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| mee | 25 | ssuma o SEHRWE ORI (6 (7 THUBAL) . itk
- b s | O (6 EA TR A OUIN (1
[x] <

B4 CHEA) . BEOIE T, Hgmo
i SR
7 | s
HEFE O (60 5 1x » hr THAESL)
(B B JEAT) AL AT L TRBEZ TR T VW &
120 )5 1x * hr DHETR ENT-,

+ ST ORI (120 77 1x - hr CTHAES
N 432
CISRASOLD | PTPRRT | g et 0 soessiem)
T | A

¥1: PTP A2t (BT /L A MEE bmg : 28 5E/140 88) D A - 7~ Hillk DA ERE
>@.T)fmﬁvy/%ﬁﬁuﬁv74y:ﬁuv—/TJ7mtV/3E74WA(ﬁvyy)&UTWi%
R - WA QRERONRE - 70 I48) DS MR, MR, IR, HBWE., Ko, B, ERR
ﬁifﬁ*\ A= R
BB (RERONREE - 70 34%) MR, WHRER, HEwE. €&
* ?E/EJF% Y Lo 1 IEE

ot 25C

g O
e




V. 81%IZE8 9 51EH

E T )V A MEE 10mg [KMJ
TUTIH A ME 10mg DFRARDERE 2 W= EHHRERBR (25°C, MXHEE 60%. 34F) Off kv, =
T VA A NEE 10mg TKMJ 3@ F OHRHE FICBW T SEMLETH DL Z ENHERIN TV D,

& EUTIARME1Ong DEEHERER

TRIFS
PERIX 5y 1 JHE ik
Bk X455 B | BE PRI PRAFIEH S
. 36 & A e
FEHRIERER | 25°C | 60%RH () T AR | RN
H
IERER | 40C | 75%RH 6 A T | B
(I FT)
L RE ° B5i 3 £ /1 /) %k SE G ) 7 & Hq
1R 60°C o () ] 4k MEExE o (2 & H THEL)
B E o (4 B THEESN . Koy
O (1 THARSL) . FAEERFH D E
L 5 E. BHEOKT @ ETHEKS ., 3
T 25°C | 85%RH () FEDIET,
=]
b5 AR ITRE TR LB e 2wz
[ LR ST,
=t PTP @352 | JEN
B FERE OHIN (30 5 1x » hr THU
(BRI piLSETRES e e
- 120 J5 1x * hr RIS LB E T\ &
¥ ES] g; + PRER S AL,
T | GEERSMEDEAT) | mmEomm (60 5 1x - hr THE
200W * h/m? PTP G)4E*2 . \ o
Yo T277 L, MEEIEE XV S fEDNEER)
TV | N

%1 PTP At (Bv T /L A MEE 10mg @ 100 $8/140 §8) DA - =ik DAL RE

¥2 o FBIRARY AL 7 4 v aR) ~—nb B0 7 4 VAR OFET IV IHE

RERIEH - WEERRER OF - 7V IEEEE) DS IR, meREBR, IAHERER, ERWE. K. EE, RERR, mEeA
(LRRBR*, R, e R
WEERER OF - 7 IEEE) MR BiBmE. T
* HERERTE L~ 7=TEA

7. REERVEREROREN

YL

8. fFl & DEEAEL MEILFHEIL)
R L

9. AHM
ELT VI A NE Smg [KM) R OVE TV A ME 10mg TKM) 1%, AARIERFERLERICED SNZEL TV
HARF R T LEEOEHBRBICEES L TWD 2 EAMREIN TN D,
FE o BRREERBRTE, W O RAE)
Gt c [EdRER 44y 50 [HlEs RBUKR T v U LEREET N U U AR (1-200) 900mL
A& : 20 OB HERIL 85% LA |



V. REIZEE$SHIER

10. &% - 2%
(N EFENDELGES - B, SNMENRREERSR - ARCHT HFER
FE LR

(2) 8%
T T VA A NEE bmg TKMJ
PTP 28 #& (14 $£X2). 100 & (10 F£X10), 140 & (14 H£X10)

ET VA MEE 10mg [KM)
PTP 28 §E (14 $£X2), 100 & (10 HEX10), 140 $Z (14 HE£X10), 420 £ (14 $£X30), 500 &£ (10 #EX50)

Q) FlREE
BERRAN

4) BHRDME
ET VA A NEE Smg KM
PTP: BY Fr b Ly BREIAL 7 svaB)<w— /BRI FobELr3B 7 4 0h (FLrY) ROT

3 Ak

YA
ET T A ME 10mg TKM)

PTP : FEBRIKAR IV AL 7 4 v aR ) ~—nbRABOOT7 4 VAR ORI T VIHE

1. AZRESHDIEME

gk L

12. £t

L LR



V. AEICEATHIER

V. BEICEYT HI1EH

2.

Re

DX (TZNR

4. FHhEEXIEZhE
OKEXWMA
O7LIIL¥—Ha%R

PEEXIRICEET HTE

EEN TN

3. BERUVHAE

() RERVHAE DR

6. RERUVAZ

(REXIFE)

WE, RACIZECTABDANE LT 10mg 2 1 A 1 EEERNCROEET 5,
(FLILX—1E8%)

WE ., RAZITE T A AR ELTS5~10mg % 1 H 1 BISEERTNCR N&EET 5,

2) BERUVAEDRERE - 1R

<KEXMmE>

MAKEIMERE AR LTI TER, TLTADA N T 4 ba—F 0 78 1, 10 KT 20mg & W
TIEPNCTHEM L2 % HHE THRR Y OfSR, T T DA NT v ha—T 0 v ZEOFEARIT 10mg &k
X, EO%, ENTE/BSNIZRARE XWmEBREENR L L2 EIME _EERIEEHR 2 ICB W TE Y
THNHANT g bha—T 4 o TEEOARAERRD Siiz, £2, MEOERIZTREHICR BT DI LD,
Fafo IR 4 & < MERF T 2 72 DI ERIR G- L STz,

<TFLLEX—HEK>

WO KIFHIER AR Z 2B 1T L EbIC, TUAXMRERBEIWMEE ST 2ENIET LA —MEA
RBEITE_F W20, B IFHRR Y ICBW T BEBE T 2 Ak L RERICRRERT & L, lRAZEEET Vv
F—MRREBEENRE LTI LR, VT VIR NI v bha—T 78 Smg BER Y 10mg #E1T
TR L L CRBREOHERWHEDR L 7T R & AREOLZEMEIN RSN, BWERARBRIZBWL
T, BTN HAANT v bha—TF ¢ V8 bmg FEL O 10mg BT 7 7 B ARBHCARBZEIL RN T,
WNTHIFHHEGER Y 12BN T, BV TAH AN b a—F ¢ 2 75 bmg BEM Y 10mg BEIZSHIREE 7 5
VOV A NIRRT ISR S e, U EX Y HEROHELY TEF, AT ES T A ARELTS
~10mg # 1 H 1 FILEANCRO&ET5,] & Il

4. RERUVAEICEET HFE

1. RERUVAZICEET FE

(GheedtiE)

1.1 [EIRER T LAF =R A2 E0F LAK % KB 3B DIRED T DITHW D RAEF T, B
FTNAHARELT 1I0mg % 1 H 1 ESERNCROKET 52 &,

1.2 EVFTANA T ANDTA—T 4 VITEEITE TN A NF 27 TEE L AWFICRI% T, £
FNHARNF 2T ITAEEFTE L TAHARN T 4NN T—F 4 U TEEE I L TAA FTRAFE YT ¢
NEWTZD, BV TNAHA RN T AN T—T 4 TEE g LT TIVHANF 27 7 I)VEE bng 2+ N7
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V. BERICEAYT51EE

NWHEICRA LW &9,

(REXWE)

1.3 6 UL EDO/NRIZH LTI, BT AHANF 2T 708ESmg 2 1 B 1 mIgtERICRETAZ L, [9.7.1
]

7.4 1L E 6 AR/ LTI, BT /48 & MAIKL 4mg %2 1 A 1 BIgEERHIICHREG T2 L, [9.7.2
]

[ﬁ@%ﬁ]

71 REXMBEZT LA —HRRIV LEERERCTH LI, REIMEBEROT LAY —HE%E A0k
L. EVTNAHARNT gV bha—T 4 U TEEZRE ﬁ%§®%$®t AW ABEFEILIL, T
NHARELTI0mg & 1 B 1 [EIgERNCRAT S Z L,

7.2: FVTIAAANT QLA —T (VT EETRT AR NF 27 TAEITAEHZFCESE TR D 2k
ME, BEVTIVHARN T ANV —T 4 TEE g EFTIVAA NF 27 7 /VEE mg 23N E[E L CHE A
SN DHHFEEERRET 57O LT,

TUTINHARNT AN —T 4 TEE g T TNVHANF 27 7 IVEE bmg DO VI 6 Ll koD
N SN B OTEIFRICHWRN T &

EUTINVHARNT 2T TNEE g T TIVHA ST 4V ba—T 4 78 bmg DIV IZT LLF—
PR DIREIZH W RN &y

7.3: 6 Ll Eo/NRICBIT 2R E T EOREROCHEICESE | 6 Eo/NEORE I EBEITITE
FIHANF 27 7VEEbng & 1 B 1 BESERNCHREGT 5 &9 iIcim# L,
Umﬁwﬂ$E%J@@%%)

7.4 0 1kBA Lk 6 A D/ NRICEs BXmEORENOCHEICESE, 1ML 6 mRHO/NIORE X
%E%ﬁu@%y?wﬁzbﬂMmmélEl@%gm_&5¢5i9_ﬁﬁbto
(TVI. 6. (7)/NRZ ) DIESR)

5. BRIRALKE

ARFNFEGR SR 2 I L Cueun,
ZD, FERRENCET AREIT. 7L AEE bmg, $E 10mg,/F = T T IVEE bmg, HHRL dmg DA X B o — T
F—LNHEIH LT,

(MERET—2 /Ny 45—
BRI

(2) BR PR =R ER

1) BEEESRVURERSHER®
TEFERLN 16 I E TV A b 50~400mg (7 7 BAFMER) ZHEIFEG LR, BEER, OEX, B
FHIRE R O R R ARSI BITRD b o7z,
Fio, BERA6AICK LT, TEUTADAN200mg 2 1 B 207 B (7 BEIT LE) 85 LR AR
G LD CTH T,

E) AAOHELOHREIZ, [<REXWE>EE, RAITECTAIARE LT 10mg 2 1 B 1 BIEEERNR
A54%,] THo,

2) BWMEICE T A2EMBERR MEAN)
65 WLl Lo mEEh S (65~T38%) ICBITDELTAN AN T 4 ba—T ¢ 0 78 10mg HAIRE O 5.1 03K
YENRE & R IR mn T (20~48 5%) LR L7-, BMREER LK O EKEEORIER & L TiXEEE T 5 6 5 £,
FErmEnE T 6 B 10 F8EL L7228, MiBER CRBIRICEIT R <. W HIRE CRARE ICCTRIE Lz, 3EHlE DR
RBMRDEGE T & R WOERR R AR F AT R O EERREMRIIMmAE L 37 b%h@#ot
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V. AEICEATHIER

Q) AR RIG1ERAER
<SEXWmME>
BTHASE D AASAER ©
BRAE D & HEERE DO RE I BB 255 & L, W Tl S - AERERBREE 2 2510, oo xiE
FAED 1/28THD 1 H 1[H 5mg Z0HIHAEL L, 20mg £ TOWIEEIC I B/NEO A 0y MR EHE
L7z, EOFER. dmg 75 10mg ~OHERIC LV Bl UGEEICBIT 5 THEEYE] U LEoRE (B
FAZNE) 1337, 1% 5 60. 0% 5 U, SERE 17 Gl 741 (41.2%) 2% TEALEE) LHESND R ER
DR R OBIRAED bz, —J7, 10mg 2>5 20mg ~DHEE TIXBEBAIZRIL 60. 0% 5 68. 6% 57
THICEEFY ., HOENRHEBIRIIRO SN, LY, FEVTADA N T4V D a—T 4
JROEBA B TRARICIT 1ong 2F0HAREL LTI HIEREICIOVBRFTI L NRYTHD LEX
7o

E) AAORELOHEL, [<AREmE>@E, RAIEETES T A RE LT 1I0mg 2 1 A 1 [BIEER]
RO E535%5,0 THho,

<TLLX—H8%>
ERNE I EEEAZ 5% E R

FHEIPET LAF —MERRBE T 28 TR A &R ERE (89900 ) OfEFR. BEsiER A% [A
H R A & A SRS B * O (R 2 BRI O )] OR—A T A b DL BEO RN
FIEH (LS mean) 1I. BT AN ANT 4V ba—T ¢ JHE bmg FET-0.47 /., 10mg BET-0.47 . TH
V. FT7RREE (-0.37 ) LML THEICKELL > Y, RIEARBIRIT, sng BT 4. 7% (15/318
Bi) . 10mg BET 4. 2% (13/310 ) Toh o7z, ERFEUEMIL, dmg FET 1%L EFBL L ZZRIWEMIZZ2 <. 10mg
BCn®4pl (1.3%) . FAF. IR 361 (1.0%) Thoto, EHERMREM R L8 08I1ERREILER
(X, Smg BET 1.9% (6/318 #), 10mg B C5.8% (18/310 ) TH o7, EREERBREMER OREWERIL,
Smg BET 1%L EFEBL L - BRI S %1372 < . 10mg BECIRIGMLBRE. SRR ABRIEA S 4 41 (1. 3%) .
MmAE Y LE A, A RY 7' Y REMNRE 3HF (1.0% THol,

