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—)l. fEEt)o—A, e RoF>o)b)lo—R, KE#HEEL FoF> o

rva—2, 7azxh)Aia—RAF M)A ATTY VB2 7N E7aAo—2A,
iLF5 >, 77, ZZBtgk, EE="FtE. Lo a7y

(3) Zfit
ZHE L0

3. B&EAL ZFIDDHEICH T DIES

B=19244%




4. HEIDBERHTICHIIDREM
E2TIVAAME S Mg [JG
O hnEzER
BEREE . PTP/7 )V o —ak
RESEM : 40+1C/75+5%RH
R . 6 » A
AERIEE - MR, HEERERER. MR, HAT—MEHER. BHER. =i

MBUEE | MR | MR | MEMm | oL | WHDER | EREER
o (1) ) 3) 4) 5) (6)
e e e 99 99.3
1 »B% | e — e - 99 995
3, H% | e - e - 99 99.6
6 A% | @a | aEs e e 99 98.9

(D) BBZWKEEHED 7 1 )VLa—T 1 V75 TH Do

(2) LA R EERIEE | R 281~285nm. 325~329nm. 343~347nm KU 357~
361nm ([ZIRNDOBK 2R,

(3) e  FERWE A 13 1%L, HeWE B & 0.15%L4 ., EegmEast (FREHIT
Hk3 2888ME C. D. E. FZ&<) Z1.2%UTTH 5,

(4) EEF—MHE  HIEMED 15.0% %220,

(5) 20 578, 85%LA L (T 7V )VEREEF U w7 L¥E#E (1—200) 900mL. /¥ F)UE, 50rpm)

(6) FRED 95.0~105.0%

REaAERE AW EAR (40C, HMEE 75%. 6 #A) DR, @EOHEGE T
BT I EFE-MLZETH D Z LRI TNz,

O 7V Eo—FREROZEEHER 2
aEJPRE : PTP ¥ — b
ABRSRAT
ORI DLEMHER : 40£2C. 3 »R (B
QIBEITH T DL EM SR : 2512 C/75+£5%RH. 3 » A GEY6)
@tiTH I R EMEFER | #HE 120 /7 1x - hr/25C (20001x)
FBRIEE IR, MUEFER. EHEE EE5ER. EE

s EHRE | cEABR e
BBEE ek | sEats | P o N
s 1) 2 3) @) )
SERBILIE e Ha 08 98.2 128
® 4 E AL EE A
E% 3, Atk e e 08 97.3 99




e GHRR | R i
HETEE Ktk MERE o o S
I (1) @) 3) (4) 5)
200 e e 97 97.8 114

ox| 207 HE A 96 96.9 117
1207 He S 95 95.3 119

(1) HDWIREBEMED T « )V a—T 1 VT TH 0

(2) FieWE : FEWE A 13 1% T, BEEWE B I3 0.15%MU T, EeEast (R
k9 o EME C. D, E. F 2F&<) 3 1.2%UTTH 5,

(3) 20 73l 85%LAE (T U)UERER S b U~ AR (1—200) 900mL. /¥ RV, 50rpm)

(4) FED 95.0~105.0%

(5) ZE{E

O WEERE TORE IR ¥
B -
OREICH T BREMMER : 40£2°C. 34 A GEY - SEBER)
QERICHTT 2REMREA : 25+21C/T5E5%RH, 3 4 A GEX « B0
@YelTHi T D RIEMERER | IR 120 5 1x - hr/257C (20001 * SUHEE)
ABREE R, MERERR, B EEHR. BE

; o Eias | EEREB e
SEEE EAR SRR o o o
it D @ 3) @ (5)
SEARAES e e 98 98.2 128
e | 3R | EEL e wEL | BEL | BlsL
| 3nR® | mmL | ws | mal | msl | RS0
SO0 | menL | omes | EfsL | EaL | sl
W 607 | " BHD |
k| 00 | mmL | mms | msL | S0 | mtmL
1205 | N BHD |
V0T menL | omms | mesL | BEE0 | mesL

