20249 A GT (BB2hR)

H A AP L A% = 872251

EELAFEA—T+—L

A AR SEAIR 2 O IFFRH ZEEAE2018 (20194 SFThR) | YEHL L CHRERK

FHUFUORKEXILER
FA7+U0 @A77 EIL100mg 'YKy
FX 74U @A 7TEIL 200mg 'YK,

Theophylline SR Capsules 100mg [SANDOZ]
Theophylline SR Capsules 200mg [SANDOZ]

<THT 1) UERBIEEEFI>

FTE Wt H 72 VAl

BISE (747 4V AR H 72 A200mg [ K] )
TR (BB —EMEONUFE I VFERTLZ L)
TAT 4 ) ARK 77 100mg T2 R

N 1B TeAHICHRT A7 4V > 100mg &0 5

BGH OBLHI XSy

Rt " THT 4 R 72 1200mg [ R
VAT EAFINCHRT A7 4 U o 200mgz 5875
Fn CTE T4 U
— A

£ 44 : Theophylline

BLEARFRERERR -

FAT 4 U ARG T 00mg Y R 20194E12 827 H (IH : 20074F 9427 H)
TAT 4 ) AREC 7/ 200mg [ R : 2019412 327 H (IH : 20074F 9H27H)
RERETREMEA B | EEEEIEERR

AN FE VB, - THT 4 U AR 72 100mg [V R 2 20204 6 19 H (IH : 20074E12 421 H)
R7EBRAATEH B THT 4 V) ARG 7' 200mg [ R 1 20204E 6319 H (IH : 2007412 H21 H)
% 5% £ A H:

FFT 4V AT 72 100mg [ R 20204E10 H 12 B (1A : 20094E11 H18H)
TAT 4V AR 7 '1200mg [ R 0 20208510 512 H (IH : 2009411 H18H)
BERRSE (FA) - | B & BR 55 Vo RS

it - o atts | R 5 ARV =3 U v 7Rt

E= Tt e

AARY =3 ) v 7RG B% S SHR=E
Az | B 012078937170 FAX 0120-893-172
IR FoN

ERBARE T AR — L —
https://medical. nihon-generic. co. jp/

ARIFIZ20249-9 H GT DO E IR ORI EE S B L 7=,
BATOBHRIL, MATEBIEN EHEN EFEE R AT O E IR E MR B N—V THER L T 7ZE 0,



1.

EELRAVAEL—T+—LIADFIIZOHRE
— BARREREEXES —
(2020 4F 4 HGED)
EERA VA Ea—T+—LIERORE

R EIR G ORERO R EERE LT, ERAEERBMASE CIT, [ 23d 5,
I B S C IR il « HEFIAN S D PEPRUE T 205 H 605 | D B/ 158 S 0D 30 TE A6l PR 1 S 2 T35 T 3 2
I, WA ORISR S AV A AT 2 EICERM R ML E e B0 e V| RS DE
HHERELE (LT, MR) HE~OFROBMGFERSCERICE VIFRAMTEL TETWND, 2O
LB ER A MR AFET H7200HHE U A M LTEHREMNA VH Ea—Tr—5 (LT,
IF EH&E3) P3FEA L7z,

1988 4RI HAYRBE A2 (LAUF. HFWHE) A5 2 /NERBS IF OfLEFT . IF Fodtkk
X, IF SOREEEA RE L. £ D% 1998 1T HIWHEFAINES 3 /NEESA, 2008 47, 2013 42 HIF
FEEFHIEHREZB RN IF M EHOYUGET 217> TE T,

IF FU#ZE5E 2008 LARE, IF X PDF EDE T —2 L LTRET 2 2R FAIE ko7, Zh
W&V A SCEOFBERUGT R & > TG B ICSGET ORILT — 2 2381 LTz IF 2380k
INDZ L ehroTe, BAHRD IF 13, EEmEFRESRGEGHME (LUT. PMDA) OERHEZEM
TERB B D_— (https://www. pmda. go. jp/PmdaSearch/iyakuSearch/) IZTAB I T35,
HIWZETIL, 2009 L 0 FEIL O IF OEREBRFTHMMEE LT [ X a—T7+— L
Al ARE L. 40 IF RN CELMET 2EIELHERE L CEDINEE - BETLTH
Do

2019 AEDFAT CEFLHEHO L F I A b, [TF SR EE 2018) AL S, 4k TERAE
S OIRFENE BRI EIEBNCBE T2 A R 7 A )[BT D IE I D720, £ OEHIE K E
L7,

IF &1

IF 1% T SCEEOFRAMT L, ERD - SRS O ERIEFH T & > THHEBITLIER,
IR OSEEE OO OEHR, WO O OFHR, A0 D ORFER, 123 O 14
DI=DOIEH, FFENRBE T T OO DIFREDPEN SNT-RAER @R OEIEMREHRE L L
T, BJRSEA GO A RE L, AR O 7o I S 5% R 3 O RS AR 76 X XARE I 0 5 3
AR ORI 2R HEH L O D& R SALEIT B,

IF \ZFLHT 2 B B BS I B3 3R E L7z IF SUalE i cvEIL L, — R D filsh & B & KR O
FNOIERATH S D, 7272 L, REEAEOKESIZEDL 5 b O R OFIAE B b 235FAM - 1T -
PR R X FIES T IF O FHE S IR LR, VR 5 & RGN SRt S 7z TF 1T
FIRE A 255 - HIW - BREA T 2 & & bic, BERFMITEETIDE VI RHEFROZ &
EHITEE LT D,

IF OfHIE 77 —F AR L U, BEEAETORKTILATIER Y,




3.