(4) ¥23ERIERBR
1) BXEEIEER
<KEXmE>
OENERREAER

N CHEM Sz EEREEGER Y 2S5 TARE SR ERE B xR L L BRRR 1 W IcBiT S
FBUTNAARNT gV ba—T 7§ 10mg BE D B BMUCEEE O A 302813 55. 6% (145/261 i) Toh -
72o 728, 65 Ll EOEEE IR D HEERIL 56. 1% (32/57 i) T 65 AR DOIEFNICRIT DA RERD
55.4% (113/204 f5]) E[EERTH o7z, F/o. BUWEHRBRIZEB VTS, 656 kLl Lo Elng Tid 9. 0%
(10/111 fl) T, 65 mEAMOIEHID 8. 7% (36/412 i) & [FEETH 7= 12,

Q%A% I HHER

BRRED B PEEORE X BBEEZ IR L LTERARRCOEOORME TR Y277 LK1 A
LA 1, 10, 20mg DHETHEM L7z, IEEMUCEEIZBIT 2 A0FIE,. 77 B RO 26. 9%2% LT Ing,
10mg & OF 20mg TIEEALEA 37. 0%, 65. 4% (N 70. 0% & 72 0 A B 7225072, HABEMIGHEOKRECIx A
BRI O OREIC L W ABEENRBO BN L5 10mg TIRIERRDOME L 25 Z LVRENT,
F1o, BEEOFEIMMEE THAMIRLEEICB T, [LZaEclER L] CHESNEZbDIETTE
AEE79. 3%Z%F LC Img, 10mg K OX 20mg TIXZALEAL 86. 2%, 91. 7%, 93.3%& 7' 7 E R &L OFMICHEZEIZ
RO oTe, U EOBEL Y | BARE G EBEFIZHTDECTAIANT 4V ba—T 4 v 7§
OFEWHAEL 1 H 1A 10mg EF%E L7z,

E) ARAOHELOHEL, [<REIWmE>BE, RAITTES T A A RE LT 10ng 2 1 A 1 [BIEEER]
N5 345%,) Thd,

QENE M- ETMR LB
KU SN BB ISR DA “EERIEGROR R, £ T VA A NT 4V ha—T 4 7 §E 10ng #f
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V. AEICEATHIER

DA AR E DB IT 58. 5% (83/142 ) TH Y, 77 L/ H A hAKF# 450mg (46. 0% (63/137
) 1Tt BILMRREE SN GEE M~ —Y 0 A=10%) P, BIEMRBIRIT 11.0% (20/182 ) Tk
V. EREWEMITMT 361 (1 6%), IREGEIE, B, BARE, BRCRNE, EX. FTHRE 2 4
(1.1%) Tholz, FERMREMBTASLS.8% (16/1824) THV . F/cHEARMRETM R F AL E)E ALT
F5-2.3% (4/178 ), JR¥EEM 1.9% (3/156 B) TH o7,

<BES>BRADEBRZRVAZICET2EREFIERBEE—E (KBFHLREH)

FEGIEC | FAMixT 4 W UEDL SEBIEL | BEAMRIS PEELEN
Ch-USEe Ik~ % % oy SRS % % %
" P 147 88 59.9 1 ARG 13 10 76.9
TR
o 114 57 50. 0 5 A 64 31 48. 4
~29 B 35 23 65. 7 eI B 10 AR 48 29 60. 4
30~39 7% 44 26 59. 1 10 LAk 131 71 54. 2
40~49 7% 43 24 55.8 EN 5 4 80. 0
Y| 50~59 7% 55 28 50. 9 R 2L 53 32 60. 4
] ) ATnAL HE .
(5%) | 60~69 % 66 31 47.0 SR 10 JRAT 4 4 100. 0
70 B~ 18 13 72.2 10 520 E 204 109 53. 4
65 TR A 204 113 55. 4 TV =P 2L 129 73 56. 6
65 Ll b 57 32 56. 1 B OHE HY 132 72 54.5
7 he— 127 80 63.0 FETVIE P | 72 L 143 89 62. 2
| RA 111 55 49.5 A PHE HY 118 56 47.5
aagit] 23 10 43.5 | 20 10 50. 0
4 <~=8if 159 99 62.3
FEVEY 79 53 67.1 51 . .
o 8 < ~=248 7 2 28.6
R 182 92 50. 5 ]
24 3 < 75 34 45.3
2= 21 16 76.2 B%AiH 125 67 53.6
. A i A
FEHRHE AR 43 27 62.8 - 6%L4 1 135 77 57.0
G G ERR g
puike=it] 196 101 51.5 RIEH 1 1 100. 0
R 1 1 100. 0 AFa bR | AL 53 32 60. 4
BE 40 24 60. 0 RO | HY 208 113 54.3
FRAEIE 2 171 87 50. 9
RS . SUE SRR | 22 L 24 15 62.5
FRAERE 1 44 31 70.5
PHROE®E | HY 237 130 54.9
HIE 6 3 50. 0
. L 2 2 100. 0 B
TR & % 261 145 55. 6
HY 259 143 55. 2

<TULLE—HE%>
ERNFENE_-_ETHRLERER

FPET LR — MR RBEHE T 2 B ZE SR EEGER (19 1,400 #)) OFER. A sAER R

[ H R SR RO & AR e R * DY) (TRl 2 BRI OEE)) ] ORX—RAF 4 b DE{LED LS
mean (X, BT NVAANT 4 v T —T 4 JE bmg HET-0. 19 %, 10mg FET-0. 19 L THY, 7T
71 A N KA 450mg (0. 20 4K) ZxT D IELERRGE S e GESTE~—Y 0 A =0.085 /) © P, RIfE
AR RIL, bmg FET 4. 8% (22/462 ), 10mg FET 4. 2% (19/457 ) TdH o7z, TREWEMAIL. bmg BET
A8 6 6] (1.3%) . RS # (1.1% THY. 10mg FETHEIR 561 (1.1%) Thotz, FI-EHEMAEEE
EEORIEARBESRIT, dmg BET2.4% (11/459 fi) . 10mg BT 2.0% (9/456 ) T -7z, 5mg #E, 10mg
FEOWTHITEBWN T 1%L EFBL L 72 AR R AE RS ORIERIZ 8o 72,

¥ & Byt < Lo RFIEDTER R & 45
ok PR, AIRIREERE . BRI ORER A3 A T
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V. REICET5I1EHE
2) REMHER
<SEXWmME>
52 MR GO RMELGRER 1V 25 0ENERRRICEO T, BITERAREEEN LM 4 8L T OER Tl
18.8% (16/85 ffi]) T ->7=DITKI L, 4~8 3, 8~24 3, 24~52 W TITZENZH 6.8% (17/251 ) . 6. 1% (5/82
) KOVT7.8% (8/103 ) Th o7z, HILFHIIENE4 15 6] (17.6%), 2 6] (0.8%) . 2 il (2.4%) U5 i
(4.9%) & BEHIRIA 4BLLFOEFITE L BELTEY,, BEFBREICX 0 Hiiz2ERRRERNEET S Z
LidenwboLlEZ LR,

<TLLX—H8%>
WEMET VX —MERRBRE 131 fledg s Lz 12 BEORMBEERRIZBNT, VTR NI LA
a—7 ¢ 75 bmg BEL O 10mg BEZRERAFMEEZ R L, BRIER - R AL OB BRI BT 2 BITEH
FEBVRITENEH 1.5% (1/66 ) KON 0% (0/65 f) T, ERAMAEMBFHEDICIT 2EIEABRELENE
U 1.5% (1/66 ) HON1.6% (1/63 ) Thotz 9,

(5) B¥E - mAERIRER
<SEXWME>
1) WARTOEA FEZEBE~NOHAFRBRR VEEHER
OWARTOA FEESBEE~OHFARER

W ART 1A RIEGEHRBR CIIBED b PEERE 2 RICEAR TIASHEHIN TV ARART v A R3E
T DEVTADANT g Vv ba—T 4 VIO EREDNEEBRFT Lz, TORE, AL THDRAR
TuA RE (FaFr@mraA%Y 2 :BP 400ug/H) \CEVTINVAANT g ba—TF 4 ThEx
PEA LA, RPERE R (PER) , SER SRS, WEAEKICS W T EREZIRNED b, S cEEICR
FAERE 80.0%L RV ELTIHANT 4 ba—T 4 U TREOHMENED ST, MR LT
DR LR T TZeMICHBER L) CHESNIZEIEIL90.9%Th Y . ERZAEHOREE LD bR
WZ ED DRSO &I LT,

QWARTOA FEEZRSEE~ORARTOA FERERR

EHEOWAAT a4 REOEHZEGICL ZEERARCRACKT2RE=2 T T4 7 2 AORED
ENTNDIENS, FVTFADARNT 4 NEAT—F ¢ U TEEPFRIROW AR T B 4 REORBLNE %55t
THED, TTEREMRE LI ZEHERIERIC L VIRART v RERERER (24 /) 2L, #
DFER. 800~1600u g/ H DEHERAART o A FIBEABEIZBWTRART B A FEL RS EHGE
By EVTNANHARNT g ba—T 4 7RI T D Z LIk ) EEFHMEEE Th 5 8 MR KIFER T &
(PEF) (KR M OBER) N7 7RIV bAEICaY b u— L END I L 2R L, /-, 8T
L DY L D IR AR T b A REJFERTIIE TN A BT )V ha—TF 4 2 T EEREHEE 73. 4%,
T RREE 6T, A% L IR ST b DD, PEF Dz b u— A, BREAEMOME SR THLE LTIV
AANT gV ba—TF 0 TSRO T BAERBRIET (&) ZRlic, 20oZEhb, BAAT A R
KEBEIELERARDRIIBDO NV LOD KEEZ 2 br— L LR LRRIRART 7 A FEE
BWEISHDLZENARTH D Z LRSIz, BEE TR, BN, BARRIMR L8 & LRI
BEZ= 1T 72 o T2,

2) [EREICHT HEERR
FUTNANHARNT g a—T 4 v T EEOKGERIEYEN R E MR T D720, B P OUHBERIROHER % +
BEMEER E L, IR EBE LIz uAd—N_"—"EEREKRREZFEMR Lz, TTADANT 4L
a—F 4 7 BE 10mg D 4 BREEIET T B AREEICH U EICEE TR IR 2R T &8, KB RIERED
BERRD ST,
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V. AEICEATHIER
(6) AEHIEH

1) ERABERE (—RERARERE. BEEARERE. EARELRRAT). 2ERTET—IXN—IRE. &
RS EEERABRONE
BERRAN
<BE>
X7 L A*%E bmg, 5 10mg
<KEXMHE>
- SEEARERE Y
ORHEAICET 25AE
[EXMEOBEZRIG L L CBIZEHM 14 (53 ) LLET, #AEERTICRT 2 EM#EAfcoies
PEROVEPEORGETZ B & U TIRAEZ EE Lz, ZRMEFHETGIER 1, 262 fillV\T, 24 BHIZRIE
AR B, BIERRBUERISRIL L. 9% Tholz, EBELAMERISHITESE 1 4THY, BE Lz, KR
#2363 WLL ERIIR G S BE IR T 2RWEMS BT 0. 1% (1/701 i) T, BESHIFITHE S B
DEANTEERD BRI T2, A NERM 6 GEE] 1, 203 BTV T, SR 2 b AN & B Lo
B.OBEZERIT 89.3% (1,074/1,203 f5l) Th -7,

QFDMDFEFEAKENRE (BT - BREEETEE - FFREETES)
RETmm B ORE BRI G E UCTBIZHIM 12 @ELLET, milndE - BHSERE RS - IS RE O
FAERTICRIT 2 ZEMEROEMEOMZ B E U CREZ £ L7, LetiHidgoEF] 2,629 4
WZHBWT, 70 BHZRIER RS b, BWERRBBUERI=RIL 2. % Th o7z, HEERENERITREN FHe
B OBERT. BERARKOCEEOS L TH Y | BIFIIEIESOIRRE 4 4, R BERP) 14 Tho
77
Fro, BUFBE BT HRIEMBBUEGIRIL, &mind 3.2% (38/1,204 f#) . BEHERELH T 5B
5.4% (7/130 B) K OVTFHERERSE 2 H 9 5 B3 3.0% (8/264 f5l) THY ., &%~ IEEmaa 2. 2% (32/1,425
Bi) |, BHRERE A LR 0B 2. 5% (60/2, 358 i) R OIFHSREREE 47 L7a W B 2. 7% (59/2, 224 1)
Wi UC, BIEARSBUERIRIC R Z EWITEB O b o o7z,
B NME AL SAER] 2,535 BBV T, BRWEEN O A Z B LR, AxhEIT 91.9%
(2,329/2,535 i) Th-o7=,

EEHOO &L v [HENTEM S N - SR GE R TEE ISR T D MRS 3, 891 Btk 94 4] (2. 4%) (1 116 fF
(FFEMAER T 25 Te) ORWEANGRO G, ERRIEMIT., IFEERS ., LDHEIN, Al-P E5F. RB4%
84 (0.2%). Z HEEAE 6 1 (0.2%) THh-o77,

<TLILF—HEK>

- ERARERE. FEERAMERE

[N C It S A7 RUE AR e AR AL (B B A M OVRRE B B AL) (384T 2 R MERTAf e 5 1, 365 fil
B9 (0.7%) (29 fF (BRRMAMERE Z25) ORWERATRO biv, EREIEMZ, BUIR 2 £+ (0.1%) .
BHVEZ OFIE 21 (0.1%) Thot, (FHFEEMRK TR

2) RRFHELTREFEDRBERITERE L-HE - HEBROME
BERSAR

(7) T Dt
AR L
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VI

REEICEHTSHIER

VI.