(D) BDWKEBRED T 4 )V La—T « VT TdH %o

(2) JFiEmE : FJRME A & 1%L, FEEWE B & 0.15% ., EgmEast (RFEHIC
k9 28@WE C. D, E. F 2 <) 3 1.2% T TH D,

(3) 20 7M. 85%LLE (T 7V ILHiEES b U~ A (1—-200) 900mL. /¥ KV, 50rpm)

(4) FED 95.0~105.0%

(5) ZE(E



ZEMDFME [§EH - 17 )VAIDEaERE TORENFHBREITONT (FH) Fakll &F
8 A 20 B IZTEEEH I N/ FHERIEE OFHIEIE IR > 7z,

EYTIWVAXRE 10mg [JG
O© nEzER
TERE  PTP/7 )V Eo—adk
BRIFSEM  40£1°C/75+£5%RH
REEHRT 6 » A
AHEBRIEE - MR, MEERERER. fMEEER, HART—MEHER. BHHR, =ik

MBIEE | MR | EREUR | MR | O | DpE | EREER
mE | O | @ 3) @ (5) 6)
e | ma | oae e e 98 100.1
1»A% | E@a | - e - 98 99.3
3xAk | me | - e - 99 99.5
6% | ma | as e e 97 99.3

(D) BHBWKEEMED 7 )W La—T 1 V75 TH o

(2) LRI EERIE | R 281~285nm. 325~329nm. 343~347nm KU 357~
361nm IZRINDK 27T,

(3) EE  FERWE A 13X 1%L, HgWE B & 0.15%L4 ., EgmEast (FREHIT
Bk 283ME C. D. E. F Z2&<) Z1.2% U TTH 5,

(4) EE5—HE - ¥IEMED 15.0%Z B2 20,

(5) 20 73/, 85%LALE (VU RS b U 7 L (1—200) 900mL. /S KL, 50rpm)

(6) FRED 95.0~105.0%

REaAZERE AW NEAR (40C, HMEE 75%. 6 #A) OfFER. @EOHEGIE T
BWT 3 FHELZETH D Z LRI N,

O 7 )V Yo —RE®ROLZEEHHER ¥
ARG
ORI DZEMHER : 40£2C. 3 » A GEX - JEE)
QBT DLEMHER 1 25£2C/75+£5%RH. 3 » A (&Yt - B0

@Iz H T B L EERE: - LB 120 75 1x - hr/25C (20001x - SEER)
SBAIEE - PR, MRS, EHITE. R, B
. G | R e
BRI E MR B o o e
e 1) 2 3) @) 5)
SABABEIG e e 100 99.7 159
?D.% 3 »H® | Ea e 99 100.3 144




e B | cEsE® | @m
CUSEE i | st | Y o e
i (1) @ 3) @ (5)
| 3nR® | Es e 99 99.6 122

607 | o .
S50F 1 me e 99 100.2 143

ok 120/

1205 e 1 98 98.2 135

(1) HDWIREBEMED T « )V a—T 1 VT TH 0

(2) FieWE : FEWE A 13 1% T, BEEWE B I3 0.15%MU T, EeEast (R
k9 o EME C. D, E. F 2F&<) 3 1.2%UTTH 5,

(3) 20 73l 85%LAE (T U)UERER S b U~ AR (1—200) 900mL. /¥ RV, 50rpm)

(4) FED 95.0~105.0%

(5) ZE{E

O EEFIRE TOLEM SR ©

ABRSRAT
ORE I T DLEMHER : 40£2C. 3 »A GEX - JES)
QEE TN DL EMHER : 25£2C/75+£5%RH. 3 » A GEY¢ - B0
@ITH T R EMFER | HIRE 120 5 1x - hr/25C (20001x « KUEEER)
AERIEE IR, MRS, R, EESER.

