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requirements to establish interchangeability WHO Technical Report Series, No.
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comparison of the two one-sided tests procedure and power approach for assessing
the equivalence of average bioavailability, J. Pharmacokinet. Biopharm., 15, 657
(1987M)).
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0.100(0.100) 1.00 1.00 0.98 0.50 0.05 0.00
0.149(0.150) 1.00 0.96 0.78 0.50 0.05 0.01
0.198(0.200) 0.93 0.89 0.56 0.50 0.05 0.04
0.246(0.250) 0.73 0.81 0.42 0.49 0.05 0.07
0.294(0.300) 0.73 0.48 <0.05 0.11
0.385(0.400) 0.60 0.45 <0.05 0.17
0.472(0.500) 0.51 0.41 <0.05 0.20
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** EMEA, Guideline on the investigation of bioequivalence, 2010.
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(K.F. Karpinski ; Ed. by I.J. McGilveray, et al., Proceedings Bio International '89,
Issues in the evaluation of bioavailability data, October 1-4, 1989, Pharma Medica
Research Inc., Toronto, Canada, p. 138 (1990))
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HEOPRE Zxt5e & U CEDFRIRSEERRZ 2T 2 BN H 5. LLTOICERIZ,
BN DONA FT XA TV T 4 DN, EFEBECARE B & TR - 7R ®E
INTND.

H. Ogata, et al., The bioavailability of diazepam uncoated tablets in humans.
Part 2: Effect of gastric fluid acidity. Int. J. Clin. Pharmacol. Ther. Toxicol., 20, 166
(1982).

N. Aoyagi, et al., Bioavailability of sugar coated tablets of thiamine disulfide in
humans. I. Effect of gastric acidity and in vitro correlation. Chem. Pharm. Bull.,
34, 281 (1986).

H. Ogata, et al., Bioavailability of metronidazole from sugar-coated tablets in
humans. I. Effects of gastric acidity and correlation with in vitro dissolution rate.
Int. J. Pharm., 23, 277 (1985)
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ERRDONDEIRMLTHLOT, BT B M X DRI X - THEY R
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V.P. Shah, et al., Analytical methods validation: Bioavailability, bioequivalence
and pharmacokinetic studies. J. Pharm. Sci., 81, 309 (1992).
FERE  7RiEA, TEHEGOSHTIEAND T =3 a v, M TS, KBk, 2003.
ISO 5725-6 Accuracy (trueness and precision) of measurement methods and
results - part 6: Use in practice of accuracy values.
JIS 7 8402-6: HESTIEK OMIERROKEMES (R OREE) —55 6 8« K S (12
B9 2D ECTT, AABUS =, Hat, 1999.

2. FHimiAE

Q28 AUC O#tEIE, EDXH B FEEZRAND DM
A) FHNE 2 B CRATBIEORBLHET S HEEZHWS.

Q29 MHAEINEKRF 257 arR— g TRODEED, BELEERLTUELWD
A) KDL 2L EBHIF L ENTED.
D.P. Vaughan, and M. Dennis, Mathematical basis of point-area deconvolution
method for determining in vivo input functions. J. Pharm. Sci. 67, 663 (1978).
K. Iga, et al., Estimation of drug absorption rates using a deconvolution method
with nonequal sampling times. J. Pharmacokinet. Biopharm. 14, 213 (1986).
D. Verotta, An Inequality-constrained least-squares deconvolution method. dJ.

Pharmacokinet. Biopharm. 17, 269 (1989).

Q30 ZBBENTA—H aRHT L BRI

A) AW FREEPEOFHGIE AUC, Cmax Oj/NT7 A —Z 2T THTLL 0 THD
LIEBZ LNV, BEHSIPMEWEDOIR B D tmax FIXFHIINT A —F LET5E
WNTA=BLLTHDT, ZENTA—FIIHEENE LTSS, AUC, Cmax A3[F
FTH> THERMIAEMFNCFAERYF E LTROH S Z&iFTE Ry, £,
IR ERDMEEREIC B W THERZENRIE SN Ha 123, Bl S iERAE
DAFLDTE IR EETIL 72 < WISOEBEER T H 5 vTREME 2 5%, WIS BE |- A i
N DDA ZRIET 5. ZOBRNOBENT A= DfREHEZRDIZH DT,
HEt A BEZED R SNTZ5E, BEEZOERMELE 2RV ETHLINE I DD
AP METH L. MEtT 8B T A =2, ERLOFEICL > TERRS. iz
X, AR 7 £ T, VRT ML IREOLEEIFER S 27l C&E 2 /37 A—2 D
D BERIGE LB DD, 7ok, (FHFEBIRER O 2203 3K 5 O IRIA PRI

11



Q-31
A)

Q-32

A)

Q-33
A)

Q-34
A)

Q-35

VY]

A G 2 5 RN B D5 ElE, tmax b RIFEERFHEANT A =2 LT 5.

MRT (355 /37 A —& & LTI,

MRT [ ZTH I E DN S WY I, A DO AL AT XA T8 )T 1 O
DFEZTRAT DM, UL, WHREEERDRKE WY CIE, IR o
DFEZHAT 20 E <, FERIFRHRBRE A bEy. "WAMOAAL FT AT
T 4 OEEOEEX LT tmax [TEEDEm AT A—=F THDHN, [T A—H%
MR IMENZ LR EREN TS, 207, tmax ZMimT 558535
A—HL LT, MRTIZEMTHS.

AT TITORIT IR B0 h, BEIDS U TSR EZITS> D TH L
.

EBEFAMOBEANCE SN T, o8EH L ME2 AW 2175 . REHT —4
DI BIERGAR, BT — 2 OFRIFERGMTHD Z NP ARGERE, BT
— X TRRNT AT H 2 E DY TRNE ZZIFZFDOFERL, REBRT — X2 X 0§
LTH &,

IRT A—ZDIEN 0 Th D PRE ORI A £ 5 2.

KB MREAT D T2 DI RT A—Z DEN 0 THIHIWRE ZBRLS Z L IXEREGI D
BTHZ L0 iFE LLRWVDT, NI A—FEN0 THHIWHREDT —X HLED
TREWT — 2 CTRIT 21T D .

KRBT — &2 DAY TR EEOHEIZED L I LD L

REBT — % OGEITIX, EWFNRSOFFREIE, FERERA L EEREI D < Z
A — 5 ORREE) O 7 A FEERAIORPEIC T 2 & LTERT L &, —0.20~+0.20
ThHDH. LEN-T, HEREMKIONRT A—ZOVEEEZ m THRT L, RBRA L4
HERUE D AW F O [RIZEEREAR 00 /8T A — & OIFEEDZED 90 %IEHEX M 25, —0.20m
~+0.20m IZEEN TN D & XTEWEIICREIS L HET D, IRHRBRORE R L
ATFEE L HE SN DHEAITIE, /8T A—Z OFEMEDZERS —0.10m~+0.10m (ZF
FNTWD & X, AWFHICESE & HE L TR,

BiExEr, ZEEGRER, LZERNARZ RIS 2RBRICET 525 ke R
LTIELW. F7o, SEMRHEBERHIUL, RUA BT A R LT 7 LSO
TEEZRWTIRIT L T I B 203, BAERMICED XD RITIENH D .

(1) fFkERE

PIEOBEHIH Tz > TE, TRBROFERCICHGRA ORI R 72 E2FH LT, E3dn
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Q-36

DEANANEFBHORE S ZTFHL, FROLMESZIZLT, BIEEREZITI & v,
¥, REWT —ZOGIHSCHERIE, 2 20 A1AIRRE %56 H 5 2 HIE 5 15O FI%GE T
HDHN, 25D MIREZ T 2HEFIEL, 90 BEBIXHEIZ L DHEEE 2L F
MORERZ G- 2 5. 2 >0 IIRE % A 79 R MBI 3 2 BT 253
R Z ZITEI TS,

(xt#5 25427 — %) E. Diletti, et al., Sample size determination for bioequivalence
assessment by means of confidence intervals, Int. J. Clin. Pharmacol. Ther.
Toxicol., 30 Suppl. 1,551~58 (1992).

(CRZEH#7— %) K.F. Phillips, Power of the two one-sided tests procedure in
bioequivalence. J. Pharmacokinet. Biopharm., 18, 137 (1990).

(2 >0 /R E %2 £ PR EF MR E M9 % 51%)  DJ. Schuirmann, A
comparison of the two one-sided tests procedure and power approach for assessing
the equivalence of average bioavailability, J. Pharmacokinet. Biopharm., 15, 657
(1987).

Q)  ZREEERBROFSICOVTUI FRROMENSE LR D.

el-Tahtawy AA, Jackson Ad, Ludden TM, Comparison of single and multiple
dose pharmacokinetics using clinical bioequivalence data and Monte Carlo
simulations, Pharm. Res. 11, 1330-1336 (1994).
(8  RERNARZE FIFFZ 53 23 B OF SOV TI FRROBENBE L7 D,

Heck HA, Buttrill SE Jr, Flynn NW, Dyer RL, Anbar M, Cairns T, Dighe S,
Cabana BE, Bioavailability of imipramine tablets relative to a stable
1sotope-labeled internal standard: increasing the power of bioavailability tests, J
Pharmacokinet. Biopharm. 7, 233-248 (1979).
(4) RIA KT A NR LT T T IEDAN O 51k

I UNTG ARy ZIRIZ K DHEL X T A= Z BIEHGRICIED WG 1T,
S RT AR Yy ZIETRDTE 90 BEEXEZHEICHN TS X, LIFIZSEL
[N
V.W. Steinijans and E. Diletti, Statistical Analysis of Bioavailability Studies:
Parametric and Nonparametric Confidence Intervals, Eur. J. Clin. Pharmacol.,24,
127 (1983).

AT R FEEEBRE « THRHEN 2 EH ISR WIES T, 7 1 24— =3B T
E7e <, WATHER] HeBGABR L CRBR AT - TRV, MENTEILEE O — ohilE FEBRE
TRIZHED .

Sy RT A MYy ZIERO 2 OO FIBGE TN 21T o 72 & & OEW TR RSN
DYEFEREEZ R LTI L.
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A)

Q-37
A

Q-38
Y

J R T ANy 7 ETHRAT LT AR 2 WD CAEY SR R S 2 5l 9 5 &
XTh, MEEMT —H EHODGEITE, BTA R4 NTREINTNAH/NT A R
U 7 IofgbT 5k & R CHESSHEICHE 5 . REMT — 2 2V 25812018, Q34 12
R LTI EHAEIZAE S .

2ODRMIEE (VXT A BV » 7iE) OIFENGE O ARG FREDE Y Th 5.

Ho: p = 01,u = 02
Hit 61 <p<6e

REEHT — 2 T, w13 loglp/py) &729, 01=10g 0.80, 02 =1og 1.25 L725.
REWT —2TE, piE (e — w) e THY, 0= —0.20, 02=+40.20 L7225,
e OV pr (XEREBR LA K O SERLA D A1) P R B PERFA D /X 7 A — B DR & R
. RO 2 oDIFEEGR N EKUE 5 % THEAIND & X2 2 >ORANI AN
IZRZE EHESND.

Fil LR EBIZ R > T2 B A TR 200 B X 20 d7e B,

—RRCIE, 2K 2817 o A — N—IETIX, BERIR & R LR S IR0
DR R LR DA B R o T2 B IR ROMBIRMA AR TH 503, HRIA
BOLGAIIEROMPULARETH D, 1ERIL, BHEOFETITRY NH 5L, FF
LR TR HDRICEDAEETH D LV I EBELXMTONIZHAICIE, MEE
ZIFANTE T, L, @%, 8t EORY R o722 & &G 5 Z L IXREET
HY, £, R—FHONAFT ATV T 4 OERBREIT 5 AW AR
BRICIR > Ti, 7o b 2 — AP SN TOIUE, FELOIRNE TS Z LAk
ZIZLKVWDOT, FlLAIRICET 2 B8R 2MbrnwZ iz L.

KM 2 - CAEM FRIR S 234 L TH v,

KITA RTANTEM LT 90 %EfXH Ok, FERPR) X2 2o FlkE

(0=0.05) Z AP FRISEMEOHERLEL, EERFAONL T AT T
1 D 80 % X1 125 %D/AA FT_A T EY T o AT H8HID 95 %DOMERTREH
ERDEDITHRESNTND. ZhuL, HEELWRRDE 5 %THLHZ LE2ERTD.
KA RTA L TRINTWDUSNDFIETHEZIT O HEICYH, HEEGREIT
5 %LLFE LTI B0, ZO7DIclE, MMEEXMEEZEHT 2558121,
T OERREIT 95 % e 70D . T ORI, RMPMEMXE DI 3 EREAR fC R T R E
KHEFXHE LY b REVWDOT, FHEZEH L THELIZRWVD, FAIXEE A
L7z, (V.W. Steinijans and D. Hauschke, Update on the statistical analysis of
bioequiavelence studies, Int. J. Clin. Pharamcol. Ther. Toxicol., 30, 543 (1992)).
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Q39 TEMAHL 20EH) o BAEGIZ R LTIELL.
A ERLOEBEREE LT, F— RS AR EE RN 2 L L
TRV AR A BT % . PRI, RIRA T O ISR D THAR T IER B2,

Q40  tmax |[ZOWTIL/ N T A N v 7 BRREFEEZRHA L TH L.

A) tmax NBE/RT A =L OLHITIE, /23T A MY v 7 RBRERET, WEBRAE
CIEHERIFN O tmax [CHB/RENRNI EE2RT 2 E TELIX R, (EHRBIRER
DFENEIRTORERIA AEICEEE 52 5 A[REERH 0, tmax % RS Z
A =R LT HGEITIE, TOMU R A FRRSEEOFRIEARE L, Q35, (DITR
L 72f S5 2 2751 L CRlBR i & AR 0D tmax D 2D 90%[E X A 3K, H
ExEITD.