\

EHEECET HIEB

1. REZPHICEEH S EEMRILILEYEH

SRl MU NG & XSRS
—fR4 T TV H A KR

EE  BEEOH M OMEINRFIRFTOEFIRLESZRT D 2 &,

2. EIBER

(1) YEFASRGL - EFKF
TEREBRAL © L FRGE, SOBFIEAL. FERHMA, HimEk, 4rmesk, Zofth
TERRET
<KREXWmE>

EUTNAHA ML, VATA=Aafa b H AT ZFIR (Cys LTI ZRE) ICBHRNICHESG L, &
JEBM A T 4 =— X —Tdh 5 LTD, R LTE \Z L BB RN (KA SR, &R rEo i, KO
R IR E) 295, S OERBFICESE | BT A MIPigE/ER & LT, M B ERAE O~
DRTHSEHET D 7,

<FULILE—MHEL
T L F— @%*T . PURBREER I, AR R B OWTUIZENWTH VAT = el a bz
DR DI SN D, ZOBIET LAF—MRROERBEHLBEHEN S D, Flo, VAT A=A
a b o DOaPENEEITRPERESIETE FR S, SERAHEI L2 LRI TS, EVT L
HA NI A 2 Y U RIROERZERT 52 LiIck D, 7L —Ma Rk o MIc BB a5 H &
Rl ZERRBRERTNS 7,

(2) Eh &= EZ4F 1+ S BRRAE

N aq4abyTy (L) SBRAEERER (/in vitroR2BHEEHER)
EUTIVH A NI, BTy MHHIREREA, OAFAALRF T R (DMS0) Tk SH7= bt b EER A MmE M
U937 (dU937) DOHIBARRIEAIZISVNT, [PHI-LTD, DR RAVFES ZBEERNCHE L, 2D 10 flIXZNZEh 0.61+=
0.09nmol/L, 0.78%0.2nmol/L T -7z, £z, ZOFFMEIT L My DEEL2Z1F12< <, 0.05% (w/v) t
MiLiE 7 V7 X UAFTE R TO PH]-LTDs OE/VE v bR AR AR ~ DR BB G IR T2 105 1% 0.42+
0.08nmol/L L IEFIETF L RFRE CTH Tz, —F7, dU937 MABHEAICI T 5 LTC,AE S, & b EERFA MR THP-
1 OMFBAE A F 1 D LIB S A AT 5 [0 fEIZZ 24 10 pmol /L, 40 umol/L Th o7z ¥,

2) [UEZINFEINGIER (EHEER)
FAE Y MEHREEARD LD 12 X DUHHICRT T 2 A SB AR TH 5 Z L rahiz, £/, LG
(45nmol/L R Vg U UFFE FC LTC DR ZPRLE L72EHT), Er b=y, 7EFLa VL EAX I,
PGD,, U-44069, PGFy, I & BE/LE v MENKEIAMEZ G Lo/ Z &b, BTV A ME Cys LTI %5
RIZxF L CRIRITH D Z LR E Nz, BIZ, TV TV A MIEAE Y MIHBERRERE IS OREEE SR
(Z K DUHERES (2 ) ARBEMR 2 A LT BOE) ZFLE LA 7 9,

3) [ERUNEIIHER (EhEER)
BREEELE Y MTEVT VA A R ZFIRNEES- 95 & LTD BRI 512 L 0 H0E S0 5 KU SUHE IX58 771C
FRE &N 7= (EDs : 0.001mg/kg. iv) 23, ERAZ I TIF Nk, tua h=r ROTEBF L) o OFHIRN
BB L0 B SN DR E AT IH SN2 noTo 2 E D BT A A NI LD OFERICR L CGRIRW
ThDHIEWRENT-, Fl-, EFREY AP ICE LT AH X P EFEaks (0.01, 0.03mg/kg) $% &, LID,
(50w g/mL, W A) 1T X 2EEIESLO L5224 52%. 86%HniH] L 7= 19,
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VI. ERE(CEISHEE
R ELEY MBI RREFBRICLITEINBRISICHTHELTILAR COBEEER Y

[(ZIES fEEREEO MR (1 g/ke iv) ERE EDso (mg/kg, iv)
LTD, 0.2 5 0.0010. 0004
EAZ IV 3.0 3 >10
7 7% Nk 500 3 >10
e b= 10 3 >10
TEFNLAY v 25 3 >10
PR AR

4) MBFERIZKDR[EZIEINGIER (BB, ERERER)
BUAE LB MR T » MCBW THURERIC X 2 MR IR O Fese 2 A R ICBRE (EDso : 0. 032mg/kg, po) L7z,
Fro, BERREEY AP VCECT AN A R ERAOEE (0.03mg/kg) T2 & HURFEZEIC L 2 XIEEFTO L5 % 68%#0
FILZ®, £, BAOBEERBRICBWNT, B 70 A bOBEIC L0 HURESGC L 5 BN K OS5 B,
Bt (LR E: (FEV.,) OIKT) A ZEI 75% K% 8 57%M vz 19,

5) EMFE R VERBMKEZINME ST 2IHER (FinsER)
HEREE ) AP NVCE T A MERORSE (0. Ing/kg) T 5 & HURFEFIC L 25 BIRRE KL OB SGERPLO |k
FA&FFI 69% K O 64%MiH L7= 19,

6) MEFRICLIEEESTERLE () [CXHT2IHDE (BiKER)
BIEENLEY FEMAW, IIT7 VT I VRATHERIN S AEESETo LR (&) oxtL, 72 1
KO 3mg/kg (MEMENIEL) 1. FNZEh 55%M O 85%DIMHIgh Rz R L= 2,

N T7FH745F%F—2avyIicdd 2HER (EaER)
PUREAE LBy MCHUR URT V7 2 0) EFRNES 35 & BEEOXESURENERL S 5238,
THA N (10mg/kg) DFRAIRNEE 515 Z OIUHMEE IG % 75%80] L 7= 2,

8) FitkReDHEMER (ERARFER)
B2 & PHE OIS L BBHEICE L T AN A N T b a—T 1 v 7k 52 I bt@&%bt
Z A, BRI A0 U R K O R O B RIS (PEF) 2 108 Lis, 1R (FEV,.o) 13, Bz
LHELT, 4L B2 THRICHELE Y,

9

=

FEEEKICK T R (BRFREER)

BIED D HEEORE M EBABEIZBNT, BT IAHANT Vb a—TF 4 v 7 EEITEIE P OIFEEER LR % 7
TERICHRTHERICKTFESERY,

R IZ A RE S BBE 19 /NARE i BB 2 2 1281 2 RN IMFMER LR LA B T & w7,

10) HKBEMDEEIER
EUTNAANOWTNOREM L, LTy MR LTD, 525 (1Cs : 0. 33~2.94nmol/L) J& TN dU937 #H
AR LTDy S 548 (1Cs0 @ 1. 07~37. 13nmol/L) 2%t LT, B2 T/ B R b & bl U CRFRE 32 Bl T oBifnt:
BHLTWe, EEy MFRBERD LD S BRI 5 2 & G OB FntEiL, 0.05% (w/v) & FM{ET
NTIUNFELTHEES N -T2,

() YE R IRRFRA - i
MU ER e L
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VI. EYFEEIZEET HIER
VI. EMEREICRE T 518H

ARFNTEGR SR 2 I L CuZen,
Z D=, FpENREIC BT AR EIT. ¥ 7L A%E bmg, € 10mg, T = 7 7 /LEE Smg, R dmg DA L F B2 —T

F—2rbEIH L,

1. MPREDHR

(DamREBYGMPIRE
gk L

Q) EeRHBR TR SN -OPRE

1) HE#RS
TR A BNE 8 FIZELTAHAANT 4 ba—F ¢ 7 8E 2, 10 KO8 50mg Z 22l R O G Lz & x|
FBUT AN A N OREMAEFRERFER (T 1555 2.8~3. 9 Th o7, R@EIMEFRE (Cp) KO
MY — BRI AR P RS (AUCo-wo) 13 2~50mg DOFEFH TR EBITHHI L TR LI ¥ (KK,

{ng/mL)
10000

— 50 MY
== 10mg
e 2MQ
n=, FigHiEm{gs

1000

il
:E 100 g .
=
V' ~
. E:J \
[
i R RN NN AN NN NN NN NN NN (NN TN (NN TN N RN [N MY SN NN SR NNNSY M N |
[} 4 & 12 18 20 24
By (hr)
B BEBRABHECESTIEVTFILAR I LLI—T1 UV iRE
HREAHEGEZOMBRREIKEEER
K BEBABEICBHR2EVTLARNIANLI—T 4 VT %
HRZOXESEOENIE/NS A —4
Kh= W FRE N T A —Z
(mg) Tmax (hr) Cmax (ng/mL) t 1/2 (hr) AUCO*OO (ng.hr/mL)
2 2.8£0.9 108+23. 1 4.341+0.76 753242
10 3.9%1.5 526+ 138 4.57%0. 39 38402906
50 3.6+1.2 2550+ 1250 4.6310. 41 191007910

n=8, ¥ HHEHE(R A
W) AFORELROCHEE, [<&KEXWE>@EE., RAITT TV A FE LT 10mg & 1 H 1 [ESERIIC

BAk545, <TULAX—PEESLE>EE. RAIZECTAHIA ML LTE~10mg & 1 B 1 [EEERTIC
BO®s5345,] THod,
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VI. EYEhhe

ICB8 9 5IHE

2) RiEE®S
EN CTRERA B FICELTAHA N T gV ba—F ¢ 78 10mg Z 1 H 18],

=N

hr/mL T -7,
L7eRo T, REHEEIZE

{ng‘mL}
1000

% #FEME

Coax 127 HHDIFRHBIZE D> T208,

T HMREROEE Lk
1 BZOVT BHD Cpy 134 45804136 J T8 660+124ng/mL Tdo ¥ . AUCo«iE 46901210 K& TN 4960+ 1120ng-
7T HEHO AUy 1Z 1 HEHD AUCy-o & —E L7z 9,

IO SRR (REE),

100

e

n=g, FigHH{RE

PR
] 120

B (hr

B BEBRABHIZBTZEVTILVAR NI 4ILO—T 4 058 10mg &

T B REZEOREZROMBHREIAREKR

& BERABMICBEFEIESTILHR T 4 )LLT—T 1 U §E 10mg
78 FEﬁ&ﬁﬁD*ﬁ%fﬁ@ﬁ%E]%/\"a A—4

HRMENHE N T A —H
BG R Ton Con e AUCo 21 AUCo
(hr) (ng/mL) (hr) (ng+hr/mL) (ng+hr/mL)
1 5.3+1.0 580+ 136 4.71%0. 40 4470+1120 4690+ 1210
7 3.3*+1.0 660% +124 5.08%+0.32 4680+ 1030 4960+ 1120
Pe5E : 10mg/H. n=8., VY EIEUE(FZE, % : p<0.05 (Paired t #Mi7E)
(3) i
MUER L
4 EBE - HAEOEE
1) BEOEE (ENABREE)
OEWNCREMRABMSHIUCELTLHARNT 4V ba—F 4 > T 10mg # BER L OVBBEOEE LE L x,

Coax XY AUC0 Wl T BB EIZ L VK21, 24 fEHIML

Wk DT

it D& %ﬂfcﬁﬁ)o 7:_. 6>
% N THESM IR

D, WTNIZBWTHHEEAIT

£, REORE
ﬁﬁf%ﬁ#éﬂf%@
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WIS HREZEDTRD b=,
WCOWTIEEYTAIARNT 4V ha—T 7 10mg
RAEIEL D Cpax KOV AUC 1XE-ZERGIRED 0. 95 {512 Y 0. 99 % & 7

) Eog.0) E%’Ltﬁﬁ)’) 7= (Yk?%)o

maxx t1/2

TIF TR



VI. EYFEEIZEET HIER

{ng'mL}
1000

—C S
= RS
n=a, iy M fEE

100 =

w4 E

s L 1 s s L | . | n n | . L . I L P
a 4 ] 12 16 20 24

§EE (hr)

B BESABEICETRZEVTILVARNIAILLI—T 4255 10mg &
TEEBEUBZERBORSZOMEDRELKFEERE

= BREBRABHIZBHZEVTILAR NI INLO—T 1055 10mg &
THERERUVBRERROKRSHOEYIHE/ NS A—420

Tmax Cmax tie AUCO*DO
B G- '

(hr) (ng/mL) (hr) (ng * hr/mL)
72 g e 4.0+1.1 478 +147 4,31+0.58 3420 + 598
Bt 4.4%1.8 592* =151 4.30%0. 35 4240* 1120

58 10mg, n=8, Iy IEUERAE
* :p<0.05 (Paired t f7E)

2) BrAEOFE BN
D7/ NLESZ—)L
R AIC 7 = / 7L E S —)L 100mg (14 HRIRME) Z2RO#5 L&, TUTAAA RN T v ba—T ¢
Y 7E 10mg (HE) ZREO#FEGICE VAT D LT T DA DD AUCe 30 40%j8i L7z 29,
(TVIL 7. 2) PEHER & 2 0H ) OEBR)

QFF 714
R AT T AT A DA T A S AR (200mg™ %2 1 H 1E 6 BRKESHH W1 H 3E 8 HEIK
) TRAKEL, 7474 ) ORA%E (250mg HIE) &5 WITERIRNEE S (Gmg/kg HIE) ZHFH L&
X, MFEFTFF 7 0 ) VBEEDRTARED NN, BT AHARNT 4V La—F ¢ 75 10mg (10 HFRE
iE) OG5 & 747 1V v bmg/kg (HE) OFFIRNEEG OO TIXMIEP T 47 ¢ U VIREOZE(ITHR
BN T ),

