNA BRAEAR - H5 18 51 ey - falRK 1
TTF )y (TTF ) AFIAKRBNCE O T T ) v KB REARNET T 7 v oS /IR H
¥ ) ML 5 BE O N K Ot i 3 BT (i 2729, 77 2 v DFEH
[2.2 ] DR 2l L, 2w 2B S E 5,

EMETZEBDD, TT
(7T AFXx ) 25T DY
A% 12 L EoMEZ b1 2
Z&,

(figsn)
VI 2. ZX2NEFLZORE] OHEBMR,
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(2) FRFE L ZDER

10.2 HiFAERE (BFRISEET S )

T 74 VKW
a4

BT A E

HRATR e e LR 4
T 7 x NV YRR
~ A%

[13.1 &H]

ZEMDH D,
BIERORBUZIER L, RENPTADH
NESEAIIRE I S5 2T 5
7R EEYIRE T &,

A4 E BRAER - FEE Tk B - fEbRIA
D42 F o R HH| 1 E OO AR R AR I 23 8 & o % | OF IS &0 Has st A 38 /B

RSN D,

RRFEARRR T (B AIEAI)
A RIS 113 )
7 V7T u— VIR
V7T u— Vg
FNTH Y
7a BT — VR KR
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KH U v AidE, - i ER R,
EENRSE) > BRI O EIEHIAER
FHRIEDZ End D,
BIERORBUZIER L, RENPTRDH
NG AITIRE IR S5 2T 5
72 EEYIRE T &,

DFEERZ EBICAELTER
V. BRIEAI O A HE 5
LHledEEZILND,
BAH U o A MLE DB FRIZ DU
TOMFIIRHATH D,

AN =8 a4

RIEENRE O RIWEH S8+ 2 Z 3 b
b, Fio, EEHICEY T AT 4 )
VILFREN ERTHZENH D,
BIER ORBUZIER L, BRENIEDH
NS E IS5 &2 T 5
72 EEYIRE 2T T &,

TE 74Vl BZ DI
g\ k9~ B 75 R O #8013 4H
EBHRLEZOND,

A3 YRR

SN D HOID ZEND B,
EHEORBUIER L, RESED LN
7oA\ TP A D 5. 7g S /e
24T D Z &,

RREBEME TS0 L
Y

VAFTV

A XL U T IR
TR ) UHERE

T AL v R

I REEKAIY
vraraxfioy

VA =R

N =i A 37
KN
IRRATa XY AV
Ty TaxYr

i) I G w e A4
AR NS == G
OXAn~vA
Fra vy R
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TAT 4V ORBIERDE D B OIS
ZEMDH D,
BIVERORBUZIER L, RENTRDH
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RENEATZEEZON
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UNTF T ¥ LR
TNARFYI o~ LA UfRE
TNat— v
TCANT 4T A
FTT7xo7valg A

[13.1 ]

TATZ7 4V ORBERD D HDID
ZEBRDH D,
RWEHORBUTERE L, BEPEDOH
NS E XIS 2T 5
72 WU RAE 21T O T &,

FR#EERSLE SN, 7
T4V VT T UAPKT
TH7H, 774U I
BENEATLIEEZON
Do

/A=A

NT 7 v EVIEERE
f A =Tz
ATV T IR

S aARY v
Tuary )=
[18.1 &H]

TAT7 4V ORBERDE D B DD
ZEMDH D,
BIVERORBUZIER L, RENPRDH
NESEAIIRE I S5 2T 5
7R EEYIR B EZITO &,

FEZ 4V rOMPEED E
HizkssEZ20Nn%,

DAy SV <V
T /)N )VEH—)L
TG TT =)

TAT 4V ORRBBETT DT LN
H 5,
TAT 4V IR REMET TS 2

JFREEERE OFEIZ LY T4
T4V VT T AR B
THES, TAT7 4 U M

U RFENL NHDHOT, WMUIRMBEZITHOZ L, IBENMETTEE206N0
Do
TJx= kA THT 4V RO FIRO RN G EOFEIC LY T4

TR

THZENDD,

TAT 4 U CMFREMET TS 2 &
WHDT, WMUIRLEEZITH Z L,
F o, MHFEOR I PR E D
KFIZERTHZ &,

T4V VT T ANER
THD, TET 4 I
BENMETT2EE20N0
é(}

v XE—)L

VeV A= VOEMZRE S E D5 2
LD D,

7T RIS L D,

asd N =Ya V4

F=w b FRENERTHZ
ENRH D,

S hraANUOMmPEE R
WOWTOKFIZAATH

2.
Yy — U vyr— )L e Z 58 (BIVE I SEH) | in vitro SABRIZIWT U LY
TLEBLTNDED D, —VORBEIEST LS Z &0
RSN TN D,
H N AR (BEERHBNA Tl D = = F L BUAI| BRI X 0 THARGHIE 3R 356