e ] Al | EEER T

HEATEE AR e o o o

I (D) @) (3) 4) 5)

SHEAPAIARS e e 100 99.7 159
e | 3R | EEL e maL | EAEL | Bk
| 3nRE | mmL | ws | msl | mtsl | EEED
200 mnL | omes | maL | BeL | EfaL

%

12057 memL | omes | ERL | EfBL | EfsL

(D) BHBWKEEMED 7 4 )W La—T 1 V75 TH %o

(2) FEizE  FEBRWE A 13X 1%L, HgWE B & 0.15%L4 ., EgmEast (REHIT
Hk3 2888ME C. D. E. FZ&<) Z1.2%UTTH 5,

(3) 20 438, 85%LA L (T 7V IVEREEF U o L¥E#E (1—200) 900mL. /¥ )V, 50rpm)

(4) FRED 95.0~105.0%

(5) Z3EE

ZEMEDFME [§EH] - 717 )VAID AR TOREMFHBRIEITONT (FH) Fakll &F
8 A 20 B ITEEEH S Nz ZHERIEE OFHIEIE IR > 7z,

_9_



. RARERVBREDZEMN
B2=19224%

.l EDESZEL (MIELFRIR(E)
ZUER 2L



7. Bt

LA ZEH DORELIE]
ETIVAHANE D Mg [JG] 7

[BRRERRBOEYZHRIEUETBRT I N4 VEDO—HREITOVWT FEREER 0229% 10
5 YR 24FE2H29H)] ITH5,

SEAE | HARES —RRREEHREE (% PV
PH1.2 | BAEES Bsths 1 %
pHb5.0 | #®»7z Mcllvaine DFEEIR
_ EEssmE | " | pHes | @b Mcllvaine OEER"
SRS

7K BAEF BEK
100rpm pH1.2 | BAEF BHEESE 1K)

FBRRE  900mL  FEREE - 12 Xy )b

TR

Wiz ax 757 1 —

KBRS 2 WEEH L 28546, BIEXNEYDOBHREDE TEHEHNEN T R Uz, —
. H7z Mcllvaine ORBERZEH L 72568, BHEHORDBINZ S5N72720, RERERIC
BWTIL. BTz Mcllvaine OfEE®R ZHAH L 72,

. M|EEYE
oy | e R
FEERIE AN X N 7= SRBRIE NI 3515 B TSV R D 1/2 DA
Ho | RETTELAES, ROSES NSRS T, SR
pHil. STAEYE B SR AR O AV HE R + Q% &I 4 B, XU £2 B
BOMED 53 LI ETH Do
Heo | RESNEBBIEIC ST, SBRMAIOTE I EENA O
pHo. IV HIER + 9% D &I 3 Do
50 EERIR AEE X N - RERESREIC 51T DR 1/2 OFEEH
Heg | FAMTEULES, RUE SNSRI ST, HBRLAID
PHO. STAEYE B SR AR O GV IR + Q% &I 4 B v, XU £2 B
BOMED 53 LI ETH Do
IEERUH| D TIIVE RS 85% R & 72 B4R I BT, B
7K F| DALY HER A EEHE B OO ISR + 1 5% &R h 2, XU
£9 BERLODER 42 LI_ETh o
EERIE AR X N - SRBRIS I 3513 DTSR D 1/2 DA
100 Hlo | BERTELLES, RURESNABRBEICSNT, SBRUH0D
pril. STAEYE SR AR O A HH 2R + Q% &I 4 B 7, XU £2 B
BOMED 53 LIETH Do




- FBRIGR

(50rpm. pH1.2)

(50rpm. pH5.0)