@FLFE=vy, FLk=vny
TERERR IS TV A b B 7B LH] 200mg P (6 HRHKE) &7 L K=" 20mg (H[E) ZFEOFESICLY
PRALIELE, L F=Y 0D AC N T T RREEL i L CAHEICIE T LA, R—E3RaE T T4 0 A
k71 7 L 200mg 5T O T B T2 < BRI Th D 7L R=Y v v ORWERE L 2kt
hol-, £, BERAIET T AD A ST RIA 200mg (6 HWEKE) & 7L R=> 1 20mg (BE) %
FIRNBEICE DAL &, 7L F=Y U RO L =Y u v oEYaigianFh b B8 L2220 o7

26)0

@ROMIFE (TFZILIRLSPF—L3Bug// LIF2 FAY Tng)
EFERANICE TV A NI 72 AH 100mg ® (8 AMKRIE) ERABHER (=F=Lx A T4 —1 35,
g//NVEF Ry ing HE]) #FAOBEICKVHEALZLEE, = F =LA N T VL=V E R/ VEF R
0 OEWEEITN T LR EEZ T o 7,
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VI. EYFEEIZEET HIER

(OP2=E D
R ANCEY T A A RNT gV ha—F 02 78E 1omg (7T HREKE) &% 0 0.5mg (H[E]) 20
BICX0PEA L & &, SERISIEY X% 0 OEMBIEEI B LS T o D,

®IILTFYY
BERANCESTAHARNT g Vb3 —F ¢ 78 10mg (T HREIXKE) 94077 U2 30mg (BlAE]) &R0

HBlizkvppiLicL &, U7 7 U oMM 38 e 21 pinode, Eio, 7'n br e U REH

~ORBL IR o1 P

E) AFOREROCHERZ, [<EKEXWE>EE, RAIZIZESTAVAARELT 10mg 2 1 B 1 EBERNIC
BOARETSD, <TUAXF—MER>EE., RAIIZETAHARELT5~10mg 2 1 B 1 [BIgERIC
BOofkb542%,1 ThHD,

2. EYLEEMRI/NT A—4

(1) fR#fT 773%
DRI L

(2) RISIR E 7E 3K
MR L
Q) HKREEH
ShE R (20~48 %) M OMEEREERE (66~73 m%) IZETIHANT gV bha—T 4 VT 5E 10mg 2%
A5 LIZBED t,"
el : 5. 3 HEH
R m S : 6.6 KEH

@HoIVTF7IUR
SMEAGEERRCA (20~48 %) ITE T VA A b 9Ing, SME NGRS E (66~T3 %) (TEV TV A AN Tng &
FRNEE S L aomigs V7o 027
fERER A : 46.8 (mL/4y)
R EmEE ¢ 30.8 (mL/4%))

E) RFOHAELOCHET, T<KEWEE>EE ., RAIZIFET T A RE LT 10mg 2 1 B 1 [BIEERT
BORETD, <TULAX—HER>SEE, KAZEECTVHARE LT5~10mg 2 1 A 1 [BIEER]
BOoghs+5,) Thod,

) BIR
SMEfERERR N (20~48 15%) (ZE TV A b Img, AMEANFEEEERE (656~T73 %) I[ZET VA AR Tng &
FARNIE S LTG5 0w IRIBICR T 2 0 AR
R AN 10.0 (L)
fEEEEE 0 9.7 (L)

) ARFN O HER OH T, T<ZE 3N RN T VA RE LT 10mg = 1 B 1 [EIEERTIZ
BARET 5, <T L F— $E&>L \ﬁAli%/TwﬁZFkLTSNNM%Iﬁlﬁﬁgﬁ
BOofhs43, Tho,

(6) £ D fth
A L7
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VI. EYFEEIZEET HIER

3. BEAGRExLL—Y 3 V) @
(1) A 7%
LR L

Q) INZ A -2 EHER
gk L

4. IRIR

1) RIR
B FCORYER L
(BE)

Ty MIBWTH., R, ZBEOEIGOL—F12 [MC] ETFAHA NEEA L, WINEA O %
1Tolzs +2HH. EHECEIGEA LSS, &5 16 5% O IS EA R S (0.3~0.4,4
g/mL) A, BICHEA L L XTI SN o7z, LER- T, B b OWRIIIE. B ORI -~ 72
WEHEESND, T2, T v bOZERPAL—TIZ [MC] £ TIAH A b Img 2 8E LT- & & OMLERIRIT
B EREHEINTEY, MEENPLRERIIEIRENR2NZ EIRENTWD, Fi, EHFFICE Y Tt
WHA~PEH L7727 v hERREBEDO T v MBI BT TV A b bmg/kg DFARNEE G4 D AUC-o (T IFZEM 72
< BIFEROFER RN ERENTND,

2) EYMFEHFRE N ATTRLASEYT 1)
WEIMZB N T, BERANCE TN A R 2R EORR ARG L2 & & OREBILED AUC-DE L v FHH L
T AEMREFRIAESRIE. T 4L —TF v T EETIL 58~6T% T o 7= 30,

5. 9%

(1) 1%k — B R 9@ @
bt N TOFYEE L
(%)
Ty MZBWT [MC] £ T A | bng/kg #RH 5 15 43, 1 KE[EI 14 OARRE PR EE 1L, Mm% TiX 0. 818, 0. 251
(ngeq. /mL), KIMTIX0.021, 0.023 (ngeq./g). /IMKTIE0.020, 0.023 (ngeq/g) ThHolz (n=3),

(2) Mm% — e EEEAFT @A
bt hCORREER L
(%)
TR T v MZE TV H A F100X1%200mg/ kg% 1 A 1EIRE O &5 L7 R, MR A RZEAE D Craxd I HRF A M0 5E
HCuDE~6%TH Y, ELTIHA MIBBEEZBER L, 72, HRVYFITBWTH, 740 & F100
X1F300mg/ kg 1 B 1ATHR6~18H OMIKER NG L, S b5%. BHRMBER OB ORZEREE %
WELZEZA, RIEPRECERET, REMEPRED~129THY , 7 /AH A MNIKRZBEL
77
@) EA~DFITH
bt N TOMEERR L
(&%)
T v MZEYTIAH A B 100 T 200mg/ke Z4F0R 6 B 2> Sy 0% 14 A £ CREROBSE Lz, kb4 4
RERNC 1T DA R ARBARRE L, Th2 i EFIRE D 0.32 X 0.37 5 THY ., ETAH A MIA
HIZBAT LT,
4) FERA~DFEITHE
MR L
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VI. EYFEEIZEET HIER

(5) Z D DRI~ DFEITHE

b N TORYERR L

(&%)

D Sy kBT [“C] EYTILAR FEERS % OISR ITHABNERE
HEYEZ » M [MC] £ T A A M Bmg/kg R H G-, BORREIZIAFEZAMIC oA L, #&E5 1 K&
MR LD BB REIREE 2 ox L7o/RkIE, /NG, B IR, IBRIE D o SHi. Big. fIE. L. AR,
TR O Cdo o 7o, BURRRIREEIXIE & A & OMBRIZIB W TRIFFIICIR T L, #4524 KT 96 FEfFI#AIC
FARE T ITIRTE LI B REI IR AU F TH LN UI T MBETH 72, [MC] BT DA b 2IEET »
MZ 10mg/kg BRI 5 L7 GE b RBROER CTh o7 (RE),

£ Sy bZBITs [C] TEUTILAXR MEEBRSHOES - HBNERE

. e HEEH (hr)
A 0.25 [ 05 ] 1 | 2 | 4 | 8 | 24 96
HERBERE (ug eq. /g Xidnl)
0.818 0. 626 0.251 0.277 0.214 0. 059
iy
i +0. 544 +0. 327 +0. 107 +0. 159 +0. 067 +0. 023 N-D. N-D.
- 0.511 0. 398 0. 153 0.173 0. 136 0. 044
ML +0. 336 +0. 220 +0. 047 +0. 098 +0. 031 +0. 015 N-D. N-D.
0.021 0. 022 0. 023 0.021
N +0. 018 +0. 010 +0. 004 N-D. N-D. +0. 002 N-D. N-D.
0. 020 0.024 0.023 0.016
/I +0.013 +0.015 +0. 007 \-D. N-D. +0. 002 N-D. N-D.
0. 283 0. 477
iR 0. 187 +0. 295 N.D. N.D. N.D. N.D. N.D. N. D.
i 0. 026 0.034 0.027 0. 031 0.023 0.014
REk +0. 018 +0. 025 +0. 012 +0. 011 +0. 001 +0. 003 N-D. N-D.
N 0. 106 0. 186 0. 183 0. 270 0.317 0. 258 0. 064 D
+0. 070 +0. 127 +0. 094 +0. 159 +0. 050 +0. 043 +0.014
. 0. 382 0. 480 0.216
R AR 40, 248 +0. 993 0. 086 N.D. N.D. N.D. N.D. N.D.
0. 259 0. 177 0. 108 0. 101 0. 049
L
A +0. 060 +0. 160 +0. 048 N-D. +0. 031 +0. 006 N-D. N-D.
N 0. 254 0. 407 0. 277 0. 266 0.219 0. 093
TR +0. 183 +0. 317 +0. 120 +0. 119 +0. 042 +0. 028 N-D. N-D.
0. 094 0.159 0.128 0.102 0.103 0. 068
e 1) o o ) . ) ) . .
Y N +0. 060 +0. 145 +0. 060 +0. 046 +0.010 +0.013 N-D. N-D.
0. 069 0.111 0. 089 0. 101 0. 090 0. 049
0 .D. .D.
Wapit +0. 046 +0. 096 +0. 032 +0. 053 +0. 018 +0. 019 D D
L 0. 565 0. 643 0. 393 0. 436 0. 340 0. 109 D D
+0. 391 +0. 476 +0. 157 +0. 240 +0. 065 +0. 019 - -
n 0. 453 0. 417 0. 209 0. 196 0. 177 0. 082 0.016 D
' +0. 305 +0. 284 +0. 063 +0. 102 +0. 032 +0. 022 +0. 003 o
. 8. 411 12.123 5. 394 7.568 2.952 0.823 0.076 0.015
+6. 090 +9. 753 +1.637 +6. 820 +0. 594 +0. 224 +0. 009 +0. 003
ik 0.515 0. 826 0. 623 0.530 0. 595 0. 222 0. 028 D
g’ +0. 378 +0. 624 +0. 301 +0. 264 +0. 092 +0. 043 +0. 004 o
_ 1.351 1.093 0. 411 0. 414 0. 448 0. 190
- } . } } . .
Al +0. 966 +0. 684 +0. 122 +0. 236 +0. 104 +0. 083 N-D. N-D.
0. 357 0. 346 0. 168 0. 165 0. 161 0. 059
-
Witk +0. 249 +0. 259 +0. 054 +0. 081 +0. 034 +0. 015 N-D. N-D.
Pl 0.273 0.412 0. 253 0. 266 0. 247 0.107 0.013 D
i +0. 187 +0. 258 +0. 128 +0. 151 +0. 042 +0. 034 +0. 002 o
. 0.125 0. 334 0.318 0. 340 0. 295 0. 186 0. 041 0.015
| +0. 079 +0. 314 +0. 133 +0. 158 +0. 020 +0. 053 +0. 011 +0. 006
0. 350 0. 425 0. 228 0. 287 0. 269 0.178 0. 039
e efEl +0. 222 +0. 379 +0. 082 +0. 182 +0. 029 +0. 060 +0. 012 N-D.
0.114 0.216 0.119 0.176 0.124 0. 066
. . . } } . .
i +0. 093 +0. 193 +0. 065 +0. 109 +0. 028 +0. 006 N-D. N-D.
- 0. 083 0.128 0.130 0. 099 0. 082 0. 055 0.019 WD
H +0. 052 +0. 094 +0. 082 +0. 049 +0. 012 +0. 015 +0. 002 o
. 0. 308 0.916 0.223 0.176 0.237 0.072
AEBIIR +0. 196 +0. 971 +0. 130 +0. 011 +0. 044 +0.017 N-D. N-D.
0. 358 0. 399 0. 237 0. 264 0.176 0. 081
AL iy
At +0. 239 +0. 251 +0. 120 +0. 123 +0. 045 +0. 027 N-D. N-D.
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£ SYMIBHTS [C] EUTLAX MEEREZORES - BEBRNEE (GS)

P F LR (hr)
s .25 | 05 | 1 | 2 | 4 | 8 | 24 | 96
TREAERREE (g eq. /g Xidnl)
- 0.049 0.110 0.079 0.098 0.086 0.037 0.011 WD
+0.032 +0. 076 +0. 043 +0. 045 +0. 010 +0. 010 +0. 006 -
o 0.025 0.051 0.036 0.043 0.044 0.030
ik +0.013 £0. 051 £0.014 +0.023 +0. 003 +0. 006 N D
o 0.057 0.058 0.070 0.088 0.084 0.064
Fi Bk +0.043 +0. 025 +0. 029 +0. 041 +0. 022 +0.014 ND- ND
I 0.075 0.186 0.114 0.125 0.097 0.076 0.010 D
+0. 055 +0.185 +0. 066 +0. 068 +0. 017 +0.013 +0. 005
. 0.204 0.298 0.233 0.134 0.129 0.041
e +0.135 +0. 299 +0. 150 +0. 061 +0. 029 +0. 037 ND- ND
e 1. 504 3. 395 2.174 2.318 2.772 0.280 0.045
AR ) > < £1.110 +2. 950 £0.778 +1.652 +0. 701 +0. 077 +0. 007 D
y 13.797 8.524 6.707 1.328 0.649 0.392 0.049 WD
+14.221 +7.232 +4.838 +0. 233 +0. 350 +0.216 +0.012 '
N 67. 680 25. 988 18. 124 10. 679 6.011 0. 401 0. 060 D
+69. 208 +15. 693 +13. 359 £7. 050 +1.841 +0. 087 +0. 037
B 0.398 0. 401 0.215 0.398 0.262 3.559 0.041 WD
+0. 478 +0.414 £0. 091 +0. 393 +0. 122 +1.572 +0. 022
HGE (% of dose)
—— 43.96 35. 68 38.58 18.01 8.34 0.39 0.00 0.14
+30.75 +26.54 +20.71 +23.31 +8.28 +0.33 +0. 00 +0.03
T 26. 06 28.09 32.38 50. 87 49. 28 8. 46 0.32 0.00
+15.86 +8.21 *11.11 +18.06 +8.75 +2.25 +0.33 +0. 00
e 0.00 0.33 0.19 0. 00 23.72 53.76 1.61 0.00
i +0. 00 +0. 20 +0. 09 +0. 00 +11.39 +8.56 +0.29 +0. 00