IFOFAIZH->T

B D TF 13, PMDA DEHR I E IS IF W R DR — I G T RE STV D,
RUEREET TEESA VA B a—T 4 —LMERDOFFI & | 129> T IF ZAERK - #2835 28,
IF DR AR E 2, ERBUIGICAE LTV D IFERS IF MERRHIGEHE U E SRS 2oV it
EREDMRE~DOA X Ea—ICKVFIAEALBRNEE RES T, IF OFIHMEZ & 5 05
DD, Fio, FERFUET SN DM EOFEREFEICET 2 FHICEA L L, IF RUGETESNDETO
ME, BRI DETNR 2 O I L2 CES, 55 WITSHEo EHR M E SRt —
EREIC L FEAIRE B ST D L L b, IF ORI &7 o T, Bofi OIAT S0 % PMDA
D |5 3 E R BB AR R DX — D CRERT AV E N B 5,

¥, WIEM AL EMEOMRO SN DEE ST D V.6 ERRERE < IXIL. &8&
B IXIILL 3] ICBET 2B EITERREZIT CTORWERPEENDIZBHY ., O
WNIFHIEETRETH D,

FMAICELTOBES

IF # AREBICBON TN T I ENTERANVEEREREFERFE LUHEH LW zZ& 2w, IF
1T HIRIEDEEE A4 521 T, MRk EHG O RIEIRTE TR I HE 0 D REENMERL - #2355 | K
i EEH O72 D OFEIERICTH 2 & OALESIT N, il - REUITEZER, EFEESREON
B AR OV O MRS BT 2 I O IR RIS RGEIE SRS B T A KT 0 >, K
ha— K A7 7777 4 AEOHIK E —EREZITE 528700, W ERIBIHEE) T 1 R
FA TR RGBSR O FNEF BT 2 IR AEC OV T B EEREREET D
DORDITIGCTTI ZEFHELXZRNESNTEY, MR HE~DA U H Ea—H b OSCHH
ERLIWZEY, FIHEB OGN IF ONFEZREIHELREZLOTHD Z L 27 L CTokidh
(E2 57w, BN OH LN D EROB MR E #EGE L, TORBIMEE ik EREYE
BT 2 EM A Z R T2 2 L ITEAIMOARB THY . IF ZFH L TH®¥EE% EICMEDH
HHDIZ LTV TE&E 20,




. BEICEYSEE ... 1
1. BAREORRE 1
2. BUSOOVERRFERIERME 1
3. B OBEIRREE 1
4, WIEMFERICE L TR XX R L 1
5. ARG ROV - fH EORIBREE. .. 2
6. RMPOREEE ... 2
0. &%ICEATHER ... ... 3
1o BRGBA oo 3
2 R 3
3. KEERSUIRMER 3
4, BFREODFE 3
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I. $EZE(CEHd S5IEH

1. AROBE

TAET7 4V F, REXIERERNZAEL, SimEELE LT, H< oA HWLER TE =0, €
BB AENH Y | AT, fH R EO AR AR 72 6 I i FE o 3 B A B B R AR
ShT&x7, Aa—t v FiX, W.H Rorer #F (4 W) 2APHF L-WH T, 1 H 2 EELETHNEH)
DR BELEFLTEERESND,

KBTS ZOHRBET A7 0V U BAIORBICETFL, Ar—Ey K100 kO Ar—E v
R 200 ORRFEA T 1987 4 10 A ICRE XM B, MEtE (B [REXROMEISZHEL 7 7' LA
Zasoe Lz, I HIT, 1990 4F 7 AT ERUE (K, MiKEICEMNGESZRE L TWd, -,
1994 4 3 Al An—t v KK ORFE4 CHERAA OKBEZRSG L, 1994 4 10 A kv %R L=,
O EREHBGEXKE LTZOREBAICABEREEZEML, An—Ey KI 7 &L 100mg-
A —bEy R 7E/L 200mg « A v —bE v REER 20% & LT 2007 4 9 H (2 Bk iR 72 A& GR %2 LS
L. 2007 4 12 BICRES N, Au—Ey NI T7E/L 50mg Z%BEEKLE L TCHBEEAMmL,
L OB T ELZHRE L, IERR, AW rroREMERER 2 56 Lz, 2011 4 7 A IcfiE ke
AGRAEA L., 20114 11 Alc EfiL7z,  (EEZE 03310156 5 (CERK 174E 3 A 31 H) 12k
TGS 2019 4F 12 HIZERFHGIERSRE LTREAEZ (T4 7 0 ) ARch 7k
50mg *+ 100mg « 20mg (¥ K| J (& HE L7z,

2. REDBERFHEMSE

AFNL, NEWREONMMIET A7 4V 2 G ERINE - JEEER ) v~ —f@Ta—TFT 47 &

. miEtEE b b TEBEETF e — X EE SR L BB R K0 R L 12 BT

THHT 2 L o&Ets e, BRBEERAITH 5,

AT AL A R A A 5 O VR A S BUAH B AN AR & 7R DA & FE i L T,

- HRBMERE LT, L8, MRS, SERE. BURUT BURRAE . THLE i, JREFERREE. T

T4 T7F v a vy s IFEEEREE, EE, PR, @EESHRE STV D (HEARH)
(. et (EM EoREES) (T 2HE 8. EIfEH
() BERZRBIEM & HPER ) OHZM)

3. BmOHFEMFMN
T AT 4 VR TR 100mg [ R ROT A7 4 U Uk iEh 7 200mg T4 K
HE O 72 CTHREERKITH D,
AT RNAVEHRIZCBNTIE, 747 4 U U8RI 7 &L 100mg T4 > R iZiE ISlo-bid  100mg] |
TAT 4 U BRI 7'V 200mg [ R IZiE [Slo-bid 200mg)] EFIFINTWVWD,
( Tv. ®WANCET28HE 1. A8 (2) ®AOHE K OMER] OES )

4 BEFERICEHLTEAMI NESHN

WIEMEAICBET 2 &M, R RHEET A T A 5% A
RMP i
BMO U A7 F/METEB) & L TERS LTV 2 &M pii3
B T A T A v bl
5 9050 1 L o> B 7 S TE w4 i3




L RRBEHRUVRE - FRLOFIREE

(1) &ARBEH
HESIN TR

(2) @ - ERALOFREE
Y LR

. RMP O E

GNP



I. &a%MICEAT 5IEH

1. R4

(1) #%
TAT 4 U K 7 L 100mg [H 2 R
TAT 4 U ARK 7 L 200mg [H 2 R

(2) *4
Theophylline SR Capsules 100mg [SANDOZ]
Theophylline SR Capsules 200mg [SANDOZ]

(3) &FDHEX
Ry 4 D —H & Lz,
(—A+HAE+EE+ T4 )

2. —#4

(1) % (@&
T4 74U (JAN)

(2) ¥4 (@mfE)
Theophylline (JAN)

