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* Multisource (generic) pharmaceutical products: guidelines on registration

requirements to establish interchangeability WHO Technical Report Series, No.

937, Annex 7, 2006
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STEE DS DR IEEIR D EW AR EERBRIC AT DR QBB LRE) 1%
5T THD. 90 WEHEXMIC LD HEEITRA T, hoJ7ikE TEY IR MR
BROFIEZAT 9 & EITh, HEEBRFEIL S B TICHER SN TER LRV, 4
WFIRI SRR T, 7V 7 T U ZADOERNEE O K E SIS &7 5 EFE
IZ - TERD. EHXMEIC LD HEETHEF ERENRBR O ALH DR E T
HEEINTIZ—EIRIZND DT, AW FrEEHERBRICE L7 HEE S WD 28R
TE2 (L2L, FERMEICEDHETETIE, o/ n BAREWVGEITITFEERNHEE
BfEBRP/NS <720, ZORER, EEBEARE (G WEORMD, R TAREHK
LI DRER) DIEEMICRELIRDZ ENEM SN TS (D.J. 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
(1987M)).
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£ &T5L, FERAMERIZEOHE THRBEZITORITNIR LR D. KF
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90% R HEIK [A]™ | SEEIME™ | 90%(RHHIXIA] | FHIME | 90% FHEKME | FME

FRFEr
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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CV &, AXZA—X y=ln x DEAEFZE L ORIZIE, CV2 = exp(ord)-1 DRHENH 5.

90 %fEHEIXMIC X 2HIEE.
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WCHWer Yy MIFEAEr Yy O 110 LEO LD LIEHRR%ETH L 2 L 2 s
X, AFRSEERBRICHN 2 2y FORE JIIMEETH WDV OTIER N,
EHLEDNANAFTT XA TENT 41%, AT—NAT v S ICLoTEEBTLHENNHH.
FAEFER v NOEERLD, ARSI - 1E L FEORE ORI TH
LTI, AT7—NT v 7OREDN 10 U EH D Z L1 E LRV, 2258,
WHO* ¢ ()8 EMEA**OH#UE 1%, TRRBRIAI DS > FORE SIFFEAERER » h D 1/10
UEORE ST 10 TEU EOREIOR Yy FOELLNREWTT] LDV, AT
ARTA LD B EIBITELWEERINTWD. EHERMOSE» G, [9E4
FEW > FD 110 EDORES) ZRTRETHD.

* Q-1 OFI USRS
** EMEA, Guideline on the investigation of bioequivalence, 2010.

ARG E FAEE LRI Ay — L ClliE SN r vy N TiTheno Tz
Yy, EEER » b EAYTFRRIEMRBRICH W gy N EDBONSFT A FE
U7 OFREMEE, WHRBRCRIET 2D TINWIZ 2R L2V,

KA RTA %, FAEER Y MR, FERFIEFAFTHL L 2RET 22 %
HiJE LT 5. AW Sl s RAE LR LAy — el sz y ¢
Thleho 281X, FAET v b EAEYZNRSEERBRICHW e v N EBRWE
FRONRAFT A Z )T 4 AEMFRICRETH DL Z L AR THERD D, FEAR
HIZIE, EE2eEs HEER CRAPE R » b O HZFEND W PR R SRR W o e



Q-7

(4)

v FOEREFPULRETH D = L AHRTEHATHEH, A LT
RERBRIC & Y AR RS OREREAT 5 LB D 5.

O v N ORBREA ZHVT, TRER (B FaBR) 21TV, Zodhns, AR
BRI O 2 BRABR A A 8 L C K.

ABEAOr v FOBRITHOWNWTIE, HFEENRRULEEZDLHIETITH> ZENT
x5.

II. A=W~ R S5 el

1. #BRyE

Q-8 M OFEF IR WESRKL ] 21%, C0 k) REENLZ ST,

A) tmax (ST E N O 352N 2 72 BERI 2N T2 BERLL B L e D = L 2\ 9 .
Q-9 WEBRE OB L Tk g 1 JEICE T 5 2 & NNEEZR & X121E, i 2E

(A)

(A)

Q11

V:V)

T, T 2RI TERL, 7—Z 206 L TIRITL TR

FLCONLRRE 2220005 2 L&2FHE L TEY  (BIEGBIRER T3y, 2
SORBRE CEMBIMAIZIERCTHLZ L, 7' ha— A oiiERFRLTHL Z
& NBUZHE R VRN Z & ENFHNTWIUE, —DDOBR L 72 LTS
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Fb MEWTRREERBROT — 2 L LTRHMEICHWD 2 L3 TE 5.

BIEBGEMRBR AT 7285 81CE, TN EDL I ITho ThiuE, AikBR L 4
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ENEER & U CTHD > T L.
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PIEFELTHE, 2 00RBERNE LI BRDZ LN ZEFAETIZKWES X
BILDLDT, KHA KT NZBNTHHBGENRRZRDO D Z Ll L. EL,
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ZPIR T RETH 5.

RERAER (2 2DRHFNONA AT XA T E VT 4 D) ROFEED AN 2 DO
BREICTEH LS B bRy Thiu, 2 0RBERE2 b T2 N T
5.

BIEIAR T 5 T2 D IATRER Tltam 235F D T BIECB IR 217 5 a2, £o
BaARBA IR 5N r ha—/WZED TEL . TRgRT — % 2 0B INRER 7
— 2 L L TR 256812013, TORRBRELGO LA, Thia7 1 ha—/HIED
TEPRITITZR B0,

ek, BB TIIMREDLEMIC L 28 MHOBBROMER (o) OHRPHEEIC
BN, EMFHFEEERRICEB W TEIRO LS REBICI Y HEVREIC LA T
FNTHAH LEFEONTWD. AREDFINIERFE LB OLEITL, NA AT
AT YT 4 ONLEED 5 — B TAMTFRICREOEBIZA Y, 5 BEEOH]
BOBNRRBRIZEE AT 2 I IR E S A B > TH 50 % TH Y, FIHBMRERIZ LS
a~DAHFHILE 425 % ThDH. NTYXOREZWIEYOFE —ERETOuLS %&b
INEWEEBZ BENDOT, FIECENNRBRIC X Do KITZEEE LR TH X,
(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))

PERE IV TERE R NGERRE & H 205, Fm, MR, KE, BIRIRE LR EOEELR
LTIELL.

BEFE & flr S LD N ThIUE, Fln, MR, RER SIZOWTIFRHCHETE 2381
TV, BIREEICHOWT SRR D20,

KB BORERE OFRITE, REBOEEREZRLTIZLL.

77 AN pH A —F DA X2 EHEMZRIEFE, HALEEELZ®EL
THELBIERO pH ZHETHHEZ2ERHDH. ZhbOHFEICE T HIKEE &
EFEEE DR, TNENOREEOHREICHED »y, pH 5.5 ZiBlofaiE &+
5. PEROBFHER T, mEnC2 513 SRS BERE OLENRE L 250, 20 %
RTIH10 %UTTHD. £z, REMEHEEINIIGE, 7720 OERTIERE R
REDMkFE T2 .

KEBROWRE CRBA M T 5 2 EBNE L o756, KEBOWHE TR
BRAa ST 5 2 ENE IR TH D708, R Z#8RE & U H B sl Al 2 OF i
THREORBEEMTH L bRYLEZOLND.

A O M VKB FEOWEBRE I L ARBRIIARE IV, 72, #EH
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WHETHEHMN SN D582 B% T 2. @HERICE, #EAL, BELEEND.

FEE SRV & 5 - TofEFESRE L HER & T, "M AT M) T
ANCRE 2 RITTRF 08220, "AIROASATT XA T T D&, WERT
BIRDAREMR DD, LIz > T, WL O0OEHRBREM O — 2oLl ECRAIRICE
LWERH D L&, BRHEMIZBN TS AT XA T YT 0 OENEL D ANt
BETERV. 2T, £OLXORGEIE, TEELHOBEMER] 2x5s Lk
YR E MR 2 B 5 2 L ARETH D.

2L, FESHRWERNOEONTREND, BHERHE LTo7—2 240
T5 2 LIIHE T EEY T .

—707, BHEREIZOWTE, EKEBROANRLZNEW D, BCKRTIEA LRV AARD
kBN 20T, pH 6.8 ([ZBT 2 FHEHRICE LWEN D D HAITITKE R
BEOWERE x5 & L CAEMFIRENERRZ T 5 LE R H 5. LUTFOICHRIZ,
AN DONRA AT XA T YT ¢ DD, EFEEREEAKHBAE L TR S T2H0WE
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. 1. 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)

BAA KZ A 2Tk TN UIRNER 72 E2358 72 E OBl T, fEFEA TORERAN
LFELLARWEA] I, 8RR TEMTFIRENZ R T 2 LI TWER, K
HA RTA Tl PYZERLOEAEE TREBREITY | 2 LlilhoTz. BEZHR
FHETHZEIIIMENICHERH LD TIH RN EEZZLNHN, BRI HH
EHHALTCUILW. F7o, BEEZHBLETIRBTIINT Y XN REL 2D L THES
MDD, KO E AT RN D).

BIEE ClATON Mt L, ©— 27V R7e EOEMW 2 W T AW S0 [R5
BRI L ARERIL, KT L b b M FINREERBR O R & B L2 L 2ER
ENTWD. FHUIRIWERZ EMROESSIE, [FZME O A R 12T 5 2
EMRDOLNDEEGTHLOT, B TIER< B MCXDRBRIC X > TEYFMFE
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WL D0, BRI E 2 iR LTI L.
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HFOREEMRT D720, KO\, 7 VT T ADRKEWHERE D BANA T AT
YT 4 DEORHBENMENLTNDENLTH D, 7T 7 ADOKRE SOHEITHE
B EOFHRITHES HW A2 M2 LT, Hidt EOHE CHNEOREIZ L > TITH
DOTEV. PWHREOBIUI(DOFNLE LWL, THLEW. 2720, QDHAI
X, BBREITORNCT 7 b 23— /LZBWT TBIBRNZRID 70 VT T v ADIE
WHBRE DT — 2 ZHIRT 2 28030 5] LI Teo TWRITHIZR B, #ERED
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[BHEE] ICBNT, 20 URNICARFEZR T T2 L2454 L LT, #BREIC
— AR FERLAE 50 MICEEI EZ KRG L TH Jvae.
BENMET LIRS 30 RICEET L2 ENEETHLDOT, HREIZ 1
R FEHIAE 50 I BAZ T 2032 E L 20,

HRFGTEINATT ATV T 4 DBELAROWDLUITEE R ERROIER
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BRI D s R FE AR TR & 26 L < B DB SV T, KH BRI O R E S
EHEROBERE 2RI L TRERZIT O L STV D0, TOHE, BRKREICX
%R % it LT LV,
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DX RGE, ST X LV

JFANTEE IR G- TH D2, R EBRWEAITIE, PEREA OB G5B H B IRE
BEOORTATH £ CIXAEICHE > 2 MR TR E L, WIREEH ORlH I, R, &)
BREUA] & HICHNEICE > TRI UK IC G756 2 & TR

JREBREURIRIZT 52 Z ENTEHDI1E, ED XD RGED.

RANCKREAE D 2 WITTEERGE AR S h, TR o2 ET 22 LR TE 2
BTHD. 72i2L, $r 7 U 7RHROMBET Unax NEUNCEHMETE WK 572
EYOLEITIE, JRTRHES 5 2 & I30Eg] Tideu.

ANEPELAH 2 RERR LT 5 Z LB TERWE BT,

W R [R M ERRER TR IR A R A 2 RGET 2 Z E A S LTWH DT, IR
BRI B G L2 WARTENE 2 G TR AR R SEVE 2 59~ 2 2 &3] Tl
AN

FHRIE LTREMEKREZRET 22 EH50, 7u KT v 7OEAIZIE, v T
> 72 IE L CRME L TH K.

2ODHAIMTT e RT v T ONRAFT XA TEY T 4 BNFELWE ZITE, AWV
EMHEMICRIETH D, 7 RT v 7 2 AW CEHiE 2 07 855G %2 v CREE
THEODBEFENSRATT XA TV T 4 OEEZLISBHTEADT, 7’2 K79 70
SFTARRER G AT, 7u RT vy ZOMEZITH ZenERans. LrL, &M
R EPE L, ZNEHOCHWDIEGAEIZE, v K7 v 7 OGEIEFMmIC AN 5
MEEIEAR O,
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THZENRLEFT LV, RUERDESITIINA AT v THEL THEbR.
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(A) TEWISTEEDR 20 & &I, AR RO HR TRISEEZFHET 5. ek s IFHas
B L BITEEZ AT 2562, WTFRORERIC R YT @R L, fHid 5.
AR LA L 2 B OETREMD B RS2 Sl <& TIE2R,
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WERT ET D) Lo D0, BRI,
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W5, LIzhi-oT, JFAlE UTRERITSEENE L, TEREEHA~OFLENRRE VR
PERZRERSY &35, B, WIRLERAR, 7 V7 7 v AEOEY BN L < 5
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<, BUEEREZEDEIZbOEREMEL LTHIEL TH L.
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SINTEAN) T = a NZOWTUIRO LR E B BT D & L.
V.P. Shah, et al., Analytical methods validation: Bioavailability, bioequivalence
and pharmacokinetic studies. J. Pharm. Sci., 81, 309 (1992).
BERE  720F 7, TESESOGHIENY F— a v, MM T RS, KPR, 2008.
ISO 5725-6 Accuracy (trueness and precision) of measurement methods and
results - part 6: Use in practice of accuracy values.
JIS 7 8402-6: W TiEL OMERE ROKGHES (HEMORE) —5 6 # : K S
B9 D IEDEMB N TT, AARRKRZ, B, 1999.