IIL. 7752kl

Q41 THI, IREA, ERA, WOEA, REDEAL BGAIO X OIS, LB ICEEE
THEELD D WVITHILEN T, BReZRE T2 EERIZOVWTIE, 3micks
AR TAEFRIREMEZFEA LT L.

A) LR S B, ARG BEER ML 2 ST U CERIEBALIC R E L WERES TH - T,
TERDRLS 220 DT, H-o, SCHRZE Ot & 0 Bl s B A% Th 5 L H
Wrsns5maid, fshe LTEWRRIRBOOND Z D5, 2L, wHRERIC
P TRBRIUH & ARAERA O 2B AR LUUTR S &l SN 5E1, 7, R
BROSAWTREZR GBI, Y e B2 BORRBR 1T L > TRRBRIUF & AR vERLA oD Z) 73
FRUSULIRSE & SIS BICIRD . BEOHEITIE, FUSUIRFEOFFAEI,
FRBRDFFIEIC K> THYNIRET 2. 7ok, BWRBRIC & - TEW RSN 2 FEA
ToHEEIIE, MR EEHR L OB L L TREBORELZITV, %M
DOHEITE FRABRIZHEL D.

V. TR

Q-42 b MEHTFHFRSEHERBR CRSMNGEHTELE LT, BHRBTHA KT A
YOFERETEIZ L TORWIGEITIE, FEEWZRVWON. Zhe b, BHRERER
Tt FRBRO L TIXFESEMZ I LIS WIGE ORITRT — % B 2 5D

A) B ERANZ I W, I R, (DEERE ORPUZ DWW TOIERE 52 5, (2) 3K
WHENRE /R T A =2 DT Y XD REREFKMT, & MBROL TIIREMEA T %
ZEDEELWGEEOMRT — 2 & LTE ST biLd. Leh- T, AltRAICE
WX, EHZEEBOBELM A I T2 < Th, b N CTRISWSGEEF XL, £9
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Q-43

A)

FHICRFOEREM LHEIND.

—J5, WREERAITCIE, MR EXEEL TWS Z EOFEHE LT, $To
WS T B OFRIMEN R S22 T 4UE, e EERLOBR N & 1TRD b7
A%

ZITEORMEE &L, MEXMSEES OEHEORHIHE Z T D THS.
W LTSS R Ay 350, BOR, T2 I Ko TEMNT B2 L9 G d
ZIE, MK E TOHER CIsH 28 4 ik 9 5.

¥, KA RTA4 TR, WHEBROMERPERINTNDD, ZIUTIFKRO X
IBFNE L H 5.

1. BHFOWEE DL L ”IF|ONAFT XA Z 80T 4 & ORIZIEH
HAERDBAEC D FREMER D, BEDOBRBEL AT T ATV T 1 &0
BOMAERIZ LS HSNTWS. 20X 5 AR LY i R SR
IZE > TR SN EDT, EWFRESEMRER O YR O HP I E o R
EHEAERZT DHBREN EORESENDINCED. —F, BHEARTIT,
WY 7RI 2 BIR T 5 Z L Ic kY, 2ok ) RFEORE LEEORA L D
FEAEROFREMAZRINT 2 2 LN TE 5.

2. AEWTFHIRSEERBRIC VT, R & SRR O RISEMEDNGER S e S E
T, WHERBRIZ W TS B OFEEWE UL RSN R SN2 WAL,
ZOHEIZONWTERLTB ZERHEETHY, iz, BHREREILTW
TR RO Z LA YEC O THRETT 5 2 bR E 2 5. ETo, MEHE
OBERIZL Y, AREHBEANR UIAR SN DIZOWNTIE, YA
HVE RS~ D G IEIC R D BRI 2 A L ECIEHEBROBREEZBZE L, &K
REFEEPTONDZLLINTWD (P11 04:7H 1 5 HIEFHEE6 345
ez 2 Ry R ) .

HEHIBRBRIED /Y 7 — 3 3 > RO B RO/ ) 7= a w0
EERLUTIELLV.

NYF—a v b iE, RRIEO RSN & RO BB A RIS RAET 5 2 & T
b%. HRABRTIE, JP OBEEMSF L, £77, EHIICER OB AT RS 5.
Z O, USP OB ) 7 L—2 Rl M50 bHMThS. Eiz, WEMGHORN
Bkt COREEROCHENY 7 o 7 L BRBRIEOZ 47 E AR T 5.

IINTEDNRY F— g 2B, FKHAlE LT, UTFTOFREEZHRHT . 2B,
BRI OpHR R EHEMERILE 72 X OZE 2 BET 2 -0 OEHRR (TR 13,
RGN THD.

EE (EETELTE L)
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Q-44

A)

Q-45

A)

Q-46

A)

Q-47

VY]

R (DMTEE & ENHIUSEE)
ey S
BB
]
(DHTHEANRY T =3 g OB ECR)
TR 9T 0 2 8 HIEHSEH 3 3 8 Sk & BlR R %N
PR TAETH 2 0 HEEFH 7 5 5 SREARREM
JERE 721F 1, EEGOOHIENY T —va >, WHEBETEE, KK, 2003.

SERIZIRMR LI RIE TG S 2RI T, AR YERLA & ORI 15 /3 BANIC
85 %L BES M L7z 3R & e L TR,

b DRI CTEM L TWD Z PR TE X, ORI IR & O
BRAUHAIZS 15 43 LANIC 85 %Ll IR L-EIK L A S b.

Bl 20X, TAI, IREH, ERA, WOEA, REEERIEEA, EEGA W EEERRA O
& O ITHE B BB ER ML & I U CEREMLICBE L 22V A BANC W Th, B i
FRER T,

MBI 25 E120F, #RE ORICOIRERA| ORI H - > T, WLy
HUREBRIE L L TRV TH D . B L7220 H DIZOWTIE, R ED
W) e P bR RBRE A W 5 DT R,

VBRI O pH OREARMA R L TIZ L.
WA O A FRA pH OFPR K& OAIT 0¥ BN A2 0 pH 2 B8 L Tt
ELT-.

W HHERERIR O pH SR mETE A OPREE 72 & O &M E2 R ET 52O O FARMRFHI & D
Lol TnE v, e rimeahcls T 28 BEE (Ryt'L) 1%, 12 Xoytk
VLERSEL ). F e, HBHRNSUE B AR T OB RS 21K (A AR/ I7HE - &
RO EREREETR, pH 6.8 % 2 f5IZAR L72IR) ZMEHT 2546, ZD#o pH X
6.9 FHIIC/2 20, ZOFEMHLTHELI XV

W ORIRED DB 2 C, BUE SRR LINIZ Y 85% L EIR -5 44T,
WHOIEL 722 pH AT T pH % 0.5~1.0 D HAL TR - 720 < OO BRi THe3E
D 3 1y MIOWTHEHERZITV, O LRSI COBEHEE & EE LT
WAL 7020y FORHZEEND pH ZRET LD — 2D HETHDH. KDY
fREED B bE< 725 pH T3 my b b (kO HRBRIK CREERA 2 2R L1255
HlixZzomy b3 (LLFFEER)) BUE SRR LANIC Y 85%LL FIsH L7aWigs
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Q-48

A)

Q-49
)

1%, Z0 pH ZEHHRBREME LTl BYoRMENEL, 3uy hEbIFES
iz pH OFiPH T 15 53 LANIC 85%LL BIS T 25813, WENHE X Tk bR
WZ<WpH &5, FHElEEAIORES, fEESNTREDORY YV L~_— |k 80 K
T OIEY) DOVEFREE D> SEmTE A OPRE 28 A T FRO pHFEE L A L L 912 LT
ETAUL I,

TA RIA PR dEERBROEE (12 Xy ' 3UE 6 Ny ' LlE) 1345
SAFFEERIF ORPUTHE A T2 b O T, RBREMGZHET 2720 O ClixatbiE
B (RyB) FIRHTHE L TR, £, WO pH AR Evs, R
BRAEAT O £ TH 27 pH M2 RIRT X 2561201, BHRBRIC X 2 MEHI %
B2, BRIy OVRREE O pH ARAFYE & SAIOFE HEE o pH AKAFHEIZMBE T 2
LIRS WD T, EEZET L. FMHRIED 2O ORGETTIT i 7 iR R 4
R OATRROFERITE O TH L.

A AR 7 O HRBRIES, TR CEE R 2 A5 & 13, pH 2 EUE S v/l
DE0.05 LINIZ/2 2 X HOF%ET 5 LidfisnTnsd. LnL, TV UBRERREIR,
pH 6.8) 1% pH MHE SN I-AREIR TIE2 W0 T, WHRBRIETO TpH 278%9 5
FEMEIR ) (a3, [V CEREENR, pH 6.8) & /KT 2{HICAR LIRS
21, pH #4252 << Z0EEHANTI V., KRBRIED pH FEiE{HIL 6.92
+0.056 THYH, ZOFHHOLOERAND Z EREE LU,

* 1Y ERHERRER, pH6.8) XA TH Y, N pH 2% L2V T pH 238
ESNTWRWEEEIR CTH 5.

SRR DVSAREE, ERINMAIOREN S, FlZ1E, pH3.0-5.0 THEHNKE LD
SN EDHHTE 28A1E, #H 7z Mcllvaine FEER O pH #EIZBWT, RER
D pH 4.0 2R L T L.

# 5 7- Mcllvaine FBEHE O pH BE BT, BRI Y 2B BN HIIE, Y
VR AR FEORIBN RS2 SO T pH 23BN L TH L. Bl 20X, JFEKOEMEE SN
o pH ThE<, WANCBWTS pH 1.2, pH 6.8, KTIRHMEICIFE A EFENZ
WA R (B YRS pH AARAFEMED 22 WELAD D354, pH 3.0-5.0 #if TO D72
Mcllvaine #EE#Z D pH #R1%, BWRENOEZEZ TROHBIBTICKWpH 352 &0
T&ED. 12120, % pH ORMENHRBRICEE L RMFSRWEREDELEEZ LNDHY
A, RO pH4.0 &R L TH L.

T HEBRIC W T, SRER O, BisER EARET 2 2 LI RLETIE RV,
BN Gy 3EER ML 2 9 U CHER AL BET 2 AT W T, i HaRESE
ST OEERAI OB, (2 EW PRI RBROPERE OB, K OG) A=W F-1F
EPEOHEIZHN NS, WHEBRSEIEOREIL, in vivorin vitro FABIVEDBLE NS

18



Q-50

A)

Q-51
-y

Q-52

VY]

ToleoTIEZRL, BAROBWHZEB OZR PRI RE<END Lol 2
O DOEMFIZB W TEHZFEBNBESUIFRE L HE SN L7261, b MIBIT 24y
LIRS AR KT D L DEZ TR L o2, T O, IEHEEIORELNE L O
M AR D RMIIMERICRET 2O TR, HE LEEFoRE Lz, 2720,
BUE S 7= 3R BRIR DRSSy DB % =T C, e & BB ELA OV B S K &
<HE7p 2 Z ERRHFREBRIC L VI SN D 5E (Bl21E, Mcllvaine SEEHRIZE
WCHERERR Ry EFHEAER T2 2 & TR RE R T T 2854672 8), BUESH
TR 2 C, MU pH OMOEFEIRZ AW D Z L 13w S LB x b s, Akt
BUH K& OWHARA CIE, I ZEEhORELIEI 6 FEBLINIZ 85 %L FIRH T 5 &
HIEENDZ ENEFELL, HET IRBREMF O L N LAY FHIREEE L0
R XFFT D2 LICRD b0 EEZLND.

AIVEA A TR DMK  FREAER D IEF STV DI, KIZBWTOA, JFIEOME
F 7 IFBRGRIRO BRI L R YRR L SRR A OIS B PR E S BRRD 2N DD,
FO XD %G, KERRZEEBRIK T O B R L0 EHEOF G AT > T
AV

BA RIS DAY LR SRR AT A R T4 e b MBS EiE Sh 554,
KIZINT O B AR ARG & SRR A OB 28 3 B 72 2R e il (B 20, T3
RO E) &Rt 2 & T, KEBRWZHBRIE TOR BRI L0 RS
DFHiZAT> TEV. 7238, KERBRKE Lim BT ER T 5.

WYL, EEVESEY) ST SRS O W T OIE BRI TIT O O K v,

RAMOWHROELRHTE D, IV ORMET CHEHEHZ K52 L&
WHEHETHD. LEeB>T, Yo pH—sETn 7 7 A A0 BHET LT, R
B FEh IR ORE S 7o BRIRFRINIC 85 %l RIS T %) 72 pH SRR Z WO
RN ZBIRT 200 LEE L. 7, 2) THIIHEEEEY 2 508k, =—
T o4 v TRBI O THRE 21TV, BB TRE R R IEA 1 SLUTF O L (iR
DERMESY) 2 5 0 RAIO ST O 21TV, L0 i#Ev)eli 2 @R 5.

MMM Z Gtea—T 4 7B, Ta—7 0 o ZRFOEHRERSM 2 Hn
LEITHESNTND. LL, 2—=7 4 ZTEITTETH IKET 2600 H 5
DT, ZOX 5 RBFTIE, TRy 2 aThRA O THEHRBRZE/ L T
AQAY

a—7 4 7T, PHETCEMT 52, pH 3~5 I THEITIC S WRHEAZ R T
HLONRH Y, YR OZAETIT 9 L ZOREZ RS /MRS H 5. Z0HEI2IT,
a—7 4 U TRURORMETHRREZ1T ) ZENEE L. BeMEEEY A pH 3~5 fiET
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Q-53
Y

Q-54

A)

Q-55

(4)

Q-56

A)

Q57
Y

Q58
(A)

VAR PE DM T2 8D (T HRRIR 0D St 723 N B 20 o 51213, MMM OS2 R LT
QAN

RKATA RTA TN FIVERTIZHWOLILTWA DS, FOEE I ).
Ehe EoOfEE S, RBEROFHRN, BECREINEZT—ZX0BE IR0
BB RWEEZRLIICHWS Z Ll L.