(3) RT L (stem)
MY ER e L

3. BEAXFTRMER

O
H
HsC
3\N N
I,
07>y N
|

CHs

4. HFKXRUVLF=E
2572 C.HgN,0,
4y : 180. 16



CEFB (mAE) XEAE

1, 3-Dimethyl-1H-purine-2, 6 (34, 7H) —dione

. BRA. A, KBS, E5ES

VEERFE B KR-310 (¥*z2pm—FE v K 100)
KR-320 (¥z2m—tE v K 200) *H&LLIZX A



M. AxA7ICEI HIEE

1. MELEHUEE

(1) 48 - 1R
A ORGSR RIEDOHm R TH %,

(2) AR
NN ATFIRNLVAT I RIZRORBEITRT <, AKXiF=% 7 —/ (99.5) IZETFIZ< W,
0. Imol/L HEEFRIR T T 5,

(3) B
LS A 0 0.5% LA T (1g, 105°C., 4 KffH])

(4) Rhm (DEm). #HE. BES"
Bl - 271~275°C

(5) BMIEE MR ERR
pKa=8. 77

(6) SEFH
LR L

(1) Z DD E LRI
B PR L

2. MRS OEBERTICE T ZRER
M R L

3. AVMHAOHERARBE, TEZE "
file R AR BRE
ARERT (747 4V ) OBRRBIEICL S,

E &1k
HAKRBE (474000 OEEEICLD,



V. &AIIZEY 5IEH

1. Fifz

(1) & RXi5l

TAT 4V R TN 100mg [V K] @0 EAAF(G 5)
Xy v HRA
A G = )
W& W A~ H 8 Ao Bk

FFT 4 U R 'L 200mg [ Ry AR B
A = F i)
A G = )
N &N W B~ E GO HER

(2) HEIDNERRTHEIK

J==N
FAT 4 Y o "
%L\)%UJ;%Z/I/ Xy v TERT A NAR C[%E) 167ng
N e e 0) E\\/J_A o -
100mg [ I} WNEWIT A B~ 5 A GO R (3 B H 7+ )
T A7 V¥ o N . —e2
4 ! Xy v FERT 4 REE ( ﬁ)
REAT RN | g i~ 5 1 o 0 B D" 334mg
200mg 4> K| " R HURL (1 55 7L
(3) #EAa—F
3T Aika— R PTP =t — R

TAT 4D AREN TRV e . '

100mg M4 K| N7 4 :Slo-bid 100mg Slo-bid 100mg
THAT 4 VR TR e ‘ .

200mg 4 K| N7 4 :Slo-bid 200mg Slo-bid 200mg

(4) HREN YK
TAT 4V R 7L 100mg + 200mg [ K
RAN ) — N AR BREE WA —ERBEOHIC LV HREFEARBRE1T O & & KIS

HET 5.
B MR ARG AERMBRE S WHEOHIC IV RBREIT O L& BIKICES
T 5.

(5) €D
E LR



2. REIDMEK

(1) EEs CEMRD) OEERVRME

B 25 4, TAT 4 U AR 7 v 100mg TAT7 4V R 7 2V 200mg
o > k) 4> Ky
o 1 7' 17
TR | W ms 47 4 v+ 100ng AR 47 4 Y > 200mg
HTEAVNEY : = F Lo —2A G- 7 7 UBRRER, At T v 7,
wWmgl | Fervrr sy a—
HTRNVEKE B TF o, BT X, T VNGRS N UL

(2) EMEFDORE

LN

Q) BR=E

MR L

3. RAEMBADHEARVEE

A% LR

4. Sl
YL

5. BAT HAREMEDHDHRMY

M B L




6. HANDFTERXLGTICETLIZEN

(1) RRAEROLEMRAR Y Y
R B 2 TV 7oA ER (402 1°C, ARXHREE 76+£5%., 6 » ) OfER, 747 1V
VIR eV 100mg TH > N ROYT F 7 4 U UK 7V 200mg T2 R 3@ E O
LB FTIZEBWT3FEMEZETH D Z L RHER ST,

TAZ4 ) VERA TN 100mg T2 F] (IH: RB—E v FA F+JL 100mg)

B 71 PRAF S LR A7 ) QRS HRERIE A i S
PR . .
. o W o BRIE B
e 40£1°C v | B PERABR | T -
N3 K B 75+ 5% RH 6% A PTP Al 3% Vi L 3 B %iu TH BRI
i =
FTAEIZ AU BEBATEIL200mg TH2F] (IB: RB—Ew KA 74U 200mg)
bR 1 PRATF S A LR A7 1 QR A R TH H S
PR . .
. oy W o ERIA B
e 40+£1°C g | AN —MERER | -
T AR 75+ 5%RH 6 » A PTP @ % R B %i&v(%ﬁ%“
E & H
(2) EOREREICBITILEMRAKRY
FAEITYERATEIL100mg T2 K] (IBH: AO—Ey FATEJ 100mg) (FEE)
RIS £ 40+22°C (REWIM 3 » A RAEERE L - [ERL OR)
. iE R
AR TE
BRA e 39 A
o) B DB 7 L ZA 7 L
WHRBR (%) A i A
EwiE (%) 99. 8 97.5
FAEITYERATEILI100mg T2 K] (IBH: AO—Ey FATEIIL 100mg) (FRE)

PRAFSRAME - 25622°C, T5E5%RH fRAFHIM : 3 » H RAERE : M - Bk
. R
R IR
AR H TS 3 A
2% B O 7 LA AL L
WHRER (%) e 1 A
EmiE (%) 99. 8 99. 1




FAEIDYDERATEILI00mg TH2 K] (IH: RA—Ew FA Tt 100mg) (E#H)
RIFS - MBS & 120 77 Lux - hr RIFHE . BRI
3} IS
B T
R H B fs 1205 Lux - hr
4% ) MO8 7 7 2 )L =72 L
A H B (%) A ke
EwiE (%) 99. 8 99. 4
TAEIT4YERATEIL200mg THU K] (IBH: AO—Evy FATEI 200mg) (BEE)
PRIFSME £ 40+22°C RGEHIM 3 » A REERE Y - [ERLZ OR)
) iE R
B TH
AR e 3 7 A
4% ) HEORE S 7 LA AL L
A H B (%) Sl 1 A
EwiE (%) 99. 1 98.0
FTAEI4YUERATEIL200mg THU K] (IB: RO—E v FAFEIL 200mg) (SiZE)
PRAFZeM - 2522°C, T5E5%RH  fRAFHIM : 3 » H REERE % - Bk
B} IS
Bk TH
St e 3 7 A
4% ) H O 5 7 Ll A7 L
R (%) A i A
Ewit (%) 99.1 98. 8
FAEITLYDEBERATEIL200mg TH2 K] (IH: RA—FEw FAFTEIL 200mg) (E#H)
RIFS - BT & 120 77 Lux - hr RIFHE . BRI
B} IS
BRI
ABEH FEpEYEE 1205 Luxhr
% B O 7 LA A7 L
A H B (%) T A i A
EwiE (%) 99. 1 99. 8

CARERUVBABROREL

A% LR

MR L

CfeFlEoREELE (MEBLLFEHEIL)




10.