2. RHMhiE

Q-28 AUC Oit&HIL, DX 57 FEEHWD D)
A) EHEAER CRATSBEORBLHET S HEEZHWS.

Q29 MHAINEF 2T arRL— g TRODBED, BELEREZ TR L TUI LY.
(A) WOED XA BT HZ LN TED.
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. J.

Pharmacokinet. Biopharm. 17, 269 (1989).

Q30 BENTA—F LT HERITMD.

(4) AW R RIENEDFT L AUC, Cmax O/ ST A —Z 2 T LL 59 TH D
LIFEZ LY. BIEAMEVEOEE N D tmax STFHE T A —F LETRE
RTA—=R L LIEb DT, BERTA—HIHEENELLSHE, AUC, Cmax H3A
LETho THERMIAEYTFRINCFEFLRJFE LTRVES 2 LiTTERy. £k,
THREE BB E B W CHERZDRH SN AITE, B S 7=
DAFLDNHE I EH Tl < WIGHREE ERCCTH 5 rlhetEa 5- 2, TRIGHR 1 R
ZENH D ATREMEZ RIS 5. ZOBLENLEENRT A= DIHERDI- LD T,
MEHA BEZAZMBH SIS E, IR EZOENMEE R BRWVWETHLNE I 1D
BARMETHD. MEtT 25F /7 A —21%, EELORMEICEI > TRZRD. #ilx
X, WA & ClE, VRT M REOLEBIEZR EZFMTE 537 A —2 D
MERUERIGEBEZ OIS, 728, (FRAFBRRE O EIES ORI FTEC
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Q-31
A)

Q-32

(A)

Q33
A)

Q-34
A)

Q35

(A)

WBZ 5 2 5NN D 555101E, tmax bRV T A =% £95.

MRT (35% /X7 A —& & L THLE).

MRT [ ZTH IR E EE DN S WEEY T, WA DOANA T T AT T ¢ OWE
DEZBANT DREN MR, UL, HEREEERNRE WEYTIE, RAIH 0@
DFEEWHIT DRENNRE <, MatFRRBRHA by, "WARO AN AT XA T
T A DEEDEFIIKR LT tmax [FEEDEWANT XA —=F THDLN, [T A =213
FEHEHIR I MR Z ERER STV D, 207, tmax ZMi5ET 585 /7
A—=2L LT, MRTIZFHTHS.

RIBZEH T TIT DR T TR 722, MEIDIE U CRIBZE#HEZITH> D TH L
N

EEFAMOFANC SN T, A L7 lE AWM EIT 5. RE#RT — X
DI PRERAR, BT — 2 OFPIFERGTH L Z ENHARGERE, BT
— X TRENT AT H 2 EDRWUTRNWE ZZIFZFOFERL, REHRT — X2 X0 FHE
LTH LRV,

IRT A—=ZDIENR 0 Th D PERE ORI EERZE £ 5 3 5 D).

SEEIAEAT D T2 DI/ T A= OfEN 0 ThHWRFE 2R Z L 1XEHREY
BCHZ IR0 ELLR0DT, RITA—HEN 0 THLIWREDT —X L ED
TRERT — X TN 24T D .

KRBT — 2 DAY FRIEEEOHEIZED L ST LIz b L,

REBT — % OGEITIE, EWENRSOFFREI, HEBRRHE L EERF o Z
A — B DRI D 75 AR HERAN ORIk 5 e LTFRT L&, —0.20~+0.20
Thb. LIERosT, EEMAIONRT A—2DOVHEEZ m T &, RERTA| L E
YERIFN O AW FHRISEVEREAR D /R T A — 2 OSEEMEDZED 90 %S HEX[H 23, —0.20m
~+0.20m IZEEN TN D & ETEWFEMICRS EHET 5. IWHRBR ORISR
ATAEE L HE SN DEAITIE, /3T A—Z DOVHEDZEN —0.10m~+0.10m 125
FNTVD & &I, EWFRICFSE L HE L TR,

BltgER G, 2 GRER, REFRNMAE RS GT 2R BRI 555 0k E R
LTIELW. F2, GHMZEBRHIEL, KTA RT7A AR LTfENT T EDS O
FEEZRAOCTHITLTHLEWEH DN, BAEMICED X S RI7E08 S 5 ).

(1) FlGEE

BB ORREHI G 72 - TiE, TRBROM LR A ORI 2 EARM LT, EHEMD
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Q-36

DEANANEFDORE I ZTRIL, FTRROXMEZEICL T, FIEEGTEITI & L.
¥, REWT —ZOGIHSCHERIZ, 220 F1IRRE 2 566 H 3 2 HIE 5 1EOFIEGELET
50N, 200 MIRE Z T 5 HEHTEZ, 90 %EFXMEIC X 2HEEE 2<%
MORERZ G2 5. 2 >0 IRE & AW PRI EERBR @ H 9 5 HIEICBIT 53
kH Z 225 HT 5.

(X527 — %) E. Diletti, et al., Sample size determination for bioequivalence
assessment by means of confidence intervals, Int. J. Clin. Pharmacol. Ther.
Toxicol., 30 Suppl. 1,S51~58 (1992).

(R£&#27— %) K.F. Phillips, Power of the two one-sided tests procedure in
bioequivalence. J. Pharmacokinet. Biopharm., 18, 137 (1990).

(2 >0 KAk E % £y lE S EREIC@E A 3% 515)  D.J. 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).

2  ZEERBRORSIZOVWTIX FLOWMENSE LS.

el-Tahtawy AA, Jackson AJ, Ludden TM, Comparison of single and multiple
dose pharmacokinetics using clinical bioequivalence data and Monte Carlo
simulations, Pharm. Res. 11, 1330-1336 (1994).
() HERNARZ FRHCER G 2BROF IOV TII TRROMEN B E L 1 5.

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
isotope-labeled internal standard: increasing the power of bioavailability tests, J
Pharmacokinet. Biopharm. 7, 233-248 (1979).
(4) RAA BT A N LT 5 LSO J5 1k

I RT ARy ZIEIZ K DHIEE N T A= BN IERGAMIZIED ROV GE 12,
S RT A RY y ZIETRDT 90 %lREXEZHE AN TH L. BUFIZESEX
[N
V.W. Steinijans and E. Diletti, Statistical Analysis of Bioavailability Studies:
Parametric and Nonparametric Confidence Intervals, Eur. J. Clin. Pharmacol.,24,
127 (1983).

NATRERF] PR e « TR 2R (TR WIERL T, 7 v A4 — " —Bi T
372 <, WATRER L akBRyE CRBR & 1T - T FENTIE L@ O — o i EBR Gt
EIZHED .

ST ANy ZIEKRON2 SO FIRRE TN 21T o 72 & & O LW 7[R S5
DOYEFAEZ R L TIE LY.
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A)

Q-37
(A)

Q-38
(A)

J R T ANy ZIETENT LT X 2 W CAED TR S Z 5T 5 &
XTh, MEEMRT —F EHWDGAIE, KTA R4 NTRSNTND/RT A B
U 7 Ioffbr 5k & R CHEREICNE 5. REHT — 2 2V 558120%, Q-34 I
R LT HE SR HEIZAE S

2ODKMIRE (NT A RY w7 1E) OGN ORI FRRo®@y Th 5.

Ho: p = 06,p = 62
Hi: 01<p<62

RFERT — 2 TiX, p X logluduy) &720, 81=10g 0.80, 2 =1log 1.25 7%,
REWT —2TlE, p i (e — w) e THY, 61= —0.20, 82 =+0.20 72 5.
e MOV e VEERER LA R OEYERLA O AL B RV PERHAT O X T A — &2 ORPER) & 3
. ERO 2 DOIREHLA A EAKNE 5 % TERA SN D & X 2 >OWAFNIEYEN
WA & HIE SN D.

FE LAV IIC 2 o R ORI A R 0 B S 2 AR & 721

ARSI, 2 A2 B R A S IATTHE, BERR & FRE LA & LK
MRV, BB LRIV IIC A2 o B A R R ORI RIE T 5 8%, VR
EOBAITRHERORRETRETHS. WKL, BHOBITIRY Bbo7/RLE,
B LA TR S BRI L DA EETH B L 1 5 EEMTON- AL, fiis
TUANTET. LinL, i, B LORY Bibo 72 L 27T 5 2 L IXEET
BV, Eiz, R3OS AT A TEY T 4 DHBRBREAT 5 AW SR
BICIRS T, 70 b 3 LASSE S T, B UBRAYE U5 = & Aok
AU 0DT, B LARICHT 5 B8 MbRv 2 Lz LTk,

RIPME R K] 22 I CTAE RO R S 2 3l LT ) Juva,
KITA KT A AZRM LTZ 90 %IEMIXE Bk, FERFR) XiE 2 >0 AlkE

(0=0.05) % W2 WAL O FIE IR E L, FHEREIO NS AT XA T ) T
1 D 80 %XIF 125 %ND/A FT XA T YT o4 AT DRHANNR 95 %OMER TREH
ERDEDITHREENT WD, ZhUL, HEHAREREN b5 % THL I LE2ERT 5.
KA RTA L TRENTWDLLSNDTETHEZIT O HAallh, HEEGRERIT
5 %L T & LRTFUT B2, 2072y, MPMEEXHEZEH T 2581203,
ZOEREIE 95 %L 2D, TORER, APMEEXE O T 23 A pEE fERRIT R EIE
HMPMEHEXE LD b RENDOT, FRGELZEHA L THELIARW, FRIEIEE A
E72uh. (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 MMM ARVEY) OEMEEIZR L TIEL,
A EELOHMEEZE LT, SRS S TS SMERNRS 2V EY & L
TR AR A BT 5 . PRI, BRRA AT 9 BNCED TR AR T IER B AR,

Q40 tmax [ZOWTIE/ /8T A N w7 eEHEEHRA LTS v,

(A) tmax NBE/RNT A =L OEFGEITIE, /2 R3T A Y v 7 RREITET, REREEK
EFEERIAID tmax [CAERZENIRN T EERT 2 ETELIL AR, MERAR B
DFEENERTOREROA AVEICEEE 52 5 a5EENH Y, tmax % [FSMERHG < Z
A =B LT HIGEITE, TOWEURAEYFRENROFFBLEZRE L, Q35, (VIR
L7 5 %2 252 L CGREELA] & IEERLR O tmax DFED 90%(EHIX M 2K, H
EHEITD.

1. ) 5R9RAER

Q41  THI, IREA, ERA, WA, REEPIEA, BEAIO X9, R ICERREN
T EHS D D VITHLERN TR, BREAFE T 5 ERMICHOW T, Bk D
AR TAEYFRFEEZFEA L TH v,

(A) ERED DB, AR HEER ML 2 9T L TR EE LR WERS TH - T,
TERDNRLS 720 b DT, Ho, SCHRE OAIZ & 0 BWRABR DS B 2RISR Y TH 5 &f)
Wrsn o560, #IshE LTEWRABRDSRBO N ZL3d 5. 721210, WHRERIC
B TREBR A & ARG O 2T AR LR & S s a1, £, WK
BRONRNATREZR GBI, 182 7o B L 22 RRBR 1 L > TRUBRIA & AR YRR o> 26 @) 73
FPUSUIRSE LM S NG E SRS . BREOHEITIE, FUESUIFEOFFALIT,
FBR DRI K> THUNCRET 5. 72k, BWRBRIC X - TEWERIR M 2 FE
THEAIE, HEE KR L ORRZ R LIz ETREBEOBIELITY, FFHME
DHEITE FRBRICHEL D.

V. FEHRER

Q-42 b MNAEHZFNFRSERBR CRSENEHATE L LTYH, WHRABRTHA FI4
YOERE T L CORWESIZE, FEE W00, ek b, BB R
T FRBRD S CIERFAEMEZ G LS R WSS OMRT — & LB X D00,

(A) A AN B, IR, (DERE ORPUC DN TOF#RE 52 5, (2) 3K
MENRE /N T A —Z DT Y X DOREREEKLT, b NRBROLTIIFESEMELZFTEN T 5
ZEDRELWGEAEOMET —F L LTESIT bid. Lien> T, RIfERANC R
WIS, IEHZEEOFHEPMEZFEA TE72< Th, b N CTRIZEEDNFEATCEE, A9
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Q-43

(A)

FHNCFRFEOERESL EHEIND.

—J7, WRECHERGEITIX, B EEPL TWAH Z EOFEHE LT, §RTO
WHSM TR HZFE OB R ST U, BRERL OB L IR b
A%

ZITEORMZEE LIL, WERSS OB EORFFNHER Z T DO TH S,
B U T2 BE SR 3 50, BOG, Ariti7g EI2 k> TEMNT B3 2 X5 2eda
ZIE, MK E COHER CraH 28 & i3 5.