[13.1 &HE]

BHKEZET) LV TF 74V D
HEIERDR SO HLOND Z D 5,
BIER ORBUZIER L, BRENIRDH
NEHA I E IR 52 F 15
7R EEYIR B EZITO 2 &,

S, TAHTZ 4V IT T
VANERL, TA T4 U
MAREMET 2525
o, £ilo, BEIZXV T A
74U MmREN BRI S
EEZHLND,

A3 oA RN VY
(St.John's Wort, o k « &
a—rR-U—h) GHERM

ARFN DA DIMEHE S AU PR E DMK
THBZNNH DD T, AEFEGFI
A AUA NXY Y UEARMLZE
LWL 2FEETHZ L,

A TFEFXFY Y TIZLD
A S T AT SR 25 A F
ODR#EREL, 707 T
2% LA EEDLTEDHDEEZD
TIN5,
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(fi#s)

< AZREAPRRRSAD (B PR >

AFNFARAR T 2RAT T —BIEHEEZIH T2 L2k, 427U w7 AMP 2BHEINL, Na/K &>
TOFEMAEEZ L, MFOH Y U MEEAZKRTSES, B EANTHEN~O D Y 7 AED AR E
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e gawa Purdue Pharmaceutical Products LP
e UNIPHYL- theophylline anhydrous tablet
FIE - ik | 400mg, 600mg

INDICATIONS AND USAGE

Theophylline is indicated for the treatment of the symptoms and reversible airflow obstruction
associated with chronic asthma and other chronic lung diseases, e.g., emphysema and chronic
bronchitis.

DOSAGE AND ADMINISTRATION

Uniphyl 400 or 600 mg Tablets can be taken once a day in the morning or evening. It is
recommended that Uniphyl be taken with meals. Patients should be advised that if they choose to
take Uniphyl with food it should be taken consistently with food and if they take it in a fasted
condition it should routinely be taken fasted. It is important that the product whenever dosed be
dosed consistently with or without food.

Uniphyl Tablets are not to be chewed or crushed because it may lead to a rapid release of
theophylline with the potential for toxicity. The scored tablet may be split. Infrequently, patients
receiving Uniphyl 400 or 600 mg Tablets may pass an intact matrix tablet in the stool or via
colostomy. These matrix tablets usually contain little or no residual theophylline.

Stabilized patients, 12 years of age or older, who are taking an immediate-release or
controlled-release theophylline product may be transferred to once-daily administration of 400 mg
or 600 mg Uniphyl Tablets on a mg-for-mg basis.

It must be recognized that the peak and trough serum theophylline levels produced by the
once-daily dosing may vary from those produced by the previous product and/or regimen.

General Considerations

The steady-state peak serum theophylline concentration is a function of the dose, the dosing
interval, and the rate of theophylline absorption and clearance in the individual patient. Because of
marked individual differences in the rate of theophylline clearance, the dose required to achieve a
peak serum theophylline concentration in the 10-20 meg/mL range varies fourfold among otherwise
similar patients in the absence of factors known to alter theophylline clearance (e.g., 400-1600
mg/day in adults <60 years old and 10-36 mg/kg/day in children 1-9 years old). For a given
population there is no single theophylline dose that will provide both safe and effective serum
concentrations for all patients. Administration of the median theophylline dose required to achieve
a therapeutic serum theophylline concentration in a given population may result in either
sub-therapeutic or potentially toxic serum theophylline concentrations in individual patients. For
example, at a dose of 900 mg/d in adults <60 years or 22 mg/kg/d in children 1-9 years, the
steady-state peak serum theophylline concentration will be <10 mcg/mL in about 30% of patients,
10-20 meg/mL in about 50% and 20-30 mcg/mL in about 20% of patients. The dose of theophylline
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must be individualized on the basis of peak serum theophylline concentration measurements in

order to achieve a dose that will provide maximum potential benefit with minimal risk of adverse
effects.

Transient caffeine-like adverse effects and excessive serum concentrations in slow metabolizers
can be avoided in most patients by starting with a sufficiently low dose and slowly increasing the
dose, if judged to be clinically indicated, in small increments (see TABLE V). Dose increases should

only be made if the previous dosage is well tolerated and at intervals of no less than 3 days to allow
serum theophylline concentrations to reach the new steady-state. Dosage adjustment should be
guided by serum theophylline concentration measurement (see DOSAGE AND
ADMINISTRATION, TABLE VI). Healthcare providers should instruct patients and caregivers to
discontinue any dosage that causes adverse effects, to withhold the medication until these

symptoms are gone and to then resume therapy at a lower, previously tolerated dosage.