BHE

AHBAEAB~OBEESHE D ¥

TAT 4V 7'V 100mg [H K] (H: Aeg—Ey KA 7E/L 100mg) KOAT A7 o
Vi 720 200mg 4> F) (IH: 2a—bEy RH 7 &L 200mg) 1%, A ARG EHK L
HEESHEICEDONTET A7 4 U VIR 7BV OBEHBIKICEE L TWD Z ERHRENT
WD,

B HE . BARERG —HRBIEEERBRIES 218 O RVE)
P OBR WK : pH6.8 U v EREHEE IR 900mL
[ #5 %7 : 50rpm

(D) 747 4V AR TH/L 100mg [ ) (H: Aw—Ey RI 7/ 100mg)

) 5 e 90 77 [l DIEH RN 3 BR[O H RN 10 BRSO  H=HH
R 15~45% 35~65% 75% L I
Rk AL R 29.1% (F¥IE) 50.9% (CE#E) 88.5% (F¥IfH)

(2) TA 7 4 U Rk 7'V 200mg [ K] (H: Ar—E vy NI 7 &/ 200mg)

o] 2 7 90 M O FE N 3 FFRI O H =M 10 FERT 0 ¥ H =8 A3
JE 7 15~45% 35~65% 75% LA I

B R 29.7% (CF¥E) 51.5% (CF¥1MH) 87.9% (F¥H)
(i )

B HEMICBNTCT A7 0 U U 7L 100mgl o RI(IH: 22— v K 7 &/ 100mg)
FORT A7 40 B 7' 200mg [ K] (H: An—Y v KBH 7L 200mg) 1A %R
LLTHRESNTWVD,

5% - A%

(1) FEHNBELGRE - . NEVERGEE - BEICHT LER
ML

(2) g%
100 7 7F&/ [10 7 7&/L (PTP) X10]

Q) FREE
Y LA

(4) BRBEDOME
PTP A4 (RUHLE =17 4L L, TIIH)
e —adE (T2 h—-FR)V=F L7 Ix—1h)
gANe]

_10_



1. BRRE SN B AHE
MR L

12. T4
M B L

_11_



V. BEICEYT SIEHE

1. ?ﬂﬁ'éilzt?)]%
SEXmE
O%EE(@) EXR
OBMEREIX
O &

2. DEXIIHRICHETSIE
5. MEEXIEIHMRICEEST HFE

(WRE () [EXX)
5.1 BEAEMES Z &LL< MOBREIZLDIBROBEEZEET LI L, 7474V &5
FUZHRBL L o oG, BA LA RIZZ W,

3. AiERUAE

(1) AERUVAEDMHER
(THTa)ERATEIL100mg THUF] )
WE. TA 7 4V E LT, A LR 200mg (Kﬁu 2 7)) &, /N 1A 100~200mg (AR
Fli~2 7 N) &2, 1 H2EH, HEXTRERNCROEET 5,
F, REXWMBICOWTIE., AT 4V vk LTEAU\ 1[A] 400mg (AHKl 4 &) &2, 1
Al1EBEMCERAEST22E6TE D,
7eF. AREHR, EARICIS U E T 5,
(TH T4 UERATEIL 200mg THUF) )
WHE. 7TA 74V LT, A LR 200mg (KA1 7 EV) 20 1 H 2[EL, 8 &OE

R AT 5,
o, REEXWBIZOWTIE, A7 4 U UTHRALE 400mg (KFI 2 7 7EL) %2, 1
HIESEMMIBEORETDHZIEHLTE D,

mps. AR, RIS CEEE T 5,

(2) RERUARORERS - RiL
R L

4 RERUVAEICHEYTSIE

1. AEARUABEICHET SFE

(ZheE @)

1.1 ARG, BREREOBESMTREDE=4 ) 7 E2THREERIIKEEGT S
zk,

(REXHE)

1.2 /NRIZEET 2560 E, 5 FEZEIOWTE, ¥E2OTA RIA4 0%, BFHO
1% oz /%u&@?é_&ofgllﬁﬁj

_12_



<BEBANET LR =2 ONERE BRI c BRI A R T AV >
6~15 % Cli% 8~10mg/kg/H (1 A 4~5mg/kg 1 A 2[\) X VBELE L. ERIKZHE & A
BEErWRALARANLHEST 5,

5. BRIKRLIR

(1) BRT—21\vH5—
YL

(2) EREERR
R L

(3) AERGERAR
MR L

(4) +REERIERBR
1) AahERaraER
EWN 9 fakizd T 2 — AR R R 88 B, BrAh 1 6 2 b < A FEE B E kT4 87 fi TH H LA
Fo62 il (71.3%) ., oRBF ML 73 4] (83.9%) Th-oiz, ' W

2) REMHER
LR L

(5) 8% - FEAHE
MR L

(6) BEMNEMR
D EARBRAE (—RERARERAE. B EEARERE. FARBELERAE) RERFTERT—
AR—R{E. HERFTERBRABOANS
EUER R L

2) RREHELTRBFEONEREREL AL - RROBE
AR L

(1) ot
B YERL A L
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VI. EEEICEHT HEEB

1.

2.

