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4. HEIDBERHTICHIIDREM
O hnEzER
SEFRE 58 TIWVI=ZTLh - RIVZFLTIR—FT1)VL)
RIFSM : 40£2°C/75£5%RH
R 6 v A

SUAIEE I BB, MSHER. WAL MRR EHER N, ERENER
swEE | en | X | BE | FRIE | e op | mm | EEOP
we | 0 | @ | o @ (5) (6) %
sEsaer | ms | ms | me | @e 97 we | 988
1A% | @& | - | @& | - 97 wE | 982
snA® | me | - | ma | - 97 we | 988
6»A% | me | @e | me | s 96 W& | 986

(1) B&EOMRF DI EEmTH %,
(2) LN OJREERIEE | KE 281~285nm. 325~329nm. 343~347nm KU 357~
361nm [ZRINDEB R 2R o



(3) EEME : FEWE A 1& 0.8%UT. TNLISOMEL DIEFEWEIL 0.1%LA T, EEYE
Gt (FERITHERT 28&ME C. D, E. F Z<) 2 1.0%TTH 5,

(4) SEH—EHER | HIEMEN 15.0%Z2BZ 720,

(5) 15 73fl, 85%LAE (7 VIUEiEES ~ U ¥ AR (1-200) 900mL. /¥ KL, 50rpm)

(6) 18 555\ a2L2EL. 30 531DWIEET L2HDNEED 10% AT TH 5,

(7) FBrED 95.0~105.0%

R EEEm AW IESHE (40°C. HHEE 75%. 6 » A) OfER. BEOHEIETIT
BWT 3 FHLZETHDZ LRI N,

O FEEFERE ORISR
BB
DREIHT 2 ZEERER : 40+1C, 3 1 F (B - REEH
@RI T B EENRER 1 25+1C/T5E5%RH, 3 »H GEX - B
@ITH T DR EMFER : IR 12501x « hr/25+1C/45+5%RH (25001x * &+ —L

+797 (79))
AERIEE IR, MR, B, EESER
ABRIEE 20N MR | EHEER (%) | EEHER (%)

piztiss (D (2) 3 (4)

AERBE AR R e e 99 99.6
1 »A% =2l HE 2zl 2L
O 2 7n A% =2zl e 2l 2L
3 AR’ =2l e =2l 2L
1 »A% =2l e 2l 2L
QiEE 2 7n A% =2l e 2l 2L
3 7 AR’ 2zl e 2l 2L
2501x « hr 2l Rt 2l 2tz
@t 6251x « hr 2Lzl g} 2zl 2tz U
12501x « hr 2L RES} 2l 2tz

(1) BEOMALA],

(2) g FEEWE A & 0.8%LT. TNLISOMEL DIEFEVEIL 0.1%L T, EEE
Gt (FERITHERT 28&EME C. D, E. F Z<) 2 1.0%UTTH 5,

(3) 15 73fl, 85%LAE (7 U)UEiEES ~ U~ AR (1-200) 900mL. /¥ KL, 50rpm)