Bl bmg/kg, n=3/HF. PHIEARAERE, N.D. - BRHIRALAT

2) ERA—+SOATST4—
MEREZ > Bz [MC] £ T A A | bmg/kg HfEAFE L, 24— T VAT T T 4 —IT XY HEEREDM
AN ONWTIIART, M T » b T, 85 1 RISV E O EICiiR £ 0 IRV BES B &
o, AFEZRUSN DA R E — T AT v R EFERETH o T2,

(6) MIBELFESE
EUTIIANA IO MIIEERER & OFEERIL 99.6% ThHh 7=, LT /AH A MIEFHPRBEEOT LTI KON
a MR E R E O I 99%LL EiEAS L= (in vitro),
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VI. EHEEEICEET HIRE

6. Lt

(1) B ED AL R UM R ER
AL+ £ & LTI
FRHRERE « BRI L, B A T /LI KBLIT K % 36 (ALK (06) £, WONTAL DAL A F L
DK LD 21 FOKER(LIR (B) ERC, Z0fh, 707 o VBRBaE M) B, ALR%F s
BEE (M) ARk, 25 ROKBE(LEE (M3) AR, M6 DERLIC K51 LRVERE (M) WA % 9,

EVTIVHASORBERS
Z?/—@“ /}/ %R chom
oH OH ~ OH
M5a, MEb & 2 M6a, M&b
(dn¥k, B834) CYP2C8./2C9 (dn¥, A8i+)
CYP3A4
\

£ ~—COONa {
|

|

M2a, M2b M3
(B851) (heit)

QRBICEAET IEER(CYPHEDHFE. HE5E
b NMIBITAES TS A NOEERHDISMBE A T NILOKBILE LN DAL A T L U FEOKEELIRTH
o7, ZTHHREOLERITITZENENTF b 71— P450 (CYP) D4yFFEToH 5 CYP2C8/2C9 K TN 3A4 35
LTHED, CYP2C8 BNE LTI A hOEEHEESE CTh o7z, FITMEE A T VRO KB LI A VR R E
TEALBIH 22T 5 2 LGRS T WD, In vitroRBRIC & 0 BB O METEE TIZ, T TAH A B
% CYP3A4, 209, 1A2, 2A6, 2C19 i 2D6 ZPLE LRV 2 & AR & iz 979,
F7o, in vitrod®BRIZE VE TV A NI CYP2C8 #HET HZ L ARENTZN, in vivolZBWTEEY T
IV A MEEIZ CYP2C8 TREF SN HREMNRER THLIr v 7Y ¥V L ORFKREYME AR T, CYP2CS
ZIELRN EIRENE T ARBREE 55).
L7z o T, BT /B A MICYP2C8 TR INDIEH (7 U ¥ X% ORFHIEEBE RIFS RN EE
bbb,
(TVIL. 7. FHAEAEH ] DESR)
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VI. EYFEEIZEET HIER

Q@) VIEEENROAERVZDEE
b N TORYERR L
(%)
Z v MZBWT, FIRNSUIRERFAIRNIZE Y 70 2 M & EHEAN (4 XiE 12 ¢g/min) L7z & EOEFIR
REMSE R IR & 0 S U= i R 1340 28% TH - 7=,

@) REMOFEOAEBRVESL., FHELLE
M6 IEIRZALR L [FIFREE, ML, M2, M4 R ONMS IR AR L D IV KIIERARD b, E7o, HHEA 64T
[MC] £ TN A AN b4.8mg 5 Lic & 2 A, ZEMERE, JEEMERE & b ICRT AR PRI IR,
Mba, M5b, M6a, M6b |Z L B HHTREIZ IR DHETRED 26LA T T - 7= 2,

R EMFI/IVOV—LIZEREUTILAR FORBMERIZDONT

Vmax/Km (u L/min/mg protein)

M1 M2a M2b Mba M5b M6a/b

5.50%1.22 0.358=£0.230 0.372%x0. 245 0.035%£0. 021 0.135%0. 067 0.521=%0. 258
Vmax (THRKHE, Km(ZIH = ZEHERT
n=3, Iy ARVE(REE

7. B

EPIZ W TR A B 6 12 F T A A R A7 EAH 400ng 2 HEROFE L2 % ORTE TN X |k
HEBREE X E RIBLL T Ch o729,

WM B W TR AT 6 441 [MC] BT A B A NI 7 EAA 102mg ZHERR OG- L& 2 A, E5#5
HHE TICRE RO 86. 3+3. 6hDAHHEN HEF T, 0. 120, 04%28 R HPICHEME S e *2),

E) AAOHELOHREIZ, [<REXWE>EE, RAKITESCT A ARE LT 10mg 2 1 B 1 BIEEERTIRE
A¥E54+5, <7 ULAXF—MELE>SEE, RAIZECTAHARE LT S5~10mg % 1 B 1 EEERMCED
BET5,] Thoh,

(%)

JEEICH=2—VLEFALEZT v M2 [MC] T T /W0 A b 20mg/kg Z HEIFRIRNZR G- L= & 2 A, 6 K%
F TIZHEEG RO 96. 03, 62%D i AE2N R FFIZ P S 7=, JRVF Il S R LRI 5 L 7= i e
IR L TR TH YD, E T /B A NI SN2 %, EE LTEHZ0 LTHRIES D Z LSRR S iz,

8. FIURKR—A—(IZEAT B
FME R L

0. BHEICLBREE

U ER R L
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VI. EYFEEIZEET HIER

10. HRENERERT HEAE
1) BE#E GHEA)

65 A LD RIS (65~T3 %) ([ZBTDESTANANT 4V La—T > 7 §E 10ng HIEIHE 15 5RO %
VIBE & AR F S (20~4875) &R L7ofER, ty OFBRIER DGR G, AUCr-— oy Con DT A

— H BT o2,

DL b oo#k B R OMRERE AT 200mg 2 1 H 28] 7 HEHRE L CTHHAL RSN SNho7=9 Z L L &l
FIZBWTHHELROCHEORHE XLE v &S,

£ BE EAN) (CBIT2EYENERER

3, Tm'dx Cm'dx t AUC — oo
BRI v ’
(hr) (ng/mL) (hr) (ng-hr/mL)
B 2.8+t1.0 495.3+190. 1 6.6+0.8% 3423.2+1344. 7
JEE 3.0*+1.0 541.5+172.6 5.3%0.5 3624.0+1257. 8

n=12, B EREHERZE, * : p<0.001

1) AANORELOHAEZ, [<REWE>EE, RAKIEECT A A RE LT I0mg 2 1 B 1 [BIEEERTICR
L BEARIEECTAL A RE LT 5~10mg & 1 H 1 FEmERNIR

OS5, <7 ULX—PE%>mi
AE54%5,] THD,

2) FRelEERE (BHEAN)

BRI 7 & PR E DS REE Z D H AT EBRBFICEL TA B A N T 4 VAT —F 0 U7 8E 10mg & HERE D5
L7z & &, 4.0 BRI Coax 313ng/mL ITFE L, ti/s 8.6 BRI TIEA LTz tio 1 TIEREMA D 4. 7T BEIZ LR TEL

720 . AUC)- ol 2248. 7812, Ing « hr/mL 7> 3167. 2+1300. 5ng * hr/mL (2 41%800 L 7= >,

1. Z0fh

L LR
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VI 22t (ERAELDIES) ICEATSHEE

VI. Z2tt (ERLOIESF) ICEI HIEE

1. ZERBLEENERH

BEIN TN

2. ERABLTDER

2. BB (ROBHIZIFERELAEWNI L)
AN D Ik LIBBUE DREEE D & 2
(A ]
ARENO RS VIBE ODBEAEIED & 2 BB AR 2 TG LI hGEe, BEUEL B Z 3T reER e 50T, &
B L72nWZ &,
(TV. 2. (D) BZIAST TEPERLSY) O F B R OUINA) OEZR)

3. MERIFHRICEET HEE LT DER

BHEIR TN

4. AERUVAEICEET 5 FEETDERH
(V. 4 FEROCHBICEETER] 228752 L,

5. EREGERMIE L ETDER

8. EELERMEE
(hEesE)

8.1 RAMELIZ LY AT v A NiERFRZ R LS EBE T, Ao 21T 2541, FUEEBERORBE
NRHLO0TEETH L,

8.2 A& ORPBMRIZI S TITZ VA, 520, BESE. BEKOBERNITE 25 DBERSHE X
NTWLDOT, BEORELZHSICBIZET 2L, [16.1 5]

8.3 Al &GO A 2 b U = U REHAIGE AR AR ERIE 2 % M8 2 Ve N 2EREREAR O M E 2 % 42 Uiz & OGS
HD, TNHOERIE, BRBLARO AT oA REIORE - TIERHNZA T TWD, RAEE AR, i
FRERBLOHERE L OV L Q%L UG, 83, BAETR. MioRBEREOMERERIEET D2 &,

8.4 KA EIZE VRN RD LNV EAITIT, BRERMCOEVERE LW ITEET D Z &,

(REXIHE)
8.5 AHFNZ, MEEDE(LEITY T, WENBIICI Y Fr— L E RN TWABA Thili L TIRAT % &
I, MEBEICHAEMALTE I L,
8.6 AANTZEIILEA], AT a4 FRIZEL R0 T TCICRI > TV D ERIELEMT 2 3AI Tldno
T, ZOZEITBEEITTHUHA L TBLERD D,
8.7 RENZFGH, KEEEHTZIHGIL, [EILEAID D WVIEAT v A RAIZEGT 208N D,
[zl
8. 1: AFNZEHAT D LICKVMART oA FHEFF &2 EE LE-EEICRBW T, AfloEE2HIE LB E
113, AFIPFHICE A EREDNEN LS B LICE s THEBDERTABENLD D Z L5 i0HE
LTz, 7272 L, REZHIELZGEIC, FURENERT L Z L 13d 508, REE S LRTOER X 0 B4
5 (VR REBIG) Z i3,

8.2 : KERMEIRMF (FDA) IXKEDO A =2 b U = U ZFEEFERL OARHER (BARER) OFRMC
ETBHIERIC BT 2 EME 2 BRT 2 LR Ls, HRICBW T, B 700 2 MUl E DR S
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VI 22t (ERAELDIES) ICEATSHEE

8.3

BRIZ S22 TidZe s, Pk 22 45 3 A 23 BfFFBEKICL D &2Tor A a MY = U RERTERIC
XL CTHEBMREAZITY Z &2k oT,

SEMTIS T HF T A A MUK KOO Cys LT SARIEHUAI O iR A C, AFBRERECEN, A8 M

W35, FEROEL, DEIHE, =2 —m X0 —R DRV LLND T ENH Y | SEMEAFEERMEMmL
BREFFRE T DML R M EREAFEIE EZBSND Z LA H D, b DFER & Al & DR
RBMRITEA S TIXZRWAS, Cys LTy SEREIEHIAE OWi EVRFEL ] L TV 5 BFITB VT, 28 M
27uA FRIZBET LI LICLD, AT A FANZ Lo TREAME(L L TO iR 23 B b3 2 FTRE M
BEZHND, RROMBEIL Cys LT B EHEEHAIRCERAR T a1 RE1Z 5 Teflons BIRRIEME AR b
BESh, AR L RERSTHDT T B AN, T 4 B A NEDIED, BAAT B A RHIDOA
JaRALES TNTF R DBEBFIRID TEERERFEE] OBEICbELHshTnD, 207, 2
NWHDOETIRLEBEICTEH LT,

B, WA TOMETIE, Fvy—2 « A M7 7 AJEERE (Churg Strauss syndrome : CSS) FEHRIILIT
DEICHEESL TS W

x5 HETE CSS B (4 - EH B
EUNE| 1.8~3.3
I R 64. 4
ELT A NG EE ~60
P74 VT R NP G R ~60
X EPNHRTEH 1L

8. 4: AR DNRIIED NN E b b T RS RO o TREEND Z RV S FEER LT,

8.5:

8.6:

8.7

AAIBEEORMEHIRTH Y AROBEEEZ P IET D2 L2k v 1 & (FBY, o) | I KIFRIGE (PEF) |
B o AR A B, W B ESE N T T B RSO LV BB X TEL (UYL R) LRV,
TED LYUIZRD Z & DA ORACEB T D KRR © CTHRSATHNEZEND, WEOREN BRI
WZay br— L ENTWAHFFIIBNTHEGE2RT 2 2 AN ETH D &5 2 Lz,