REZFMNICEHEH I LEYMRITLEME

-
AN
7 X

)74V, alvrt 740y, a4V, W7y, TATRIURY

EE BEEOS AWM OMEIIHREL, BKFOBMNLELZSRT L L,

RIEMER

(1

(2)

(3)

ERERGL - R,

TH 7 4V OVEHBEFE L. phosphodiesterase DIEH ZBHE L THIMAN cyclic 3,5 -
MWPEEZEmDAZLICksanTng, W

ZOENTS, TT YR BRISHRT DHETUEN . MR LT S A O A AR
A, WRES T 2 — 17 2 OfBHEEER RO T a0 A% 75 02 kT 2 i HiE R %R
WEINTEY, WEEEAKFIZOWTIEARHZANZ N,

BMMERM 1T DR

DREXMLKRERSF

SUE SRR, I LR PR AR OB O R R R T a0k RE O (R E | AR HEE oD LN ) 4
SR, IR MR 2 & O LA R EWE (KA SRR F) OBl sl o ERIC L0 o K S
BEOBERESET L, 'Y

2) ;L R fE 1F
i S R OO U SRS I W TR MEAL AR IR R B . #R AT R BR B D 380 2 D HLE AR & o,

NZFDMDEEER (/n vitro)

b N RIEMR S OIEMEREER YA N A v OEAICKHT AIEIER ' . IL-5 ® b N
FRER M R (S kT 2 HHIEMN ' . b MFMEROESERFREBROMBEMENSE WRNRESH
TWnW5,

fE MR TEERT - B
R L
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VI. EWYEhrE(CEid 51EH

1. MmAPREDHER

(1) B\t Mt 20, 20
5~20u g/mL

(2) BRRABRTHRIBSIAI-OPEE
1) EEEE
TAIZ 4V EBRATEIL100mg TH K] (IH: AO—E v K 100mg)
THT 4 VR T 'L 100mg [V N ZREEFERA 14 AICEKEICEN 2 7720
(747 4V 200mg) ZEMERFREORE L, #&51% 32 Kl £ ToimHiRE %2 HPLC &I X
DHEIE L, 2

F A 74 AW TEN100mg > F) 5 EOmMEREREER

(ug/mL)
4r . FA T4 ) VEREH T 100mg [HY F
i Mean+5D., n=14
3
i
va
+
7
,.f
1)
-
il
J&
0 4 8 12 16 20 24 28 32
# 5 %M (hr)
Y RE /N T A — H —
AUC0732 Cmax MRT tmax t1/2
(pg-hr/mL) (png/mL) (hr) (hr) (hr)
47.02=*=13. 41 2.80=*=0.52 12.38=*=1. 44 6.86*=1.51 9.52=+3.49

_15_
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FAIT4) UGN TEIL200mg TH K] (IH: AA—E v K 200mg)

THT 4 VR e 200mg TH 2 K] ZEEERA 11 AICHEKEICENT D 'L
(TA47 4V 200mg) ZEREMGRE DG L, B&5% 32 B £ ToMm P #EE % HPLC 12 &
DHEIE L, 2

FA 74N RS T N200mg 2 F) 5 Hom b EER
(pg/mL})
4 -

- T 7 4 ) RS S 200me [ K
Mean+5.D., n=11

B VSANNYBEE

0 4 3 12 16 20 24 23 32

& 5- %8¢ [H (hr)
FHERE T A —F —
AUC0732 Cmax MRT tmax t 1/2
(pg-hr/mL) (1 g/mL) (hr) (hr) (hr)
52.84=%10. 40 2.74£0. 44 13.32=%1.09 7.09%£1.38 11.06£2.51

CPAE EFE R, n=11)

1558 R LA ONE AUC, Gy D /RT A= F i, BB ORI, (RO RIEEL - e ] % D
REBEMEIC Lo CTRAEDAREERD D,
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2) REERE
Fo, [RIEXHERE (n=24) 2747 4V R 7L 200mg [ K] 2107k
by 1T H2E, 12KHZ &4 ER L CIRASEZBICEONTEHNET A7 + U
VIBEIXT7.3~9.0ueg/mL A THY ., BRNEET NS oz, W

(ng/mL)
13+
12+

111

RV AN TS

—_
S b LS e NS 100D

n=8 nfg 11=|15 nI=T n=|1l}
PR F Wiy A B 128 238 R K 438 %

T4 T4 YRS T 200mg T F)
1 H 2 ELEFERAEOMFT+ 7 1) »BE

(3) q:%igz 20). 24)
MFTA7 0 U BEN 20ug/nl 2822 & FTRIZRT XD ZEIER (FEER) 28%31
THZEND D,

TF7 4V o FEEEHRREOEIVERDBF

ol }Hunhit@%t
b 60——
; } £THBRBOREE. PIRER. FEIR. (FULVhA

40—1—
7 Z<DEFDOHEE. I IEEEHLELES120LL E DA
A | JHm SRR FRUSTRARE T RA
Y —HOBEOEME. PERELTOHLBRERSLV. &
~ 43100~ 1190 >0
= 20—
=3 }§;<o>%%a>ﬁ§maﬁ
= 10—1—

}—%ﬂ@%%@ﬁ?ﬂﬁt

Ue sl
e
mL JEH his

(4) BE - HREDZE
TV 7. BRI 2]

_17_



2. RYEERP/INTA—4

(1) 87 3%
R L

(2) O MR B
R L

(3) HEEEEH
MR L

4) GNFSUROD
TAEZ 4V VT TR L, EBE. FIRCToORPEZR I LEz L 0T KO RN T. &=
E XTI, OOFER, MIE, SENELLWVIIIFHERI L ERFOLEBERE LML
TWwW5b,

(5) PFMAERFE O
—HRIZH 0.45L/kg £ STV D

(6) Z it
R L

3. BEHMH (REaL—Yav) @&

(1) BBH 753k
MR L

(2) 185 A — 5 EHER
MR L

4. /YR

(1) BRURERfL ¥
HALE

(2) iz
1EI1E 100%

5. 7%

(1) & — K BA P @@ 14 20
wiEY 5,
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(2)

(3)

(4)

(9)

(6)

mi&— M@ AEE 2

12 Bloh B 28T 2B OEIRT O MIEFT A7 0V CREIX 9.69ug/mL THY | [
BRicE N EHlEmT 47 0 U UBET 10.21pg/nl THY, AEEZRD N7,
VIl Z4tE (EHEOEES) BT 5HE 6. FFEOYREZATHIRTICHETIER
(6) ifhw) OHEZM

it~ ITHE

SElOBRAMG Z M RICT A7 4V OMETREEHAITPIREZBRF L L 2 A, FITH/iE
HEREIZEYT07TTHo T2

VI, Z4tt (A EoFEEZ) (BT 2HE 6. EOYREZ2ATLIERFICHTIES
(6) T OBEBH

BRA~DBITHE
NN —=Ixu s T 7 ¢ (BEHEZZRNZ L 2MFEMKEY) 22T TV LBEIAEZIRIIT
F7 4V OMBERREEHIERTRELZRN L 2 A, R MIEREIT YT, 0.36

Th-oT,

ZTDMDMBEA~DEITHE

BIEERICA ST T 47 40 U id, IR Z B < RIEARR & Hofg iy <0 0 IS SR e 1o 2
—a—éo 25)

*7-. T v MIZ "C-theophylline ZRAEE LSS, T4 74V LV EOZORENE
BT, BT ABSRIIRO LN o T, 20

mEEAKEER"
# 60%
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6.