(4) FrED 95.0~105.0%

ZEMEDFME [§EH - 17 )VAI DR TOREMHBRIEITONT (FH) Fakll &F
8 A 20 B IZEEEH S N/ FHERIEE OFHIEIE TR > 72,

. RABERVBREDZEMN
B4=19224%



6. ftRIEDEEEL WELFIZE(L)
) =AY

7. B
(EHZEEORELIE] ¥
[(BRRERDOAEMZNREETRT 1 R T S FEDO—HMWMEITONT CGEREEFR 02295 10
5 FE24F2H29H) ] TS,

B | BARES —MEBRESHERE 0% L)
pH1.2 | BAZES EHHBRS 1 W

pH6.5 | #®7z Mcllvaine OREER
50rpm

3 [OlEn %/ BRI pH7.5 7z Mcllvaine DFEER
Git e Sk

7K HAZEEF HEEK
100rpm pH7.5 7z Mcllvaine DFEER
ABRE : 900mL  BEROE : 12 Xyl

STE | Rk a5 T 1 —

- PR
oy | e e
BRI ASE & N7 BRI 551 2 THIEHIE D 1/2 OB
Hlo | FBERTELLES, RURESNHABRBMIC ST, SBRUH0
PELE | spaysth s A ) ISV R+ 9% DRI D0, XU £2 B8
BOMEH 53 LT 2o
Hes | EEBANE SNSRI ST, SBRMAID PEHE AR
o LT | EEROTSEH 9% .
BRI ASE & N RS RIS 551 2 TS HIE D 1/2 OB
H7s | FEMTELLESE, RUSE SNSRI S T, SBIAID
PREO | spigysihisp s sl ) SV R + 9% DEIEIC 5 D, X3k £2 B
BOMEH 53 LT 2.
K| BB 15 LIRS 85%LL ST B, X 15 41120
2 BRI O AT SR A A ) PVt + 1 5% DEERIC 2 B
BRI ASE & N BRI 551 2 TIEHIE D 1/2 OTIEH
100 H7s | FETTEELESE, ROSE SN SBERIC ST, SBAID
PR | eyt iAW R+ % DRI D0, U3 F2 B8
BOMEH 53 LT 2o




- FBRIGR

(50rpm. pH1.2)
100 .

80 |
£60 |

35{40

a0 |

0

—O— EXTIVAA MlKI4%IIG]
—o— RHERIA] (KL, 4%)

0 90 120

60
iSIETC:))

(50rpm. pH6.5)

100
80 —O0— EVTIVAA MIKI4A%IIG]

—~ —e— ZHERIA (HEKL. 4%)

260

4

%40

%90

0 Y e e —d

0 60 120 180 240 300 360
E (5

HERF R TH D 45 7 K0 120 7THNT, &
BB O A H SR DR HERA D I H =
+9%DEHINTH D, 12 BIFDEIX 26.7 T,
A R4 OHERLEITHES LIRD > 72,

HERKRTH S 360 TJITHNT, HEREA D
SEGVE R DR HERIA DNV + 9% D&
ENTHD. HA1 T4 > DHERETEEGL
tii’)/) f:o

(50rpm. pH7.5)

—O0— EXTIVAR MEKI4%IIG]

—o— RHERIA| (HBhL. 4%)

120 180 240 300 360
Wi (59

(50rpm. 7K)

—O0— EVTIVARA MIKI4A%IG]
—o— IEHEMUA (KL, 4%)

5 10 15
e (5

HERRTH D 5 0K 360 JITHBNT, #H
BREUAI D IV SR DR HE R ) ¥ HH =
+9%DEHENTH O, 2 BRDEIZ 24.2 T,
A RI4 OHEREEITHES LIRPr o7,

HERR TH D 15 DITHWTHEREANI T
85%LALBHL. 711 BT 1 > DHERLEITE
Gl

(100rpm. pH7.5)
100
—O0— EVT)VA A MiKI4%JG]

—o— RHERIA] (B, 4%)

£60

0 60 120 180 240 300 360
K (99)

HERRTH D 5 TITHNT, HBREAIDIN
B R DRHERIE O LI R £ 9% D &S
THO. f2B8DMEIX 30.0 T, A1 FFA1
DHEEEEITHEG Lo 7,




BEHEHOFELMEOHIE (HIEHR)

m TG (%)
oy | B s — s i
(min) (kL. Amg) (%/T/b%éjl\)?ﬁﬂi*ﬂ 4mg
45 13.5 417
pH1.2 | 120 253 52.6 N
£2 BISOE : 26.7
., | PHE5 | 360 39 246 S
5 23.9 67.9
pH7.5 | 360 346 53.4 ENC
f2 BAELODME : 24.2
x| 15 96.5 88.1 e
5 2738 62.7
100 | pH7.5 | 360 36.8 403 ENT
2 BAEDOE : 30.0

BRI FRERA OB HE OB ZHE Lz & 25, 50rpm DK TIFEEITES L7z
M. 50rpm @ pH1.2. pH6.5. pH7.5 XU 100rpm @ pH7.5 TIZEHEITEE Lo 7.
UL, EVEERREERE T 1 R o1 chW\W T, TRFHBRIC L 2ELMEDHIEIZ. EMEN
WKEETHD I LZBIKRT 25D TIERN] LEHINTND, SBRBADBEBHER L, FHER
BlDOWBHES SHELIL TN EHIEI N, BREMEIREZHER L 2L 25, MEAIDEY)

FRREEVER S N7z,
[VI. ZEYEEICEET DIEE -1.MHREOHR - fiEE (3) ERARSER TR S iz MHRE |
DIESH

[AHE RSN DE G 1]
T2 TIVAA MR 4mg [JG (&, BARRAERRSRITEDSNETIVAARF MY
LFERIDOBHFMSITEG L T\WD Z RSN TN D,

A | BE —REBiREtsEs OSNWR)

SREASLE O - 50rpm BB ¢ 77 VIUEEE S b U T LR (1-200)
i FBRIRE : 900mL

I WA 7ax T 57 4 —
BHREE | 15 9. 85%LLE

8. £MFHIRHERE
B2=19224%



10.