B, KA RTA T, WHRBROMEDNER SN TWDDY, ZIUTITRD K
IRFR b HD.

1. BEOHEOEFFHER L /BN O AL FT XA F )T 1 L ORITIIHH
AAERADBEC DAL S D, BEOHKBE L ASAAAFTT A7) T 1 D
WOMAEERIZE MO TWS. 20X 5 AN YR RS ER
I L 5> TR ENAEDNE, W5 HIR SR ER O 4R E 0 2 e i o S|
CHHEAERZ T OBRE N EORBRESENLNTL D, —F, BEHERTIE,
WY 7RI IR A Z L IC kY, 2ok ) RiE RS LT ORA L O
FEEROREEZRET 52 R TES.

2. WA ERER I I T, AR RS & ERBR A O RS S RE S e B
T, EHFEBRIZIW TR M EE OFLE IR FER R SR WA,
ZOBEIZONWTERLTBL ZENEETHY, Fl2IE, YPRE ST
Tt BRSO Z G OWTHRETT 2 Z L bAalREL 0D, F7z, WwEERE
MOERIZL Y, AEHBERNRXIIARINTZ S DIZHONTE, B#A
HIVEHBUAS ~ DA MEIZIR 2 BB 2B A L7z ECliaHRBROBREEZBIZE L, /K
REEMTONDZEEINTVD CEK1 OF7H 1 5 HEHRKEFEG6 345
=32 R R d@ ) .

WHRBIEDANY F—2 g V ROBEHEEBRICH W SnEDO N F—v 3 D)
EERLTIZLL.
NYF—arbid, RBRIEOZYME L HEROBEMZBFICRIETHZ & T
b5, WHRBRTIX, JPOBEZBETFL, £, EHMICEEOEA L HRT 5.
ZDBE, USP OBV T L—47 E2 020 FHTHD. 12, WERSHOR
B COREMROAHENY > 7V v 7 X DRBRIEOZ 47 & 2T 5.
IIEDANY T =2 a AZRWTE, JFHAIE LT, LFOFHEZBRF 5. 2R3,
AR OpHP R ETEERIRE 72 E DR AR ET D20 O HRER (T35R) 13,
KGN THD.

HE (EURTELTH L)
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Q-44

A)

Q-45

V:V)

Q-46

(A)

Q-47

(A)

W (DMTEE &L ENHIUEE)
S
BRI
i
(DIHTHEANRY F— 3 » DBEHR)
TR 941 0 A 2 8 HIESAFH 3 3 8 S AE MR @M
YR 7TAHET A 2 0 H3ESRES 7 5 5 BEATRR A
JERE 72031, EIRLOOHHENY T —1 a2, WMEBET 3, KBK, 2008.

(CERMR U7 IRAE T S 2 R 3K T, A YERIA K ORBR LAY 15 23 BANIC
85 %IQLJ:{/G'H:II L7zBESE G & R7e LThuvnan.
b DRI CTHEM L TV D Z ERERTENIE, £ OB CIIAZEAERLA & O
BRAIHIA 15 73 LANIC 85 %Lh EIRH L= B3 L e S,

mzi AL IREH, ERAL WEA, REEERSEA, EEIGA, T bEESR R O
H DS DMEBR I & /1 L CHERALIZ BIEE L 22 Wi DAV T, I
aft%ﬁ VLD
MW 25 E11E, HERE OB ERF ORI HT- > T, WEIbF
%ﬁﬁ%kbf@ﬁﬁ%ﬁ%%f%é.w%tﬁw%®_OWTi,%%ﬁﬁﬁk@
W 22 bR R IEZ WD DT L.

BRI O pH O ERILAZ /R L TIZ L.
AL o £ BRI pH O K OBUAIR OB 2862 09700 pH £ B8 L Tk
E LT,

%ﬁﬁ%w®pH%ﬁﬁ%$ﬁ®ﬁF@k®*#% KET DT DOTEMmTHIED
T HUT LV, FLTHMRFHI BT 23BREE (Nyt'L) X, 12 XyEr
ULﬁME# FTo, FHHONUIE ARG O HFERE 217 (A AR R - R
ROV R, pH 6.8 % 2 fFIZAIR L72iR) Z4EMT 5546, Z 0o pH i
6.9 I 2, ZOFEMHL THELILZ WD,

KM ORMRED DB ZC, BUE SRR LINIZ ) 85% LA L ¥ 2 4:1F T,
EHOEL 725 pH AT T pH % 0.5~1.0 DHEAL TR » 72\ < OO RBRIR TR E
LD 3 7 v MIOWTEHFRBR 21TV, MORHRBREIF COBNZEE L S E LIE
WERAN L 7o D0y FORHZEING pH R ET LD —2DHETH L. HEYDOU
fREP R bE< 725 pH T3 vy heb (O HEEBRIE CIEERA 4B L5
AlixEoay b3 (LLFREER)) BUE SN 7-RERILINIC ) 85% LI EIEH L W4
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Q-48

A)

Q-49
A)

1%, =0 pH ZEHRBREIE LTI, EYOBEMENFL, 3ay M LEES
A7z pH OFiPH T 15 53 LINIC 85% LA R 25613, BMRENLE X T bIsT
WZ<WpH &%, FREIEHEAORE S, FHEISNTREDORY VY ~— |k 80 FKR
TP DVEFREE D & FIRTEER O EE 2388 A T ER O pHRE LR U L 512 L TR
ET AT L.

A R A PR TEHRBROE (12 Xy AT 6 Ny ALl E) (TARRR
ITAEAERIFN ORI T D2 b O T, BN E2RET 5720 ORFHCIERERm
B (Ryv) ITEICHE LWV, ET, BMREO pH IKTEM R &b, HER
Bra175 £ CTH7 Y7 pH &fF2RINTE 255121, IWHRBRIC L 2 REHIy
TS, GRSy DERFRFE D pH RAFIE & BHI OV HEFE O pH AREEITFEBI 95
IR O RWDT, EEEZET L. FIFRED 2O DR TIT O Il R 2 i
REROARBROFERIZEDTH L.

A ARSE R 5 O HERERIEC, TRRBRIRICEE R A V5 & &%, pH 2 BUE S 72l
D0.05 LN/ 2 X HOFREET 2 LifisnTnsd. LaL, T EEREIR,
pH 6.8] 1% pH M HE S NIZREEIE TIXR W0 T, IWHRBRETO TpH 245
RRMEIR ) (SRS, TU MR, pH 6.8) Z/KT 2 5 ICAR L7 HakBRes
217I1%, pH 2T 2 Z < 20T EFHOTL . ARBREO pH FEHEHEIL 6.92
+0.05 THY, ZOHHOLDEHNDLZ ENEE L.

1) U AEER, pH6E.8) IIA4FTH Y, FHERE pH 27559 L7 T pH 234
EINTWRWEER TH 5.

JFEROVEMEEE, ERWMAIORES, Fl21%, pH3.0-5.0 THEHNBKE LD
SRNZ LN TE 25A1%, M7= Mcllvaine $EEHE O pH &EE BT, AR
KD pH 4.0 Z 3R L T L.

72 Mcllvaine FEEiE O pH #EICBWT, BHEEmIIC Y 2B N b, Y
VIR FECRIFN RIS 2 FE S0 T pH 23R L T b K. Bl 20E, FREROEME NN
o pH ThEm<, ®WHZHBWTS pH 1.2, pH 6.8, K TIEHMEICITE A LENR
WAL AR pH ARTFEE D 7o W LK) o34, pH 3.0-5.0 & TO# D72
Mecllvaine FEEE O pH &L, BIRENSEZ TROBBTICS W pH &35 2 &8
TE5. 1221, % pH OBMENRBRIEZ M S RVEBEDELEZ LNLY
A, O pH4.0 @R L TH L.

BRI W T, BRER O, [FEE07R E2EET 5 2 LITABE TRV

BN G DG ER ML 2 7 U CHEREML I BE T 2 B 0 B-ANC BV T,  E RS
RIFOEEERAI DOBIR, () EW FRRE MR OBERE OBR, KOG W1
EHEOHEICHO LS. RSO EIL, 1n vivo-in vitro FABEMEOB A0 6
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Q-50

(A)

Q51
(A)

Q-52

A)

T2 TR, MAMOBWHZBEB DR P KRELTNDLLOIC L. &
O DOEMEIZBWTEHNZEB N BLUSULRIZE L HE S L 7261E, v MBI 24w
FHRSGEMEZ RS IFFT D EDEX T L oz, 202, IEHZEBOELIE K OF
EME AR D RMFIIMERBICRET 2O T L, ELELEOR L Lz, 72721,
HUE S 72 3RBRIR DR 53 DR 2 52T C, FETERI & BB ELA O vA B 3 R &
KETp D Z ERRFRREBICE VSN LSGE (B2, Mcllvaine $EEIRIZI
UWNCHREERR R oy EM AR 2 2 &L TlRHEMENARE IR T 2567% L), HESh
7o BRI 2 C, AU pH OMOREEIKZ WD Z &3z b B o b, Ak
A & QWA TR CI, WEHZFB ORERINET 6 FEFILINIZ 85 %Ll BEH 32 54T
HIESND Z EMEELL, HET 2RBREMFOBN LT EAYFRIRI ML KV
T A2 Il bDEEZLND.

AIEA A U BEE MK  KREEA D IEF 1255V T2D1Z, KIZBWTO R, JFEEOME
FIITRA BRI &0 ARG & SRR O H BN RE SRR LD D.
FO XD %G, KERROTZBEBRIR T OB BRI LV EHEB OFHE &2 17> T
IV

BIE RIS DA LR SRR AT A KT A4 e e MBS ENE SN b 8545,
AKITFUNT D Z AT UERLA - SRR OB 2B 28 B 72 B PR 20 Bl (B 20, €
ERIAIOWE) ZoRd 2 8T, KEBRWZREBRIE T OR B RIC L 0 i)
DRl ZAT > TXV. 7ok, KERBIKE LiomHRBIIFEM T 5.

MPESEMIE, BAVESEN) OISR ISR O W T O HERER S TTT 2 O Kunade.

HAMOBEHROELRNTE D, IV ORMET CHEHZEHZLKT 52 &
WEHETHD., LEB->T, EYo pH—IsMET 07 7 A L bR LT, R
By g TR ORE S 7R UBRIFRINIC 85 %A R %) 72 pH SRR Z WD
RN ZIBIRT 200 EE L. 7, 2) PHIIEEMEREY 2 5 0A, a—
T o4 TRBI O TRE 21TV, IWHRBRER TREZR KM 1 ST O & &2
DERIESRY) 2 ST RA ORI T HRH 21TV, L Vit s 28R 5.

Bt A2 Etea—T 7 WAENL, Ta—F7 ¢ v 7H-AIOEHRBRSM ] 2
LZEOICHESNTWS., LrL, 2—7 4 U ZEITHHETH LKBET2000 65
DT, ZOXDRWATIE, THMEYEZET0RA] OFRETHRERBRAFE/mL TH
IQAV/EN

a—7 4 U, PYETEET 508, pH 3~5 AT CIHEITIZ WREZ R T
LONH Y, BRI ORI TITO & ZORMEZ RS REMEN S 5. Z OGAITIE,
a—T7 4 VT RBNOKMETRBEIT) 2 ENEE L. BYEEYA pH 3~5 (1T
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Q53
(A)

Q-54

A)

Q-55

A)

Q-56

A)

Q57
(A)

Q58
(A)

VAR EE DM T2 DI R HRRER 0 S M 28 N B 72 5 B 12, IR DR 2 R L Th
EQAN

KTA RTA 2 TIH N FIVERTIZHW O ILTWD DS, FOEAE ).
Ehi EoOfE S, MBAEROFHRM, WEICREINET X OEE IR EDHE
BB/ REZFRMIAWS Z i Lz,

TA BT A DOFERIT /X Fvig, 50 [EHR T & /LD JEEZ S D B 73 4
FET 2RO ONDHEE, TOFRMFITELZT, /SRVE, 75 [Bl#E, XX, [EHEEN
A7 MK, 100 Bl AR 217> TRV EH D0, RO B JEIEN
b D0 £z, /SKRE, 50 R CTEIHZEB O IZ I TH e < TH L.

BRI O FE D HERE T 2887 13, Hl2IE, BESIZE D Xy /L O RA]
DR PHEFE T 5 2 & 2 BBIIORT.

XRVIE, 75 Bl XX, RS RS7 > Bk, 100 BEED &5 602 TR TS Z
ETEV. XRE, 50 [EHRTED X O RIEHZEEI Th 20 & "7 720, WEHZEE)
D HHIIAT D .

X RIWE, 50 [BHAIZHE 2 T, /X R/WE, 75 [ElHR, [R5/ S 247w MK, 100 [BlEE CEa
RER AT 72850, HRME LWVE] IXEOFRMTIT2IZ v,
WHEBORHME Z21T > 7250, THERME LWE] BH D0 E 9 hEFTMT 5.