A R A DOFERUT /X RE, 50 [EHR Ty & L D JEERIZ S D Fr i) H 3 HE
T 2BRNRO N D5E, FORMITELZT, /N RWE, 75 [FlEE, XX, [R5
Z A7y ME, 100 BEE TIRHRBRZ1T-o TRV 7 L H D, IWHRER 7 OB SLIEL
EH D0 FTo, /NRE, 50 [EHE TEHZEBE O EIT TH < TH L.

“BUHIOHAEEM DN HERE T DS 13, BIZIE, BESIZE DXy L OEERIC R
DR PHEFE T 5 2 & 2 RBIIRT.

AN RIWE, 75 [, XX, [BldE/ N A7y ME, 100 [BER0 &6 6 E2{LE TS D
ETEV. XRE, B0 [EHRTED X O RIEHZFEEICTH 203 E /R 720, IEHZEE)
D HEIIIT D .

s RIVEE, 5O BRI 2 C, 7S RV, 75 [Bl#s, [AlfE/ S 247 > R &, 100 [E#E T
R E(ToT-5E, HRAZELVWE] 1ZEOLMETITZIE L V.
BSHZEBEIOFEZIT > 7250, THRAOZELWE] NHHNE D 0E2FNT 5.

Sy, SNEVICERAET 256, B LIS WOHEO Sy 20 FvE
DT L.
HASG T TRy AR FILOMBEICOWTTHE L TE ST, MU EDL
D& FHWT L.

AR TR NG E, WHRBRTY U —2 AL TH L.
T BRI I W TRIFIASRBRIE T TilE 4 258120, AL THRWv. o —
ZEEMT 256, FUERG, RBREA L bICHEMT 5.

BN OV R T, RmEiEMER 2 RN 2 2 & OB RITT).

HAVERR Y 2 & T RIAITIE, IEHROERWO B CRIAAMEICELTCLEI 2D
(2, A OV =R O Lelg A3 8 L. BEA MRS 2 5 To A1 oD Vi HBRBR L2 R T TE P A
IR 2D, EYOBEIE 4 LT, MAMOBEHROHKINMTAD X1 T 51
HTHDH., R J_— | 80 & BEIRL T 5.
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Q-59

A)

Q-60

A)

Q-61

A)

VI.

Q-62

R HHZE B OFELUE K ORIZEAEOHIEIC BN T, FHME CHlkd 2 56 OFFRg %
A TR LTI L. B 20X, [RREREA D T8 3R ERGR O IR MR+ 15 %
DHIPFIZH D] Lo DD, 15 %IIEMEZRT DD, L e b HRDZEDHEHE
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13 AR 161 215 384 386 500 587 668 71.0 732 749
® FHIE B ERERE (53) 6 11 16 23 31 46 76 106 226 346
14 [FAH R 109 225 334 452 484 612 665 724 730 734

T ZOBITIE, T 7RRIC X D MIEIXT N THORMAICAD TH 5.
FINE2) T 7WfH & MiiE Lo i 215 %

A-1L ARG, fEx ORANZSWT, RWERRNG 7 ZH 251 &, AR E R
& L7, X512, WAMEOEHR LMIERERF 2773 L.

FNE3) T Z W 24 1 L 72l % ORFI DOV T — 2 I3 6 PRI R ZFHE T 5
BUEREEIN IR =385 %2 L2 WIGA SIS, FREERLAI o F I E RERE] O P& HH 8 4
HICLT, FHEHRL T 2R 2 0ET 5. 7 7R BIl S 256121%, fEx
DR OFHRBRERIT T VR ICKEFE L TRR D Z L2 d. b 7 VRS R VA
ORI R b EVWO T, ZOREORBRIFMZ, 2K ZE U CrollERm &+ 2.
ZOFITIE, FEEORBRIFIIMAOKL VO®D34453 TH o T2D T, FHEHREZFHE S
% 728 D B filtslast 334455 & 72 5 A O BEERIC DWW T, A ERIE R 237, 12, 17, < -+ -,
227 ToH LMBNNR LD >T=DT, ZZTEHHADOFMEAL oD, b2 FHRENELE
HID00RtaE Lz, KQ)EZHANWT, FtallB ) 24 ORAIOEHEEZFIHE L,
FERER6 IR LI, £io, WIERTEZ ORI A R 4127 LT,
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| —o— HIERTTFY

—8— HIEROTY

FIE4) BB O R S & R A2 R 5
P2B8550 % WIS I R TR T 2 556 O HRiR R ftal X, SACSEE =R D 2550 1
o REE, RO
D250 1L, 379 %725, WEEHFENST.9 % & 72 HRElta Z NIFIETRDOH &, 19
SEFREND.
2B A BT 2551008, BEERA O AR ED8S % L7 okREzTa L35
3Ta/4 , TatEH R TH 5. TallB i) B EEUERIE| O SR H =R
1364.4 % (75.8x 0.85) TH ¥, WHFEIC L W Tald46y L itH & 5. Ta/4, 2 Tal4, 3 Tal4
FZENTEN12, 23, 35LFHEIND. 120DT —H TR 6 ITRINTNDHDT, %5235

L%, Tald4 , 2Ta/4d ,
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tsi
K 7 12 17 24 32 47 77 107 227 344
@ 16.3 30.9 41.8 47.0 51.1 58.9 65.7 72.3 73.0 751
@ 11.1 194 29.9 447 52.0 60.9 70.2 74.2 72.9 74.9
©) 17.2 25.6 33.7 45.6 53.4 60.7 70.8 72.8 73.6 76.6
@ 18.1 26.7 37.0 438 49.7 59.3 71.8 74.4 75.0 71.7
® 10.5 20.9 34.3 45.7 52.4 56.5 65.9 73.8 73.7 74.8
® 18.5 32.8 40.6 438 51.6 62.8 70.0 70.8 73.7 75.3
@ 10.1 248 29.2 414 47.0 63.6 73.5 73.5 76.5 77.6
18.5 279 32.3 43.8 50.9 59.3 70.7 71.4 721 76.6
©) 18.6 194 329 37.5 491 61.6 69.2 71.8 72.9 77.9
16.6 23.2 314 439 56.4 61.8 713 72.5 75.0 751
Q) 16.1 21.5 38.4 38.6 50.0 58.7 66.8 71.0 73.2 74.9
@ 13.2 24.7 35.1 45.6 49.6 61.5 66.7 72.4 73.0 73.4
HIEZDFY 15.4 248 34.7 43.5 51.1 60.5 69.4 72.6 73.7 75.8
B4 HERZOTHBEHR
100
80

5 L,

{;{_ 60

H

ARETRBRIF R CTH 5. Ao TlBRI I O IS H=1375.8 %72 DT, <




S OR3557 DS A NIEIC LV RD D &, TEN, 42.3%, 52.T% L iHE I 5.
FNES)  FRERIA O Ly SIS B 1T 2 HFEERD 5

ZITET A OBIREEMT DM, FIE1—3) IZito T, BREA @iﬂiﬁﬁddﬂﬁ%
KD, Znmk b eI, 2 BBENOCTIOEEERTHKRT 258121%, 19408 3444
DIEHREZRD L. 2721, RBRRA O RAENERRHIAS 344 73 LV FWE 221, tald 19
e L, te ITRBREAIOBARNERH & 35, T72bb, HERANICOWTIE, WNIFEIC
L0 te \ITBIT B FEHERE RO DZVLENH 5. 2 BkE#EAT 254612
SN 46 5y DR ERD 5.

, 12, 23, 35
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Q-1

A)

Q-2

A)

u

=iy

B 2

CIRE )
SN R 58 0 EREREAOAYEREEERBR A R4
B O ERRA O GEETOAEY TR SRR T A K74~
Q&A

i)

KA RTA L TlE, 708, BHZE) O RS2 DU CZ AT & 28 5 #% 555 2
EYFHNCRIE L BT LN TE 00, I, BIEELITOWDTIE RO
e Fefi L CRRHZEE O RSV TS o THRIEERMS L AW FERICFE L BT L
DTERNDI),

KITA BT A OMBL, WHEERMBEORFNTH S, EEDOHIE T/SA AT N
AT VT 4 DR D ATREMED /NS WRREE DAL ZE lE 225 E L, AL T5 28 3 A B
FHIFPHAN O 2 D pH 23 LEEOMBREME DT X TUITE W T, wHEENCE 25
FBDIRE RN LR T2 LICEY, v FERRE T LAY RS 2
179 2 EETIIBELRWEHWT L L W) Fikk L oTo. —J7, BREESRMEZHHIC
HEET D & ST, BFILT7 R ORE ST e R ERE M E E LS RR DL ZEBERZD
NI, WHZEBOREMZHET 5 2 & TEWTHIRSEEZRIET 2 Z L13T
. 2O, BRFEEEBOFHREFETIE, b B CTAEDERR S 2 R
DMENDD.

RITA RTANTBNT, WFETKE, FHORS, FEISOTEFREIC X
S THR X 25 B 72 2 B 3T 20,

KHA RTAU0E, b FRBRIC X o TEWZANESME % el 3 5 MBS 72 L
ERFHFHZRLTND.

NAFTRAZEY T 4 BAEOFHFEEZBZ TEILTDEEBLOLNRNELEIC
TG DIEEDORREN /NS <, ZER AT O BA OVERE D ZEMb % 5 HHEER TRHME T & 555
BICRE L. Thebb, FOEROREN/NS L, WHAHECHRBA T, £
R R OB P EIL ORI 2T WO CEHFEI RS & HE S5 a1,
HEENTHLRIC L ) @2 Rkt B2 b5, BENLORMOBEHNEL 725
EE, WEENICER T 28O & BN EER & O EERORENRKE 85
DT, invivo (HLEN) OREIOZEBORENEZ in vitro R THIWIT 5 2 & 038
L 7%, ZODIz, IEHOEROEE CIIEHaER o 2 CAEY IR S 2 fRAE T
X DG ETOREX, IWHOENRANC R L OS2 D. £z, IREREEN
PeNFEWY) 2 ETHRAN OV T, IWHERBRIC X 2 EMRNFRSEHEOHEEZB - T- & &
WZAETD VA7 BB L, WA CAYFIRSEMEZ R TE 505 AT ORE L
INEL o TS,

AKHMEL Lo, ERTRES TZ2OM) IZBENDH5TD 1.0% (BHEDZED
MacHEOFT) LINZEF T HAED pH ARFIEICRBE L 2N L ZEXbNDLDT, Kk



Q-3

A)

DRGSO I T B[R THIUTED FRNCIRE L R 5 & L.

BIKHED & 9 ITAFEEORRE D/ S WGE TIE, 500 CHHRBRORE R 583
A% CHhHIVUE, BAMTAAFT A TV T ABREL AR LIFRNEBZZDL
nNb. ZDld, KA RTA4 Tk, BAECBOTIE, EYOIRMEBER, A
W, RS, s v GRS o 2 7, W B ORI D i
RCXTGEIITEMTFCRE LA REDL L L

CKHELLED X DI FEEORREN D LK EWGE, EHRBR CAY AR
EORAEL D DEIPHIEIRE S D, FEIEERZ 5 £ 720D T OB RS FIZB W
TH THUE SRR ICEAD S OB RN 85 % IZRE L 2 WA OB THE
RIS 2 & 0RE] ) 2B D, IEHRBRO 2 CEW RS A RGTET D Z &k
L. o7, TEEEREY 25 0A]) o C KB EOWLGEFETIE, b bR
BRIZ L DM R RIS OB A LETH DL & L.

F7o, WRFRREEDRNEY 2 543 2 1WA T, AR S HEIZIRGET
TR, AMECL e EORMBENAE U D ATREERH D, Z o, C kUL
A LEETIE, b FBRIC K AW FHIRSEEOMENVBE LS Lz, 72720, $C
DFRBRGAET 30 73 DV HERDY 85 %LU LT, WA OF 2873 [ 5%
ThoH%5E, EMTFRNCIEREL RDFREMETIDRNEBZILND Z LD, 208
flide MRBRAER L2 & & L.

D KHELL EOEFE TL, IWHZEE ORI D A F RIS 2 RAET 5 2 & 13
LL< 722 0T, BAMIZIZ N CAM TR EMEZMEE T 2 0ERH L. 12721,
T RTOBEHRBRSGMT, 30 507T 85 %LL b LHLMTIAEH L, MBAIOFR H 28 )
%72 B, EMFIICIERSE L R DRI/ NS W EHEESND. 22T, 2O X
D 7RI, IREIREI R W A S AT A RANCR Y, D KHEOEETY,
b RBR AR LW & & LT

KA RT74 0%, KEFDA OFA %A (SUPAC-IR, SUPAC-MR) *IZfHY
T LEDNDLA, WEOHER, FERREIZONTHIAL TIELV.

* SUPAC-IR: Immediate Release Solid Oral Dosage Forms; Scale-Up and
Postapproval Changes: Chemistry, Manufacturing, and Controls, In Vitro
Dissolution Testing, and In Vivo Bioequivalence Documentation, November, 1995.

SUPAC-MR: Modified Release Solid Oral Dosage Forms; Scale-Up and
Postapproval Changes: Chemistry, Manufacturing, and Controls; In Vitro
Dissolution Testing and In Vivo Bioequivalence Documentation, September 1997.

EZIPUSY

KITA RTA KO SUPAC HA X AlX, &b, AR ORE, IO X,
M OIRRIREIRABR LT LT, "M AT ATV T 4 BEFEOHMZ L TE
6T 2 LIFBZONRWVEERT OEEORREN /NS <, WG O RAIF M
BENED> TN Z & 2@ IEHRBR THETE 25 AICRY, EHZEHOR %



P2 DL CAEMFIIRIEEZRIET D2 2 N TE D, EWVIED LT Y SL> T 5.
TERIR FE I )3 e\ A 2 35 e B S ORISR T, 2 9 TR BRI el L T
H AR CHAM TR G 2 RGE T & DTG AR O TNE WS S HFHEL T
5. E£lo, WHOREOFEEIX, WAL R4 8b, ERMICIE, RAIR O
BHIEOEN 10 %N TH D L LT D.