11.

12.

SRIP OB DRI

HE IE£7T)WVAANF YD LFEAL OERHBRITL 5o

SRR RIER | WE 281 ~285nm. 325~329nm. 343~347nm KU 357~

361nm (TRINDEAR 27T

HEIPOBMRDDEEE

BE €TV AANF VD LR OEBEHIZE D

WA 7ax N5 7 14—

paliii
ZHEL2WN

AT DOIREE D H D IRAEY)

£

™ A

(1-{[(1-{3-[1 B)-2-(7-z aaF /) >-2-1 )
ITT7 =)V 7 2 =2)VE32-(1-E FaFo-1-XF
WWIF)V) 7= =)]|7a ) AT 1 =)V A
FIVI> 7 a7 o))k

MEYE B
1-{[(1R)-1-{3-[12)-2-(7T-vaa* /Y
>-2-14 W)L T =)V 7 = =)V}-3-2-(1-k Fo
FY-1-XAF)ITF)V) 7 =)V 7)) A )V
77 2V AFIIVI a7 a )l )bk

g C .
(1-{[(AR)-1-{3-[(1R)-1-({[1-(HIWKRF> X F
V) a7 a WA FIVIAINT 7 =)V)-2-
(7-vaaF /Y- 2-0)V)TF )] T ==
V}-3-[2-(1-E FaF>-1-XF)VTF)V) 7 =
7T ANVT 7 )V AFIVE 7 aTa
V) BERE

HREME D .
(1-{[(AR)-1-{3-[(19)-1-({[1-(FIViRF> X F
V) ¥ r7a7a )V XAFIVIAINT 7 =)V)-2-
(7-voaF /Y r- 2-4)V)TF )] T ==
W-3-[2-(1-k FaFo-1-XAF)VTF)V) 7 =
V7T EN)ANVT 7 VA FIVE 7 aT T
BV Bl




13.

14.

S0

ERYEE

A1-{[((1R)-3-2-TEFIVT7 z=)V)-1-{3-
[(1B)-2-(7 -7 0m* /) »-2-1 ) T5 =)V]
7= )T a I AIVT 7 Z)VAF IV T
o7 o E)V)EEER

HEYEE
(1-{[(AR)-1-{3-[1E)-2-(7-v o F* /1
>-2-1 W)L T =)V 7 = =)V}-3[2-(1-AF )V
IT=)V)7 2=)V] Ta)V) AT 7 =)V A
FIVY> 7 a7 o))

ERDWMEIRESS - IMRNFHFRICBESICRIT DIER
B2=19224%

ZNfth
&AL




V. BEICETDIEE

1. EEXITEHR
KE IR

2. BiERUAE
#E. 1 &AL 6 BAREO/NRITIEETIVAA ML T4dmg (KA1 &) = 1 H 1 OERNIC
OS5 %,

| (1) thE. i, RS L 2FBEG ST, 2BERATLI L,
() HICRRETH B0, BEEESI (15900 AT 228, (BRELOER 0
! Ji=EiE))

3. ERFRAEIE
(D BERT—9INvr—
REER L
(2) ERERZNE
ZUERLRL
(3) ERPREIEHER
ZUERRL
(4) =V ER
ZUERLRL
(5) 125V BR
1) BEALILITRERSER
ZHUER L
2) LEEEHER
FZHBER L
3) R ER
ZHER L
4) BE - TRRERIEER
FZHEER L
(6) IBEAIER
1) EFARERE - HEERAMERER (FhRAR) - RSRFERERRGER (MIREERRGIER)
ZHEER L
2) EaRFEME UTERFEDABXISTEE U MR BRDBLE
B2=19244%



VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE
04 2~ ZURERBETEE (77 )07 A b KFID)