PRy, NREVIRET D56, WE LIS WHEDONy 20/ N L g
DT L0,
AASF T TRy BN FILOMEICOWTIIHE L TR LT, WUARMED L
D& FHNTEL.

BRI 2577 < B, WHRBRT U —2 A L TH L.
P HRRER I oW TR ERBR i h CrilE+ 55581, AL Th Lwv. ol —
2T 56, FHERGR, BRRA & I 5.

PR OVEHRER T, &R 2RI 2 2 & OBFRITAH.

HERPESRY) 2 & T RIAI T, IRHEORV B CRMEMEICELTCLE I D
\Z, AR OV ISR O LB AN EE L. EEA TSR 2 5 Lo BUAI oo VA H BRI R i s MR
A DD, FEYOEMEZ LT, "AMOBRHROLRPMTADE 21T 57
OTHDH. AU VW_X— |80 &H —wIRNET 5.
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16 [[RHE 129 223 398 418 478 620 699 707 737 753
@ FHIE R E BER (5 7 12 17 24 32 47 77 107 227 347
13 (A= 101 248 292 414 470 636 735 735 765 716
#H1E B ERFRE (53) 5 10 15 23 30 45 75 105 225 345
15 |iBHER 126 274 287 430 489 587 706 714 720 766
® FHIE R E A (5) 7 12 17 24 32 47 77 107 227 347
13 [(AH 186 194 329 375 491 616 692 718 729 780
FHI1E B ERERE (53) 5 10 15 23 30 45 75 105 225 345
15 B 142 202 278 412 549  61.1 712 725 750  75.1
D) FHIE B E B (5) 7 12 17 24 32 47 77 107 227 347
13 [[RHE 16.1 215 384 386 500 587 668 710 732 749
® 4 1E I E BFRE (53) 6 11 16 23 31 46 76 106 226 346
14 [[RHE 109 225 334 452 484 612 665 724 730 734

T ZofITIE, T 7RIS X D AIEIRT R THORAMAICAD TH .
FIE2) T 7R A A1E L7z i 2155

A-1L ARG, Ex ORFNZSWT, JERRD T 7R 251 &, i 24l (£ E R
E L7z, £51T, WAMEOREEER EMERERHZ R L7z

FIE3) 7 7RI ZAHIE L 72l x ORFI OV T — 2 I3 O A R E2 R T 5
HLERFRINICIA D385 %I L7e WA, EEUERLE] o ok E e ] O 8 H 28 4 2
HIZ LT, FHEHREZ T 2R A2 RET D, 7 7 RRBBH S 285A6100%, Hx
ORAN DO HFEBREFRIX 7 VRERNKGF L TR 2 81870, &b 7 7R EVELE
ORI 2N BENDO T, Z ORFEORERRFH 4, 2RAI %8 U CRAERERH &3 5.
ZOFITIE, FEOREBRFEMIZEAOKR VO D3445r Th o720 T, FHEHE LR S
5 128 D I iR tstastl 334457 & 72 5 AMDRERIZ OV T, #ERIERERT 237, 12, 17, + - - -,
227TTHLWBN LD >T=DT, T TIHHREOFMEEL T2, Zh b2 EHREHEEE
HBY57-008til Lz, R@QEZHANWT, FtallB T 24« 0RFIORHFEEZFHEL,
FERER6 IR LI, F7o, MERTROEEEHEREX 4 1R L

30




&6 THBHEZHET SO DERHEBHE

20

e
i

/
o

0
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B (53)

| —e— WHIERTTY

—B— WIERDFY

FNE4) @ HZEE OB S LR REZ RO D
f2R9%55 % F O TIERIR R THE T 2 56 O Hl R atal X, B ERIRHERD 2530 1
g, RO, RERRIFE TH 5. RAEGTRBRIFE O HRITT75.8 % /2D T, £
D25rD 11, 379 %k d. VFHEEMZEENST.9 % & 72 HFEHta Z NIFRETRD H &, 19

GyEEREND.

tsi
HF 7 12 17 24 32 47 77 107 227 344
©) 163 309 418 470  51.1 589 657 723 730  75.1
@ 1.1 194 299 447 520 609 702 742 729 749
® 172 256 337 456 534 607 708 728 736  76.6
@ 18.1 267 370 438 497 593 718 744 7150 717
® 105 209 343 457 524 565 659 738 737 748
® 185 328 406 438 516 628 700 708 737 753
@ 10.1 248 292 414 470 636 735 735 765 716
185 279 323 438 509 593 707 714 721 76.6
©) 18.6 194 329 375 491 616 692 718 729 779
166 232 314 439 564 618 713 725 750  75.1
a 16.1 215 384 386 500 587 668 710 732 749
) 132 247 351 456 496 615 667 724 730 734
BIE®RDTY 154 248 347 435 511 605 694 726 737 758
R4 FHERTHR DT H G
100
80
< _/-//«
1;,|' 60
H
w40

2R A AT 258121, EERFI OB ED8S % L5 R%ETa L35
3Ta/4 , TaSHEEEETH S, TalldsF DAEHERE| O B ER H R
1364.4 % (75.8x0.85) TH v, WIFEIZ L Y Taldd6sy L itH SN 5. Tal4, 2 Ta/4, 3 Tal4
ITENENLL, 23, 35EEEIND. 1200DTF —ZIFTHKEITRENTWVWHDT, %5235

L&, Tal4 , 2Tal4
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S OR865y DN-EJEHHEZNIFEIC LV kDD &, ZNEh, 42.3%, 52.7 % EFtREINLS.
FNES)  FERRAI O R RIS BT 2 HFELERD D

ZITIET =X OBIREERT S8, FIE1 —3) IZit- T, HERA O ik 4
Ko, Tz b ez, 2 A HOWTIOEEHE CTHERT 25 58121%, 1943& 344 %5
DIEHREZRD D, 72721, RBRH O RARERIAS 344 43 LV W E Z1T1E, tea 1319
SEL, te ITRBRRAORELRERME T 5. T7hbb, ﬁﬁ%ﬁ_owfm NFRIEIC
£V tee lZBT D FEEEHEE RO DMENH S, 2 A EHT 25510, 12, 23, 35
SN 46 53 D= A RO 5.
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Q-1

(A)

Q-2

(A)

B 2

Gl )
GEN R DR OEEESOEYFEHR SR A R T7 A4
£ 0 BSOS T O EY iR SRR T A N7 4

Q&A

I

)

KA RTA 2 TIE, 728, IEHZEE) O [FSVE 2 DLCZ8 s & 28 8 4% 550 4
IR L BT 2 LN TE 500 7, BRERNIZOWTIREHREBRD
I % FhE U CIR B O [RISEME T o TR EIRS & AW FENICRSE L Bled 2 &
NTERDDH.

AAA RTA L OREIL, WHFEERIZORAITH D, EHEORHE THAA AT N
AT VT 4 WNEALT DAREMENS /NS WREE DAL TR Z 3% E L, A28 AP
FHIHEIFHAN OFE %2 D pH % & LEEOREBREMF DT X TIZBWT, WHEHICE XD
WENFR RN L EHGR TSI LICEY, b b ESR LT DA R SRR A
1O 2 EETIHRBERNEHW T2 L WD Fikz & ol —J, BREERMLZHHIC
HEET 5 & XTI, BALSG K OGESM T RERML EF LI BRI ENBE XD
NDB1=0I2, IWHEB ORISR TS 2 & CEMPRNRSEZHGET D 2 21T
X, T, HBBERLOFHTGE T, b MR CED IR & R
HWVENDD.

oy

BAA RTANTRBNT, WIFERKYEE, FEHOMS, EIESLORRRERIC X
o THR SN D3R 72 2 B 3T A,

KA RTA4 0%, & FRBRIC K » TEY PRS2 MR T 2 LN WAL
EHFHHERLTND.

NAFTRAZEV T A NREFOHHEZEZ TEILT D EITEBEZLONRNVIEEIC
W5 DIEEFEORREED/NE <, BHEFITE O-F OMREDZEA L & ¥ HEER TR T & 545
AIIRE L7z, T7bb, HFOEFEOFLEN/NES L, IWHAHCHRBE T, &
F % O RKI RN EE ORI E TITH W CIE I8 M5 &HE S 8a120E,
HIEENTHRIC LS @2 R"d B2 b5, WAINS OEYORHNIEL 725
FE, HIEENICEB T 23O & AR ER & OMAEHORENKE 2D
DT, invivo (JELEW) OBA|OZEBOFRIEM % in vitro iR CTHIWIT~ 5 2 L A3
LL 725, ZOls, IWHOBEWRIE IR R O 2 AW IR 5N 2 (RFET
X DATTEFEORE L, IEHOBORENCE LTS 2D, F, REREREE
e 2 S e RANC SOV TE, TRHERBRIC X AW FNRSM O EE -7 b &
WALV A7 %#BE L, BHRBR CAEMTFRIREMEZRFETE DG EEORET
INEL o TN A.

AKHEL U7z, PRERTAC [Z O] IZHFEINDETD 1.0% (B AFEOZED
MaxHE DT LANZE T ITE HARED pH ARFMEICEE L 2N EEZX BND DT, Btk



Q-3

(A)

DREREA: D B CTIRHZEE N RS THIUTEW LIRS L Rt D L Lz

B AKH#ED L 9 I EFDORRE DN /NS WIEE T, 2504 CIsHaRER of Fs@hn
% THIUE, AT AT ATV T A RRES BRI LTV ESZZD
N5, T, KA KT 4 TE, BARECRBWTIE, EYOBREBER, B
WREE, RUBCMESEA, e, IR A o 2 7, % B O [R) ) i
R CEXGAIITEMTFNCRIEE AT L L.

CAKYELL ED X 9 I EFOREND LRKEWGE, WHRBR CAMFN Rt
ZRAEL 2 DEAFHIIRE S D, FEIEVERZ & 20T OE HERERSEFIC B
T THE S AR PISHAID D OV RN 85 %ITHE LW R OB T#E
RIMESEY) 2 & T RA] 2B VLT, IEHRBRO A CAEM RS A RRET D Z LT
LW, Zocs, TEEtEEy 2 EiefiHl) o CREN EoMFERTIE, & MR
BRI L 2 AR RIS OB N VI THH & LT,

Fio, IREREENROEY 2563 2 /AT, a2 i EIRGE T
XRTHIE, AECL et FORIBENE D AR SH D, Z Db, CKUEL
2 HEETIE, b FRBRIC K 2 FHIRSEEOMRBBNEE Lz, 72720, T
DIRERZEATT 30 53 DFEEJEE D 85 %LL b &/ T, WA DFS H 28 A3 [F) %
ThHGE, EWFOICIERZE LR D AREETD RN EZZOND Z G, 208
Alie FBRAZER LWz & & LT

D KYELL DT T, IEHZEE O RISENED B AW FERSE 2 RGET 5 2 & 138
L7225 0T, HAMIZIZE MR CAWFHRSEEZ R T 20LERH S, 12721,
FTRTCOBEHRBRGM T, 305 7T 85 %L b &HSCMITIAH L, WAl D% H2EE )
R 72 50X, EVMFCIERS L R TREEIT/NSWEHESND. 22T, TD X
9 7R BUHIT, IREIREE R e WM A S AT 5 RANCERY, D KEOEETY,
b RaBRZER L2 & LT

KITA RT7A4 0%, KEFDA O A %A (SUPAC-IR, SUPAC-MR) *IZHH4
T 5 LIS, MBEBOHER, BEERSIZONTHBLTIELLV.

* 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.

EZIDVY

RHAA RTA VKR OSUPAC A &2 A%, & HI, WTEFEORE, isHOH S,
M OIRFREIRABRE LT LT, "M AT ATV T 4 BEFOHIFHZ X TE
62 LB A DNIRWIE ERST DEEOREN/NS <, A5 28 i O RGHIR o
BED LD > TN Z & Z2EIE R THE TE 25 8ICRY, imHZEE) OF%



P2 L CTAEMTFRIRISEEZRET 5 2 N TE D, LW OBEERD RIZAKY SLo> T s,
TRPRI RIS S B-Y) 2  To B R OMRISPE R I, 2 5 TRV BN I LT
HIBER TN PR 2 IRGE C & DG EEOFMAN RN E WV D mbFEEIL T
5. ¥, WHORIEOFEREIX, MAA 74086, EARMIZIE, SR O
BHIRDOEN 10 NN TH L L LTS,

[FHEE A

(1) &% b K& < 872 % Dl Biopharmaceutics classification system (BCS) *D#%

M, AEAICEALTTHAH. SUPAC A & A% BCS IZHD & HMW 4 iRtk M
OWEERPE DA G DET A DDY T AZHTFTDHR, AHA K74 1% BCS %
BHET, 2o ICEHORS L BH-AZ L TWb. SUPAC T, BRE
DMK < BEEEME MR EEY) T, 1n vivoin vitro fHEAME <, AW RIS 2N
RO THRIET A Z EIFEHE LW WIS E & > TW5. In vivorin vitro FHEE D HL
DITSWEMNZ L, HBRIC X o TEWRIIREME 2 RAE T & 2400528 58 O FiPH -
Wl 7o TS, EREDOTA R74 5 BCS A Lah> - BihiE, AR O
NAFTT ATV T 4 O, EYokirs, 077, Wikl EO/BIREDZEITER
L, HEEIZB T 2 HEEOEFE LWRAIF LI, SAFT7XA T80T 1 OENE
CRNTHA I LW Na L > TWD. ZERMEICE DR 2 OELE T 22
T O RSGMEZRFET 2 72012, B KHELL ECIXZ 50 O HRBR CIaH 28 o RS
AT 5 LEZRLTVDLDTHS.
* 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) KHA RTA4 0 TlE, BEREEEZZDTa—T 4 7RF OGS, WikE a—7
4T BEIC T TEROREZHAET L Z LI >TWn5H2, SUPAC A XA
TlE, =2—7 4 Y ZHNINZIZHW S oA & 2< R L L9 Il Tng.
a—7 4 BT RA OB RE R E L EZX D600 H0 28, £, a—
T4 BTIIERCIIRSEINMEICRD LB 6NZDOT, KA K74 T
IRV B D BIAI & IXRE ISR 2 220 & L.