FUT N A MIEA L OVNERE X B OBPEEIROIBRICEB W TEMENREN TV D28, KRB Xk
BAlL, AT aA RIS By | 2N EFRIMEORBIRNRIZ OV TIEMIYL S TRy, LeoT, 7
TICHE Z » TV D At BRIEDIRIRICIIAF Z ANV E ) BEICHOHH L T Z ENRELE
ZFEH L7,

AN BIREMEE AT AT, AR B G Th - THRESHRIRA D 2 VXA T 1A RAISEOwEY) 22 Bdn

BREZTDHE), BECHORAL TRE ZEBNEEEX TR LI,

6. HENEREHI HBEICHTIIE

(D EHHE - BIEEEDOHDEE

9.1.1

9.1 BHHE - IEEFOHLEE

AFEREGIZ LY 2T 04 ROBEEZIIDDIERITTORERT THRAIITHIZ &

RHA 704 FEEEZITTWSEE

[ ]

AF

DOEEICEVBAART B A FRIZBET 25610E, EROBIERELD ZLDRWE S| +o7EE

DOF, WEJERA 2 P — L SN TNDZ EEMR LI ETRAICHET DI ENMLELE X THEH LI,
(2) BiREfEE RS
BE ST

Q) FFHkaelEERE
BEIN TV

4) £hEReZHT &
BIE ST
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VI 22t (ERAELDIES) ICEATSHEE

(5) 8E 8%

9.5 1EiE
BT SUTHEAR LT D FIREPED & 2 e PEIC I, 10 EORISIE a2 BE S &HE S 53581 DA

54252 L, WANOTRZICEW T, MRS A IRA L7885 5 A U7 B AR VI e R A A3
HONTZEORERDH D, ZNOOEHOIFE A EITEEY, Mol EIEEELIRH LT\, RFlE R
5OFEGORERRIZH LI EN TR,
[z

WA DOHRET —Z BT, HIRPICE T A H A b 2R L7 BE D S A Ui A VIS R UAL S TR
BIHLNTZEDRENRH 7= 2 o bitd Uiz, 5 SN -E2a T, i, B BE0 ERICEELTED,
IS OEEHOIFE & A IR IO EIEEE G FEH LTz,

( TVIL 5. (2) fuig A% RE P ) KO TIX. 2. (5) 4Gl A mthidbh) DEESM)

(6) 274w

9.6 RELIE
1ER LOFRMER ORI RBOR ML ZE L, HAOMR TP ERFAT 228, 8FER (T ) T
FI T ~DOBATHRE STV D,

[ ]
PR (7> F) TARADIITTICBATT 2 ZERMESNTWDD, ARz G Sn IR L
AT HETRED STV RY, L, AR e FHHTICBTT 2 0B R 0 TH 5720, ZILmIC
BET L5 ITRR LOARER ORI RBOR ML EBE L, RAOME TP L2252 & & L,

( TVIL5. Q) HH~DAT) KO 11X, 2. (6) FFAEHMERR) OHESR)

(N INRZF

9.7 INRE
(REXMME)
9.7.1 6 mULLED/INR
[7.3 ]
9.7.2 1 BUE 6 EBERBD/NR
(7.4 ZPR]
9.7.3 BEHERKER. HFER. 1 ERBOER
ENICBWT, EHEARER, FAER, 1 BRMOILILZ RS & LR RBITSERK L TV,
(FLILX—H2%)
9.7.4 EWNIZBWT, /NREZ xS & U ERFABRIZFE L Tuh7euy,
[ ]
AFNIT/ NIRRT DS T2,
9.7.1: ( IV. 4 AEROHEBICEET2EE] OHESM)
9.7.2: ( IV. 4 FEEROHARICEET HEE] OESMR)
9.7.3  RHAMKE, HAERLY 1 mARmoOILIRICH L TRE XM EHREICET2ENTOEY T A A B
HIKNOMFE RN 2 <, BREERFELL TR WEETH LT,
9. 7. 4: /NRIZH L TT LAF—EBRIGEICET 2ENTOE Y 70 A MBIOF RS 8 < | BN

ML L CWRWEZFTH L7z,

(8) mtnE

BRE I TV

7. HHE%ER

10. HE%EHR
AFNL, F& L TEYREESET 27 o —2P450 (CYP) 3A4 TR#EN D, [16.4 BH]
[zl
AFNE, FEIT CYP3AM TREF S LD,
(TVIL 6. ) AHHZFAE-T DB (CYP %) Oy Ffi, w53 OHSR)
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VI 22t (ERAELDIES) ICEATSHEE

(DHREZ L EDER
BE STV

Q) HREFELEDER

10.2 HiAEE (FFRISEET S &)

HEHN 4, 5 BELRAER - H & 51k FEFe - fERax 1
Tz /e H =) | RBIOERNEITABENRDH D, |7 =/ NV EH =)L) CYP3M B L,
[16.7.1 ] AFNORHBEE SN D,
(e ]

RN =/ 7L EH —L 100mg (14 BEIXKIE) Z2ROFE L&, TEVTAIA N T 4V ha—T 4
VUUbE 10mg (BED) ZROBSICEVHFRTEEELTIAH A RO AUC 13K 40%E 35 = & G &SN T

W3 24)0

KAl 7 = ) Ve —)VE CYPINM 2FET 5 HA L OPHT 25681, AFORBNMEESL L BENLRH
HOTHEETHI L,

(M'VIL. 1.

8. EIFHA

() RF - PO OESWR)

1. 8lEM

WORWERNS b d Z ENHDDOT, BEELZHSIZITY, BESRO NGB E2F1ET 5
e LB R EEITO Z L,

() EXZEIMER & DHER

11.
11.

11.
11.

1 EXGEIER
1.1 7F745%2— BEHERH)
11.1.2 MEFE GHERH)
1.3 BIGERT2¢. BF#¢. FREEEREE. #E (Wb BEERP)
1.4 hEMRRIETEMAEE (Toxic Epidermal Necrolysis : TEN), KEHEIRERE{%RE (Stevens—Johnson fiE
1%3%) . SWHH (Wb EERD)
11.1.5 f/hRiEid (BEEA)
PIER & LT, KB, S, RSO HER 2SS bbhd 2 &3 5,

(e ]
11.1.1

11.1.2

DKRERMSCEEZ B IS, AOTIIRGEHE TRE SHUER (TF7 4 7% — MERE, £ 5

FERE, B ©5 b, HICEEZETL2b02BIR L CRl#iL, BEZR T L& L

i

11, 1.3« ER R OMESN TR S NI RIE OB 217 o 7o i, BUEATR. IR R ONTHEERE & 25l S

TWBHZ &, Fiz, IBAaROT Vva— RS BEE) OBFIZBWT, ERE L THEENREHR
LTWA770, FELHFET TERZBIER OEICEH L,

1. 1.4 : ENTCEWERSRENERBEINT--0, FEtERLZELRAZE (Toxic Epidermal Necrolysis :

TEN) . FZEkEIEARAEfERE (Stevens—Johnson JEMERE) . ZIBALBE 2B L 7=,

1L 1.5 [FANORIWERSERERM S, HIERZ M 0 EERRER b IE SN2 &b, TERZREIE

A oz N/ M) 2B L, BRMEOERBICLVSGTE R D THEERH )
LU, AIERIZOWTIE, 2N E TOREEHCTRD SN ER 2 HICF#E Lz, FIHER &
L COHMABERICESR UERDH S b izaicid, #5201 LREZIT Y 2 L. BURLES
1152 &,
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(2) Z Db DEIER
11.2 ZDoEIER

0. 1~5%A ™ BEFEAREA
IBARE R ZOFE. B, RO ERERRTE
Rt R | HER, EIE A GRENE, R, K, RIR, %)

. oEV, BERT (LU, Bk,
ik, ZHUPE, SRR, R ET, iR
T, A, EafER

B EE Jifi e B BR HE 25 il

THIb&s R T B, EARPUE. MRS MR [HIER R, AR

Wa

JERiE FFHERERL R AST k& ALT ER&H. A1-P
kH. yGIP 5. Y LY L5

IRERIEA Rt 2 e fim . BIER

Z DA Fye, PR, bR, JRAE, FE, B0 | HiffgEn (i, B . PME, BhiE,
G, AMEREGSEM, JREA. MU ZU R | BER, RE B, Y. BLE, EIR
U RNERA

W) BUWEROBEE L, 884l 727 7 EERl AR COENEERRBROM R 2 AL CTHRE L,

(i)

JeFe (R T VLR LTY) ORRE TIZEN TERE SN ZRA K OVNEZ 55 & U BB,
EIRFEHRAEEICB T, BT /uh A MUAIR G5 IR B U ZRIER R OERR R AT 282 55 L.
HIRSUCER LT, 2. BN TORKRER TIIHBLL 2o 7228, BN TOHIREMAE Tl S 7-gl
YEF K QM Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J.,
U.S.A. (3 Organon LLC, a subsidiary of Organon & Co., Inc., Jersey City, NJ., USA.) O[EPRFE%E
WA SCEICREH SN TV DEERIC W TR, SEEARHE L TR LT,
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SEERDEENERMAE—R

10mgfE (R 2)

Fa7TIEESmg

fMFT4mg
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VI 22t (ERAELDIES) ICEATSHEE

SEMEE, GHHE. EEERVFHOFREEERIOBERARRAE
1) RAREXmME CREREAKED)

2R AR BIEH B Rk
HERET R GEK % (%) 3 % = (%)
& 523 46 ( 8.80) 66 24 4. 59
M Fik 287 17 ( 5.92) 20 9 3. 14
etk 236 29 (12.29) 46 15 6. 36
20~29 5% 75 9 (12.00) 11 3 4. 00
30~39 % 78 4 ( 5.13) 7 1 1.28
40~49 7% 94 5 ( 5.32) 12 5 5.32
P 50~59 5% 107 12 (11.21) 14 6 5.61
B
60~69 5% 127 12 ( 9.45) 18 9 7.09
70 fE~ 42 4 (19.52) 4 0
65 %A 412 36 ( 8.74) 53 18 4.37
65 sk Lk b 111 10 (19.01) 13 6 5. 41
7k E—A 227 21 (9.25) 31 12 5.29
W RAT 221 21 ( 9.50) 28 10 4.52
G 75 4 (5.33) 7 2 2.67
wo FEAEARY 152 13 ( 8.55) 17 4 2.63
PR 371 33 ( 8.89) 49 20 5. 39
ZRFA 56 6 (10.71) 7 2 3.57
W i ZEH 4 A 74 10 (13.51) 15 7 9. 46
k=il 391 30 ( 7.67) 44 15 3.84
NG| 2 0 (=) 0 0
I 94 8 ( 8.51) 12 6 6. 38
e e HRE 2 304 24 (7.89) 34 9 2. 96
RS HREEE 1 84 10 (11.90) 16 7 8.33
R 41 4 (9.76) 4 2 4.88
1 AT 37 3 (8.11) 6 1 2.70
5 AR 140 13 (9.29) 17 7 5. 00
Fegpi 10 AT 101 9 (8.91) 14 5 4.95
10 8L F 241 21 ( 8.71) 29 11 4. 56
N 4 0 (=) 0 0
TR 2L 31 1 (3.23) 2 0
HY 492 45 (9.15) 64 24 4.88
2L 129 6 ( 4.65) 8 2 1.55
AT aA REOFHF | 10 Sk 7 0 (—) 0 0
10 S0 E 387 40 (10. 34) 58 22 5. 68
PN 2L 284 25 ( 8.80) 34 11 3.87
HY 239 21 (8.79) 32 13 5. 44
P 2L 286 20 ( 6.99) 29 11 3.85
kil HY 237 26 (10.97) 37 13 5. 49
Img 29 1 ( 3.45) 1 0
| HFIE: 5mg 19 2 (10.53) 2 1 5. 26
10mg 439 39 ( 8.88) 58 21 4.78
20mg 36 4 (11.11) 5 2 5. 56
<4H 85 16 (18.82) 22 15 17.65
4 <~=8 251 17 ( 6.77) 22 2 0.80
51 < ~=<24 82 5 ( 6.10) 7 2 2.44
24 W< 103 8 (7.77) 15 5 4.85
A 2 0 (—) 0 0 —

#oBs LRS- oA E
% 0 7 L AKX — O SOHE
+ T LAXR—MOABHE
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WL Rt (A L OTES) B 2R
2) RASEXHE (FTL R 10mg : ERIFERAICET 5AE)

. BIl/EH BIl/EH BIIVE AR EL
BRI A S I S ST B,
FEUERFIE | B | ERIE (%)
& F 1262 24 29 1. 90%
5 552 8 9 1. 459
MBI - ;
# 710 16 20 2. 25%
15 Fk AT 12 0 0 0. 00%
15 #%~29 7% 141 3 3 2.13%
30 7% ~39 5% 165 1 1 0.61%
40 #HE~19 7% 170 4 5 2. 35%
AR I e -
50 7% ~59 5% 192 6 8 3.13%
60 7% ~69 % 256 6 6 2. 34%
70 mELL E 321 4 6 1. 25%
A~ B 5 0 0 0. 00%
0 E 478 12 13 2.51%
FHEESE 2 429 5 6 1.17%
e 5Ty A 1) TE HESSE | 257 6 9 2.33%
B OE 96 1 1 1. 04%
X B 2 0 0 0. 00%
JO— 7 he—Al 432 13 15 3.01%
SV S IR N
VELANH
e | i BE 487 5 6 1. 03%
. R YT 319 6 8 1. 88%
S EIR RO T o :
S 19 0 0 0. 00%
PO ZEEA 201 6 7 2. 99%
B SRS
IR L3 Pinl]
Fo 2 B FER -+ SR AR 217 3 4 1.38%
o AR 817 15 18 1. 84%
SRR 5 e :
X B 22 0 0 0. 00%
4 AT 1261 11 14 0. 87%
458 L4 E 8 HE KA 1201 3 3 0. 25%
Ao R HA R 1] 22 8 WL E 24 JE A 1114 4 5 0. 36%
24 58 LI E 53 38 AR 900 4 5 0. 44%
53 WLL 701 1 1 0. 14%
W) RE S B EE S E AR RRSWE, T L AX—43, 71 (1994)
TE2) RUE M B ORSEIL, ARIOEHERNREXWETH > BEONRE R LE,
T 3) RIERZEEL A BRI ZREFITER D OERW 2, SHIMIXZ W 2l U 7= RN ER SR Lic (R .,
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VI 22t (ERAELDIES) ICEATSHEE