2. EIB{EH
(1) YEFESRMI - YEFtERS
TUWVF—=DAT 4 T—¥—D1DThsurabUxy (LT) ORBEKIZE, cysLT]1 %
k& cysLT2 ZBEMNH DH, AEL cysLT1 ZBEEEWFETH D . [REXMBITHN SN DY
(2) B 7= T DHERANHE
LR L
(3) YEFAFEIRIHRT - $5HuhRe
FZHEERL L



VI. EYEREICE T HIEE

1. MEEDHER - BIEE
(1) iaR LB mPiRE

ZEERRL
(2) zENTREERERR
RS T
r58 BE5IE Tmax(hr)
18 (BEXTIVAARELT4mg) MR EEREORS 1.6+0.3

(3) BRFREAER ClEER S NIcMPiRE
(EMZEHEEEEAER]
[BHRERDDOEMZNREETBRAT 1 R T4 EDO—ESUEITOWT (Eki24F2H 29 H

HEREEH 0229586 105) ] TS,

(Mean+S.D.,n=20)

T2 TIVAA MK 4mg [JG] LEFERFZ, 70A4—N—kicLvzhthlda (BT
WAARELUT4mg) BEMASFICHEREROKS LU CIERPRRIUGEREZHEL. 5
HNTEMERE/ VT A —F (AUC. Cmax) IZ2WT 90%ERXEEIT TREHEIT 24T > 748
. log (0.80) ~log (1.25) DO#HLEANTH . WA DEYZHREENMER S Nz,

\

SN AR

V7 S

(ng/mL)

350 -

300 -

[N}

U1

(@}
T

[\
o
o

150

100

50

-o— EVTILH R MK 4mg 1G]
—o— FEMERIA] (HKL.
Mean=S.D., n=20

4 mg)

<EMENRE/ N T X —5 >

HE#ORH (hr)

HE/NNTA—=F

AUC, 54 Cmax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)
EVTIVAA R
i Amg [JG) 1716£369 259.18+£35.07 1.6+0.3 5.5%+0.8
TRHESLA
(4. 4mg) 1841403 267.23£41.38 1.7+0.6 5.4=%0.8

(Mean=+S.D.,n=20)




MEFFRETONT AUC, Cmax FED/V7 X —F (3, HEREOBIR, (KROROEL - BEED
BT L > TRR DO DD Do

<[FIEEMHDHIERER>
AUC o4 Cmax
2 "HAIDEIHEDZ= log (0.9323) log (0.9711)
90%EFEX[H] log (0.8833) ~log (0.9840) |log (0.9246) ~log (1.0198)

(4) thE1m
FZHEER L
(5) BRE - HAREOTE
VI Z&M (ERLOFEES [T 2IEE - 7. HEER] DESR
(6) B&EH (REaL—23Y) BRICKDHBUICENAFABREEEER
FZHEER R L

2. RYNEERA/NS X —5

4

(1) Bt 7ai&
FZHEER R L

(2) RINEEER
B) =2V

B NAAPRAISEUT «
ZHEER R L

(4) HREEEL
fEERRRASS T

®’58 ®’E5HE kel (hr?)
1a (E¥7TIVAHARELT4AmE) MRHEOEORS 0.1278=%0.0172
(Mean=+S.D.,n=20)

B)YTUPSVA
FZEER L
(6) PThBE
ZEERR L
(7) MIREBFEER
b MIEREEKEERIZ 99.6% THD . EENZREDT VT I VRO a,-BRIEEESE D
IZ99%A EREET Do ¥

IRzUN
BRI L

ki

(1) & —BxREP &
B) =2



(2) Mm% —AaEERAF T @@ i

VI Z&M (EALOTES [TBYTSEE - 10. k. ERE, RARE\NOKRS] ODESR
(3) EitN\DBBITiE

VI Z&M (ERLOTEES [T SEE - 10. @ik, ER. ZARENDOKRS] ODESHR
(4) BERN\DBBITIE

FZHEER R L
(5) ZDfthDIFRNDFZITIE

FZHERR L

5. L3
(1) BB R UM R RS
B) =2
(2) KHICBIS D8R (CYPA50%) DDFiE
VI Z2t (EALEOEES) [TBEd2IEE - 7. HEFA] DESR
(3) VIEIEBMRDEERVZDES
B) =AY
(4) KB DFEEDEERU LR
ZEER L
(5) EHEABHMDREERI NS A —F
FZEER R L