[FHEE A

(1) &b K& < 72 % DX Biopharmaceutics classification system (BCS) *D$k

M, AEHICBALTTHAS. SUPAC A & ZAE BCS IZHD Z 3K & g
OWEEBIEDA B DY TA DD T T AZFTTNDHD, AHA RT7A 1% BCS %
EHET, ToRDYICEHOES LA 2L T 5. SUPAC TiE, WHFE
DM < BB MEMRNIRY) T, in vivotin vitro fHBAME S, AW B[RS 2 1A H
B OATHRIET D Z LT LW WO % & > T 5. In vivo-in vitro FHB D HR
DIZ<WEENZ L, BRI X o THEW PRI T 2 PRGE T & 2 L0528 B O FaPH »3
Wl leoTWD. BBEOTA RT74 0 BCS Z8H L -8 H1E, A
WNAFTT XA ZTEVT 4 OET, EYOKEE, 075, LR EOMAIRED IR
L, WLEICB T DB O%E LWRFIR LIX, A 370 T80T 0 OENE
CRWTHA D EWIGE L 5> TND. ZERMEICE R A2 OELEIZBIT DI
DO RIEMZRGET 572912, B KDL ETIEZ 50 0¥ HEER Cra 24 Eh oo [F1 %
AHBET L LZ2ERLTVWDOHDTHD.
* Waiver of In Vivo Bioavailability and Bioequivalence Studies for Immediate
Release Solid Oral Dosage Forms Containing Certain Active Moieties/Active
Ingredients Based on a Biopharmaceutics Classification System, August 2000,
FDA.

(2) RATA RTA4 Tl BKEEEZEOTa—T ¢ v 7RBOYLE, WEE a—T
A TTE T TERDORELZFHET D Z L1278 >TW5H2, SUPAC HA & A
T, 2—7 4 U 7HIIAZICHW SN MOBEIH & &< C LD IZfbinTnsg.
a—7 4 T EIIRAOWHEIIRE REEELHEZ 560528, £, a—
T4 B TIHERTCERSBEINMEICRD EZX6NTDT, KRIA RF7A4T
IV B D BINAI & ZRFICHR R 20 E LTz,

(B AUA FT7A %, RGEEDOHZRHELE L TWDHA, KED SUPAC A ¥
YA, eI T, REHar, REHE, ROEEE, RE TROZLE L b
RLELTWD. ZOMEXINE TOHARHEOFRAHEZEOHEICER TS HDOT,
HHFRYIE (172 0 0 544 H) LI, Zh b O E L AR TIIARFHICE £
TN oTleledh, BRITA RTA ORI ER>TND. LinL, FEFEIEIZ
PEVRREICBIEOFLHEN T HE DT b, GMP 2WRGREMHIC>7oZ iz Ly, &
=Ty TREHEDEFFITH LTH, AV FHRIEEORRSLHELEL o7z,
EEERT D561, MY FETEY TSN A EE T O0LERH D.



(i Rt H)

Q-4

A)

Q-5
@A)

Q-6

A)

Q-7

A)

Q-8

A)

BRI BT 21T ) as, U4 R4 2L THLEL RN
n»

KA RTA4 0%, ARBICHA O 2 EETH58%20 %L LizbDTHD,
BRI COMFEFR ZRG L Lzt O TIEAR V. %%&BT@Lﬁﬁﬁ_owfm
BERFBR D 7 = — XU HEDOREE, Y OF M, ZettOBlLE HRFERE
%%ﬁof,@%@ﬁ@ﬁﬁ_%mfxw4%74x@@%@§€%%%#ﬂﬁiw.

KITA KT AT, [HELF | Z3%E LB ZH Sz,

IR 23 O 2B, BRSO e M Extg s LAY Er R ZEERERIC
£V, AR OE A ﬁ&béb\ VA R [R) R D R é‘ﬂt%ﬁﬂ@%jﬁ) % Vi)
EHEBOVETZEICEIVAFTFARENELLHBHBELTLE OZBSTZORITED
DThHD. NS ZZ T2 LI2 X0, TR EEL T 2 FIC U CRIR L,
—J7, T LB AR EELT O /AP RE RSN TV D LIERSR2VWO T,
AW R EMERRBRIZ 36 1T D HBR DX 5 T oo HARVERIFNL, il TV o HHIE L
7=DTH5D.

RT3 TERARRBR CHIMER O Z2ME R s, Xtk Maextge
L7 AR RIS MERERIC L 0 e R EHEN & OREENHER SN2 /A 0T &b
L0, — RO SR TG EFENRD L 8ANT, Z0tk, LT &3k 7e
SNT, WEOWUFEETIIOR55E5 b MERBRAERINLD D).

HR B CHIMER ORISR S, Xt FERE LAYl %
PERRERIZ L0 RS HEGR SN - BAI 2 R E TX 25121, Tha i) & LT
WHARBRIC L D RS OMERO I Tl L CIUFETR 2352 &3, IFE L en
MARETH 5.

FEUENL ST OBIKIAEIE TR LTV & X, FLUERL T |2t - CHLHK % Sl L,
:;XL%EE%ﬁﬁﬁgﬁﬂéiL,TféE¢%%éE@F1**T HER AT > T LD
TERW. WHEEDOGES , FEUERIAN L AT R FE RO RIA 2 VW D

WEFn 55 4= 5 A 30 HIESRE 7 1 8 B RFAME, F/AEMRARRER®EmMORIZFR

\HET 5 YRR BT 2 3B YE ) ([2iE-> C, IR SUIE R
DI THEWZORFEERRD DN HANTHIR SN TWDEEICE, Eokiicdh
=AY

FLUEALTT 2 JLICFHL U 7o U S FEOKHEDS, IR HHRRBR O A CAEM A0[RI Sk 2 R T
LN TELHETHIUE, WHEERTORK ZAEHERIF & U TARTA KT A4
STHBREITS. LinL, ZOX D 7BENY, WHEFTKENRKRT A RT A 2 CTHEH
RER DO CEMZER S 2R T 2 E N TELRAZE L TNDZ ENRZWV. DY



Q-9

A)

Q-10

A)

Q-11

A)

Q12

A)

Q-13
A)

BT, SEREIR TS TR0 MAI 2 YR L LT, HRERR CIHERE
S A BRI & UC, THRRIEIRM O AN RS R A K71 v ) (LT (%

BREFELTH> T, b MR TEMFHREEPERINTNDLI2HIE, A
FEEUA A ERLA L L CH EEWRBIZART A R4 it TRMlicx 2 2 & &
MR L7z, oL &, JeREKMICHE—EFEORAN2 THEDRN D).

AEREICED SN TWDHEPHNTH 5722 51F, JeRERLICFE—F RORHF N
< T, HAMFIZIEERIEIE UCARTA RT7A4 XH> TGHEcE 5.

SR IEIRNIC 2 SO EEORA (Fl41E, 10 mg HEM 20 mg §8) BN H5A,
R OE&EORA (10 mg #E i 20 mg §E) 12OV TEW IR S MR B 2 E 4
UL, A5 ORFNEE &S B D 0 BT RA O LY PR RS EBR T A R F A
(LT TEEENHA RTA2] L)) ICHECCTRBREITY 2 & T, [FFEHGE
% Z EIXAIEED .

ARETH L. JRAIE LCHMOEmEEORA] (B 20mg §) 122V THIEEILMN,
ZREAERIA) & U, BRBRERSNTA T A At -> THREREZ T L, < ik 2 iEnE
RF & LTt oAl (] 10mg 88) 2 EEEWT A 74 T TR 5 2 &
T, WA ZFERGETD LN TE S, HL, GEEVTA RIA IZHELTTH
BRI T HIEMERLANT, JeEEIRS & AMEICRETH D Z LR E il
ASSYAAAY

FFRIEIR G A —H—IZ 20 mg BHNOHZNH 0, HBIEIKE A — T —2% 10 mg BLFH|
DHERFETDHEIL, RUTA RT7A o &2EHATE 50

AL, FIEEMORXIIZANL DT, THITEA R 2 8H| OB O 728 DAY 7Y
RSB A R T4 ) 1T

FHANSATRIER 238N 72 EOFLH TRFEA TORBMAE £ L < W EHKLIZHOW
THUFHEET 56, X, GENERIBAZRET 56, © MBEORby &
L CEMaiR 4 Ehi T 2D TH L

[P IS O AW F R EHERBR T A R 74 0 Q&AID Q-15 THIR7=i@ b,
b MNBROMRD D ICE R A T 5 Z L IXTE R0,

R4 ay FIIRTA RTA4 L OMRITE D0,

R4 vy L, A RTA 0 CRTEHRBR TR BEBI A5 Z LR T
XD5DT, RIHARTA OB EMRD. HAREMT 2 X OBESNTWDLEEIE,
WIR LT85 & TR A T2 = & T, FREMEE, 22T 2580203,
f2E v B K OGRBR LA AY 15 20 LANIC 85 %Lh IR L2 RS & R S (%



Q-14

A)

Q-15

A)

AL DLW FIR SRR A KT 4 > Q&A D Q44 25 18).

A ERBAITH 5, AR DRI M ~BE L ORISR R 5
T EDREIB SR VERIE, KHA RTA AR o IR HRBRIC £ 0 AR RS
PER RIS 5 = & 78T B0,

ATA KT A AR IEHRR O 2 & HITTE HJEITE, KA FTA
AATHE, FEHRRBRIC &0 A FREE T L Cb K. RIA BRI A ATRT
VRIS RS TRV DRI T E ROBHEIE, TREEERT A K71 ) O3
EE SR S I

WAh 7R ME, RUA BT A A0 TEMZEIRSEN 2545 Z &N TE 5
AR

GV 2 5/ T 2800 7/ VAT, BEHERFIOEHRNRICT 52T X ToOR
BRI T 15 47 ANIZ 85 % UL BRI 2 8HNL, KT A KT A > TEY TR
SRR AT > T LWV, 8 T EAFNZ O TOEERM O ESE, WHEED
FREE DKL B2V TIE, Appendix B #Z R E 7200,

CHFE)

Q-16
A)

Q-17

A)

Q-18

A)

RBHERAOERZH ST L TH DU,

IRBCMERA & 0%, BNAOERIA Ol LIS 2 W ERIR EOZh R B 2 W ISR M A 2Rk
T 572010, BRUTHRH#EEZES LolF L ERIND. 2k, @ OIGEMER
ANIARBERANILE e,

BIEEIRS A — T =8 TRIEEIM T A BT A ANHE > TEW RS %
1191 %f, & FRBRICET DEEHERANT ARG e 072>, SEseBA2 D,
WTGEFICBWTIEIEFFMBEO NS FT XA T U T 4 OERMELE ST
W, UK, EHERFNIBAAEOLFERTORG L 72 5. SEREAITIEIR .
BENRRDMANORFEEARTA RT A4 N> THT I HEITIE, b FRBROEHE
SN AHRF L 5.

WHPERA ORBRBANZHONWT, K& X, Bk, E, MEEgErE LR RS
RNZ EMRMELE IR0 TND D, BN L CThiuX, K& &, BIROFLIME
RETII 720D,

% < ORERAICIE, RAIOREZ R -7 T RHFMMHLENEZBEIT5 2 &
MDTPHEENDHOT, "MHORE S, IR, EIZORF OEE N B E |2
wRIEL, TORE, FYOKHEREIZEZ KFT. WA OEENBEREIL,
in vitro WWHEBR CIIE<FI T2 Z LN TEX RN o, KIS, Bk, E, kil
HAEDOFELEICSOWTORENLETHD.



Q19  RIMHAIORBREANCSOWT, THAIOKRE S, IR, HE, Kb sE L<
Bpnen X Eo#ilEy ST o
A) B B TH D Z L.
K& & EERIOSE, FFOBEROZEDN 25%LUNTH 5 Z & FRLR ORIk %
T LT T vABIOEAE, B 7EAORE IOBEWIRDRN
P IR HRRBRIZ B W TRIFI DO FRERIR I 2 8153 T 5 & &, SRR B TilE 3 ki,
WBHERE T 20, TOFMICEFET DR FOHEIENFBRETHL Z L.
RS - AR OBEENRF U Th 5 2 & R OVEHZEEI OBFELIMETHET 5.

Q-20 [GBEWTA FIA4 2] OEEITRIENTWD TARIZE—) LizEnkH

IR 2 FR D).
Q) TADRIEFE—) & R 2L, AGRHRE L, AREEH AT ARHREN TR T
HLFEMHZIFLTND.

(L 25 BE DK & R S 4 5 30R)

Q21  FHEEWTA RT7A B80T, IBRIRER O IEY) 2 & Lo fUA, e A,
s e M ) R ) & AR MR D AT Ry DREL R EE AN R — D & & D ALTT AR BEK
X BAKHEL SNTWAR, [[ UK 2 FECATHENBEOO D 72 A FOEAIE
ED 7DD,

A BH - ERAE T ¢ A7 X (JBE) TRTALTZAENEEVOE S 72 A AIOEEIT,
1 5 7 e VAN R 72 AU % i 5 2 RO CAEM RN RS HBRII A E TH S, -
72U, RAEERER, WS OmEY) e HE CRIAIRIZEN RN 2 & 2T 2 L EN
H5.

Q-22 F3OEY (RIREEROBRNIEY) I 7 ARILIIAT ).