100 | o EVFIAAMESmE [JG 100 o EVTIVHA MESmME [JG)
30 —eo— IEHERIF (§EAI. Smg) 30 —eo— IFHERIA| ($EAI. Smg)
g 60 | g 60
fa0 | % 40
Moo | 20
0 | . ) | () fee-e-—e—=0 £ 3 @ @ 9
0 30 60 90 120 0 60 120 180 240 300 360
Rl (99) A (99)
HIERRTH D 30 KU 120 731THNW T, 81 | HIERR TH 2 360 FITHNT, HEREAID

ERBURI D S HIE H R HIEHEBIF 0D SEE H K
+9%DEHIZHD . HA1 K71 DY ERME
c:i@ébf:o

IV R HDRHERIA D TGS R + 9% D&
FicHD. A FI1 COHERETHEE L.

(50rpm. pH6.8)

100 | —o— EVTIVAA MEBME [JG
80 | —e— EHEEIAI ($EAI. Smg)
X
~ 60 |
H
3 40 |
K
20

0 60 120 180 240 300 360
e (9))

(50rpm. 7K)

100 +
;\3 80 |
{;; 60 |
3 40 +
i _

20 L —o— EVT)VAXA MESmg [JG

0 —eo— 1FHESUAI ($EAI. Smg)
0 15 30 45 60
K (99)

HIERERTH S 15 7KV 120 FITHNW T
FHEREIA D SYE HRDEHRE BRI O FIGE H R
+9%DEHIZHD . HA1 K71 L DHIERME
525@@[’ L/f:o

HIERRTH D 15 7ITHN T, HEREA D
S R D ERIERIF DG R £ 1 5% D & FH
ZHO. HA FI1 OHEREITEE LTz,

XOBHEE R T ERED U7z, K (120

(100rpm. pH1.2)

100 + —o— EYTIVAA MEbmg [JG]
.80 —e— IZHEBIA] ($EAI. Smg)
S
g 60
3 40
%
® 20

O . ! - J
0 30 60 90 120
BFE (99)

HIERFRTH D 15 9RO 120 FITHNT, A
BREIK D S VE H R D IEHE R O I3 HER
+9%DEFHIZH D, HA RT7A1 DHIERLE
IZ#EE U7z,

77) FTOHR THEHEF 2] 72,




BEHEHOFELMEDOHIE (HIEHR)

T (%)
@$ﬁ§& ZPESY *”ﬁﬂ§)\£\\ . é ¥ 13 Hl==1
(cpm) | PHE | nin) il Sy SR
30 17.7 18.4
pH1.2 HE
120 38.5 324
=0 pHb5.0 360 1.6 2.6 i
, 15 8.8 13.8
pH6.8% e
120 10.5 12.6
7K 15 81.9 82.5 i
15 23.6 24.5
100 | pHL.2 e
120 48.9 43.8
KBHZEEDREMNT LR Uicfzd, K (120 47) F TOHR TEHES ZHR L 72,
* e

BRI & FERA OB HES OB ZHE L2 & 25, WINOHEBRFFITENWTE [1#RF
EEROEMZRRFETBET 1 R 71 2] OHEREITHES L T\,
PAE& D, HRERF & HBEA OB HES OFELMEIHER S iz,

ETIVARRE 10mg [JG] @
[BRERROEYZREEERBR S 1 BT 1 VEO—HREICOWT (EREEHR 0229 % 10
5 WRN24F2H29H)] IR/,

BT | HAEFS —RaBEEnEbs OSYFuR)

pH1.2 | BAEEY; BHHEESE 1K

50rpm pH5.0 | E®7z Mcllvaine OREEWR

[OlER %L/ FHER TR pH6.8 | E®7z Mcllvaine DFEER*

K BAEFG BEK

100rpm | pHI1.2 HAEREY; BHHEERSE 1’

ABRRE : 900mL  EEROE : 12 Xvw )b

SE | RiEZa~x T T 40—

KBRS 2 WAEA L 256, HIENSYDOBREDFE CHHEHMENT LB Uiz, —
7. #¥7z Mcllvaine OEERZER L 725G, EHESOWD B S iz/zn, RelkiT
PNTIE. BTz Mcllvaine OREERZERAH L 7z.