B) AHTA RTZA 0L, WFEEOHRERIGE LT 5H0, KED SUPAC A 4
AL, ENETTIERL, BGESET, RGEHRE, SUEE, G TROLE 2 b
KL LTS, ZOMEDTZAE TOHKRMBOFFRATHEOHECER T 2 6 DT,
FHEYIE (T2 0 0 544 H) LANE, Znb0EFIXAARTIIAREHIIE
NWTCWeholele®d, RITA RTA OGS ET>Tn D, L, EHRIEREZ
PEVERFICRIEOLH A EBE ST B, GMP BAREMIT /o722 LIt kY, R
=Ty TRBNEDEREIIR LT, AW FHIFRSEMEOMEN VAL 2o, |
EEERTD581E, WY 2 GIETED TR SRR T O UNERD S,



(i DA

Q-4

(A)

Q-5
(A)

Q-6

(A)

Q-7

(A)

Q-8

(A)

BRI AL B 24T OIS, YA R4 V2 AL THELIZ AW
D,

KIHA RTA 0%, AGRBICEAN O 2B ETHGEENGE L2bDTHY,
BARERME COMTTET 2R L Lzt DO TIERW. BB TOMGETIZOVTIL,
BERFBR D 7 = — XS E LD, M OEIME, ZetEOB R LR
BHhATH- C, BEEHOEFICBWTAT A KT 4 OO BG 21 L.

KA RTA T, THEBELT;) ZaE LR 2 S 7.

FEYEIG 5% - B, BRI e M E RS & LAY R R SRR I
X0, AINEROZEMED D WDIFAEY FREER R S RA 0N S~ G, L
ERZMVIETZEICIVRTFNENRE L AR L TLES OZSToRITTED
DThHD. BN ZZ T2 L2 X0, AT R E TS 23 UCEHEL,
—J7, L AR EIRHZ BB O BFIELE TR STV D S IER & 72V T,
AR R EAEABR 1235 1T 5 H Ot 5 T DR HERGANIX, TS TV 284 & L
72DTH 5.

(R T TR CHMER L AR S N, TR R
U7 MO SEHERIRIC 1 0 SE RIS, & O[S D RERR S s AL DAL ) & b
B, —HUSHRBROA TR EE SRS SR RAL, £0%, BT L T
S, KEOMHELTHODPRIHE b NRRBER SN2 00

EERBIR CH AR O RS STz, SUXE b &G & LIzl
PERRIRIT &2 1 [RSEPEDSTER S U BRI & FEE C & 255001, T i 516007 & LT
FEHHAIRIC & 2 (S PEORERRD Ol L CL BB 245 2 L8, 1 E L <17y
WAHE TS,

FEMEWL S ORFIPBIETIR S LT & &, LT IZHE - TRIFI 28 L,
TN ERERIA & U TR R BB 21T > TRV
T&E RV, WGEFEDOEEITIE, BEEREFNIH LT L E RO RA 2 V5.

WEFn 55 4% 5 A 30 HIEFEH 7 1 8 5B RFEANRE, [FAEMRAIRR RS ORIFR
2ICHET D THEWZERISMEICBE 2 BREEE | 120t > T, IRHERBR B BR
DI THEMZERRIEME RO SN HAINTHR S TWBIEAICE, EokiicTh
=AY/

FEYERL TG % FEICHH R U 7o AU R KR HEDS, IR HERER O o CTAEW IR M2 R~ T
ZENTXDEFATHIL, FERFTORA|ZEARERFI & UTRTA KT A 2
STHEBREITS. LovL, ZOX D eANL, WHETKENKT A K74 2 THH
RER DL TEMZNRGEN 2 TRT LN TEAHHEZBL TND I ENE. D8
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(A)

Q11

(A)

Q12

(A)

Q-13
(A)

BT, JEFEPEHE S TR A TR O BA 2 AR VERLKI & LT, BFEEIRAL ISR R
K A FEA & LT, TSGR O LM FNRSERBT A 5421 GUT 1%
FEMETA RTAL2] W) It TREREZIT .

BREFELTH-TH, b NRBRTEWFNREENER SN TWDL 25X, B
FLELH 2 AR LA & L CR EEVWRBIZ AT A R4 Iito CIMcE 2 2 & %
B Lo, 2oLk X, EREFRLICFA—FEOHAIN 2 THHDRV D).

AEMEICED LN TWDHEANTH 572 HI1F, JLREIRMLICHE—F B0 /AR
7 ThH, HARFIZEERIEIE L CAT A RT7A N> TRMECTE 5.

FREHNZ 2 >OEGEORA] (1 Z21F, 10 mg &% 20 mg §8) 1NHDH5E,
F oG EORA] (10 mg 8 X% 20 mg §E) 122V CTAEY FHI R SRR % Ehi 9
AUE, M7 ORFNIE BN R 2 0 B O AW RSB T A T A
(LLF TEEENTA FT A L)) ITECTRBRAITH 2 & T, FRFRGE
5 Z LI FTRED .

AEECH L. JFHIE LCHOREEORA] (F] 20mg §E) 12O\ THFEEIE,
ZREAERIR L LU C, BRBERMLTA RT A - TRERZ Fhi L, Z ORAF| A2
BiEIE LT oAl (] 10mg §8) & EEEWT A K7 A T TRERT5 2 &
T, MEALFERRHGET 220N TESH. AL, FEEVWTA R7 4 L TTH
BRI T DIEVERLAN L, SERERS A FICFEETH S Z ER ST T
ACYANAY

PR EH T A — 11— 20 mg WAIDOHZNH 0, HBIFEIK A — T —H 10 mg THA
DIHERET DHHEIL, KA RITA4 U 2EHATE D).

X, BIEINOXSICAD DT, THITER 5 8IF OBIMD 1= DAY )
RSB T A RT A ) 1D .

HEH SATREEA DR EOBLH THREFEA TORBRDEE L < RV EHEHIZHON
TUFERT D546, X, FENRLL2MALZRET 546, © FRBROMRbY &
L CEWaRR A i 2D TH e,

[ F = 3 DA LR SERBR T A R T4 2 Q&A1 D Q-15 THIR7=5@ Y,
b FRBROMD 0 ICEMW R Z EHi T2 Z LIXTE 220,

K54 my PR T4 2 ORI END D

RS 4omy P, B4 KT A4 TR EHRR O IR B 2 3l 5 = & 23 T
XBDT, KA RTA L OB ERD. AEERT S 55 HESNTOSEAI,
VAR U7 d & CURINRIRE 55 = & TR IR, seRlc i 55 a 1,
FEYERLA & OBBRALAL 25 15 4 BAIC 85 %L LIAH L= E3G & RS h 2 (RRE
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(A)

Q-15

(A)

Q-16
(A)

Q17

(A)

A)

S ORI R SRR T A R T4 2 Q&A O Q44 ZBR).

P ERRAITH 203, AR B EFIEER M~ L TR E R T D
eI SR WVIEREGIX, ATA BT A Ao TR K0 A Fr R
PEZRHEd 25 Z L TE 570,

KA BT A AN HRROER 24 L HW T & 25811%, AHA KT A
ATHE, EHIERERIC &0 AR EME AT L TH K. KA R A AT
HRRERDN 2 TRV ERE TERWIEEIZE, TREERLTA FT A ) OFH
SRR TR IR RBR I ZHE 5

WH 7B E, KIA RTA > TEWZRNRSEMEZHMET 5 Z LN TE S
7.

SR & ST D8 TR NAAITT, EERFI O ER IR T 5 TR TOR
BREAT T 15 27 LANIZ 85 %LL RIS 2 -ANL, KA BT A AZHe> THEMFH
AR 21T > T L. 8D T A BN O TOSBEERY O, WITEED
FRE DKUEZR EIZHOW T, Appendix B #& M I i7-0.

CHFE)

RHEERAIOERZHA G L TH BV,

IRHCERA &0, BB CIdaE LS W ERIR DR R & 2 W IIFMEM: A 2Rk
T 27012, BRUTHEHEHEZES LERAIEERIND. vds, @ OBEMER
FNIRFAERAN T E T 0.

BFEII A =T =D [BRRBEIG T A T A > TEM A R E MR %
71 Bh, b PRI T D EEERGEN T B ARG 22 Dy, SERBGH 22 D).
IFEFIZB W TIIEELRTEDANA T T NA T8V T 0 DEBRREE SN T
W, UK, EERFNIAEOEFERTORA & 2% FeREGHITITZR 0.

BENBRRDUHNORFELZRITA BT A > TT 2 BEITIE, B MRBROIERE
BN AHRFE 5.

T

IRHBERF OFRBBANZHSONT, KRE S, IR, HE, MHEEHEAE LIRS
RN EREMEE 7o TODN, BHEIENF U ThiuX, K&, BIROBEEMEX
RETILRO D

% < OHRIEIEREICIE, RAIOHEEL R ->T-F FREEMELENEZBET 5 2 &
NDTHEENHOT, BAOKE S, IR, HENZORAOHLE NBENEE I8
ERIEL, ZOREE, EMORKTHEEICHEZ KT . WAIOHELENBEEE X,
in vitroWWHFEBR CII <l 2 Z LN TE R0V, K&, Bk, E, kit
FERE DAL SO W T ORENMIETH D .



Q19  IREMHERAIOREBRANCHOWT, HFIORE S, K, HE, b »E L <
Bpnen) Six oy ST o0
A) B B TH L Z L.
K& & HERIOSGE, FFOBEROZEN 25%UNTH 5 Z & FERDIR ORISR %
T L7=h 7B AROBEEL, 7L ORE EOENIRHDR.
R s HRBRIZ B W CTRIFI O BRI 2 B2 T 5 & &, SR Rl 3 2 ki1,
WBHERE S 207, TOPMICTFET DR FORIENFRETHDL Z L.
RS - AR OEED R L CTh 5 Z & R OVAHZEE OBELMECHET 5.

Q-20 [GEEWTA T4 2] OHSIZRIEATWDS TARIERE—) SixEnkH

AN YR = i M OYIR
A TAPRIRRE—) & RS D#pIE, AGEHGE L, AGREE AT AR AEET
HOHHEPHEFEL TS,

(2R BT DK HE & Bk S 4 5 3R

Q21 HEEWVWTA RTA BT, 1BHIREROPRNFEY) 2 5 Te 5, FRAHERFH,
s s A 1) C Rl A1) & AR MR D L5 5y AR EE 23 R — D & & DAL T 28 B K YE
X BAKHEL SNTWDA, A UER 2 T CATDENEIE OO D 72 AR OSA T
ED 7DD,

(A HAl- R Z T 0 27 X (BIE) TR CALEFENEEOOME D 72 B OHA1F,
W 7 72 VRN R BRI LB & i 9356 2 R W CA R SERBII R ETh 5. -
72U, ArEERER, PAHRRBRE OmE Ul 7k CRAIBIZZEZN 2V 2 L 2R 5 R
H5D.

Q-22  E 3 DI GBIRMEEOPENIKY)) AT AR ML),

A) FPEFE IR IO AR IR T IRED 2 (500 T o3>, KO, FeE ARG E
BIDRZHREHRM & L TRO LN TV EW L, IGRIREROENIEY & LT,
*21 CFR 320.33 (c)

Q23 —OOWEMAIT, 2O0REHNTHERL TCHEGE, 650 —J TAREZR
DLOH, Tk b FICHEMA S5 00
A) Bl IZREAAI L BEAIO X 912, BlA BWIDS U RMEN#AITX 25413,
TNTNOHICHED . LaL, BIRITHRER LIEAIDO X 518, —20unFl%Z 2o
DOELA HIITIRE L TV A 5EATE, ThThoREIZIRINE L EfICITssSE5 2
EMTERNDT, IR SIVZEEIRDD 72 W IRINFIOIEIZHE S .
BlzX, PUERaATT T UEIEA, BREAIO 2 SO BRI L2, I
ML7e b 'Ry T o7 EOEHSBIIEHT EDEH S mER & L TERT



Q-24

(A)

Q-25

(A)

Q-26

LFETERY. Lo T, ZHEROFREDD2OERERIOHEIZES . —F, =
—F 4 U RIFNZBWNT, flziEe Rexs ra kil — 22 NEOREHIE 7
ANVEEDa—T ¢ RN LTIEGEE, T o DREIZRFETZ 50 TENE
NOIEIZHE D .