If the patient’s symptoms are well controlled, there are no apparent adverse effects, and no
intervening factors that might alter dosage requirements, serum theophylline concentrations
should be monitored at 6 month intervals for rapidly growing children and at yearly intervals for all
others. In acutely ill patients, serum theophylline concentrations should be monitored at frequent
intervals, e.g., every 24 hours.

Theophylline distributes poorly into body fat, therefore, mg/kg dose should be calculated on the
basis of ideal body weight.

Table V contains theophylline dosing titration schema recommended for patients in various age
groups and clinical circumstances. Table VI contains recommendations for theophylline dosage
adjustment based upon serum theophylline concentrations. Application of these general dosing
recommendations to individual patients must take into account the unique clinical characteristics

of each patient. In general, these recommendations should serve as the upper limit for dosage

adjustments in order to decrease the risk of potentially serious adverse events associated with
unexpected large increases in serum theophylline concentration.

Table V. Dosing initiation and titration (as anhydrous theophylline). *
A. Children (12-15 years) and adults (16-60 years) without risk factors for impaired clearance.

Titration Step Children <45 kg Children >45 kg and adults
1.Starting Dosage 12-14 mg/kg/day up to a 300-400 mg/dayl admin. QD*
maximum of 300 mg/day
admin. QD*
2.After 3 days, 16 mg/kg/day up to a 400-600 mg/day! admin. QD*
if tolerated, increase maximum of 400 mg/day
dose to: admin. QD*
3.After 3 more days, 20 mg/kg/day up to a As with all theophylline products,
if tolerated, and maximum of 600 mg/day doses greater than 600 mg should
if needed increase dose to: admin. QD* be titrated according to blood level
(see TABLE VI

1f caffeine-like adverse effects occur, then consideration should be given to a lower dose and
titrating the dose more slowly.
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B. Patients With Risk Factors For Impaired Clearance, The Elderly (>60 Years), And Those In
Whom It Is Not Feasible To Monitor Serum Theophylline Concentrations:

In children 12-15 years of age, the theophylline dose should not exceed 16 mg/kg/day up to a
maximum of 400 mg/day in the presence of risk factors for reduced theophylline clearance or if
it is not feasible to monitor serum theophylline concentrations.

In adolescents >16 years and adults, including the elderly, the theophylline dose should not
exceed 400 mg/day in the presence of risk factors for reduced theophylline clearance or if it is
not feasible to monitor serum theophylline concentrations.

*Patients with more rapid metabolism clinically identified by higher than average dose
requirements, should receive a smaller dose more frequently (every 12 hours) to prevent

breakthrough symptoms resulting from low trough concentrations before the next dose.

TABLE VI. Dosage adjustment guided by serum theophylline concentration.

Peak Serum

: Dosage Adjustment
Concentration sage Adjustmen

<9.9 mcg/mL If symptoms are not controlled and current dosage is tolerated, increase dose
about 25%. Recheck serum concentration after three days for further dosage

adjustment.

10-14.9 mcg/mL | If symptoms are controlled and current dosage is tolerated, maintain dose
and recheck serum concentration at 6-12 month intervals. If symptoms are
not controlled and current dosage is tolerated consider adding additional

medication(s) to treatment regimen.

15-19.9 mcg/mL | Consider 10% decrease in dose to provide greater margin of safety even if

current dosage is tolerated. q

20-24.9 meg/mL | Decrease dose by 25% even if no adverse effects are present. Recheck serum

concentration after 3 days to guide further dosage adjustment.

25-30 meg/mL Skip next dose and decrease subsequent doses at least 25% even if no adverse
effects are present. Recheck serum concentration after 3 days to guide further
dosage adjustment. If symptomatic, consider whether overdose treatment is

indicated (see recommendations for chronic overdosage).

>30 mcg/mL Treat overdose as indicated (see recommendations for chronic overdosage). If
theophylline is subsequently resumed, decrease dose by at least 50% and

recheck serum concentration after 3 days to guide further dosage adjustment.

Dose reduction and/or serum theophylline concentration measurement is indicated whenever
adverse effects are present physiologic abnormalities that can reduce theophylline clearance occur
(e.g. sustained fever), or a drug that interacts with theophylline is added or discontinued
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Drug Name Category
F—ANZ7 VT DIA theophylline and derivatives A
(2021 4F 4 A R5R)
2% . SO
F—A ~Z U7 D458 (An Australian categorization of risk of drug use in pregnancy)
Category A :

Drugs which have been taken by a large number of pregnant women and women of

childbearing age without any proven increase in the frequency of malformations or other
direct or indirect harmful effects on the fetus having been observed.
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