1.

e

(1) RBEGL R R BRRE 202
EFR AT A7 4 U UARREE 100mg X2 8 (747 4V & LT 200mg) ZR&AOKS L%
By T ATV iEEE LT TR S, RPRFWIL 1, 3-dimethyluric acid, 1-
methyluric acid & O 3-methylxanthine N [RIE I 7z,

BLOOD
S)NJ\/I >
o N N
CH3
THEOPHYLLINE
o H o H
N N
N HN
J V
N N e "
N-demethylation CHy o

(o]
HaC. /\I/:H 3-METHYLXANTHINE 3-METHYLXANTHINE
N | >
J\ o
o N N 8-hyrdoxylatio H3C. H
CHs R G
THEOPHYLLINE / OH | Y. OH
1,3-DIMETHYLXANTHINE o
N N

N d methylatio CH3 CHy
\ 1,3-DIMETHYLURIC ACID 1,3-DIMETHYLURIC ACID
_— OH
J\/I/> J:I/>
1-METHYLXANTHINE 1-METHYLURIC ACID

(2) R#ICEAEIT 2R CYPE) OHFiE. H5FK2D. 8D
FTHT 4 ) /mﬁuﬁi X P450 D4 FFED 5 5 CYPIA2 X E- D FHE L LT, 3A4 X 2E1
AT =T EELTHEETIZ LRI TS

3) WEHEBAHEDNDEERUVZTOE LG
TH 7 4 U O (hepatic extraction ratio) (LT 10%REETH Y . FFOHIE
BB RITIEE A EZIT R0,

(4) KEHPYOEHEOEERVENEL., FELE
FELARPEY TH D 3-AF LIV F L F T4 740V D 1/56~FERBEOHHEHT S
&@iﬁﬂ:ﬁ&)é 33)
AFNAFH U FUFEREELY LHEAEEN RN ZOMFIITIEE A EHFELRY, P

et

(1) HEitH &R AL B OV #R R 27
TAT 4 U RHEE 100mg X2 8E (T4 7 4 U & LT 200mg) Z 5% 48 BRI A A
DORFICHEM S NABEREADTF 7 4 U TS8O 8%, REWITH 80%Th - 7=,

(2) BEitgs
IF1E 100%
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10.

11.

(3) it
MR L

S U RKR—42—ICET 5 1E$R
M E R L

. BREFICEDIBRER

R L

HEOEREHTHBE
MR L

Z0t
M B L
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I. £¢% (EFRLOEIESF) ICEI HEE

REEZNDER
I TWnin

==
[=]

==
e

T mg

2. EBERBLZDER

2. BR (ROBEIZEEELLGEWVI &)
2.1 RAIIIM D W o F 2 REAN G LEEBREEN OBEREDO H 5 BH
2.2 2MURNICT T 2y (7T 7 Ax vy ») AT 2E% [10. 18]

3. MEXEHMRICEET SR LETNEH
(V. 2. ZRESIARICHEETLER] 22T 52 L.

4 RERUVHAEICHETSIIEELZTDHEMR
(V. 4. HERUCHEICEESIER] 228452 &,

5. EEREARMIRT L EDER

8. EELEKXMIE

8.1 7474V VICXDARMERORBIL., 7474V VIHIRED ERICERT 2560182
WZ D, MPBEEOE=X U V7 Z2@UNITV, B A N2 L7553 &2 5 E
THZLENREE LU,

8.2 /N, BRIZHHIRICBE T 25810 1F., REF IR L, BRI —RKEED DV IEH
5205 %, &P UOIREL TS ZERLEE LY, [9.7.1 BH]]

8.3 MNERTIZ—RICHRIERZIFZDMIINE DD T, KA OEGIZE L Tix, R#EHZ IR
L., BEORELZ+DICBEL, BENADONTEHSITITECHICEREICERT L2
EOWMYI s T2k EES 2528, [9.7.1 K]

6. RENERZHIIEBHICHITIERE
(1) B6E - BEEFOHLEE

0.1 5B - BEBEZOHHBE
9.1.1 TADADEE
RIS L » CRIERZ R T2 &0 b 5,
0.1.2 FIRIRISEE A EEDBE
O BB B TOIE LT P 5 BT, H T 2 — AT LV OfE A BT 5 2 & 2 b B,
9.1.3 S-MMHELLFEDEE
MR EEOBRIC L VRS S, AT AU I UTTUABETF L, 7
FT 4 M ERS LR S LN e S,
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(2)

(3)

(4

(9)

(6)

(7N

9.2 BHERESRS
9.2.1 AKBHOBS
BT 5 AMEED, REANEMT 5BENEDH 5.

FrHREEERE

9.3 FTHREfEE R HE
M EERNESEOEBICIVBETDIZE, 74740V 7 IUT T ABNKTFL, 7
FT7 4V FEENS EHTLIZEND S,

SRR ZHT 5F
HESIN TR

bt b

9.5 1E4%

W XATIER LTV 2 AR D & 2 e MEIiE, 18R Lo FSEN a4 EE S &oH
N5 0BEBEETL22 L, BMER (VA Ty b, U¥F) TERATEMEM
FOEAFEENRE SN TWD, 72, b P ThEz@iE L TRIZICBITL., FrAdRic
Wt fRREEECE DRER N D b D Z N DD, [16.3.4 ]