W OEBEANRZ LI X ThH-oTh, TONFTETKENFEHRERO AT
AEWPERIENME 2 R 2 LR TE DHEH O & X2, WHRBR O H CEY R R S
ZRT 2 EIXATERED .

WER RPN O 55, b, Ak, BRAkE Svavarsry,
hyEvayvso7y, fEakron—2X, D<= h—/LZOWVWTIFEBEANEZ
WARETH D . WELRP AR OEARIT, ZOMMWEL T 5. Himbla &)
DAIWERZHRAFAEL, WHEEOKELZRET SH. £ ONFGETKENEE LR O
B THEMFRIREEZ RS 2 LN TE DO & 2121, RO TAY R
FM2 R T ZEIIMRETH D, EOMDOMIT 2 ANEZ DA, £ O 2F3K
EWBMEENCHAER L2 &, RO, EEROBGHERMICEEEZ 52202 L%,
B 2\ TEFRIR RS 1n vitro iR 72 © O FEBR T F-25672 E ORI L - THERB L T
SHENRDD.

TRIEIREI RN A TR E, NEEOEEHT-D D7 4 LV LAEOEREOEIG N 7.0%
UIFO7 4 Vv AJEOET 2 BAKAEL U= EH ).

F7o, BARETERINOIHBRICIBNT, BEERBIDATA KT A4 CHES L
TN T I OE RS T H Y 85% LI B L 72 W EIRG OLAIZ, AKUEIZH
ESNDHRERAZITO Z & TR E LB ).

TANLaA—T 4 U TICONTE, MEERDOWESE R~ AT U 72 R ET
52 ENZNN, N HITRAOEEMEOHIE AT D 72012179 O TRV & #
EEIND., 7ANVLBOERETGHATH-TH, BHEAKRTT 4 /L LENHR
RO M L TRE LRWIEEIE, Z R A1 O RAIFE £ 8 12 8) O [R5
D SEODTHIUE, & MTBWTEMFRNCIEREFIT /L D rTREMEITIEFRE TRV &
Ex, BARUEL L.

555 BICIHIT DHELEMEICNE D &, WO HEERSMT b 1S 85% L Bia
LZ2WERBIZOWTIE, BAREREOWUAELTZTOHETH-TH, b MIE
DA FNRIEMERBRAMLE L 70D, —FT, ZRHOEEBIIONTIE, Y
DEEHDBIEF IR NTZD, EHOENRANC L RD &7 4V ABOEFICKIT 55
FIOBEHMEIZ T 2B EZ I W EEDRD. ZROHOHEND, WThoR
HEBR A T T 85% LA EESH L2 WESRIZIR Y, #lkk K OB T IEICRRE &
NI HRBR I CRMli 21T o 2 & & LT,

BTN FNTT—T 0 L 7HAL FEa—T 4 o TRBAONTREEZ LIV



(A)

Q-27
(A)

Q-28

(A)

. Fio, BTEAFOBEHRBIEC MY Ty, XT VU ET AASREER A
NORBEZEH L TH L.

ST DEEDKGIN T T NVNIZEE I N OESICR SN 56120, Fa—T
4 TR EZEZ TR, L, a—T TR LIZDTeAANE, a—T v
THRIFNE LTH D (DTS OERICONTE, Q27T 4B T5ZL).

F7o, WHABITE FRBRAZRRCE D RMMFITH D0 E 9 D OREZR DT D DR T
BV, ZORBREMIIARTA R4 U THESNTEHBREMEICERONS. Y T2y,
NI TR BT o o RIS e AL D RRBRIE TR L 72w,

T H 7B IV DFRDR DEFINZONTIE, EDXITEZTZS VDM,

BTN DOFBRORST DEFIL, §EAITE 2L, a—T 4 v TEoRERE DL T
UL 5. F7-, I, @ B ORRICE T F LSO R, FlxE, =
€T F o, AL —F, HPMC, V7 U EREHEIND Kot/ »TE /.
CIF LT EANSLHETF oI T EA~DERIL, A FTT_ALFTEUT 4
N RIE TR IS E TE V. BRI PO IR LIS O E IR LI
WTCH T BIVOEEZLT O GEITIE, LT OFEIC > TRSMEAZHR T Z &,
1) BIFFrEFVERIE LTHEA LTS D 7 RLDEE

ARAA RTA4 VFABORTIEHRAR (72720, pH6.8 ORBRIRIZIZH + Uk iE
AARIER 7 OB 2 2 W5 .) Z4TV, 5 EICRTHEREIC LV E
HZEENNESE & R 2581, EMTFICFRE LT ENTE D, ok, Eitk
PRI X D B O RS M 2 R W UIRE W 2 E R LN RIEA TH - T,
B TN ONEPNEERIOBENE, 74V —F ¢ v TEEOEE L REEICA T A
RIA D83 2B L, 7B DOBORS DEE DB HE L /22
LHEIRLTZI 2T, KA KT A VEF 4 BIORTIEHRBRIC X THR R OB
TEICRRE SN HERBRIZ L 0 RS 252 2 E N T 5.
Q) 75T LRI ALK FEH LTS T ADE

TR R LT ind 7' v o84 303 ERR(DIZEB W TR 2 R~ e
WIGE, THRBEERLTA KT 2] IV, R ROE%REGREBRIZE D AYE
MICR%ETH D Z L 2RI D, 12120, D7V EaBBLTCHL AL AT A TE
UT A IZEEB LN L2 MEFEICLVREDLGA1E, ATA RIA4 NRTIEH
AR LV RIS E I 5 Z &N TE 5.

2 D7 4NV LABIZBWT, KEEa—T 4 TRl EIEKEEa—T 1 T HIC
BWT, FKETHR SN LEEHHNFE U TH DB ITT).

pH it o —5 4 7% (Bl21E, AEA ROAA RS Xy M E), =F/Ltiln
— A7 ED X D ITHKBENER Y ~—Th > THKIBEEO AIBAIZ RIS 5 Z L2k
ST, KIZHEEDOEAZED Z LIZARETH H. Fio, KBEEO = —7 ¢ > 7 HNZIE
IKEHED W R 2 IN$ 5 Z LIZ Ko THAKREMECT 2 Z L b ARETHDH. Lizhio



T, 2=7 4 X T HHNOREN S LA L OB T 5 R 2 RE TS .

Q29 TANLEOEHEIZBWTL, AIEHIOLEIIEHREICEEL X RN EE R
BNDHDT, RUA RTA L DHRE LR TH XD TRV

A) FHHFIOZE TN, IWHHE I Z 5 2 720 BT 2 7e w0, "EEANCIE, K,
NEENE, TOFEOMWEZTRTHLORHY, TNOLDRMEZDEIZEL ST 4L A
JEOMWEEZDHZENTES., LR T, KA RTA L DOHBLRD.

Q30 HEBIORSNLS L, EEICTETHADRNRAS L X, Vb ek
WL A5 DR & R HE AT K 7,
(A)  HEHEICRS LTI TR 5.

Q31 I—T 4T EOERENEOREMICK T DHEREOE &5 HKEIC L CRHET
B FRPLITArT D>,

(A) a—7 4 VTR UONBEOWSETIL, ZTNENBAALTT AT T 4128
BEHBZLARERDH DS, a—T 0 7TEENEEDBEL 72V TRET 2551213,

a—7 4 Y EOEEOEFERIIRAOBERELZAEICL CREIND. 205,
a—7 4 U7 TEOE RPN OB &ITHE L TN W & REWRIF, Fl2IE7 4
NVba— RpEE 7 v b — MNERITIE, "AOREREIZS L TR AR A S—t 2 |k
it L, BIEDOI—T 4 VI BORESOERRIIRELS b, -, BAKEOEE
DR EWEEREE L BEEa 45 &, [l O AT 2 NEEER /9 &, BiiE ik
EREICKT DEELENNILSFHAEIND VWO AREGEEZHEL. 70, EHRBRICE
VT DR DOV, AL U7 B IR L I RIS R R O SRR T 5.
WEIZBWTCa—T 4 TBRANAFTT AT T 4 IZEEE RIT L% OF
WCHEBLTERY, ERROXIRAREELYTEDIZ, a—T 17BN E &5
LTEERDRAELAITO 2L & L.

Q32 WEOEREBEBIRICAIL CHETERNEIXEIWIEEEETOL. FHHET
HEEDEZFTERLTUILL.

(A) %%*waﬁﬁf%ﬁw 1, RAIOFRSHERLERO L 5 ICHM TR, E

WCHIFIOREREEZFHFE CE RN L2V ). 20X )RS, BEMZOBIREER

@ém1EU&A@LTﬁ%#é.%Em@ﬁ&@%ﬁ%,E%,%E%ﬂ%n%

So, Wo, Do, £HELDENDHE S, W, D & Lzt &, EHAEDOEEMEL S/So i3,

((W/D) I(Wo/Do))28 TEFTZ ENTE D, #EEOEERID/EE holZxt$ 2 EHEHD

JE S h OFBXHED h/ho 1, #4788 O FRi%R O EE, BEZZNZI wo, do KU w,

d?ﬁ?k%(MMHMMMH«Wm)M%mwmfmﬁgkhféé.::T,W

B, $ERE s b EENTFRBANICSH D & EEHRHRO 25 OBEDELE BH T

X 50T, WEIE O F R OFXBIE S hiho 1%, N OBALEREH -0 OWEE (7
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ANVLESD D WTHERE) OETREZRL, (Wiwo) X (Wo/W)2B THET5HZ LN TE
5.

Q-33 PR TR TEWAL, WEMLAICHE LAEZ T SE08H 203, Zhbix
T ANV AEIIHEREOEE & U TR D BER D D0

(A) TANLEIEREOET L LTI LERDD. 728, MEsky & LRl
TEDLWTHOWTIE, MEMSOEE ] L LTIV ZENTED.

(W HaliR, EHZEEOFRSE, AW R R SRR

Q-34 EHEEVWRAIT, &EERATIIEAVEEY 2 S0 REEELTA R T A
V3 F ANV, 3.3 IZRLH) ([T T DR HEE 2R 8, (KNG BRAS EA TR &
ZORFNAEYE Langa, WHEBRITE S 5 ofF 072 OB GM TIT 2 1T X v
A

(A) AR OZERP B LT WRAETHBRZAT 5 2 & NEROTZO OREAFAITH
D05, ZORRRBEITE, WERTE2EREMA LI, maBRANEN S5
BVERY 2 3 T RAI O T2 D O HHRERRMF 2 #IET 5 2 & Thu.

Q-35  BIBCMERIA R ORGATERIFI OB AL, [HBERL T A RT 4 ) TIRRHZEE)
OHERIE GFRIK 15 %) 2VHEICHWDLND DKL, RKAA KT A 2 TIIIEHE
FORZENE GFAE 10 %) 2NHECHOC LR DE 80, £, EHZEEO[R%
PEOHEIZIBNT, 152 OHEZ T 7B XM,

(A) (R EHRLTA T4 ] TlE, WHEEOELUNME SUIREFE* DT — 21X, £
W IR OHEIC BT e MR R M T2 b0 LTHWLEA TN D, —
5, AHA RTA ATBWTIE, BRONAGEE O TIL, IWHEEO RS
Lo TEMFENICRLSE L H72d. TOD TRRBERLTA RT4 0 L0 HHEk
Whp L L, Fio, E60XICHTHIEMELRET S LICLY, WHEEOHI%
TWEN—EIREND O L
* AN R O EATERA O 6 VXA AL 2, SRAERA 0561213
2B A S A AT 5.

Q-36 (%5 5 BIRHZEE D[R Sk O fE HLAE | 1B T, FEHERIFI O SRR RS 85 %,
KOVB0 %IZEE L& X, ZNZH (D) EE R OFFRIEN 8 %, 6 %, (2l # DFE
HIROFFRIRY 12 %, 9 % & 72> TV B BEH I ).

(A) T AL D ONEEE HHER J OMil 2 O R OFFRIEIE, 100 % T 556 OFF Ak
CEEEHEE - 10 %, H2 OEHE 15 %) #HEHEIC, IWHRORE 2558 L7
R L0 R A R 7.

Q37 A KMEDLEIZIL, e WEYERLK OFRIN [T EEAGE O RIAN R E S S OB R
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A)

Q-38

(A)

Q-39

(A)

Q-40

(A)

Q41

A)

Q-42

(A)

BREAFECH Lo da.

AJKIEIZB W TIE, A OENEHFEICIZFEAERBE LN EBEXONLDT
AR A OREVERLA & OYSHIZF B LG 2 RS OB O A TTE D L LTS, L
Te 35T, AEHERIA DB & FEHERL D HUA K OGRBR B IS HERBR NG E S 4TV
LHAEICE, UABREE CHEHRBRATT o Th Jne L.

B BRIA <, B ERBR D ¥A HERBR 23 /% KL% 50 [mlfiz T, 30 23 LLINIC 85%
VLRI 2 BEIRM T, BUSRBROD 1R (B OHERR) OF — & CHREHERLA
ZIINL TH L.