A FRPESE BLR S VAR IR S R IR D 2 (5 0L F O3>, KON, e 3RANRR A B
BERZHRHRM & L RO LN TWHEYZ, 1ERIREROPNIEY & LTz
*21 CFR 320.33 (c)

Q23  —OOWMAIT, 2Oo0REGHTHEAL THD5E, Ebbh—F CKER R
HDHDN, Fivk bW AIZEH ST 500
A B ZIXFEG A L HRIEAIO X 912, BlE B AIZIL U2 inE 251 C & 285618,
FNENDOHIZHED . LaL, BIZITHREA L IEHRIO X 512, —2>DRInFE 25
DOELA HIITIRE L TV DA, 22 o&E 2 IRNE & B SE5 2
LWTERVDT, TR SIVIZEERB D 72O EINFI O HE S .
FIZIE, bPUERa LT T URRIER, BRERO 2 SO BRICER LSS, IR
MUz bhoErasT 70O BIIEAITEORE S DNARELE LTERT



Q-24

A)

Q-25

A)

Q-26

DINVFFETE RV, LTeh o T, BREOFHRWHDIRWVREAIOIZWES . —J7, =
—T7 4 Y TRIFNZBWT, flzide Redo et in—2 2 NEORAHRILE 7
ANVLBDOI—T 4 THNMER L2 GE1E, 26 0EEIZFETE L0 TENE
NOHITHED .

W DOEEANNRZ LT X ThH-oThH, TOUGERKENRHRERDO AT
AW ERRISENE 2 RS 2 LN TE HEMAD & X 121T, WO TAEY R [R5
N AN ] 19/

HERF RV DO 5> 6, K, B, BEAE, S aiarr7
rrERaYFT Sy, L E—R D~y = b= loWnWTIIEEANE X
MATRECTH 5. WEER RV FTRERAS DEA R, ZOHGmEE T 5. iRkl E =)
BANEZREFHEL, WHEEOKELZRET L. £ ONITE R KERE RGO
FCAEYERREN A R 2 L3 TE DHEPAD & X2, RO B TAEY
FEMZ R T ZEITARETH D, T OMDI Dy 2 ANER DG 121, T ORG A FEHE
EBEULFACHEER L2 &, RO, EROBE BN EE 527002 L &,
B Z I XEN BRSO in vitro 3R 72 & O FER LT E ORI L > THER L TE
SHENRDD.

TR RV 2R X, NEOBEEH -V O 7 4 NV AEOEEOEIEN 7.0%
PAFD7 4V AEOEEZ BAKUEL U7-BLH X,

Fiz, BARETERINDHBRICIBNT, FERFIDARTA F7 A4 HES N
2T OVEHRBR ST B Y 85% LU HIAH LaWESRILOGAIT, AKYECH
ESNDREREITH Z & TRV E LB H I ).

TANDA=T L TIZONWTUE, HREDOBERSLER~Y A X T2 A E T
L2 ENZND, T DITHRF OEBIEOHIE AT 5 729D T O b O Tl L
ESIND. TANVAEOER T ETH-TH, BHEAKETT 4 /L LENE
RO M L TRE L ZRWIEEIE, 2Rl O RA R L 0¥ H 28 O [F EE )3
O SLODTHIIE, b MTBWTAEDFANIERFEIT R 5 rTaEHEIZIEE ISRV &
Ez, BKkUEL L.

555 BIZIIT D HEREINE D &, W OB BRI T H Y 85%LL LI
L72WERMBIZOWTIE, BAREREOWUFELZITH>HATH-TH, & MIEB
B EFRIEMRBR A LE L 2D, — T, ZRLOERBICONTIE, Y
DIEHDIEF RN, EHOBRNRANI RS &7 0 LV AJEOETIZBIT 53
HOWHYEIC KT 2 BEZ I IC WEBbRD., ZRHOBEEND, Wk
HERBR ST B T4 85% LA EIRH L2 WEFRELIZIR U, BIAS M OBR HIEICRRE &
TR TRl 2175 2 & & L.

AT RvNFNT T =T 4 TRA, Ea—T 4 2 TRAOWTNEEZTSL LV D



A

Q-27
A)

Q-28

A)

. Filz, BT EARIOBEHRBRIEIC NY Ty oy, XTI B AR REESR 2 A
NORBEZ BT L TH L.

TG DERDKG N 7B AWICFE SN OEHDICRONDGEI2IE, HEa—T
S U TRIFIEEZEZ TR, L, a—T 4 P R LIZh RVENE, a—T 4 v
THRIFNE LTH D (DT BAEHSOEFICONTIE, Q2143 MT52L).

o, wHREBITE FRBRZ R TE 2R/ H D0 E O N OMERDIZD OFRER T
bV, TORBREMIIATA FTA4 U THESINTERBREHEICROND. N Ty,
NI L IR E T AR SR e N D RRBRIE TR L 722

HH 72V DOFRORGDEFIZONTIE, EOXICTEZTZL VD).

AT RNDZHRDOR G DELL, BEAITE L, 2—7T 1 7EOHEKEOER
WZICEd 5. 72, I, @70 E T F U UANAORA], FlE, 3
JLBTF, AX—F, HPMC, V7 Ui EREH NS Lo > TE Tz,
CIF U TRANEIHEETF o T REA~NDEFIL, SAFTT_AF7EY T 4
L AT ATREMEIEE E T E RV IREIR BRIV I LIS DRI S
WTH T ENDERZAT O HEITE, DLTOHFIEI > TRSEEZHERT L2 L.
1) BZ5FrEFMEBIE LTHERALTWD I 72 rogs
KA RTA VHAFITRTENHR (72720, pH6.8 OFBRIKIZITEH +UIE
A ARSI T ORREERBRE 2 2 W 5.) Z1T\V, 35 IR THEREIC LV T
HZEENFE L R D581, EMTFRICREFEEL AR T ZENTED. b, Lidsk
TR X 0 A ORI SN 2 RS W XUIRE R W2 ERH LR ETH - T,
TR ORNEVNERL OB EIE, 74NV a—T 4 U TEEOBRE L RRRICAT A
R Of3 25, 7N OBO G OEEPEHZEINCEE LW
LHERLTIZD 2T, KA RTA4 VHF 4 BIOR T RIS X THS R OB
TEICERE SNV EHRBRIC L0 A A5 2 LN TE 5.

Q) BT FUSNDTNACH EE] LTS T 2L D5E

TIALKIZER LT 72 v O34 0% EFR(DIZEB W CRISE M 2 R E 72
WS, TBRBEERLTA R A2 1V, #EEOREZEGRERICE AT
MICASETHDZ L 2MRT D, 1212 L, BTV EERLTCHAAM AT AT
UT AITHB LN L2 ERFEICE VR D51, ATA RT A4 RTIEH
AR LV FSEMEZRHMET 2 2 LN TE 5.

F2OTANVABIZBNT, KEMEa—T 4 7 EHKEEa—T ¢ 7S
BT, BAKRETHE SN DELFHE U Td 5 BRI T).

pH &fFtE o —F 7 & (BlziE, AEA RKOAA FI9¥ v M E), =F/Lt/ln
— AR ED X HITHAKBEERY ~—Th > THKEEDOATBA Z RN 5 2 ik
ST, KICHEMEDIREEVED Z LIXFRETH D, FTo, Ktk a—7 ¢ v 7 HNZIE
IKENED PR ZIRINT 5 Z LT Ko TIHKREBEPEICT D Z LB ARETH D, Lichio



T, a2=7 4 7 HEANORED &2 EFFANE K O 3 2 a2 FFE TE 7200,

Q29 TA4NAEOELITHBWTIL, AHBAIOELITEHEEICEEL 52720 EE 2
LNDHDT, BIA RTA OG5 E LR TH XD TIEARW).

A) AIEEAI DA FE N, IEHEHE ISR B A 5 2 20 X0 2 0. RN, KRN,
NEEAME, %@#%@ﬁ Eh T HORHY, ENOLOWRMEZOREIZLS>TT 4 /LA
JBOWEEEZDZENTED., LERST, KHA RTA L OHBRLERD.

Q-30 HFEEIOREINZATT L, ERICTRETTADENE D L X, Vb b a2 U
G EEOREEZFE T IE Vo,
A) HFEBIORENTZLFIH - TEHET 5.

Q31 I—T 4 ITEOEREZNEOREMEICKTT DB O &4 FLUEIC L CEHAET
2 ARHL I AT .

A a—7 4 VTR ONEDOTGTEFTIX, TNENNRAA T T AL T8 T 4125
Br G2 HA8ERDHD. a—T T ENEES %L@wfﬁﬁﬁéﬁA i,
a—7 ¢ T TEOE B O EERITRG| OIS & KT LT%&éhé DA,
a—7 o Y TEOEEPNEOE EIZHE LTS WRF & R EWERH], Fl21X7 «
b a— hEE T v b a— NEERLTIE, BAIORE I3 L TCIH LWE/\%*IZ/ ~
AT &, B Da—7T 4 VORI OERRIIRELS LD, £, BRKEOEHE
MR EVHEREE L FhEZ HET 5 &, F—ONFEFEZNEIR DT &, A Tk
WERICHT DERENNILSHEIND EWHI REGHEAL. 70, BHEBRICE
T Dk e OVESIRERNIE, Bl U 72 B REE L TR eI e O R S ICBIfR T 5.
WEIZBNTaA—T 4 Y ITEBNAFTT XA TV T 4 [ZHEERITLTE O
WCHEBLTRY, LRROX I RAEHEZY SOl a—T 1 7T &N L 20k
LTERERDFHHEEITIZ & & LT,

Q32 WEORHBEZRIZAL CHETE2WVWLIZEI W GEERT O, §HET
HEEOFEZ T ERLTUTILL.

A Wﬁ’%bf%wfﬁﬁw 1%, BHIOFRD FIAELERD & 9 ICHMiTe <, IE

WCHRIBIOREBE IR TE NI 20 ). 20X ) s, BEA%OIIREER

%6wiwu&&ﬁbfﬁ 19 5. BEAONEOXRERE, HE BELLELE

So, Wo, Do, ZH#EDOZNHZE S, W, DL L7zé &, BFEREOREmEL S/Solx

((W/D) /(Wo/Do)23 TRT Z LN TE L. WBEDETRIDIE S holZxf T 2EHHD

JE & h OFEXHED hiho 1, #EE O Filith D H &, #EZZEH wo, do KD w,

d TETLE (wid) /(wo/do)+((W/D) (Wo/Do)238 T/RTZENTED., 22T, W

B, pEiE L b EERTRBANICS D & EEFRHIZO 2D DEEDOEE ET

& 5O T, YEIE DZE W RIS OFERAE S h/ho 13, WO BRI S 72 0 OWERE (7
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AIVLJEH D VIHERE) OB EREZRL, (wiwo) X (Wo/W)2B TEHETH Z LN T
5.

Q-33  HAE ORI LR CHERAL, MEMEAICH BN LA Z T HAaRH 50, bl
T A NVLETHERBOET & LT O NN B D)

A TANAEIEREOEER L LRI MERH L. 72k, MEMSy & L TRl
TEDWCOWTIE, REMGOEE ] L LTIV ZENTED.

(AR, VA ORSNE, A R )

Q34 HEEVIHIT, ma R AN & S e (HRIEIE T A R T A
LHE 3 AV, 3.3 1TFH) 1Y D IAHEAE 2R A8, (A RS B
SEMFNCATS L2 S8, VEHEIBRIL & b & ORI 7= 3 ORBR AT 2 1F L0
D>,

A RAIBOERSRI LTV TRRE T 5 = & SSBIRO 7-H OHAFHI T b
B, TORARBAICE, WITE 3 WREMAS D, BE REICEA Sh sl
VMR & 2 T O 72 0 OV INBRIR A 2 BT 5 = & TR

Q-35  ANMERA R OMBEERIFI OS5 A 121, [HRBERMLTA FT 4 ) TIREHFE)
OFELE GFERIK 15 %) DNHEICHWLRDDIZH L, KATA RT7A 2 TIIEHZ
o RSN GFRER 10 %) 2NHEICHW SN DIXRED. £, EHZEEE ORI
PEOHIEIZRBNT, X5 2X OMEER T ZHH ).

A (BHEILTA FT A ) TlE, BWHESHOBEEME RS OT—21%, &
YR EOHEICB W T FRBFER 2T 2 b0 LTHOW LTS, —
V5, KA RTA ATBWTUE, BRONTAITETOFPE CTIE, WHZEEO R
Ko TEWFINCIRFE L 72 d. 2O HBRBEELTA RT7A4 ) L0 HHESE
WrEiL< L, £/, B0 o CHTIEELRET A EICLY, WHEEORH{H
THEN—EICRTEND Lo IT LT,

QB K ORI B OS5 A IRV R BRI &, IR O35 A 1213
BRI S 2T 5.

Q-36 (55 5 IR H B D[R S E O HE LN ) (2B T, FEAERAI O SEPA R 85 %,
VB0 %IZEE L2 & &, ZNE (D) A RO FEIEA 8 %, 6 %, (MEx DF
HER ORI 12 %, 9% & 72> TV D EEHR ).

A) ZAU D O R OME 2 OISR ORI, 100 %EH T 256 OFF Ik
CEEEHE - 10 %, 82 OBEHE 15 %) Z NI, EHRORE 2258 L 7=l
FHEIC X VPRI AR DT,

Q-37  AKYEDLEITIE, I AR HERGH 03 R T AGE DRI BT S Lo Bk o IR
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Q-38

A

Q-39

A)

Q-40

A)

Q-41

A)

Q-42

A)

BRAETH Ko

AJKBEIZRBWTIE, BT OENEHFFEIZIZLAERELRNEEZLNLDT,
AR ILA OIFHERIA & DR HEB) B 2B ORI O A TTE 5L LTS, L
T3 o T, KEHERGH 0> 3R b EEERLA O RS M ORER T 1A I R N R E S T
DAL, Y%A TR 2T Th e L.

BB <, B FRBR OVA HRRBR A3/ RLViE 50 [BliE T, 30 43 LANIC 85%
LR 2RI T, BUSRBRD 1R (BUSOHERER) OF — & THEERLK]
ZIRIRLTH K.