ARG




- HIEHEE

Eﬁﬁi& =: N Mz == ¥
(rpm) AIBR IR e 2 LE
IEHERIA WE S N 72 BRI 12 B 1T D BFEHERD 1/2 OFEFEH
H1.2 RN EURER. ROFRE SN BRI W T, HBREAI D
Pt SEPE HERDEHERIF DO MNIFEHER 9% DEIHITH 7, XUk £2 B
HOEN 53 L ETH 5,
HE5.0 FUE XN BRI R IT W T FBREA DS VS H =R VR BRI DS
PO YIVEHER £+ 9% DFIFICH Do
50 EEEBUR A RAE X N 72 RIS 5510 2 IR HEE D 1/2 DTG
H6.8 AN EHERRR. ROBRE SN -3HBRRR I W T, aBREAID
pHb. SIS R DR HERIF DO SIPEHE T 9% DEHHITH D0, X f2 B
BOMEN B3 L LETH 5,
EERIR DIIGIEHEED 60% KU 85% 1 & 72 2@ %72 2 FFRITH
7K W, FRBREUAE D SEIGE HER D EERIF O SEIVE HHER £+ 1 5% D #F 12
HDh, XIFf2EBEHDEN 42 U EThH D,
EEHERIR AVARE S N7z aR BRI 12 &6 17 2 ST HERD 1/2 OIS H
100 H1.2 K2R EHAREEFR, RUBE SN BREHIc SN T, SHBRER 0
Pl S R OERERIF DO SITEHE T 9% DEHHITH D0, XiZ 2 B
HOEN 53 L ETHh 5,
- FHBAGR
(50rpm. pH1.2) (50rpm. pH5.0)
100 | 100 -
—o— EXFIVHA hE1Omg [JG —o— EXT)IVAAMELOmg 1JG)
~80 e EMESE (EHl. 10mg) .80 ¢ —e— R (5EAI. 10mg)
X X
=60 ¢ £ 60
Ra0 | % 40
0 J . . . ) fReS——0—6—@6¢ % 8
0 30 60 90 120 0 60 120 180 240 300 360
KR (99) ke (99)
HIERRTH D 20 7K 120 73THNWT, 8 | HIERER TH D 360 THNW T, HERAID
BREUE DN ITVE H B DR ERAF O EIGE HER | SIS HENEERE O IEHE T 9% DE
+9%DEHITHD . A T4 OHEREE | FITHD. 1 FIA COHEREEITESG LTz,
IZEE L7z




(50rpm. pH6.8)

(50rpm. 7K)

100 —o— EVFIVA A RE1O0mgE [JGJ 100 +
% 80 —e— HEMERIE| ($%Hl. 10mg) < 80 o o
— 60 + ~ 60 -
3 40 3 40 | —o0— EXTIVAAMELIOmME [JG
Kl Ko EmREBIE ($EHI.
X 20 80 | — e EEMERUA| ($EHI. 10mg)
O [ 3 1 1 1 O 1 1 1 J
0 60 120 180 240 300 360 0 15 30 45 60
R (59) R (49)
HERR TH D 15 K0V 60 FIHNWTH 3 | HIERSTHS 10 i\ T, HEREF DF

BRELA D SEIVE HER HAEHERIF D SFIGWE I =R
+9%DEHEITH D . /A BT > DHIERLE
c:’_i@ébf:o

S R DM ERIERIA D G R £+ 1 5% D &
WToHoT, F2B8IE 42 A EERD, A4
R A > OHEREITHES LTz,

KIBHEFDRNT EFD Lz, K (60 7)) FTOHER THELES 2HERL .