6. HEt
(1) BEERI R UHERS
FIZHEFY
(2) HEitt=R
FZHEER R L
(3) HEtthEE
FZEER L

7. SV RAR—I—CEATDER
ZEERR L

8. BHSICL BIEE
BRAFR 2 L



VIl

x\- I]|I|

Zx2E (ERLOIXIESE) (CEIDIEE

ZEEABTEZNER
5=19224%

ERABREZNER (RRIRRZSD)

(22 (ROBEICIHHZE LRV E)]
FHNDRGHIx UEBIEDBIERED H 58 E

SHEER [IZHRICERE T DERLDIFEE ZDEH
B2=19224%

RiERUREICEET HER LT E ZTNIEH
V. RICEY 2IEE - 2. AERUHE] DESR

EEZSRSEZDEH
B2=19224%

ERREAIRE ZNERRULETSE

EEREFRNER

(1) AN, IREDBRFEIND T L, MEMNRIFICI Y o —)bINTWSHETHMkE L
THRAT 2 L5, &&. REZEXEZNIIROD T LBEYREFITHIFHAL T 2 &,

(2) FRNZKESHRRAL AT 04 FRIFLELZD, ITITRI > T\ OImERIFELERT HF
Al TIERVWDT, ZOZLFBE, REENZTNIRODFLEYREFITHIHAL TH
SREND %o

(3) [EXMBRBE KA 2GR, KR(E2ALEEIE. [ESHLRADDNEAT O Ml
259 2B D Do

(4) BRIAT 01 FEEZRZITTWLEE T, FAREICEIDATO41 FOBEZ I L5551
TRBEE T THRAIITD 2 &

O) FFREITI D AT 01 FitREZRELSLBE T, FAOKG2HIET 25513 FKR
BERDETNRHLDTEET DI &,

(6) E>TIVAA ML ORRERISHAS L TIERND, 5 DR, BREE. BRRUKRER
TEZEBTHERERPRESNTNDLDT, BEOREZTDITEET L L, ([ZDfthD
IR DIEZR)

(1) B> TIVARA NEAIZEDOA T b T AETAIERRH BRI 2 FIME RIEPTFEIERR
DMERZEUCT EDMEDDH D, TNHDIERIT. BECQEORAT O FEOEE - &
IERHTE U T\ D, AAIERRHE, FITHFERIREOMER RO LON., TR, FEL BT
. AORERE D ME RAER L{Iﬁﬁ“é t

(8) KA ST L DRRDVRD SNRNFEEITE, BRERBITOIDEELZVWE S ITERT
52 &,




(9) /NRTIE—RITERIERZF A DHENINE LD T, FAOKRSITEREL T, REEF TN
L. BEORBZT2ITHEL. REDRDOLNILEGITITEPLHCEIREITER T %D
BYIRMEZT 2L ITERZEEA D Lo

7. 1HE{EH
AENZ. F& U TEMREEERT 7 o—L4 P450 (CYP) 2C8.72C9 KU 3A4 TR# x5,
(1) HEBEREREZNDER
B=19244%
(2) HEFEEZNDEH
HEFE HBISEFETDIE)
HENZE SEREER « BB HE W - BEEF
7Tz /)N )VEY—)l ARIDIERMREET 28 | 7 /)Y —)US CYP3A4 %55
Fhhid D, BHL., AFOREIMEES NS,
8. EIWEMR
(1) BIfEARDIBIE
AN IFEFBSEA R FORIEFRIAEE AR & 2 5B ZFEML THRW,
(2) EXTSEIVER & FHBTEIR

BEAEWER (CIT. £ TEEAREH)

D7P+F7145%F>—
TFT74I7F—=NoobbdbIl ehHDHDT, BEEZT7ITTN. BENTDONZE
BITIIEB IS 2L VBT RABE 21T Z &

2) MEFE
MEFEDH 5ONDZ ENHDLDT, BIRETTITITV. BEENROOLNIZBEITITE
bk 52t LB RLEZITD 2 &,

3) BIRERTHR. TR, FTEEElEE, &E
BIERT 2. R, FHEEEE, SELAHOLNDZENHDHD T, BEEZ+IITITV, E
EOROSNTBE IS 2P IE UEYRUBEZITS Z &,

4) thEMRFEIRFEFMEIE (Toxic Epidermal Necrolysis : TEN). FREthRERAE (% 8f
(Stevens-Johnson fE(&8%) . SHAIHE
hEMRZIFERARIE. REGREIRERE. SAHMLHSONDEZENH DD T, HE
53TV, BEELRD 5N5EIT3RE 2 VBV RLEZTS 2 L.