RET

9.6 ZELIR
AFBEERIIRA LN EREE LW, B NAFICBIT L, ARICHRBm %
T ZEnbdbsb, [16.3.5 5]

INBE

9.7 NEZ
9.71 7474 Vv IHFREOE=ZY VT HBITOIRE., ZFE2DOHA RITA4 VEDERBFTD
BFHRbEHEICL, BECEET D 2L, FFIko/NRIIZ X v EERICEET D2 L, %
ANCHRTEBZERE LT, 72, 548740007 0T F U0 ANEH LT,
[7.2, 8.2, 8.3 &M]
c TADAR DRSO OH 5 /NE
R EFERT DN D,
B L TWAHNIR
THEZ7 4V CMPRED ERASCERBEDOIERN L DONDE I EBH D,
<6 5 HRIOILI
6 7 ARMBOARTIZT A 74V 7 VT SUANEL T 74U iR EEDN
ATzt nbsd, ARMEITTATZ7 4V 7 VT T AN —FL TR,
9.7.2 IKHAMKER, FrAEREZXNSE LABRRBIZERL T2y,
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(8) E#E

9.8 HihE
B ORINCER U MEICKRE T 5 2 &0 @l T, FFm i 1 bS5 o i
HE O 5RO AUC DB R0 BT & OWE R B B,

1. ®EEHA

10. HEEA
AT I E U TIFREIEES CYPIA2 TR SN %,

[16.4 W]

(1) HRAERLZTDEH

10.1 FREE

(BFELAZWC

&)

A4 % ERERTER - HEE 7k B - fERRIA 7
TF v AN X0 7T A XA EmMEE | KFNET T v BRI
(TT I AF¥x) | EOEMNE R M ERFLOBA 20 | #2720, 777 v
[2.2 B ] L., BMZWICHELZRIFT LN | OFEMREZHEHTTSE S,

FHZ L,

5, 7T )3 (TF ) AXY V) &
BHETAEAIT 12U EORRE H

(2) HRAFELZTDEH

10.2 ftREE (FRICEET S &)

(T 740Kk, o7
a7 4V, 7oA 5

HobOhDZ LB dD,
RIERORIRICEZ L, £

A4 5 B AR - B D7k B - fEBRIR -
fh D 4 > F o R HA i FE D AR AR AR AN | ORS00 AR sk R o R

MR 5,

(A Y FVLF U e,
J VT Tu— LR .
a7 Tra— ViERE., 7
NTHY R, Ta b
T a — )V R K ) )

A O B AE I IE IR 2 4 58
SHELZEDRDD,

RIERH ORI ICEZT L, £
WO b T A I IT
BXERGE2RIET 2L
W) 7R JLE ZATH T L,

HR R A iR Bl 8 SR WD b B G TR

(7= KU RN, <o | ROUZR S & kT 57 2

%) WAL AT D L

[13.1 &)

P Eh U L, b IIE | DR L b ICh U<
23 JA% i { . N e R .

e U 7K DY NEUNN O e

MT LD EEZDLND,
K U o A LGE O BRI
WTOEFIZARHATH S,

oN|g A

AEENREE O FIE 23 8 58 3
HZENDD, £z, #Hf
Aickvst7 40U o0
BENEATHIZEND D,
BIERORBLICERE L, &%
NRD LN ICITEE
XTGP IET 5 Bl
Bl7pviE #4179 2 &,

FET 4V e BE LD
i RT3 S R O FRINX
FARDREEZ SN D,
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i R

R LDLILDZ DD
5

JEE DR BT Eﬁb\ﬁ‘ﬁ
RO ONT-HGE T bR
ﬂ@&ﬁ&k%@&k%%
1THo52 &,

REEENET I o720 L
FEADLND,

VAFTV

Ax T LF U
TuaRT ) RS

T I A4 X u R

BN REEKFI
VA= 0= =) B
JvTadxt
FRxZ7axHh v b vILEg
oKk FnW

N7 axH v A VERE
Iy TaxY

) AnvA T

o) zaa~wA Ty

n¥Xx Ao
Fru vy R
NZRI VIR
DIVFT P LR
TURFY I~ LA R
T af I —)u
CANT 4T A
FT7xo7ual A

[13.1 &H]

FEA T 4 U OFRFIERN
HOEbNDHZ END D,
B EH o3 8Bz Efb\i
ERRDO LN T-HEITIEHE
gli&5%¢t#6&8
W e L& A2 1T D 2 &,

FR#EREPAEFSN, T
74 V7 VT T RN
KFT5Dd, 747140
VIR EN BRI D LE
bbb,

/A=

T 7w e VIR
f o H =Tz
A7V TITR

I ARY v
Tary ) —

[13.1 =]

T 7 4V D FEIERD
bbb DB H D,
BIEH OBl Eib 5
HWNRRD NG E T
ili&5%¢t¢é@k
WU R & EZIT O Z &,

7?74)/m¢%fmi
Fizxase®Ez2z605%,

DI S e
AEY AV
ST TI— )

U MFENL

FFT7 4 U DR R DG
THEZEDRH B,

F AT 4 U o RN
TT252EMNHDHOT,
Cl7e g %179 2 &,

PR EEROFEEIZLY T
A7 4 V70T T AR
ERAFTLED, 7T 4V
YIHRENKE TS L E
bbb,

Tx= b AV
A gl A

TAT7 4V ROHFEED
IR T D EnD D,
TA T 4 U R E K
TF22enboHDT, g
G E 24T D 2 &,
it\mi%®%%ﬁ%%
AR E DK TICERT S
ZE,

FR#EZoFE LY T
74 V7 UT T AR
EHI B D, AT 4V
VILHFRENK TS S LB
b5,

v EE—)

el ZE— O &
PIHDLILERDH D,

7T oEBERNC LD

< o

7~ b oS o E
LR LN b5,

S ha R ol pEE -
FAZ 20T OB IR T
H 5,
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ULy —

Uy —n O & 58
(BIfEMZEEL) +o8Th
DD,

in vitro @ EBRTYU LY — L
ODRFEEEST L Z & NR
mEnTHn5,

A=
[13.1 W]

A R A CH 5 ==
F BRI R 2 & de) 12 K
DT A7 4 OPEAER
MWHHLONDZEND D,
BIEHORBEICER L, 8BF
DRD LN GG T E
XiFbGaemi+ 275 L@
YIpEZAT O Z &,

MR X0 BT R S
Hah, 74740270
TIUANBNER L, T4
7 4 U R S S
LLBEZADND, iz, BEHE
(Z &0 RS RS
EEZLND,

A3 oA XY Vo (St
John’ s Wort, B> kg —
YA U— ) EHRN

A AN O 3 e i S i
RENMETT2B8Z00H
DT, ARG EILEA
IUvAF XV VUEHEM
EERMLBRVWEOEET D
Z L,

A3 A RXY VY UICK
D E S T AT EE R N
AFORHEMREL, 7V
TIUAE LR EIEB D
LEZONR TS,

. BlfEA

11.