(100rpm. pH1.2)

100 + o EVFIVHA FE10mg [JG)
80 | e fEEESE] ($E7L. 10mg)
S
%60 .
3 40 +
Kl
Lo |
0 1 1 1 J
0 30 60 90 120
e (99)

HIERRTH D 15 7K 120 73i2BW0W T, 3
BREIR D S H R DN EHE SR O B HEK
+9%DEFHIZH D, HA RT7A1 v DYIERLE
IZEE U7z,




BHEHOFELMEOHIE (HIEHR)

SR (%)
EHER | wopege | MRS ‘ B— e
apm) | P i) e e onnarm |
(#EAl. 10mg) 10mg TJGJ)
20 11.1 19.4
pH1.2 e
120 245 31.1
pH5.0 360 1.3 3.7 e
| 15 9.5 13.7
50 | pH6.8* e
60 10.6 135
10 50.2 78.3
x 20 85.0 80.1 e
£ B8 : 54
15 23.2 23.3
100 | pHL2 e
120 40.0 36.2
SEHERA RS WD Ui, A (605 & TORB THEMENEHEL -,

BRSA & EERIFI OB HES OBLMEZHE L 72 & 25, WTNDOHBERITE VTS [#HF
ERGBDAEMZNEEEHERA 1 F T4 2] OHEREITEEGL T\,
PLE& D, FHERFE & HBREA OB LS OB R S Nz,
[NEREHREANDBEE ]
ETIVAABE Smg [JG] RUEYTIVARXME 10mg [JG] 3. BAREFHERRBERIT
EOONTZETIVAA N D AFEOBEHRBITEEG L T\ Z LRI N TN D,
BN | BE —meBRRELEsEE 0NNV
Bt | [Os% - 50rpm B : Y VIVEREES MY T LR (1-200)
B E . 900mL
STE | RO N5 74—
BHRS  | 20 o8, 85% E

. EYSHEERE
B2=19224%

. AP OBEM DiERERIE

HE £2TIVARXNF MUY LHE] ORZRFHBRITE S,
ELNOTRIEDCERIE | R 281~285nm. 325~329nm. 343~347nm KU 357~361nm
IR DA 2789 o



. HEIPOBIMD DEE:
BE IE£XTIWVAANF VT LR] OEBEITL D,
Wik ax b 757 14—

i
B=19224%

. IBAY DTREEDH DIRHY)

£ EE

EEYE A

(A-{[(1-{3-[(1B)-2-(7-Z7maFx /1) >-2-1 V)
IF V|7 2 =V-32-(1-k RoFo-1-AF
WIF)V) 7= =)V]7aE)) AT 1 =)V A
FIVY> 7 a7 ab)l)ErEk

HEEME DB .
(1-{[(Q1R)-1-{3-[12)-2-(7-7aa* /Y
>-2-14 W)L T =)V 7 = =)V}-3-2-(1-k Fo
FY1-AF)IITF)IV) 72 =)V 7)) A
77 2V AFIIVI a7 a )l )bk

HRYE C !
(1-{[(QR)-1-{3-{1R)-1-({[1-(HRF*¥ X F
V) ¥ o7a7a )X FIVIAIVT 7 =)V)-2-
(7-7ooa* /Y r- 2-4)V)TF)IV]| T ==
V}3-[2-(1-B RFaF>-1-XAF)VTF)V) 7 =
VT aEN) AT 7 Z)VIAFIVY 7 a7
V) BERE

Mg D
(1I-{[(QR)-1-{3-[(19)-1-({[1-(ZINVKRF > X F
V) a7 a )V AFIVIAIVT 7 =)V)-2-
(7-vogaF /Y r- 2-4)V)TF )] T ==
V}3-[2-(1-E FaF>-1-XF)VTF)V) 7 =
V7O EN) ANV T 7 VATV 7 a7 a
V) BERE

HERVEE :
(1-{[(1R)-3-(2-T&F VT = =)V)-1-{3-
[(1E)-2-(7-Z7aaF /) >-2-1)V)TT =)V]
7=V a I AIVT 7 Z)IVAF IV T
o /o b)) FEER




13.