5) M/JViRiREA
MRS (FIHBEIR : %638, BHIN. RABIMEOHIER) 2Ho5bnd I ehidd
DT ZDOXIBRIERDD SbNHBEITIZEEZTIE L, BYRLBEZITS Z &,




(3) ZDfthDEIEFA

RD & 5 IR LR DS HbNEBEICE. B5EPIET 54 CHILMEETS 2 L,
OB R B
B WO | 5. R B, FROFERZE

B, JEIR, BN E. AR, O, oF0, BERE (LUNE), R,
BHEER | ZRIEE, R, Wl IR BE, KREE. £ROET. ZEES. €
Nz, EEMEER

0F 0% 25 | FiAFERBRIEZSIE
HIE g R | DAL BR. BARR B, B0, IBE, @, ORK, HIEAR

BT & e RE. AST (GOT) EH. ALT (GPT) kH. ALP k&, v-GTP
ERF. BEVIVEVER
BB 1B R | HEBE2ESOHRE. BEETE

(038, PRI, MR, FREE. ZE. Bk BMMEREEN. REE, V7Y
Z O ft| &Y FER, HIER (BHEM, %15, BE, HERKR. B HE. #E6.
WA, 5. 8K

(4) IHEREFRAIRE RUERREERE &
ZEER L
(5) BigKE. SHIE. EEERUOFNOEESFERMINOBIFRRIRER
FZHEER R L
(6) EMP LILF - I DiFBRUHERE
VI Z&M (ERLOEES BT IEE - 2. WAL Z0OEA (REIERZE0).
- 8. Bt (3) TODOMDEIfEH] DIESE

9. BBENDIEE
B=19244%

10. $m. Em. RIBF\DES

(1) ISR L TS O[ReE D H i AITid. IBR EOBRmEL G2 EO S L Hlxh
LHEEITDARET D L, ERFTORSITET 222 T L THaW,, BN OTER
BITHNWTC, JHIRPIZE T IV A FEFIZARA U7z BE D 5 HA U7 RITHER AR
BEDA BN EDREND Do TNHDIEFDIF & A LIFHEIRF. DIk EIEERES RA
LTWeo BEXTIVARMRHAIE 26 DBZEORRBERIZASHITTNTHRN]

(2) FAHDRAITKRE T DB IERIIRET DI L, [EBVER (v ) THIHTHRADK
IMHREINTND]

(&) FAIOEARRE - AEE. 1 &L 6 mRimhNRITRH L TEXTIVAARELTIH
1 Bl 4mg TH %,




1. INREADIES

(1) 6 MALED/NRIZRH U TE, EXTIVAANF 2T 7)VEE Smg 2 1 H 1 BgtERIICHRS
52 &,

(2) 1 BeRiEDOAR. FER, BHERERITNT 2T TIVAA MBIDORZEME ML TH
2\ (BENTOEYTIVA A SEBEIDOFERREERDRN) .

12. ERRRBERRICKITTHE
B4=19224%

13. BEERS
B=19244%

14. BRLDER

(1) AAE. BBOFRIIONIDSTHERETE D,

(2) FRNZOREREAND D, AT —2 1 MEEDERSHNEY (BEHUT) SRETURAYT S
ZENTE D, FRAT—21#H (H5mL) OFEINI IR (BRLT) LEET
RAIS %2 &HTE Do ANAMRFRIIKR EDBRAM ZEEL TH LU,

(3) FANIHITARE TH 720, MADEMMNTE 2F THELRNWI & ZHMPNWEYL
IV XIHALRBEBES, RERTITEHIZ (15 7LIAK) RATSZ L,

(4) KNI RE TH D720, BHaELBRNI &

%

15. ZDDER

it AENME L 727 Z AR IRERREER 41 SHBRENRITHREBIT 21T o 1R, T TIVAA L
BRI 58 9,929 B 1 FlITH W TEREBORD 5NIDITH LT, 7 tihef 7,780 Flic
BVWTERTRITERD o2 o7z,