3) MAREXME (FTLR°4E 10mg : SHE - EHREESESE - THEESEEICHTIHAD)
H 5 BLF pr— BIVEH ) E'H’EH? BIVE I F 8L
FEBUEFSL | B | EGIER ()
a F 2629 70 87 2. 66%
_— 5 1127 23 27 2. 04%
L8 1502 47 60 3. 13%
15 FE A 15 0 0. 00%
15 mE LA b 30 miA i 245 1. 63%
30 % LL_E 40 7R 315 4 4 1. 27%
ol 40 R LA L 50 AR 242 2. 89%
50 7% LL_E 60 %A 361 11 14 3. 05%
60 kLA b 70 AR 540 14 16 2.59%
70 LA L 911 30 39 3. 29%
B E 1106 30 36 2. 71%
HIZESE 2 877 18 20 2. 05%
P B RiTER i T HRAAE | 480 18 26 3. 75%
& OGE 153 4 5 2.61%
~ M 13 0 0 0. 00%
7 ke 806 18 19 2.23%
S 3R
1 ) /r‘b‘:.@ 991 27 34 2.72%
SESIE 0 % YT 749 25 34 3. 34%
~ W 66 0 0 0. 00%
J—— ZEHA 521 9 11 1. 73%
o 0 D) éﬁﬁiﬁﬁé%@ 496 12 13 2. 42%
SO D 7 TR 1525 47 61 3. 08%
~ M 70 2 2 2. 86%
4 A 2622 29 36 1. 11%
438 LL 1 8 A 2373 10 12 0. 42%
5 FR IR 1)) 8 WLL I 24 A 2111 18 23 0. 85%
24 WLL b 53 I8 A 1002 6 7 0. 60%
53 LAk 140 0 0 0. 00%
1) R SO B EAE I E A RAT R B R, 7L v —43, 71 (1994)
VE2) RE I EORBGEIX, AFIOERAEANRE XMECTH o BEONRE R LT,
T 3) FIERZELH AR ZRREGITEFH D DR, ABIFIEZE OWIR A #GE U 72 R 22 e G5 7~ U GYERED .
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VI 22t (ERAELDIES) ICEATSHEE

RRBRERRICRETZE

BRE SN TWHRN

10. BERE

BE SN TR
<BE>
WS CITAREE R AT 800mg DAL 12 B AN B HEFIZ 600mg/ H @ 11 H 59, 200mg/ H 0 22 JH
HW OMEND 5, £ERNTIHERER A 400mg/E|a> 7 Elﬁaﬁiﬁﬁf O DWENH DN, DTN LEERR
EREHE STV, —F, NETIE 3T » ADBIEMEBE TO 65ng/ B OBBERGHINH 7=, E
FINBOLT, BEREEZITWVIZLE AL OEFIZRVBRE, 18 H#F‘ﬁ?& THER TIBEE L7 P,
KE O T SCE 2021 45 6 AWCLLTORELNH 5,
WER LRI, I IERENIS U CHEEE D b RN E ZBrE L, JERBIEZITV., SIRRRIEZ Bt
T 572 EOBEOMENTEEIT) ZENRBTH D, T 70 A NPIEBGENT H 5 WIZIMKENTIC &
DEREINDDEDIEIFRITH D,

W) AROREEOCHZEZ, <KEREWME>EBE., RAIZIEESTAAANE LT 10mg % 1 B 1 BIEER]
WCRRABET S, <TULAX—EER>EE, RAITECTAHAMELT5~10mg 2 1 B 1 [EHE
AR S5 95,1 Thd,

. BALDIE

14, BREDZEE
14.1 BHIRfTFROIE
1411 BEOFEIILPDOLTRETE 2,

14.1.2 PTP BEEDIEFNI PTP > — MOV H L TRAT 2 L H5fET 252 L, PIP > — hORREKIZL Y | i
WA RN AE R A~ A L, BIIZEAL 2B L CHERIAA SO EERAHELHRT L2205
éo

[fEa]

14.1.1: BT NAVHANT 4V LT —T 4 7 HE 10mg (TEBEEIZBN T, ERERER G & i L THY 20%D
AUC BEINASRB Sz © A, EWNACTHER S izm AEE SR (EWN 400mg o 7 B © | @4+
200mg @ 22 R | #ESF 800mg HEI G 2 ) [CBWTHAFMEN/HER SN TWDEZ Enb, 20
BEINIERICAE B2 b O Tk, Xt L2V o Exohi, LER-T, BFOHF

BIZhhboTRETEXE L,
14.1.2: PTP/j HEOHEFNOFRERBL I LE N OBEER R FHTH L7200, RHEIZEZOEEZTH LT,

W) AFOREEOCHZEZ, <KREXmWME>BY., RAIIZESTAAANE LT 10ng % 1 B 1 FERE

AR OS5 T 5, <TLAX—HER>SEY., RAZITZECTAVIARELTS5~10mg % 1 H 1[5
BEIMMIROEET5,) Tho,
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VI 22t (ERAELDIES) ICEATSHEE

12. ZOMDEE

(D EREREEAICE D < B3R

15. Z0fDEE

15. 1 BRERERIZE D < 1E#k
7T 2 R BB TER 41 BB T S SIS AT 21T o TSR, AFIEGRE 9,929 #ild 1 flickB VT HES
BARD NI LT, T BREET, 780 FillCBWTHBASEIIRD bR o7z 9,
Fiz. T T AR 46 B A RIS AT 21T o TofE R, ITBHEICEET 55 (RIR, 5
FIRIESE) 23, ARHIBEERE 11, 673 Bilrh 319 1] (2.73%), 7°7 & REE 8, 827 il 200 fil (2. 27%) TRV TR
HHENEN, MEFNREEZIRO bR »ho 7247, [8.2 3]

(it ]
16.1: TEZEAEHN ) RO TEZECICBIE T 254 I2OWTENEK O TEIME S W=D 7 7 B AR %t
HRIER R AR 2 S R L 7ot R 2 il L7,
(TVIL 5. FE AR BARER & £ OHE | OHEEM)

(2) FEEGERERERCE D < 1F#R
BEIN TR
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X. JERRREAER ICEI9 SR

X. JFERPREERICREY S HE

1. FEHEHER

(1) T F IR ER
(TVL 3EFEPRICBI T 2HE | DIESHR)

(2) REMEEKER
—WEBRBRVEA & U CHARRRER R, MR - EERAR R, HATRIRR, TIER . BAOVH LRI T DEAE ML
72

1) PiRmEESR
FTUTNAAA L (3~100mg/kg, #EH) 1X, UV AOTHE), Ty FOHEEHE, vV AOFREKIEKTT v bO
RIRICHEEBE RIS, YT ADOANT Y SV E L —VREE, 0T T — U OV TR ) L
T, BAROEFHIER 2 RE R o7,

2) Mg - fRIRARR
FTNAIA R (10mg/kg, #E) (3. BREE T DA XTI T, LER T OB AR T K ORE AR PRI &
D REREMRMFEED O REME R L72s, 6 ORBIFHARIC I VR T hnole, £, kG &E
TR RS K O & R~ DB R I > T2,

3 BEMBERRUVERG Y

EUTIH AL (105 107, 10Mmol/L) &, B < B HAMRE L OB ICxT D582 RIE S o Tz,
EUTAHA ML, 10° B 10 mol /L T v F Lz U A2 K DU % 12% K% O 22%80#] L, 10™mol/L Tk X &
VBB R T AR O e =S K DIUEE . EEIL 42%, 20% KON 3ThIMEI L7z, L7md o T, EETRGR
ORI 2 A FEEBIKIC KX D IGHERISIZ T 2 E o 7 A b ORKEEREIZ, 7T vl At
LTC10%m0l/L T, EAZ I v, HL AU AR OEE b= LT 10%mol /L THh 7=,

4) HIEBR®
ELTAHA L (20mg/kg, HEERG) 13, WHEFA X O FEEIEM WML T A MY RN L D HEE AN
Ba RIES 2o Tz,
ELTIHA R (3, 10, 100mg/kg, #&1) 1%, FEEE T~ U A D FGE RAEEARICK L, 100mg/kg T 45%EHE L
7o LEB-T, TOEREFEARIIRAKRSEL LT 10ng/keg ThHo7z, ZOMEMIZSREIERRIC X 26 H R
R L3~ 2 IHIER ORAE L HIET 2 b D Th D, BHERKIERA(EE LR L LT, €T IR
NI RO E & LR miEEER 2B LB Y . 2o mEHICER T b0 B2 b,

5) Eae
ET AL (20mg/kg, #EE) 1E. HEETA X OBHEEER OEREHRNC R L RIT S o T,

(3) Z DD FEIBEAER
MR L
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X. JERRREAER ICEI9 SR

2. HHEHER

(1) BER 5 HE 4R
R O &5 R OHEIERNE S X 28 EH5# 2T v PRS2 AW TR L& 2 A, mghmiEe bk
A5 Tk 5000mg/kg (2B VT HAELTITRD ST, 1250mg/kg UL ED A& CRITREMERD ML SN, £
O, Z v MTTIFIREED . v U A TIRIRE FERA LN, FIRNELTO LDy, 7y REKO~ T ATENRE
4L 110mg/kg O 221mg/kg Th o7z, —MIEIR & LT, IR A, EEVRHR, FRRGER B O s
T EWED BT,

F LD (mg/kg)

T _
1 7> (i) ~ A ()
®on >5000 >5000
FARN 110 221
(2) RIEHREHMHER

Fw b, v A YA AV 5 LD 14 B O EGEERBRIEONC T > b PV E AV ie 53 R O &
E#HMRBRAEFEM L, 7y M. v U A TIE 200mg/kg/ HELE, H/LTlk 300mg/kg/ H LA EDOHEIZIEWT, S
TEHVER 28T 2 AREOKERNERE 0O “REEL L O EERE L OZFIUSERT 2 C BRI,

100mg/kg/ B LA & KAEHR G LTz T v MTB W T, MiGELFZE (ALT RO Y v o bR 7 —2 k)
FUZ Ut ROKT) BB LA, BB ENE (L Z DT, 2T REDE (LS DI E &/l L
THREDOEAZEDRWREDE Th o7, £7-. MIEFHME TN T, 450mg/ke/ H % 14 WEHES L=
PR T DRMERRBENE GRMEKE, ~E7/n e BE, ~~ 27U v ) OB LI/ M OHMN, 7
v MZBWTY 53 B EGHERO 400mg/kg/ B H#E TI/IMRELDBEMB H L2, W LREARBILTH -
Too I G BIERBRIC BT 2 WHERIX, 7 v N RO~ 7 A Tid 50mg/kg/ H . H /LTl 150mg/kg/ H ThH > 7=,

Q) BEnEHHR
WAEY R O FLEES BN V-79 Z W BB FEREREER, 7 v 1 =— X 22 Z —JiEHRMak (CHO)
Z W in vitro Y KB F R, ~ U A Z AW in vivo BRI AAKETERBRE O in vitro 7 v M
far s U BB Z EHE L72ER, WTHORBRLEMETH Y | KIEOLEEFIEIIFRD bivienoT,

(4) DA TR ER
Z v b 106 HE L O~ 2 92 MR OBRGICED2NRAEERREZEM L7z, 7y MR TR L bEAREET
IEREEMAMEI SN D Lo IctHaemAEsE Ann, o7 h A M GRS A4 ok
7L REORAFEHITRD b drodz,

(5) £ JE R4 = HER
WEREZ ~ b2 T BERERRBR 2 FElE L 7ok, BTV A MIET v N ORI B R B A Lo T, B
LI E TG &k L7 MET ~ D BESRRERBRIC I T, 200mg/kg/ HEET D Fo MR KO F EEVL OBEFLAT T (4
HPBEOMEZ R LIZA, £ b UMY G- OB bvie o T,
7 v PROT IO RAEFEERRICE N T, Earttz s 5T IR bhRinol, V¥ FTO
300mg/keg/ HHEIZI T, AR K ORI O 2 b T BFEIC B W TORRITIE LT RO E5F- L IRE
RRERZ LN,
7 v bOJREY - AR GRRICEW T, EROKE., FEiE, TEAOEIHEICE TR N ORBITED
bIZRmoT,
RN & 2 WITR RO+ 2 Wb &L, 7 v PROUHFL S 100mg/ke/ A Th o7z, 2B, EVT
NAA NMIWEHTE (T FERBTHF) W TREEEZ A5 Z L LUT v MTEBWTHLITBITIEN &
D EMIRENT,

(6) BT RIE IS ER
R L
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X. JERRREAER ICEI9 SR

() DO %=
PURMEER
TAEY FEAWVZEBINESINT 7 4 T — (ASA) RBREOFEREZENEIET 7 + 7% — (PCA)
HEBIZBWT, BT AT A FOFFREIZRD e hoiz,
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X. EEMEIEICETSHIER

X. EEMEREICET HEE

8.