HRRBRIEOHIERE S 30 S LANICEHE SNV TWAHEIFID 5 5, S Rk 50 [H]
B2 T, 15 47 LANIC 85% LA B2 Z & MM ARBRAS s DR T & 2 HAIC -V
T, BB T — & 2 HITEEERA 2RI L TH LV, F7o, IRERERO
EIBRE, /SRLEE 50 (B, 30 SyLANIC 85% LA E¥AH T2 2 & AN RS ARER S R
NHMERTE LZRFNTHONT Y, BHBRBROT — & & FRICEERA 23R LT LU,

JESEDVEFRE DNFFE O pH THISHZIKWEAIZIE, £ pH IZHB T HIRHHE D
HEITES R TH DL LB ONDDT, WREZ T Z LIk o T ek g I L
72 TRV,

JRIEDVEMRE & AN OVEINZER & (T4 T L HEE L. T, WHEEHO
RIS 2 1 E T A, JRIEOEMRE S K0 pH Td - T H A O
Bra T 20BN D D.

ELHMDE NRBROEMA TR TE BHAIIL, AHA KT A G- T H
EBORFEOUERTHIIC, [HRERMBAA KT A 2| 1SfEn THRIETH
LTEOD

ELIEARO. EEL, TRBEERIA K42 ) SHEOBICH, © FRBE
BRI, 8 1B B ORI CHEERE DIRIRO 12017, SRHESIA Tl
BB OV BB &L LT 05 2 & A HERT 572010, WA &
Wt % 2 LBRETHS.

R HBRBRAS Be0s D AW PSR & R SN o T2GE8ITIE, BBERM T
A RITA NS TRBEITH ) DD, ZDLE, AHA FTA 2 THEIi LI-EH
BT — X%, HBRBEEKGLITA RTA 2] TORBRBRT—% & LTH L0,
ZLX R,

WAt tERAI T, pH 6.0 (IR W T TMRFEERMTA FT7A > TIIHVHA TV
WA A BREE DA HRABR A 2 I A T2 B R 1R 20,
KA RTANZBNTIE, RONTALTTEROHMTIL, WHZBEBOREMEIZ
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Q-43

A)

Q-44

A)

Q-45

A)

Q-46

A)

Ko TEMFINTIRE & Z7ad . IR TERGR O B IRBRIE O A A > TR IR
THILDRDHLHDOT, BREELTA NTA 2] 28T 2 BEERANICET 5 R H
BRSO BT, AMFAHEREL AR TRBZENRH 5. £ T, 4 A mENMK
WRRERIE 2 D Stk 2 i A 7z

in vivo-in vitro fHEEME (IVIVC) MWRERH S 2 imHEREBRIEN S 2551213, B
AEOWEITZ DFEDHTIT>TH L)

IVIVC T, 15&M0OEEREBRETRE invivo & OMBEMEL A SN TR, *
D&M & B A2 ER A2 AT 5V 7 70— 7B 5 AR R SR
SN LD BITA RT A 2 TED DI R T 28 o [F) SVE 4 st
LENDD.

W B A LT D AR TRBEERR T A RT A ) 125 Z LT
STNDN, A—H—HEERF|ORHEZ BN L TV D DT, kBMED @ iR BRIEE
A LTS, REBERO pHITEEICHE D & LT, fREK, KuiEtEAl ofE T L E
TE5HELTIELL.

ARAA RTA BT, RONZAGEEOFKE CIL, WHEEIORIZ%MEIC
LT, AWFHICFEE L 72T DT, Hlx D — A TIEEORERSEM & HE R EE
BT Z T TE R0,

SN RVIED 50 [BlEETIE, BANR B LOERICAE LY, REMNHERT S
TPy, EWHARESELOLKEER DD, 20 XD MBI OYE, WHZE
O ERE7R RN TE 2RV ATREME D & 5. BUHINZ &> TIE 75 rpm <° 100 rpm TR
ZATO BB WG S B 5D TR W),

W HFBRORE R DO B THEW TR L HET D7D DS5AEE, 50 rpm THRERE
1Tolz & S EHIREROZEN 10 %O#FHICH D EETHDH. 75 rpm X° 100 rpm T
R AT o 72 & & OWHZEBOREMN O L, BIEDO L ZARET 5 Z LIXRET
Hb. TOEDIRERB OB A ET T 5 2 LITRBO LR, 7o, BAFIBRAN
B NAVOEEIAE LY, BREMDIHERET 256, /N Nk, 50 HIERICHK X T,
[ElR/ N2 M, 100 [ElHR TRl 2 20 LT Lu.

2 BMcA B L2 Bl 2. 72, 2 B X b vliE ik CalEEL) &
f2 RIS X HIEHE CHEE2) &C, HEBRENRLD EEITIEITIH00.
HIEE 11X, 40%, 60%, 85% (F% OARAMERIAITIX 30, 50 80%) & W o 7ot
BROBEE/RR A N CTHEMTZ 2N S 5. S, BAIOF L OREIZ X
Tm,:n%wmﬁ@1ﬁﬁf%ﬁ@ﬁ%bfﬁm@zék@m#ﬁ%mﬁéxé@
RENRD STz, TOX IR A O T2DIZ, 2 BEBOEHAbRREE Lz,
HIEE 2 1T AR B O ZZHECTEX 2 ENH 5. LaL, 2 BEOMEIX
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Q-47
Y

Q-48

A)

PEBGIRE SR AT T DR & 5. B 2 1T T~ D IR B AR OVE SR D ZE N D g & 2
A THE RS ET L, £22 OERRE L R0 [AEERECT <R KAV A RT4
VT, TOXIRREERT D AT, RS ZHE L CHEE 22T 5 2
iz,

ZOX Y REMEEMATY, HIEE2 T, wHiRO Y =itk oTE, BEE
7R A Y FTHE DM THON TS EIFRL 2N ENH VIS, 20O, HIEE
185 L7,

2 ODHEFEOB CHERBENELRD Z ERH DN, IEHRBROME 2 OH EREIC
B DHEFIEEZBINLTH ALK 220,

Z R OMIEFEIZ DWW TR LTI L.
BIEIL DAY FRIRIEERBR T A F 74 Q&A @ Appendix A (2777,

BB TRIEZIT O L &, [HEGELEEYEIE T X — & O CHRIZE AL
LTCWOBIANZIRD ) EHHN, #ERERTZEE2ED X ITHRT DD,

3G ORI DOFIEEIL, FEEOR RO T2 2 e nb D, TDD)
(2, BRIVE D HERRIT AW A RS MERRBR I N 2 U1 ST 2 AU HE U % U5 TR
HVENG L. FIZIEEREO/NSORIEIZ AT G 8 L EYBIRE T A — % & DB
REMRF L, #E5E—AUC OERIFERNPEREZED 2 LA27T, KHEENLED ST
LG EYTD OEYBHE T A —ZNFRIFETHDH I EERT, 28I Lo TR
EHWERTHONEFE LV, R a 5T DL ) R FIETHER TE 20V E XX, £
LHRIEIE DI ERE T A — X BB THIEL, T OfE%E AV CAEY RS
DHEZEIT->TH IV, 2oL EI2E, b LB Y Lo TR0 & AW=ErlE
FEMEERTZENREEICR D LW EREH D Z L ZRFHICENVTEBLERH H.
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Appendix A L5 ZEE OFEE

WGEFEDOREDOFFEL, LLFOREMNRT &9

D FEH

W2, HA RIANERL TSN

B LT ORI L D 1HTZ ATV, KRS, MUEBETATS.

A-l: BROBEREAOLNSFER
(1) FE&e

W5 DR
HEhE oy A
FALERA cyEmaTFLS
FEA Al REe Ry
T IRA 277V “EMg

TRIZHA FLBE KT
fEmtElLo—2

SLHELLTT

40 mg (10.00%)

40 mg (10.00%)

20 mg (/5.000%)

4 mg (1.000%)

100 mg (25.00%)

196 mg (49.00%)

AR LA

40 mg (10.00%)
35 mg (8.75%)
23 mg (5.750%)
4 mg (1.000%)
97 mg (24.25%)

201 mg (50.25%)

RUF OFE = 400 mg 400 mg
*1) IR OB RS R B A R OB %

SHEBEOFEDIE
IANAI O EEH] B # & Bl oy EHEDZE K ¥
BiEEX hvEmavTFLS —1.25% (B
Al K Ry 0.75 % ©
JIZAI FLBEK DY —0.75%
______________ MR A L2B%
RRTEHICLETE LI plsy D& A RO ZEDHHE D Fn 2.00% (B)
B LTy DG A RDZEDHEXRHE DRI 4.00% (B)

(1.25 +0.75 + 2.00)

RO EEORENREVKRIEL TREGHA © C KETHY,

EHKETC THD.

(2) 74N a—TF 4T EE
WG DEH
OWEE

BBy A

HREEF
& E Al Re Ry
RN A7 7V UEEMg
HECTE 74 FLAE KT

fEgh Lo —2A
NEE DRE &
*1) A

FHEILTT

40 mg (10.00%) ™V
fMUEB T 7 40 mg (10.00%)

20 mg ( 5.000%)

4 mg (1.000%)
100 mg (25.00%)
196 mg (49.00%)
400 mg

I ORE RIS 253 O EE%.

15

Z OFNZIT D BA| DAL

AR LA
40 mg (9.52%)
45 mg (10.71%)
23 mg (5.476%)
4 mg (0.952%)
108 mg (25.71%)
200 mg (47.62%)
420 mg



©7 4 VLAE

ST
ARLSY 7.5 mg (75.00%) 2
BRK 5> 2.5 mg (25.00%) 2
7 4 IV ANBOREE 10.0 mg
WAZ DK FE 2.51 cm?
WA R EREHT- 0 O
7 4V ABOE B 3.98 mg/cm?

*2) RN T 4 v A ORE BT 5K O EE%.
*3)  fEINPITIEAELT 1256 5 R EREUA O L.

BAHRDAEK OEF RO

AR LA
8.0 mg (74.07%)"?
2.8 mg (25.93%)?
10.8 mg
2.56 cm?

4.22mg/cm? (106.03%) *2)

O
WA O B B & Bk sy GHEDSE K e
JaizEe =52l FERDaLFL S 0.71% (B)
eyl i =l NS 0.476% (B)
BIRF AT 7Y e Ca —0.048% (B)
RECTEZ A FLBE KR 0.71%
e MEEREAD— A —1.38%
BRIEAI CEE L2y O G ROEDKMEDOT  2.09% (B)
W CERE LTy OB R RO ZDMHEDOT 3.33% (B)
(0.71 + 0.48 + 0.05 + 2.09)
©7 4 VL)E
|D'as GHEDE K e
A Sy —0.93%
By 0.93%. o
7 4 VAECERE LIRS OEGEAROEDKGHEOT  1.86% (B)
IR K
B RERHT- VD7 4 VABOBEEOEELRE  6.03% (B)

TRTOEHEDOKUELIB THDHDT,
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(3) HEAGE

W5 DR
O
By A
Rl il =l N2
NN 277 1 EECa
imwiail HAE KT

fEgh L — A
A =R= S AN

A DI & 120 mg
1) FEIPIL PR ORE RIS B A Ry OB %,
Q7 4 Vv2E
FLHELL T
ARGy 1.17 mg (13.30%)?
Bik > 1.63 mg (18.52%) "
CH %y 6 mg (68.18%)"?
T 4NV AEBOKRE & 8.8 mg
W D HfE 1.495 cm?
BN REFE DT O
7 4V AEOE B 5.89mg/cm?
*2)  FHINPIE T 1 L A JB OB BT D& sy DB R %.
*3) RN ILEEHEAL T\ R % ARBRILFH D L.
OFELJE
FEHEAL S
D5y 7.64 mg (12.32%) ™
ERSy 4.36 mg (7.03%) ™
Ff sy 50 mg (80.65%)"?
B8 ORE B 62 mg
W% DR i fE 1.495 cm?
B REFE DD O
BRSO HE & 41.5mg/cm?

*2)  FEIPNITRELAE D

FEUEILTT
10 mg (8.33%)"™
3.6 mg (3.00%)
0.4 mg (0.333%)
86 mg (71.67%)
12 mg (10.00%)
8 mg (6.67%)

ME BT 2B OHE%.

*3)  FEINPITFEHEALTT 2k 2 AR A o L.
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AR LA

10 mg (8.33%)
3.4 mg (2.83%)
0.6 mg (0.500%)

82 mg (68.33%)

14 mg (11.67%)

10 mg (8.33%)

120 mg

AR B LA

1.2 mg (13.48%)?
1.63 mg (18.31%)™
6.07 mg (68.20%) "
8.9 mg

1.495 cm?

5.95mg/cm? (101.02%)

R B LA

7.6 mg (13.10%)?

4.4 mg (7.59%) %
46 mg (79.31%)"?
58 mg

1.495 cm?