Fro. MAEDERL 727 F AR IRERRIER 46 SUBR 2 W ST EMNT 21T > IR, [TEAL
WCEBE T 2EE (FHR. SNBSS M. BT I)IVA A MERIRSE 11,673 Hid 319 4
(2.73%). 7" tREE 8,827 fild 200 Bl (2.27%) ITHENWTRDHNH, MEtENRERE
EF NPTz,

16. ZMDfth
B2=10244%



IX. FFERPREERICRI Y DIAE

1. FEIBEER
(1) EEEHE (V. ZHWEEICEHIDIER] 2R

(2) BIRBVZEIEHER
ZEER L

(3) R FIEHER
FZHEER R L

(4) ZDfthDEIEEER
FZEER L

2. SR
(1) BOlgSSHER
FAUBERR L
(2) RiEERSSMHHES
B2 L
(3) EIERESMHAER
VI Z&t (EALOEES) ([TBd2IEE - 10.86%. ER. RAFENDRE] OESR
(4) ZDfthD¥FkEH
ZHEER R L



X. EENEIAICE T DIEE
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HH B EENE
KEDWMXE |8 USE IN SPECIFIC POPULATIONS
(2018 % 12 A) |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.




HH B EHAH

KEDHRMXE |Data
(2018 £ 12 A) |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 events 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 effects on the
breastfed infant from SINGULAIR or from the underlying
maternal condition.

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/020829s
070s071,020830s072s073,021409s048s0491bl.pdf (2019/04/02 77 £RA) >
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ADEC : An Australian categorisation of risk of drug use in pregnancy | Bl

ZE . HEOBE

ADEC : An Australian categorisation of risk of drug use in pregnancy

B1 : Drugs which have been taken by only a limited number of pregnant women
and women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human fetus
having been observed.
Studies in animals have not shown evidence of an increased occurrence of
fetal damage.

< https://www.tga.gov.au/prescribing-medicines-pregnancy-database

(2019/04/02 727 1A) >



(2) /NRICBE T 2¥BoHEH
FHICH T LEMALOER VNREADKRS ] ODHDLHIUTDOEED THO ., KEDHRNM

NELIFERD,

(EALDFEE] INREADERS]
(1) 6 MUALED/NRIZH L TE. T TIVAANF 27 7)ViE Smg %Z 1 H 1 OIgEERTITH

5952¢&,

(2) 1 B FR, #ER, BEAERERICNT 2T TIVAR MEHAIOZ 2L T
WL (ENTOESTIVAA MEEIDOERBERNZN),

HH B SEAE
KEDHRAMAE |8 USE IN SPECIFIC POPULATIONS
(2018 £ 12 H) |8.4 Pediatric Use

Safety and efficacy of SINGULAIR have been established in
adequate and well-controlled studies in pediatric patients with
asthma 6 to 14 years of age. Safety and efficacy profiles in this
age group are similar to those seen in adults [see Adverse
Reactions (6.1), Clinical Pharmacology, Special Populations
(12.3), and Clinical Studies (14.1, 14.2)].

The efficacy 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 is supported by
extrapolation from the demonstrated efficacy 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)]. Efficacy of SINGULAIR in this age
group 1s extrapolated from the demonstrated efficacy 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. Efficacy 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)].
Efficacy of SINGULAIR in this age group is extrapolated from
the demonstrated efficacy 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.
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KEDRMNE
(2018 ¢ 12 H)

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.

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/020829s
070s071,020830s0725073,021409s048s0491bl.pdf (2019/04/02 77 £RA) >

HH B SEAE
#EDO SmPC  |4. Clinical particulars
(2018 F 10 H) |4.2 Posology and method of administration

Paediatric population

Do not give Singulair 4 mg granules to children less than 6
months of age. The safety and efficacy of Singulair 4 mg
granules in children less than 6 months of age has not been
established.

5 mg chewable tablets are available for paediatric patients 6 to
14 years of age.

4 mg chewable tablets are available as an alternative
formulation for paediatric patients 2 to 5 years of age.

< https://www.medicines.org.uk/emc/product/45/smpc/print (2019/04/02 7

7vR) >
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