14.

S0

HEYEE
(1-{[(AR)-1-{3-[1E)-2-(7-v o F* /1
>-2-14 W)L T =)V 7 = =)V}-3[2-(1-AF )V
IT=)V)7 2=)V] Ta)V) AT 7 =)V A
FIV} 7 a7 a)))EEEE

ERDWMEIRESS - IMRNYFHRICBESICRIT DIER
B2=19224%

ZNfth
&AL




V. BEICEIHIEH

1. WEEX(IEHR
K[EZME. 7LV -ERL

2. BiERUAE
(GRE
BE. BARIEZETIVAANELT10mg 2 1 B 1 BIHERITRORS T 5,
(T VIVF—HBR
WE. BARIEESTIVAANELTS5~10mg %= 1 H 1 OgEERNIITEORS T 5,

(R - FRICEET BEA LD

D) FBYTIVHARNT AL T—T 4 U TEEITTEYTIVAA DT 27 7IVEE & EWFERICEZET
FWzd, BEVTIVHANT 4 )V —T 1 VT 8E Smg LT TIVAA NF 277 )VEE
Smg % ZH ZHEEIZRRI LN Z &,

(2) SETBWEROT L)L — B % 2 &0 L A5 S EZREDBED 120 DA ES
IZiE. EXTIVAARELT10mg 2 1 H 1 BEEERNIITREOKRE TS &,

3. ERFRAEIE
(D BERT—9INvr—
REER L
(2) ERERZNE
ZUERLRL
(3) ERPRFIEHER
ZUERRL
(4) ZFFEER
ZUERLRL
(5) 12V BR
1) BEALILITRERNEER
BRI L
2) LEEEHER
FZEBERL
3) ReMHER
ZHER L
4) BE - TRRERIEKER
FZHEER L
(6) B EAER
1) EFAMRERE - (HEEAMERER (FhIRER) - RSRFGTERERRGER (MIREERRGIER)
FZEER L
2) EaRFEMFE UTERFENDABXISTEE U MRERDBLE
B2=19244%



VI. EFEIEBICE I DIRE

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

2. EIB(EFR

(1) YEFESRMI - YEFtERS
TUWVF—=DAT 4 T—¥—D1DThsurabUxy (LT) ORBEKIZE, cysLT]1 %
k& cysLT2 ZBENH B, AL cysLT1 ZBREWETHD ., [EZMBRLT LIVF—
HERIZHAWSND, 9

(2) EWZETT D ERAAE
BRI L

(3) {EFHRIRIGRT - FrctsR
FZLERIR L



VI. EYEREICE T HIEE

1. MEEDHER - BIEE

(1) AR LB R MR
BRI L
(2) B MR EhESR
RS T
S| 58 #575% | Tmax (hr)
EVFIVAA R 1 5% SR 37419
$t 5mg [JG (EVFIAARELTEmE | BOHRS L
% 10mg [JGI (E>FNVHARELT10mE) | EOKS o

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

(3) ERFREER ClEER S NI MRE

(EMHE < EEER]

TV TIVAA M Bmg [JG] 10
[ RERRDEMZNEEEFBRT 1 R4 ED—HREITONT (P24 2H29H
EEEEH 02295 105)] /XS,

ETIVAARE DM [JG] SEERAIZ, 7OX4—N—KIZLDENETN ] §E (E>T)IV
AANELT5mg) BERMASFICHREREEOHRS L CIEEPRECERREZREL. 85
N7-EYERE/NT A —% (AUC, Cmax) 122\ T 90%EHEXMEEIC TRETF#NT 21T > 72 /&
R, log (0.80) ~log (1.25) QO#HENTH . MHIDOEMZNRFEEI RSN, 10
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HENT A=Y