A RBRIE DR ERE RS 30 PUUANIZRE SILTWDRAID 5 5, /X RLE 50 [H]
H5C, 15 0 LANIC 85% LA E¥RH T2 2 & AR EBRAE R0 DR T & 2 RA IO

T, BUERBROT — & & BIHEERIR 28I L Ch LV, £z, IBFIREROR
M IBrE, /SR B0 (AR, 30 4 LANIC 85% LA EIEHIT 5 2 L DSBS aBR AL T
NOHERTE ZHANCSOVT, HERBROT — & 2 FEICHEERF 2 2R LT L,

SR DOIAFREE N E O pH CTHEBHIARW AT, £ pH 1B HEH#HE D
I ER THDH L EZEX ONDH DT, IWHREEZRT Z L2 X - TlEH R A S0 L
72 TRV,

Ei@@%ﬁ&%ﬁ@@ﬁﬁ@&iﬁﬁb% Hifi) L7\, FD7-, EIHZEEIO

SR PET DA, FEROEMEE 2 K0 pH Tdb - T H K| o
%%£m¢5%£#&a

TCHNrLE FRBROERN TR TE 25812, ATA FI A4 - Toim
ZHORIFMEOYEZATOTI, BREERMTA FT A2 (/> TRBRZTT S Z
TRV

LA, 22U, BBEERBTA RTA ] IZWEIBRICH, b MRz
D BRI, 8 A RIBAERG K& ORta A T3 ORIRO 72D, RBIERGH T
BRI O PR BB DSEEERGE AL L TV D Z & 2R T 5 720l BB A 5
T o2 EPNETHD.

[ AR SR> B AEWFENC R SE & B SR o T2 EITIE, BB ERS
A RTA NS THRBREITH) | EbD. ZDEE, AHA RTA 0 TEME LIZEH
REROT — 2 %, HBBERLTA RTA 2] TORBRBRT—2 L LTH L0,
72 LA TR0,

WAEPERIAIC, pH 6.0 IZBWT THRREEHKNLTA K742 TIEHVWLR TV
A A R DR A BRI 2 7 BR R 1A 2>,
RKITA RTA BN TIE, RONTZAGEE O TIL, WHZEEEO RS
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Q-43

V:V)

Q-44

(A)

Q-45

(A)

Q-46

A)

Ko TEMFINCRGE & B a3 NETarERG OV 2B BRI O A A4 3B TIR AT
THZENHLDT, BREEIRMTA BT A ) 1B DG RANCET 5
RS OB T, AMFERHERSE L AT nH 5. €I T, (A mENME
WERERTE 2 WD Stk il 2 7.

in vivo-in vitro fABME (IVIVC) 25FER] S 7o isislBRiEDN H 5 56121%,
FBOLBIEZE DFAFEOHTIT-TH L.

IVIVC TiZ%, 150 HRERER L in vivo & DM LR S TunZen. £
DML BI D ABFENERZ /T 5% 7 7 V—712800 2 AW RS IR
SNTNZ LD KITA R4 2 TED DI HFRER TV 258 O [R5 2 g3
HWVLEINDD.

W HZEE) 2 e D R TR EI AT A R A ) ISHEH 2 &
STWVDN, A= —IIMFERFIOREZ I L T D DT, @O m iRk &
TRA LTS, RBRIEO pHIFHUEICHE D & LT, #REK, S MAl o ITLe
T&HELTUILL.

KA RTANTBNTIE, ROENTATTEFEOHPHTIE, WHEBHOREMEC
£ oT, EMFEINCFSE L AT OT, fledr—ATHEEORBRSEM L HIE AL
BHT 52 &L TER0.

SSRVEED 50 [EHETIE, BURIAA v B A DEERICAE LY, BT 5
eI, EHBPREELOEARDDH. 20 XD RMAIOLE, WHE
O IEMEZRFEMAS TE ARWATREMED B 5. BEAINZ 5 TIE 75 rpm X° 100 rpm TR
AT HRRWGE S & DD TIHRN .

TR DG R D THEMFRNC RS L HET D 72O DML, 50 rpm Tl 4
1oz & EEHIRHROEN 10 %O®EICH D L& THD. 75 rpm <° 100 rpm T
RREAT o7z & X OB HZFBORIEMEOHIPHZ, BIED L ZARET H 2 LIXRE#T
b5, ZOEDITHEHRBROBEERZZET T2 Z LIERO b, ok, AR
YR NAVDERICAE LY, RMEMBPHERET 2546, /X FUE, 50 [HHRICE R T,
[l 2 5 Nk, 100 Bl TRl 4 i LT L

f2 BIMA B LBl ay. F72, f2 BB X bV EERE CHlEkl) &
f2 B LA HERE CHEE2) &C, HEHBENRRELD L XIXE I T DD,

HIERE LI, 40%, 60%, 85% (% AARAMERAITIX 30, 50 80%) &\ o 7o il
MOBEBRRA > b THEMNMTZ DREN DD, I iH, RH O HHE ORI L -
T, ZHSOWED 1 R THRRA 2 DTz 5 7= DI FEFSEIC 2 5 A A H
RENRH -T2, ZOX I REEM D7D, 2 B%OEA L AREE L.

HIEE 2 1R A MICIEHZEBI O Z 2 HETE 2F8 03 H 5. L L, £2 B o,
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Q-47
A)

Q-48

(A)

PEEGIRE SR T DR & 5. B 21X 2R H B OISR RO ZE N D7 & 2
AT R AHCT &, 2 0EDBRE R FEENECT <D KITA KT4
YT, ZOXK D RREAERET D HINT, ERSARE L CHEE2 2T S 2
Lzl

TOEIREMEEMATY, HEE2 TIE, WO Z — 2k o T, B
IRRA N THIPTONTWD EIIRLR2NWZ ENBVES. 20D, HIEE
167 LTz,

2 OOHEFEOM THER RN LD 2 LR 50, IHERBROME 2~ O ERIZ
B DHEFEEEIRL THELZ 20,

7 R O IEFEIZ DN TORLTUE L.
BREIR GO AW FHIRIEMNEREBR T A K714 > Q&A @ Appendix A IZ7-7.

B AECTRBREIT) L&, [RGELEYEIE T 2 —& O TR AT
LCWBHHRHFNZRD | & DD, BIBHEEZRT I L2 ED LD IZHET 2D,

= H G ORI OB, JFEORFRAIIEKGFET 522 Enb 5D, TDD)
(2, BRI DOHERRIT A AR S PR BRI 2 B U T2 U HE U % UK CResR <
DZRENG D, FIZIEEEO/NSWEEIEZ VTR G E L ERYEiE T 2 —X LD
frEBEL, &5&-AUC ORUFEMPFERZIED Z L E2RT, BEENIED-T
L RN OEMBRE T A =2 BFRSETHD L ERT, Ik - TR
EWRTHONLEE L. RLEETIOL I RFETHRTERNE XL, &Y
FHIRIEMEOEYENEE T A — & 2 HEETHIE L, ZOMEE AW TAEYMFRRZENE
DHEZEIToTH L. 2D L EITE, b UBIEMERRLY Lo Tuvien & A 2r[F]
EMEERTZENREEIC R L WO ERAH D Z LA SHHICENTBS LERDH 5.
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WL T2 B DFEFE D

Appendix A ALJ5Z5 5 OFRFE O FHE B

R LLT OFHTEE D 1HTZ ATV, &R, ERATS.

A-1: B0 ERMAIOLSEE

(1) FEse

HE L, UTOREFICRT LSS, A RTAUNERL TSN

W F DR
FLHELL T AR A
BRESy A 40 mg (10.00%)"" 40 mg (10.00%)
AR R FYET LT 40 mg (10.00%) 35 mg (8.75%)
it Al AN il A 20 mg ( 5.000%) 23 mg (5.750%)
T IRA AT TV Mg 4 mg (1.000%) 4 mg (1.000%)
HECTE 74 FLAE KT 100 mg (25.00%) 97 mg (24.25%)
fEemE L m— 2 196 mg (49.00%) 201 mg (50.25%)
BUHN OFH B 400 mg 400 mg
*1)  FEANP A O E BT D B DB R %.
GHRDOEDE
WANAI A H ) & sy GHEDOE 7K
Xl FUEnaLTF LS —1.25% (B)
AAl Re Ry 0.75 % ©
BEA FLBE KA —0.75%
______________ feb A L2B%
BB A TR LT iy D& A RO D HERHE O F 2.00% (B
B LTy DB A RO ZEDMEHE O FI 4.00% (B

(1.25 +0.75 + 2.00)

%%%E@*%Ei)‘j(%b\ﬂ{@Gi r{f:?:,:/a\ﬁljj D C 7k@ff§)@ ,

EHAKHEFC THD.
Q) 74 Nba—T 4 T EE
LT DIETE
ONZ
FEUEAL ST
BRES  A 40 mg (10.00%) "
Jilibe2ail F7ETR LT 7 40 mg (10.00%)
s Al e Ry 20 mg ( 5.000%)
T IR AT TV EMg 4 mg (1.000%)
BT A FLBE KD 100 mg (25.00%)
L —2 196 mg (49.00%)
PNEZE D B 400 mg

*1)  FEINIZPEZ D

WHEEICHNT 2 H KT OEEY.
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BRI
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



Q7 4 VL=

ST AR LA
ARLSY 7.5 mg (75.00%)"? 8.0 mg (74.07%)?
B4y 2.5 mg (25.00%)"? 2.8 mg (25.93%)"?
7 4V L JEORRE & 10.0 mg 10.8 mg
W DK A 2.51 cm® 2.56 cm’
BN REFEHTZ D O
T UNLBOE R 3.98 mg/cm’ 4.22mg/cm’ (106.03%)
*2) FEIMNIX T 4V ABORE EITKT 5K OB &%.
*3)  FEINPN IR |2kt 3 2 BRI A o L.
EHRDE/ROEFROFH
O
WAl O B 8 & pk sy GEHEDE 7k HE
izl N7 = i= R A A 0.71% (B)
el e =l NS 0.476% (B)
BRK AT T UL Ca —0.048% (B)
iyl FLBE KR 0.71%
e MEERED A = 138% .
IRTER CEE L2y D& aROEDOHHENFT  2.09% (B)
W CEE LT D EREDOZDMEHMEDF 3.33% (B)
(0.71 + 0.48 + 0.05 + 2.09)
Q7 4V L)z
By GHERDE K e
N % —0.93%
BT 0.93%.
7 4 VABTCERE LR OEAROEDKHEOT  1.86% (B)
ZEH R K HE
B REBHIZY D7 4V AEOEEDEER  6.03% (B)

TRTOEHEOKHEIB THHDT, ZOFNZE
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(3) FEAHE
DR
oWk
FUERL TG
10 mg (8.33%) ™"
3.6 mg (3.00%)

By A
FEA A Re Ko

T IR AT 7Y UECa 0.4 mg (0.333%)
HETE A FLAE KT 86 mg (71.67%)
et ro—=x 12 mg (10.00%)

FoEDaLFL T 8me (6.67%)
W DFE & 120 mg
*1) FEINIENEE OB B KT D &R DB & %.

O FUINN=
FEUEAL ST
ARLSY 1.17 mg (13.30%)?
BiSy 1.63 mg (18.52%)"?
Ci sy 6 mg (68.18%)"?
7 4V ABOKRY & 8.8 mg
WAZ DR HiFE 1.495 cm?
BN RIFEHTZ 0 O
T4V ABOEE 5.89mg/cm’

*2)  FEIMNIZ 7 4 /L BB ORE BT D450 DB 8 %.
*3)  FEANPN I FEEAL T 1S5 % s BRI o M.

O e
BTG
DRk 7.64 mg (12.32%)?
Efl5y 4.36 mg (7.03%)"?
Fri sy 50 mg (80.65%)?
BEA g DFRE & 62 mg
Wz DR HH 1.495 cm®
BALREFEHTZ Y D
BEAE O E &= 41.5mg/cm?

*2)  FEINNIIHE A ORE R T 2 B OB E%.
*3)  FEIPIE IG5 20 5 BRI A o tL.
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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 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%)"™

AR ER R

7.6 mg (13.10%)"?

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

1.495 cm?