RHIX 5

ES #l R LR
AL 5y RS L

AEHRE
34F

BEIRNETORE
HIRIRAT

RFEWLEDEE

20. Ik LV EDEE

(T4 La—T 4 5

T =y MEBEZIE, R AT CER L CTRIFET D 2 L,
[figsn]

( 1Iv. 6. BAIDOEFESM TICBIT DLEME] OHESHR)

BERITEM

BEMEIELTA R HY
K<FOVoOLEY 1 HY
ZOMOBEFTEM - 7oL

F—s - R

A — Ak 45 3
X7 L A°BE 5mg,/$E 10mg, 0D & 10mg,”F = 7 7 /L EE bmg,/ KL 4mg (A AREUERKR N E4L)
27U T BE Smg, *BE 10mg, 0D $E 10mg,”F = 7 7 /VEE bmg,/HEL dmg (A IV ) RS )
Hoozh 3K
=R I NI = AU N T e
FT LT A NKF (G v L 112, Bmg, /NBFEEL TR A AD)

ERHEAEFA R
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244+ Organon & Co., Inc.

HR5E4 : SINGULAIR®

HITE - #ifk .
SINGULAIR® (montelukast sodium) tablets, for oral use
SINGULAIR® (montelukast sodium) chewable tablets, for oral use
SINGULAIR® (montelukast sodium) oral granules

IEERAESIIES

1 INDICATIONS AND USAGE

1.1 Asthma

SINGULAIR® is indicated for the prophylaxis and chronic treatment of asthma in adults and
pediatric patients 12 months of age and older

1. 2 Exercise-Induced Bronchoconstriction (EIB)

SINGULAIR is indicated for prevention of exercise—induced bronchoconstriction (EIB) in patients
6 years of age and older.

1.3 Allergic Rhinitis

SINGULAIR is indicated for the relief of symptoms of seasonal allergic rhinitis in patients 2
years of age and older and perennial allergic rhinitis in patients 6 months of age and older
Because the benefits of SINGULAIR may not outweigh the risk of neuropsychiatric symptoms in
patients with allergic rhinitis /[see Warnings and Precautions (5. 1)], reserve use for patients
who have an inadequate response or intolerance to alternative therapies.

1.4 Limitations of Use

SINGULAIR is not indicated for the treatment of an acute asthma attack.
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2 DOSAGE AND ADMINISTRATION

2.1 Asthma

For asthma, administer SINGULAIR orally once daily in the evening, with or without food. There
have been no clinical trials in patients with asthma to evaluate the relative efficacy of
morning versus evening dosing

The following doses are recommended:

Table 1: Recommended Dosage in Asthma

Age Dose
Adult and adolescent patients 15 years of one 10 mg tablet
age and older
Pediatric patients 6 to 14 years of age one 5 mg chewable tablet
Pediatric patients 2 to 5 years of age one 4 mg chewable tablet or one packet of
oral granules
Pediatric patients 12 to 23 months of age* one packet 4 mg oral granules

* Safety and effectiveness in pediatric patients less than 12 months of age with asthma have not
been established

Patients who miss a dose should take the next dose at their regular time and should not take 2
doses at the same time

2. 2 Exercise—Induced Bronchoconstriction (EIB)
For prevention of EIB, administer a single dose of SINGULAIR orally at least 2 hours, before
exercise.

The following doses are recommended:

Table 2: Recommended Dosage in Exercise—Induced Bronchoconstriction (EIB)

Age Dose
Adult and adolescent patients 15 years of one 10 mg tablet
age and older
Pediatric patients 6 to 14 years of age one 5 mg chewable tablet

* Safety and effectiveness in patients younger than 6 years of age have not been established

An additional dose of SINGULAIR should not be taken within 24 hours of a previous dose. Patients
already taking SINGULAIR daily for another indication (including chronic asthma) should not take
an additional dose to prevent EIB. All patients should have available for rescue a short-acting
B —agonist.

Daily administration of SINGULAIR for the chronic treatment of asthma has not been established
to prevent acute episodes of EIB.

2.3 Allergic Rhinitis

For allergic rhinitis, administer SINGULAIR orally once daily without regard to time of food
ingestion. Time of administration in patients with allergic rhinitis can be individualized to
suit patient needs.

The following doses for the treatment of symptoms of seasonal allergic rhinitis are recommended:

Table 3: Recommended Dosage in Seasonal Allergic Rhinitis

Age Dose
Adult and adolescent patients 15 years of one 10 mg tablet
age and older
Pediatric patients 6 to 14 years of age one 5 mg chewable tablet
Pediatric patients 2 to 5 years of age one 4 mg chewable tablet or one packet of
oral granules

* Safety and effectiveness in pediatric patients younger than 2 years of age with seasonal
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allergic rhinitis have not been established

The following doses for the treatment of symptoms of perennial allergic rhinitis are

recommended:
Table 4: Recommended Dosage in Perennial Allergic Rhinitis

Age Dose
Adult and adolescent patients 15 years of one 10 mg tablet
age and older
Pediatric patients 6 to 14 years of age one b mg chewable tablet
Pediatric patients 2 to 5 years of age one 4 mg chewable tablet or one packet of

oral granules

Pediatric patients 12 to 23 months of age%* one packet 4 mg oral granules

* Safety and effectiveness in pediatric patients younger than 6 months of age with perennial
allergic rhinitis have not been established

Patients who miss a dose should take the next dose at their regular time and should not take 2
doses at the same time

2.4 Asthma and Allergic Rhinitis
For patients with both asthma and allergic rhinitis, administer only one SINGULAIR dose orally
once daily in the evening

Patients who miss a dose should take the next dose at their regular time and should not take 2
doses at the same time.

2.5 Instructions for Administration of Oral Granules

SINGULAIR 4-mg oral granules can be administered either directly in the mouth, dissolved in

1 teaspoonful (5 mL) of cold or room temperature baby formula or breast milk, or mixed with a
spoonful of cold or room temperature soft foods; based on stability studies, only applesauce
carrots, rice, or ice cream should be used. The packet should not be opened until ready to use.
After opening the packet, the full dose (with or without mixing with baby formula, breast milk
or food) must be administered within 15 minutes. If mixed with baby formula, breast milk, or
food, SINGULAIR oral granules must not be stored for future use. Discard any unused portion.
SINGULAIR oral granules are not intended to be dissolved in any liquid other than baby formula
or breast milk for administration. However, liquids may be taken subsequent to administration.
SINGULAIR oral granules can be administered without regard to the time of meals.
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montelukast sodium (SINGULAIR® tablets, for oral use., SINGULAIR® chewable tablets, for oral use.

SINGULAIR® oral granules : 2021 £E 6 H t&zE])

8.1 Pregnancy
Risk Summary
Available data from published prospective and retrospective cohort studies over decades with
montelukast use in pregnant women have not established a drug-associated risk of major birth
defects [see Data/. In animal reproduction studies, no adverse developmental effects were
observed with oral administration of montelukast to pregnant rats and rabbits during
organogenesis at doses approximately 100 and 110 times, respectively, the maximum recommended
human daily oral dose (MRHDOD) based on AUCs [see Data].
The estimated background risk of major birth defects and miscarriage for the indicated

population is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively
Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Poorly or moderately controlled asthma in pregnancy increases the maternal risk of perinatal
adverse outcomes such as preeclampsia and infant prematurity, low birth weight, and small for
gestational age

Data

Human Data

Published data from prospective and retrospective cohort studies have not identified an
association with SINGULAIR use during pregnancy and major birth defects. Available studies have
methodologic limitations, including small sample size, in some cases retrospective data
collection, and inconsistent comparator groups.

Animal Data

In embryo—fetal development studies, montelukast administered to pregnant rats and rabbits
during organogenesis (gestation days 6 to 17 in rats and 6 to 18 in rabbits) did not cause any
adverse developmental effects at maternal oral doses up to 400 and 300 mg/kg/day in rats and
rabbits, respectively (approximately 100 and 110 times the AUC in humans at the MRHDOD,
respectively).

8.2 Lactation
Risk Summary
A published clinical lactation study reports the presence of montelukast in human milk. Data
available on the effects of the drug on infants, either directly [see Use in Specific
Populations (8. 4)] or through breast milk, do not suggest a significant risk of adverse
reactions from exposure to SINGULAIR. The effects of the drug on milk production are unknown
The developmental and health benefits of breastfeeding should be considered along with the
mother’ s clinical need for SINGULAIR and any potential adverse reactions on the breastfed
infant from SINGULAIR or from the underlying maternal condition

(2024 =3 H 14 HWR)

FA—A KZ U7 D5%E : An Australian categorisation of risk of drug use in pregnancy
B1 : SINGULAIR® (MONTELUKAST SODIUM) Tablets and Granules (2021 41 H 13 HekzE])

BFE RO
B1 :Drugs which have been teken 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 not shown evidence of an increased occurrence of fetal damage

(2024 43 A 15 HEfA)
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KEOTSTE | 8.4 Pediatric Use

(2021 4E 6 A) Safety and effectiveness of SINGULAIR for asthma have been established in
pediatric patients 6 to 14 years of age. Use of SINGULAIR for this indication
is supported by evidence from well-controlled studies. Safety and efficacy
data in this age group are similar to those seen in adults [see Adverse
Reactions (6.1), Clinical Pharmacology, Specific Populations (12.3), and
Clinical Studies (14.1, 14.2)]
The effectiveness of SINGULAIR for the treatment of seasonal allergic
rhinitis in pediatric patients 2 to 14 years of age and for the treatment of
perennial allergic rhinitis in pediatric patients 6 months to 14 years of age
have been established and is supported by extrapolation from the demonstrated
effectiveness in patients 15 years of age and older with allergic rhinitis as
well as the assumption that the disease course, pathophysiology and the
drug’ s effect are substantially similar among these populations.
The safety of SINGULAIR 4-mg chewable tablets in pediatric patients 2 to 5
years of age with asthma has been demonstrated by adequate and well-
controlled data [see Adverse Reactions (6.1)]. Effectiveness of SINGULAIR in
this age group is extrapolated from the demonstrated effectiveness in
patients 6 years of age and older with asthma and is based on similar
pharmacokinetic data, as well as the assumption that the disease course,
pathophysiology and the drug’ s effect are substantially similar among these
populations. Effectiveness in this age group is supported by exploratory
efficacy assessments from a large, well-controlled safety study conducted in
patients 2 to 5 years of age
The safety of SINGULAIR 4-mg oral granules in pediatric patients 12 to 23
months of age with asthma has been demonstrated in an analysis of 172
pediatric patients, 124 of whom were treated with SINGULAIR, in a 6-week,
double-blind, placebo—controlled study [see Adverse Reactions (6.1)].
Effectiveness of SINGULAIR in this age group is extrapolated from the
demonstrated effectiveness in patients 6 years of age and older with asthma
based on similar mean systemic exposure (AUC), and that the disease course
pathophysiology and the drug’ s effect are substantially similar among these
populations, supported by efficacy data from a safety trial in which efficacy
was an exploratory assessment
The safety of SINGULAIR 4-mg and 5-mg chewable tablets in pediatric patients
aged 2 to 14 years with allergic rhinitis is supported by data from studies
conducted in pediatric patients aged 2 to 14 years with asthma. A safety
study in pediatric patients 2 to 14 years of age with seasonal allergic
rhinitis demonstrated a similar safety profile [see Adverse Reactions (6.1)].
The safety of SINGULAIR 4-mg oral granules in pediatric patients as young as
6 months of age with perennial allergic rhinitis is supported by
extrapolation from safety data obtained from studies conducted in pediatric
patients 6 months to 23 months of age with asthma and from pharmacokinetic
data comparing systemic exposures in patients 6 months to 23 months of age to
systemic exposures in adults
The safety and effectiveness in pediatric patients below the age of 12 months
with asthma, 6 months with perennial allergic rhinitis, and 6 years with
exercise—induced bronchoconstriction have not been established
Growth Rate in Pediatric Patients
A 56-week, multi-center, double-blind, randomized, active— and placebo—
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controlled parallel group study was conducted to assess the effect of
SINGULAIR on growth rate in 360 patients with mild asthma, aged 6 to 8 years.
Treatment groups included SINGULAIR 5 mg once daily, placebo, and
beclomethasone dipropionate administered as 168 mcg twice daily with a spacer
device. For each subject, a growth rate was defined as the slope of a linear
regression line fit to the height measurements over 56 weeks. The primary
comparison was the difference in growth rates between SINGULAIR and placebo
groups. Growth rates, expressed as least—squares (LS) mean (95% CI) in
cm/year, for the SINGULAIR, placebo, and beclomethasone treatment groups were
5.67 (5.46, 5.88), 5.64 (5.42, 5.86), and 4.86 (4.64, 5.08), respectively.
The differences in growth rates, expressed as least—squares (LS) mean (95%
CI) in cm/year, for SINGULAIR minus placebo, beclomethasone minus placebo,
and SINGULAIR minus beclomethasone treatment groups were 0.03 (=0.26, 0.31),
-0.78 (-1.06, —0.49); and 0.81 (0.53, 1.09), respectively. Growth rate
(expressed as mean change in height over time) for each treatment group is
shown in FIGURE 1.

Figure 1: Change in Height (cm) from Randomization Visit by Scheduled Week
(Treatment Group Mean = Standard Error* of the Mean)

- N wWwHOoO N

Change in Height (cm)

o
wW N =

1 T L) 1 T 1 T
8 16 24 32 40 48 56
Weeks on Treatment
#—a—# SINGULAIR 5 mg (n=120)
- — & —& Beclomethasone 336 mcg (n=119)
# B A Placebo (n=121)

DR 1
-19 -16 -8

*The standard errors of the treatment group means in change in height are too small to
be visible on the plot
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