2l 1E A

ROBHERMDR S 6DOND ZENnHDHOT, BEZTITITV., RESRBDONTL AT

G2k 95 7 WY R LEEZT O 2

Eo Tadks BIER O BU WA 2 B8 T

ek LEEgaicid, 7474 ) v illHiREZHEST 52 ERLEE L,

(1) EXTEIER & DHER

1.1 EXGEIMER

1111 E8, FRHEET (W bHEERY)
BEXTEAZE, FEFOERESTNHOONL I LN H DD T, JURREA O K55 5HE

IR EEZITO Z L,
11.1.2 SERE (B RH)

g, EEEFICESHEAMEMEICEDL LA HLDOT, ZOXIRERPH LD
NIZGEC3HEG 2RI L, PURBAORGEFEYRQEEZITO Z &,
11.1.3 WBHREE (HEZAY)

it 775, e, CK EAEICHER L.

ZD

DRAS TR /AR SN CR oY Wt R e E € oA sl I

&
L. BWEIZRAEZITO & &SI RIEIC L 2 B MEEREEORIEICERT D Z &,

11.1.4 HieEHIm (FHEARH)
EHEIC LB Hm (i, T 2"H6bhdZ b5,
11.1.5 RFRB (FHEAH)
BAMAHOONTHEICIIRGEZTIET 2R EWEORAEEZITO 2 &,
MN1.6 7F245F%Y—2avy (HELRH)

TFIT7 4 T7Fr—vayy (EWE, BEA, BT, MERT, FRRES) 2Hbbh
L2EBHD,
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(2)

11.1.7 FHRERE. 5EF (W I L HEERP)
JFtgrERE % (AST, ALT ® EH%E) | HELNLLDONDHZ ENXH D,
11.1.8 $AFEMR, SMBEE (T L HEEARH)

Z Dt D EI/EA

11.2 Z0toBIER

0. 1~5% T 0. 1% il L
‘ o SRS | BRI TR
1 BURE F IR, B (2963 1 PR AT B 55)
e | B ORI, HEV. | LU, RREEER). | A (U, .
RFRRER | i NBNWER) | A% HI
- B MR (Do | SRR 5 VT . SR
DA i 55 2
T, I RACRE.
oy W ISR . TR | Lo < 0
BILRE (1) 5)
WA 52 & ER R
e g%@@@iﬂ\mi:
AT ek ALT. ALP, LDH ® k5 AST @ E & v —GTP D E&H
i 2 SRR %
B . WG . T,
o R, T U | IEH U AL
M. Lo (. T )

) BB L, REPRCERHEOMAE L BT,

9. BRRBRERRICREIZE
U ER R L

10. BERS

13.

13.

13.

BERE

1EAR

Tﬁ74J/M¢@ DEMEIC 72 D & iR EE O BRIV HRGER (R i2EO, 5
M) SRR (B, AR, A%, BE, R, HAR. BEEE. BES) O
i A ESR SRR, DS, D BB, MERTE) (ARD U v L MEE 2 O fth o EAFE R

RPN A S | BECR Bl ARIE 5 D PR N BB LT < e b, ek, BERRAER 2 SRR FE
TOZERLICHERIERNEITDZ 03D 5, [10.2 ZH]
1 &

MAEFEN T A DOT A7 4 U 2 RNICRET D LOREN DD, B, 747 4 U il
PREPMET LTS, MfICoM LT A7 0 U KD P RENHE LTS5 Z &0
b5,
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1. BREDIE

14, BRLDIE

141 REIRMFEDIEE

14110 KANZRBIERA 20T, DEFTITIRAT L2 L 9HET L &,
14.1.2 k& LbiZRAKRET DL ET L L,

14.1.3 PTP WEEDOHKANL PTP > — b2 bWV ML TRAT 2 L 9HEEST L2 L, PTPV—hD
BEIC LD (WS AN EERE~HAL, BICEFEALEZB I L THBIRAREORE G
HEZ PRS28BS,

14.1.4 8H|IEE
FEFIZ, FNICAFBEROACHERALLND I LB H D,

12. Z0HDEE

(1) BERFEARIZCEDLIHER
FEIN TR

(2) FEBGEREABRICE D B
RESH TN
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X. FEERREERICBET ©IHE

1. REFER

(1) EMEFTEEHER
[VI. 3HIEBICEAT2HE ] OHESMR

(2) REUEEHR
LR L

(3) ZDHhDREEHER
B YERL A L

2. HHHER

(1) BEESHERR
R L

() RERSHERR
B YERL A L

(3) EEHHHER
MR L

(4) DA RMERE
LR L

(b)) £HEHRLEFHRAER
VI, Z4&ttE (A EoEES%) (BT 2HE 6. BEOERZATL2BAEICEHTIEE
(5) fliw| DOIEZRIR

(6) R M 1 3B
MR L

(1) 2 DD HH B
MR L
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X. EEMFEHRICETSEE

1. REIX5
60 KT H7 400 7L 100mg [ R L 5 28 155 3 iy
TAT 4 U AREEE 72 200mg T2 K I E NI A 35
FE-EMEOLFEIZLVERT L L
By B 747 4V v 0 Bl

2. AR
BhM 3 AR

3. AENRETHIE
E IR R AF

4. MWL EDEE
BRE I TN

5. BEMITEM
BEWERLTA RN 2L
<TDLoLEY : &Y

6. E—HS - A%E
Al —p%sy : 74 F—JL§E 50mg/7 A K — L 100mg/ 7 4 K — L §E 200mg

TA T T EESOmg/ T A T EE 100mg/ T A v v U EE 200mg 2
M2 . 70740V vKkfp, oFeT7 ) %

1. EREEEAA
R
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8. BIERFTARBFABRUVARES., EMELENBFAB. REMKBFAR

= 1 Y B B 2 b i
e Byl R 5 ROETVE | w6

TAT 4V AR
J17% 1 100mg

RN 2019 4F 12 A 27 A 30100AMX00399000 2020 4£6 A 19 H 2020 4£10 H 12 H
(IRRRTE4 - (IH:2007 429 H27 H) | (IH:21900AMX01644000) | (IH:20074F12 H21 H) | (IH: 2009411 A 18 H)
Ay k
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