38.8mg/cm? (93.49%) ™



BHEROEROERROH

OWE:
VAN OB B 1 & 5lisy EHERDFE K
eyl AN sl —0.17% (B)
TEIRA AT 7V ECa 0.167% (B)
HE A FLHE K Fndy —3.34%
L a— 2 1.67%
___________________ cERnayrs Sy 166%
BTEAI T E LT 4y D& A RO ZEDHHE DT 6.67% (C)
WECEE LIy O G R OEDOHHEDT  7.01%  (C)

(0.17 + 0.17 + 6.67))

©7 4V LE
D% GHEDFE K e
A Sy 0.18%
B iy —0.21%
CCIRAT 0.02%. ...
7 4V ABTCERE LRy OEAROZEDOHKEHEOT  0.41% (B)
AP 7K HE
B REMDHIZDDO7 4 VABOBEREOEESR  1.02% (B)
O« )E
D% GHEDE ke
D pk45y 0.78%
E 55y 0.56%
B 0% —134%
WA B CEE LI OEHEDOZEDMEHEOT 2.68% (B)
AP K HE
B REEH T OFEREOEBEOET R —6.51% (B)

RO EFEDORENREVKIEDT TIIEA KO TR TERE LIy D& HRDED
SHEDF] O CKRHETH Y, ZOHNZIRIT LA DL ETKIELC THD.
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A2 EEEVOROBEBRAOLFTER
(1) F#E&eE

WF DR
ST

BRESy  A 40 mg (13.33%) ™
A | kyERmaYT 7 40 mg (13.33%)
Rl il =l N2 20 mg ( 6.667%)
TR AT T U UEEMg 4 mg ( 1.333%)
R A LB KT 100 mg (33.33%)

Mmoo —2A 96 mg (32.00%)
U DA B 300 mg

*1) RPN RS O E B 2 Koy D E R

AR LA
80 mg (17.02%)
60 mg (12.77%)
30 mg (6.383%)
6 mg (1.277%)
135 mg (28.72%)
159 mg (33.83%)
470 mg

SHEDOEDIE
WA O B B & Bk sy GHEDFE ke
BrEEXl FoEnaLTL Sy —0.56% (B)
EAK FE Ry —0.284% (B
WBIRAl A7 7 U Uk Mg —0.056% (B)
BRIEA FLBE K Fng —4.61%
______________ A=A . 183%
BRI A CAS T L7215y O & A S D 75 D il o Fin 6.44% (©)
B HLERSOSHEROEOHREOR 7.34% ©

(0.56 + 0.28 + 0.06 + 6.44)

BOETORRENRRK I VKT
o] © CKETHY, ZOHIC

(2) 74N ba—F 4T g
WG DI

OWE

By A

HREEF fyERaYT

el ReE R

T PR A7 7V UEEMg

A SLBE K Fi)
femtre—2x

WNAZ DR E &

*1) FEINIEREZ O

MHRIEA] KON [T U724y D& A R D72 DHGHE D
ié%ﬁ@%ﬁWEmEiCT&é

HLHEILTT

40 mg (13.33%) ™

7" 40 mg (13.33%)
20 mg ( 6.667%)
4 mg (1.333%)

100 mg (33.33%)
96 mg (32.00%)

300 mg

DRE BRI 2 KAl OE &b,

19

AR LA
80 mg (17.02%)
60 mg (12.77%)
30 mg (6.383%)
6 mg (1.277%)
135 mg (28.72%)
159 mg (33.83%)
470 mg



Q7 4V h)E

HAE TG A BRI
ARGy 7.5 mg (75.00%) 8.5 mg (73.91%) ™
Bk 5y 2.5 mg (25.00%)? 3.0 mg (26.09%)"?
T 4V ABOREE 10.0 mg 11.5mg
PNEZ D K HiH 2.12 cm? 2.76 cm?
WD BN R EFE&H 72 D
D7 AV AEOEE 4.72 mglcm? 4.17mg/cm? (88.35%) %

*2) fEINNIE T 4V LB ORERICHK T D E Ry O &L,
*3) RPN IAEHERIANC 5 2 B AUA o b,

GHROEKLNEEROHE

oWz

WNFIOE A B & By GARDE IKYE

Hry | FNyERaLFLS Yy —0.56% (B
TR wail AE R —0.284% ®

T YA 277 U ik Mg —0.056% (B)

HE A FLAE K Fni —4.61%

e MEENT—A 1.83%
BRIEHAI T L 7= 4y D S A SR D 25 DM il o Fin 6.44% (©)
WECTEF LT DERROZEDMIMEDOT  7.34% (©)

(0.56 + 0.28 + 0.06 + 6.44)

©7 4L L)E
|D'as GHEDE kY
A Ry —1.09%
B L09%
7 4 VLB CERE LIRS OEAROEDKGHEOT  2.18% B
AR S ke
WA EREHTDV D7 4 VAEOEEOEELE —11.65% (©)

L ETDORE DR VKT TRIEA, T CEE LTy D& H RO ZED MR
DOFfn] KO THEAREEHZD D7 4V ABOEEOETFRE ] © C KETHY, ZoOHlC
BT HRAN OIS AT KUELC THS.
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(3) HEAGE

W DIEE
ONH
Sy
BRhES  A 40 mg (13.33%) ™
Jilzezgsl FUEB LT 40 mg (13.33%)

EE T g 2

IR AT 7 U EEMg

HETE Al FLHEKFn4)
fhmEL e —=2

20 mg ( 6.667%)

4 mg (1.333%)
100 mg (33.33%)

96 mg (32.00%)

WNZ DR E & 300 mg
*1)  FEINITEE O E BTS2 Al oy - R bt
©7 4V LE
8 ilys
ATy 7.5 mg (75.00%) 2
Bk sy 2.5 mg (25.00%) 2
7 4V A BORE & 10.0 mg
Y SABE JiN i 2.12 cm?

PNAZE D BN R HFE B 72 Y

DT 4V hJEOE & 4.72 mglcm?
*2) FEINNIL Y « v A ORE R RT 2 &y - R L.
*3)  FEIMPNITAZAERLAN k9~ 2 BB LA o L.

OFE B
S
Chioy 11.5 mg (12.37%)?
D5y 6.5 mg (6.99%)
Eff sy 75.0 mg (80.65%)
BEA T8 DR B 93.0 mg
W D2 i 2.12 cm?
NEED BN K EfE o 72 0
OFELRE DO'HE & 43.9mg/cm?

*2)  FEINPIEHE LS ORE RIS 2 R O E R
*3) RN TR ERLA iJ?“Zﬁt%ﬁiﬁU@tt
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AR LA
80 mg (17.02%)
60 mg (12.77%)
30 mg (6.383%)
6 mg (1.277%)
135 mg (28.72%)
159 mg (33.83%)
470 mg

AR LA
8.5 mg (73.91%)?
3.0 mg (26.09%)"?
11.5 mg
2.76 cm?

4.17mg/cm? (88.35%) ¥

B ]
13.0 mg (11.71%)?
8.0 mg (7.21%) "
90.0 mg (81.08%)?

111.0 mg
2.76 cm?

40.2 mg/cm? (91.57%) "



BHEROEROERROH

O
WA O B B & sy EHEDFE 7Kk e
AR A fERaLFT LS —0.56% (B)
eyl Ae Fv —0.284% (B)
THIRA 277V g Mg —0.056% (B)
iyl FLBE KR —4.61%
e MEEREAT A 1.83% o
BRIEAICA T U 7= 4 D& D34 O RHE DO Fn 6.44% (©)
W CERE LTy DB ROZDMIMEDOF  7.34% (©)
(0.56 + 0.28 + 0.06 + 6.44)
©7 4V LE
5y GHEDFE K e
A5y —1.09%
B 1.09%
7 4V AETEE LIRS OEAROZEOHEDTT  2.18% (B)
AL RS K
BN EmEHI-VDO T A NVABOBEEOLEFR  —11.65% ©)
O« )E
|D%ax GHEDFE K HE
(OF5%) —0.66%
D &5y 0.22%
_______ BBy o 0.43%
WEAJE CEE LI OB R HEDZOMEHED 1.31% (B)
25 5 K HE
BN REEH T2 OFELAEOEBOETR —8.43% (B)

b EEORED RS WARAET TIIZA,

(PRSI L 72 s & AT 3RO S DRk

OF] kN THAIRAEREH -V DO T A VLABOEEOEER] @ C AKHETHY, ZOHNIC

B LEANOITTETKREELC TH 5.
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Appendix B #{7 7& /L Al D QL5 28 5 HRIA LA fE B

GV & 5/ 2800 7/ VAT, BEERAIOE RPN RIS 2T~ T OB
T 15 0 LINIZ 85% LA BRI 3 2 BHKNE, KA A KT A AZHE» TEY RIS REBR 21T
STHEW. 27200, 1ERKIKHEICHYT2E20E YN, 250 mL O HEER 25D
BRIRIZSERIZIEIRT 2% JiatEdm e 5. £, NBOWGERL, ZEA, BhE
KNTIR S, B HOWTIE, 7o b a—F ¢ v Tl REERHENER SN,

O WFHELDKUE
W ELDOKEIITRIRTBEZBA2WIGEIZIEIBARE, BEIYVKRKELC
UFOBEITIXCKYE, CEBZLHEEITD AKHEL TS

# A 7 LI 0D A 525 B K e
EHROEFIIEFR (%)
oy Il B C
WHE  BhEAL ZEA 1 3
CA =] A (B7Fv 7 d) 5 15
WHEL (YAER— ZURY URE) 2 6
BogE Al Z2rE ], IR 1 3
SV JE DB IINF O A R D 2D xHE O F 5 15
BRI 872 0 OIVE DE B DAL 10 30

* NEORERIIZIRICEN L TEHET 5. TRRICENL TRHRTE v e i, WEDEZER
LBl L, TG EREI o THEOHEITEMLR2NED LHR LTS L.

@ ZREh 5
B k¥

B4 EIORTRBRATT ). WTNORMCHEN T, SEREH R OEERHK 0 30 450
PIRIERMA L B2 85%LL ETH Y, H-o, 5 204 HE e TR R E 28 [ &oHE
SNTGAEITIE, WA Z AW P F S & s, A% EHE SN o e HEITE,
BRI DLW FFRFIET A BT A Hl> THREBRZAT 5.

C 7k#E

% 3ITRTEME G T B WAL RER R ORI A R T A AZh > TR
BRZAT S .

ZOMITH 4 BISRTRBREIT). WPThOKFICENTY, ARBREH K OB ERE D
30 73 DPEJEHIHRD & HIZ 85%LL L TH Y, H-o, 5 5 BRI HIERIE T AR
% LHE SN SAICIE, WA AW RS & BT, % LR S e - 7245
ECHE, BREEROED RS A KT A G CRREAT .

D k¥t
BIE IS D A RBEA A 15 4 L TH > TREFT .
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Q-1

(A)

Q-2
(A)

Q-3

(A)

B 3

GRS
FIGH 2 2 BFOIBIN D 72 3 D /EM LR F SRR I A R T A >
Q&A

ST, BOMRBMERFIIFAINE LT, AOA RT7A4 2 O@MAOXR L 137578
WeH DN, FOEHILMD.

BBt B & B2 0 MR O W EE N T OED O R, B
Rk, BIG, i, HOKRE S, BRICKE EETSH. Lo T, Rtk
RIFITIX, BEAl, BRI L W o 72 570 2 FITE [ 0 AW 7 B[R 0 2 38 O A i [R) %5
PR O A CHEUNCFHME L, RAET D2 EITE LV, ZD L2 72B b, JRAlE
LT, A, By 57 2 et S 2 A e R S HaRBR DR 5 & L 72w,
L, USRS, BEOMRBIERG - Bhid 5 VI3 7'V O NEWY & R
A& U TOREAMEENIL L U, AN DL LI RE A 28 2 3 I 22V LA
L, EEERL, BB &b IR G, RN TEMICEAR AL & L THik
THHEAITIE, R & RBRRA O LENFETIZEELVWEEZ LN DT,
KA RTA L ORRET D, FIZIE, BWHENEOERIAIOERZ 1 72 VIR TAL
7o TR NAID XS 756 TR, R0 B RAI DAL T 28 5 0 AW 7B R SRR 2T A
RZA4y (LUF THFEETA RZ A2 L)) OBKIEIZHE, AFrlE ek
EHERT D, Fio, RBRREIDMRENE OVENRREESED X O e A12lE, O I HERL
LEOHAMERENLE UL THHT 5 2 &R LIRS, BREERLOAEYFNIRZE
MR AT A FT7 42 (BLF THREEELTA RTA4 ) L)) [T TREEZT
V. FOYE, WFEETA RTA4 U ROERERLTA K74 B0 TRlBRELH
RO HENTND TREX, IR, HE IZOWTOERTEH S0, Rk
BIKN O fr R, EERIRIOLOLFE L Bebhnbo 35,

PEAERLAN TR EHR G & SN TWD. BRI EI S 2 EEERIANC C & 22 W ERER ).
GEIEVCIUSEER LR, AOEFIL, BEEORENRKEVDT, EUERIA|
WEERHNE UCRRERM L L.

FREH MO AT RN GG, BEERLZFERAE LT Z LR TES
M.

FITZBINTAR 5 B & & Lo T O FE R 30 2 AR ERGHNZ VT .

mE, FERMMAFRELRGE L1F, FEFRMAT TIKER S TSIt L
TWRWEE, &2 WIIEHEM5RD THRWGEEDIRENRIGEIZRS.

FFEIEMTEEORE (BT, 8/, 1 7eAA, BHD BH5%5E, Thb



ERITE S D8 (BT, THEA)) Z2IBINd 2 BICHEEERG & LTz v

RE D,
(A) HA RTA NTEZRSN TV LERERLTHNE, WTNOHRIE AR ERGNZH]
WT RV,

Q-5 MARRFOEBKEERBRICHONWT, UTOAEZHHLTIZLL.

(1) NBEHERER AT D IBTRIERL 7 DR S 5 D ENAEEEED L 5 BRI OS5 E, 15
HRRE 2 9 DA AL O K E 31T, AR OKE S TR0

(2 ABEERBRAZBIMTERLTS &, &9 LTEBEMEZ AW BRE1TbA
< TUIR B 72D,

() HIEIZARIEE & HDHEAEITE, B%REGHBIIRE TIIiavin.

(A1) BHNTIHEEEEZ AT ORI E LT 5 L 51072 28KITlE, ZORFDHE
BN, WHIRRERE A T D AR BN OBERTH 5.

() BFIL, EWOBEBHEESEDOEN DHE~OBBHRELZZIELZ 0305, 15
THERIAI I, BUAID 2 WO TR i S - IR RE 2 A T 2 A A LA O B
DENZ L - T, BEBREGRFICIFC, BB ~OBEEEIEVNAEL, ZOR
R, MPRE- RIS 2o CLE D AREMR B X D, Z07dic, ik
HERBEGO®GTIZBWT, 2 >ORAIM D Z 7 RER LU O i o — RER dh 3
EoOoRWI 2R TOIUNENDD. BEONAFTT AT T 4 I RITT R
I RICEBREOFRRENDT, GEEEZRAWZRRE ET 2 0ERH 5.