AUC .44 Cmax Tmax Ty
(ng-hr/mL) (ng/mL) (hr) (hr)
EVFIHAL | 2160.00+ 276.66+
% 5mg [JG) 447.75 60.43 3.7+1.2 46+0.5
TEAESIA 2148.17+ 270.33+
(%8, 5mg) 585.33 68.60 32+1.3 4.9+0.7

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

MIFP@ETOIC AUC, Crmax %035 X —5 |3, BREDBR, ORI - BRSO
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HREFEF 022958 105) ] TS,
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LNTEMENRE/NT A —F (AUC, Cmax) [ZDWT 90%EHXEREIT Tiat#iT 21T > 7248
. log (0.80) ~log (1.25) DO#HLEANTH O . MWAIOEMZNREE BRI N/ 1V
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<EWENEE/ ST R — 4 >

HENFT A=Y

AUC 94 Cmax Tmax T/
(ng-hr/mL) (ng/mL) (hr) (hr)
EVFIHAL | 3569.62+ 477.00+
% 10mg [JG) 908.25 155.70 3.3+1.2 4.7+0.5
it | 3639.18+ 497.91+
($Hl. 10mg) 776.90 123.18 3.8+1.5 4.4+04

(Mean=+S.D.,n=20)
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AUC .94 Cmax
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(4) =1
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11.

12.
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DHIRRICENT, EiRFIZETIVAA MBI ZRAL7ZBE»SHAEURHERIC
FRUETRETENA DN EDREDNDH Do TNODHIRDIF LA LIFEIRF. D
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et ELEAE
KEDEFIE | 8 USE IN SPECIFIC POPULATIONS
(2018 12 8.1Pregnancy
A) * 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
hum?n daily oral dose (MRHDOD) based on AUCs /see
Datal.

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.
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KEDRME
(2018 F 12
A) *

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).
8.2Lactation
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
SINGULALIR or from the underlying maternal condition.

X 1 < https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/0208
29s070s071,020830s072s073,021409s048s0491bl.pdf > (2019/4 /8 7

7tR)
(=2 +Z V755
pag
ADEC : Pregnancy Category
(An Australian categorisation of risk of drug use Bl
in pregnancy)

5E | DR
ADEC : Pregnancy Category
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.

(2) /NRICBE T 2¥BIHEH
FHICH T LEMALOER VNREADKRS ] ODHDLEHIUTDOLEED THO ., KEDRNM
NELIFERD,

[(EALDFEE] NEEADEZS]
<&KEXImE>
(1) 6 A ED/NRIZH U TE. B TIVAAMF 2T 7)VEE Smg % 1 H 1 EIFHERTIC
®’E595HZ L,
(2) 1 AL 6 BeRimD/NRITH U Td. £ 7))V A MR 4mg 2 1 H 1 BEEERTIC
&5 L,
(3) 1 A DFLIR, #HER, BEAERERICNT 2T TIVAR MEHAIOZ 2L T
Wiy (ENTOE>TIVAA MEBIOFEREBRNZN) .
<TUIVF—MHELK>
INREEIZX S 28T IVAA NEBIORZEMIZMELL THRWN (ENTOESTIVAR ~EE]
DEEFREBRDRN) o

B EEAE

KEDOWAE |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 is 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.

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. 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.




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  eXxercise - induced
bronchoconstriction have not been established.

) EENE
HKED SmPC 4. Clinical particulars
(2018 £ 10 A) *2 4.2 Posology and method of administration
Paediatric population

Do not give Singulair 10 mg film-coated tablets to
children less than 15 years of age. The safety and
efficacy of Singulair 10 mg film-coated tablets in
children less than 15 years 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 for paediatric
patients 2 to 5 years of age.

4 mg granules are available for paediatric patients 6
months to 5 years of age.

% 2 . < https://www.medicines.org.uk/emc/product/198/smpc > (2019/4/9 77+
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