() HHEND THREEE) ORTHLIEEITE, BHEGRBIIATOAR < TRV,

Q-6 WA TERIFI CHAEHERE A B T 2 AN O R & SNERL5GE, &2 WITRAKL
PERA O A PRI R FEMRER T, BREGRBREZBINERT 5L INTHDN, B
RIS 2 WDITBRBE D NENREESEO B A2, B%ERGRBICBNTH, Tk L
THIRA O%AEE DKCIRA OBRE ORBRB LI L 72 570

(A)  DEENFRESE O ALY R RSSO i RSB LTI A RT4 & LTER
FENTORVIRBLICH 5723, BUTORGRFEADRINZHE 25 &, @O OENHR
HEHETIX, K72 L COMRMI & K TR D56 0ORBRZ Eliid 2 Z &1k >Tnb.
F72, AMFEHIRIEMRBR T A R 74 B0 T, BRERIAICIL, BaEEL2 a7
HHRFNDOKE SOEVNZ L 5T, BEBEERGRHICIIFHNS, B DE~OBEEISEN
WEL, ZTOME, mApRE- BEMHRARR->TLE ) IRERS 720, £,
IRBCERAICIX, BSR4 CTh D R%RIC S B HI R B T D 2 & 2R
LUERD L2, BHREGRBREFER T2 LI22oT0D. Ko T, HENAIEE
BEORBEGFRBIL, JFAIE LTKR L CIRAT RBOAEZFEMZ L TELnWe T 5.
72720, TRTOEEKGTIORMENARETH D EIXR ST, WAIOREIZIL T2



Q-7

(A)

Q-8

(A)

Wi LETHD.

FaMESEN) 2 & oA C, FEMERIKIAN 7 ¢ L b3 —F o 7 BIHI SRERIUKIN D L
FlOLE, AR ORI IERERE Tl a—7 v 7K ORBRK, RERRAICIX
MeESRY % & B ORBRIKR, ERBRIERNERD. B L ORBRIRE# AT &),

TEHERUA D 5 ORI 2 AW T, BBEELT A BT A SO BRI 2 7R
ETAUL I,

TGRSR DAETGIEM, B2 X5 EFE D 20mgDFER] D 7, FERELAIH310mg D
T ENDIHDOYGETHOARTA KT OXR LR DD

ZOBEEIARTA RTA OB THD. HL, FENELRDIOT, b MlBRIZK
J BB GE, I HERER ORI OB OV TS BN B A2 % 8% 10 B TR R o0 A 6
[T A K7 A 2HE D .



B 4

IS

R A AR D% 38 R 0 AR E SRR IC OV T
Q&A

u

(Gragm

Q-1 EFEMBELEH (BEEOA R 2 5 AT 2658 A FEIEAD) O%IEEFES OEMFHFE
S ERBR D F i ST IEIC OV TR L TIE LV,

A BBERLOLEYFHFRSEERBRT A R4 ) UUF BBERLTA KT A ]
LD L) ITHEV, BRI T AW SRR 2 R .

|

(FzED

Q-2 [EHEHRELEAIOE, HHERAIXED L 5T L TERT 200 .

(A JFHIE LT, BREKSL 3 2y MIOEXBRBERLTA KT A iE- T, B0l
NEATIZ DWW TR ZITV, by MNEOBEHIEL DE DR EWARIES O
HERBR RS T L 0 BEERUA 2 IR 5. 7272 L, TR e B 3 E £ T
DAL, £ ORGy DYR B L CHEMERIA 2 I 5.

(P HRRER, W R RSV R
Q-3 HEOERy THRAVRE (Bt 2 & e, TSI LS 2 5 o B,
=7 o 7R, EEAEREY) 2 G TR, WATERG, RIERAD) 2SR 556
D HRBRTEEZHH L TE LY.
Q) BREEEGTA T A G, ARG & ORGHIRMEIT ST 5 i HRRBR 2 52
T5.

Q-4 HEETH HEAFOEHRBRITINT, 23 R, 50 [l TRIF 2 3Bk o
SHLEXIIRELDEBTHRE LTWDEERR D ZETeEn Ec/ 20T
BN 72 2D TEHHMENRKRELSEDASGA, EOo X oIzl v,

(A /S BIWE, 50 [BIEE Ty B /LINOEERI DR & 72 E O FIRIEICE W IEHNIEH 2<%
B, EFRRREHNMEONS L OBERLY v — % AW THRA &2 R BRiE I A LT
H L.



B 5

IS

GENEL D EEARSA L O EEHESHI O AT D
AW EEEMERBRIZOWVW T Q&A

(e

Q-1

A)

B A A (DB & 5H T 580 BERRAD OF & 572 2 55 K UL
0525 BB O A R R SR MR S IR I W TR L TIE L.

A Q&A FEHFHAZIBL T, [EHEEAR 2K 0 ERRA O LY R SR 7
ARTAv) QCUF [EEEVNTA RTA 2] o) RO TR O ERGE O L2
DA ERR SRR T A T4 ) IS8, BRI 2 &AW RS2 7
flid 5.

(7728 K HE)

Q-2

A)

Q-3

A)

B DA DN E—BICE EN TV HEEH] (HIEHE) O EOREOFHE T
EEDHLTTELL.

BRERSY Z EACERRAAE ATERHE 2 e STV D Z &, BRI & » THE LR
PEENRRDZ 0D, BERORMR D% £ LD T—DOOFRS & H72T 2 LI1ET
TR, EFRIENERHB ORI G E L CW DA R LIS O, G EEW S
A RTA4 DR KIOE2OIEAIL U, BKRBR CHIMER L EEN R Sz,
XiTb hEXxGE Lo AR L0 e ERM, & OFRSESER S L
TeRFN OIS 6 DI EEOREZFHET 5.

ZEMR EEOBNG, HEEE (Bl 2IX ) & L TWAEREAIDN A EOR
FEDFHFEFIEZHB L TIE L.
Klgm—oODRE| L Hde UCEHEAET 5. #HHEAI% Appendix (2777,

(B, W R R SRR

Q-4

VY]

BREEDIZBNT, GENER MBI ORFEEIT I G, RS OE RS R
LHEmENHFICONTHLEEENVWTA RI 4 U2 L UG ERORE 25 H
LT&uva.

GEEWTA RTA N> T EEOREZFHE L TLW. 3EH %, Appendix
N3N B

B, GEEVWTA RT7A4 T Maektg L LAY FrIRIZEERBNER S D X
N2 D% E, BREIENRR DG EE WA TR Ckh& TRB e FE i T & iz
B, WO E EEWVRA G [F 5 RO EEGOBRRBIEILS & U THRIBEIL T A



Q5

A)

Q-6

A)

RIA N TR AT D2 L7 b,

BEIBWTA R4 2, GEEVRBIOFRERFE LTI HE Tho T, W7
BRI A M L & 5 & T 2SI L 0 saBRAINEZR 258E Bl2IE, A%
%4y A 10mg/A %04y B 1mg, A 205y A bmg/A%h4y B 2mg &V 9 & EEV DY
A, EAERIFNT L O X 5 ISR IIZ v,

BE DB RS O CERIR L0 AP LR OFGIMS OBLEN G, KLV EEE
ST &I S B ARy O B A YR L

BEANCE ENDHEIRD T G EROREDOHEZITo1-/ER, ThEhof
Ry T AT RKMEN R D56, EO X Icdiud v

BRIGY Z & DIFFTEFREIZGE, BRI TN ENCOWTRRE Ei+ 5 2 &
Tl FlE, A% A, BIZOWTOREEFKER, Thei, BA% E
KEETH D956, ARG A IOV TIRE R T B R % ChIUTEw 71
W& LR TZENTE S, AR BIZoW T, BRERNTA T A it
> TEWFHIRFEERBRZIT O .



BLA AN

FR LTV D/

FLEAITI,

Appendix EE AT

W) [R5

T eI, WG EFEREZFRTS.
(1) BLAEADRSGEE (HIEEDHE)

BT BT E OFLEE O FHFA

BT DRSGEEOREDFEL, DTORHEMNRT &9
RELF ORI LY 1H1Z <ATV, &EZIS, WMBETATS.
FEZRHIL LD &30 (AT TRHRETD) L)) ALK

(2, HA RTA MR

L5 DIEH
FEVERL Ak A

BRhSy A 250 mg(50.00%)* 250 mg(55.56%)
BRIy B 2.5 mg(0.50%) 2.5 mg(0.56%)
JilzEe a5l FET AT 40 mg(8.00%) 40 mg(8.89%)
Rl Re Ry 5 mg(1.000%) 5 mg(1.111%)
T U 277V i Mg 5 mg(1.000%) 5 mg(1.111%)
BRI Al FLBE KT 157.5 mg(31.50%) 117.5 mg(26.11%)

EmErm—2 40 mg(8.00%) 30 mg(6.67%)
BN DR B 500 mg 450 mg
D FEI TR O R B R D A Ry D B %
s AR AEMB L LB E, ERROEDFR
WO B A & plksy GHEDE K
AR FTEORIVT LS 0.89% (B)
i 4l Nl NV 0.111% (B)
RN 2T 7V Uk Mg 0.111% (B)
T 4l H#k5r B +0.06%

FLEE KT —5.39%
e TEARE VT A 83%
FRTEHICEE LIy D EHRBOZEDHIHEOTT  6.78% (C)
IS U T2 RSy DG A R D FE D HEHE O Fn 7.89% (C)

BOEFORENRKE VKT TIRIEAICTETE LIS DEaFROEDHSHEDOTN ) K&
W EFT LTy OERROZEDOKIEOT] @ C KETHY,

AZRtg e L2856

DU EFKAETC THD.

Z OB DE BN



- ARk B 2B L LIcht, BAROEDHE

WA OEH B & ploy BHEDE K HE
A cvEnarvsFr7v 0.89 % (B)
el RE R 0.111 % (B)
T IR S AVEDING 3\ I 0.111 % (B)
T A ARG A +5.56 %

LRI —5.39 %
e TEERE YR A Z133%
MIEAICEE Lol OB A EOAEOKRMEOTT  12.28 % (D)
LTy OB A ZR D DHEHE DTN 13.39 % (D)

O EEDORENKE VKT TIRIEAICTEE L7y DEaRROEDMHERMEDOT] &
W [EE LRy DOERROZEDHIEOTI] @ D KETHY, ZOFNZEIT DHZES
B #5t4 LT- A DN TEFKUEITID TH 5.



(2 GEEVESHONLZEE (BEEOYE)

L5 DR
FEVERL Ak A

R %) A 20 mg(4.00%)*V 10 mg(2.22%)
BRNSy B 10 mg(2.00%) 2.5 mg(0.56%)
iz a5l FUET AT 40 mg(8.00%) 40 mg(8.89%)
el RE R 5 mg(1.00%) 5 mg(1.111%)
TR 27TV UM Mg 5 mg(1.00%) 5 mg(1.111%)
iyl FLBE K Fnd 380 mg(76.00%) 347.5 mg(77.22%)

fEemELE— 40 mg(8.00%) 40 mg(8.89%)
BN DR B 500 mg 450 mg
D FESNNII A ORRE B2k 5 & iy O’ B %
- BRERS AERIGE LG, BHREOEDHEA
INAIOE A BB & sy GAEDE K
A A =Rt A % 0.89 % (B)
i 5l 7l NV 0.111 % (B)
T R AT 7V Uk Mg 0.111 % (B)
T 4l A4 B —1.44 %

FLEEAKFn 1.22 %

e TEARE A 089 %
JRIEAICERE Loy O G A RBOEDHREOTT  3.55% (B)
B LT iy OB A ZRDZEDHEHE DTN 4.66% (B)

TRTOEEOKAELB THY, ZOFNIET LA AZKGE LIZGEONTER

KT B Th 5.



- BREG B AR L Lichh, BHEEOEDEE

WA O B & sy BHEDE K HE
A cvEnarvsFr7v 0.89 % (B)
el RE R 0.111 % (B)
T IR S AVEDING 3\ I 0.111 % (B)
T A ARG A —1.78 %

LRI 1.22 %
e AR A 089 %
JRIZAICERE Loy OE A ROEDHRHMEDOTT  3.89% (B)
LTy OB A ZR D DHEHE DTN 5.00% (B)

TRTOEFEOAUMEITIB THY, ZOFICBITAES B 2xtg s LI-Sa 0/ E
KT B TH 5.



(3 BLAHIDMSGEE (ZJEEEDEE)

RGOEE  “JEEED ARBOREREZLEL, BREIZLE LRWEH2RT.

FEVERL G R A
R %) A 20 mg(7.69%)*V 20 mg(10.53%)
iz a5l FuEB YTy 20 mg(7.69%) 15 mg(7.89%)
el Re R 5 mg(1.923%) 4 mg(2.105%)
T YA 277 U v Mg 1 mg(0.384%) 1 mg(0.526%)
I A FLBE K Fn 194 mg(74.62%) 135 mg(71.05%)
fmELrE—2 20 mg(7.69%) 15 mg(7.89%)
AJEDKE & 260mg 190mg
BRIy B 10 mg(4.17%) 10 mg(4.17%)
ARl FuET ATy 20 me(8.33%) 20 mg(8.33%)
e Al AN =l N 5 mg(2.083%) 5 mg(2.083%)
TR 277 U Vi Mg 2 mg(0.833%) 2 mg(0.833%)
iyl FLBE K Fnd 183 mg(76.25%) 183 mg(76.25%)
fhmtE L E— 20 mg(8.33%) 20 mg(8.33%)
BlEORE & 240mg 240mg
RIA OIS E B 500 mg 430 mg
D FESNANII A O K 8 DR BT ) B Aoy OB B %
- EHEFLABICOWT, GEROELFHAETD
WA OfEH B & 5oy GHEDE K e
AR rwERmayFL S +0.20% (B)
i Al Re Ry +0.182% (B)
RN 27TV Ul Mg +0.142% (B)
R A LB KT —3.57T%
_____________________________ Ml —A . F020%
JRTEA CAE LTl D& AR DZEDHERHEDFI 3.77% (B)
B LTy DA ROFEDHERHE DTN 4.29% (B)

TRTCOEFEDOKUELIB THY,
FAUETIB THD. AS B g5 BREBIZOWTITIEE N W0, W7 T KU

ITA LT 2.

ZOBNCIBT DAY A xR LTcGa O/RTTE
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