38.8mg/cm? (93.49%)"



B OB IO R

OW
WAL O B B & ploy BHEDFE 7K HE
i e 74 AN =l A —0.17% (B)
IR AT TV VEECa 0.167% (B)
HETE ) FLEEK T —3.34%
fhimtlo—2A 1.67%

___________________ CYED AT 166%
BRIZ AN CA B LIy D &AL D7D xHE D 6.67% (©)
WECEE LERSOEHEEDOEOEREOR  701% (O

(0.17 +0.17 + 6.67))

Q7 4 VL=
D% GHEDFE 7Kt
A 5y 0.18%
B hi 4y —0.21%
O % A 0.02%. .o
T4 NVAETER LIy OGEEOEDKMEOT  0.41% (B)
PABES Ik e
B REREHZ VD7 4 VABOBEEOEESRE  1.02% (B)
OB
D% BHEDFE 7K e
D pk4y 0.78%
E pi4y 0.56%
0 0% —134%
WSS CEE LTl OB R LD ZOMEHEDR 2.68% (B)
AR K
BN RIAEH T2 0 OFEREDOE EOZEH R —6.51% (B)

ROEFEDORENRKEVKREDL THEA KO TR TEE LI DE A RO ZEDE
MEDF] O CKRAETHY, ZOBPNIEBT LRADLITETKAELC TH5S.
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A2 EERV OB OB ONSFER

(1) =g
W5 DR R

FEVEILT vl

BN A 40 mg (13.33%)"" 80 mg (17.02%)
iz 5] FrEmasFT 7 40 mg (13.33%) 60 mg (12.77%)
& E Al A sl N 20 mg ( 6.667%) 30 mg ( 6.383%)
IR AT T U Mg 4mg (1.333%) 6 mg (1.277%)
HE T Al FAE KT 100 mg (33.33%) 135 mg (28.72%)

fEembE L m—2 96 mg (32.00%) 159 mg (33.83%)
k=g 300 mg 470 mg

1) FEAN PN BA ORE BSR4 Ry OE R b
SHEDOEDIE

WANEI O H ) & sy GHEDE K
Al hvEBmavT T —0.56% B
WEeAl FE Rv —0.284% (B)
WRKl AT 7TV g Mg —0.056% (B
BOEA LB KR —4.61%
______________ fimb A 183%
BRTEAICAETE L T2y D& RO 2 DOHESHE O Fn 6.44% ©
B LTy DB AR DZEDEHE DT 7.34% (©

(0.56 + 0.28 + 0.06 + 6.44)

I b EEORRE R Z VKIS,

MRIEA KON AT U725y D& RO ZDMXHED

iy O CKUETHY, ZOHNZBITHRIANONSTETKUETC THD.

Q) Z4nvba—T7 4 T8
W5 DEE
oW

By A

FEUEIL S
40 mg (13.33%)""

AR FET LTS 40 mg (13.33%)
it o Al Re Ry 20 mg ( 6.667%)
T IRFA AT T U VMg 4 mg (1.333%)
BT A FLBE KD 100 mg (33.33%)

fEemE L m— 2 96 mg (32.00%)
A DR & 300 mg

*1) RN O B3 2 B iy OB B
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kR 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



©7 4 VL=

FAEI T B
ARGy 7.5 mg (75.00%) " 8.5 mg (73.91%)"?
Bi Sy 2.5 mg (25.00%)"? 3.0 mg (26.09%)"?
T 4V ABOREE 10.0 mg 11.5 mg
PNEE D 3 1 A 2.12 cm® 2.76 cm®
WD ALK HFEH T2 0
D7 4NV ANBOEE 4.72 mg/cm? 4.17mg/cm? (88.35%)

*2) FEINNIE 7 4 L LB OB BT D Ky D Bt
*3)  FEINPN AR HE BN 59 2 3B D L.

EAROEROVERLROFE

O

TRONA O B H & pR Sy GHRDE 7k U
FREEA rNyERaLTFLS —0.56% (B)
rewall Re Ry —0.284% B)
TBIRA A7 7V ik Mg —0.056% B)

R A FUHE K Fni —4.61%
AR 1.83%
RTEHI LS U7 R4S DS AT R D3O M il o Fn 6.44% ©
MR T LT 5 DGR D EORRHEOT  7.34% ©

(0.56 + 0.28 + 0.06 + 6.44)

Q7 4Lz
|D%ax GHERDFE K
AR5y —1.09%
B L09%
T4V ABTER LY OEAROEDKHMEOT  2.18% (B)
AL S K e
BN REBHTZVO 7 4V ABOEEOEFR —11.65% ©

BKOEFOREDORKZ VKT TIRIZA), TR TER LIRS DOERROZEDMHE
OF] BN TN FRERBHT-VDOT7 4 VABOEEODEER] O C KETHY, ZOHI
B HRAN O G EFEARETC THD.

20



(3) BEAHE

DR
OWZ
ST
BRI A 40 mg (13.33%)""
AR FyEBT LT U7 40 mg (13.33%)
i e Al Re Ry 20 mg ( 6.667%)
TR AT T U UEMg 4 mg (1.333%)
BT A FLE AR 100 mg (33.33%)
fEmmE LT — 2 96 mg (32.00%)
W DFE & 300 mg

*1) R O E I )T 2 & pli sy OB Rt

Q7 4 VLB
FLUELL T
ARGy 7.5 mg (75.00%)"?
BiSy 2.5 mg (25.00%)"?
7 4V LB ORE & 10.0 mg
W DR iHifH 2.12 cm?
WNEE D AT R G 72 0
D7 4NV AEDOE & 4.72 mg/em®

*2) JHIMNIX T 4V LB ORE BRI DKy DB &Lt
*3)  FEINPN AR RN 5 5 BRI o .

OFE# )=
FLHEWL T

CH& Sy 11.5 mg (12.37%)?
DRy 6.5 mg (6.99%)
ERKSy 75.0 mg (80.65%)

BEACTE DR & 93.0 mg

AVARE TN 2.12 cm?

N D BN R EfE & 72 0

DFEA G OE & 43 9mg/cm’

*2)  FEINNIIFELRE OFRE

E DA OE B
*3) GNP TR RN et

iz
5% BRI (Dtl:
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Ak B A
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

Ak )
8.5 mg (73.91%)
3.0 mg (26.09%)"?
11.5 mg
2.76 cm®

4.17mg/cm’ (88.35%) "

AR LA
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%)"



B OB IO R

O
WANFI O B 8 & Sy GEHRDOFE ke
AR NEmayFL S —0.56% (B)
fit e Al RE Ry —0.284% (B)
T YA 277 U ik Mg —0.056% (B)
HEFZ A FLBE K Fn —4.61%
e MEERE T A 1.83% oo
BRI AN CA B LIy D &AL DD HED T 6.44% ©
WE:CEE LT- R OEFRDZEDHIHEDOT  7.34% (©
(0.56 +0.28 + 0.06 + 6.44)
Q7 4 VL)E
D% GEHERDE 7k HE
A Sy —1.09%
B L.09% oo
7 4V ABTERE LR OEAROEDHKHEOT  2.18% (B)
AL S K HE
WA RERHT- D7 4V ABOBEROLEFER  —11.65% (©)
OfE )=
D% EHEEDFE K HE
C ko —0.66%
D R4y 0.22%
_______ B . 043%
WEJE CEE LI OB R EDOZOMEXHEDT 1.31% (B)
AL ke
BN R AFEH 72 0 OFERE DOE &EOZEHE R —8.43% (B)

O EEORRE DR VAKHEL TIRIZA S,

DO O THALREOTZD D7 A VAEOEEOEER] O CKETHD,

B HREN O GEFARETC THD.
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Appendix B #{ 7  /V A O WL TF 28 T BLA 3 S B

GV & 5 H T 2800 7/ VAT, EERAIOE RIS T 5T TORBRSEMT:
T 15 53 ANIZ 85% LA EIAH T~ 2 BUANT, KK A KT A Nt > TEMZIR SRR 21T
S>Th I, 72720, 1EERKHEICHEYST5EO0EY), 250 mL O HBREEMEOR
BRI SERIZIIRT DM % JURMIEM E T 5. F£12, NEOLFGFERX, LEAR, B
FNZBR B, Az >\ TIE, 74 v ba—T7 4 7R L RRRRERER SN S.

O WFHZEEDKHE
WG EEDOKMET TEIRTBEBL2WEAIIEBAYE, B K& C
LIFOBAICIZCARAE, CEBRDLEAIIDKHELTD

* A 7 IV 0D AL 5 28 B K
GHROEEIIEFR (%)
Hh oy RINA B C
WHE  BhEAlL ZER 1 3
CA=] AR (B7Fv b)) 5 15
WK (Ve b=, ZURD LR E) 2 6
PO, 22 R, IR 1 3
ShJiE DA O & A R D ZE D i O F 5 15
BN RS 572 0 OIVE OB RO LA 10 30

* NEOREBITIRICEIL CEHET 5. BRICEIL CTHAETE 20 E &2, WEDOEEER
LB L, FETASGEEI S THBOLEIZZELLARNED LR L TH LV,

@ ZTRINHHBR
B k¥

FABORTHRBRZITY. WTNORMEICENTYH, BREBRRA &K OEHERFI D 30 4y D
BIEHZEN & BT 85% LA ETH Y, H-o, 5 WICRTHIESLME CIEH 2B 3 [F155 & H)E
INTGAEITIE, WA Z AW PR & g, A5 &HE S Vo T2 A2,
B EIR GO EM LR A KT A N> TRERZITH .

C kit

K3 TEYZEAT D RANIR I ERGLOEYFENREETA BT A4 2> TR
BR&1T .

ZOMITE 4 BIRTHRBREIT ). WTRORMFICBW T, RERUHI M ORE AR o
30 7y DIFHPEM LN & HIZT 8% ETH Y, H-, 5 Wy fE AU TR Lz A3 R
S LHE SN AIE, WA E AR & AT, A L HE SRR o T2
HITiE, BIEERLOEMZFNREET A RT A > TREZT .

D ki
BAREK O EM LIRS A KT A N> TRERZ1TH .
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Q-1

(A)

Q=2
(A)

Q-3

(A)

B 3

@)
FITHANE 7 B BA OB D 1= 5 D AW RSB IA R4
Q&A

HET, BOBBERANIFEAIE LT, BAAA KT7A4 0 O@AORE TRk
WeH LD, FOBBII ).

Bt B ORGP E LA & F e v, IRFMERIBI OVELE N T O3B O B L, A
Fetk, BIG, bR, RAIORE X, BRICKE UKFET L. LER- T, Wikt
RAITIE, SEA, PR & W o 7o H e 2 A R O AW 0[RS0 4 18 & O AW 5 [R) 45
MR O A CHEUNCFHME L, RiET2Z &3 L. 2ok RB2ITrs, FAlE
LT, A, HHssns 2 2R i RA 2 A i R SRR O g & L.
LonL, BEESHDS, BAEOMRBIMERA - BhLd 5\ NI 72V O NEY) 2 AR
FIFN L U CORAMRENL & U, BARRELAL OGO e 2 48 2 37128 72 YA
(L, EEERL, SRBRRAIN & I, RN THOONIEAM AL & LT
THHAITIE, EUHERA & RBRBAIOELENEENTIZFE LV EEZ DN D DT,
KA RTA ORGSR ET 5D, FIZIE, RENEOERIFIORRZ 7 72V TAL
7o 7/ AKID X 5 256 TIE, B0 BRI DAL 5 22 5 0 A ) 71 R SRR 77 A
KZA4y (LLF UEZEEITA RT7A4 ) D) OBKIEIZHEY, AW rnlE Stk
EWMERT 5. FTo, REBRIRAIDRAE DENAREESE D X 5 ZRGEITIE, B IS HERL
SEDQFEARERR AL L UCHECT 5 2 & 2R LI2IC, H%IEER OAEEI[RS%
MR T A F7 4 (LT EBRBIERLTA KT Lol IZ0> TRBRZT
5. TOHE, WHEFEHTA KT A 0 ROBRERLTA KT A 1280 CRERRA]
RN TND TRE X, IR, E] IOV TOERITEH IR0, Wbk
RIFNOFL L, HERFIOLDLEE L B b0 s T 5.

FRUERAN TSR I L & Sh TV D, RIS 2 ERANS T & 22 W B I3,
BRIEVCUGEH L RRY, FROERIL, EEORENKRIVOT, FEERG
FRANE LT/ ER M & LT,

FREHEMDATF RN GG, BIHERLZAFERA L LTHWL Z &N TES
DA,

FITZBINAR % EH G & & Lo T O R FEE S G 2 AR ERGR I VT hw.

mB, JeFEMMNAFRE LGS &1F, R TITAGEEB S h Tl I it L
TWRWGE, &5 WIHERENRD THRWEEFEDIREN RS EICRS.

FRIEI MR OHIY (BIAIL, §EA, B 7vLAl, BAED R L5EE, T



EFIE S D8] (I 20E, TEAD ZBd 2 BRI ERA & LT 2 v s

(A) HA RTA VNTEZEIN TODERERLETHNE, WITHOFITE 2 ERERA|H
WT L.

Q-5 BB OABFEERBRICHOWT, UTFOEZHBLTIELL.

(1) THUAHERE R A3 2 BRI 7 AR S D O FENRREEEED X O 7B OL S, 1
SHSRE R AT D FEAMERUENL O K & S1F, AR O K E S TRV,

(2) AHEFEHERBRAZBINTEGLT S &, 9 LTaEEZHWzilBRatrbr
S TERBRVD ).

() MIBICEAHRE & HHEAITIE, ABRERGRBRITRETIZARV)

(A1) BN CTHEERELZ AT 2R T & LTHET 2 L5 10 2BATIE, TR O
BN, MHRHERE A2 T D AR BN OBER TH S.

(2) BFEIL, EMOBHEESEYOE N LB~OBEHRELZ(LIEL2EBH 5. I
FPERUAICI, BRI B B WO T AL U S IVT IBIEERE & A 3 5 FEARE R BN O B
DENZE - T, B%RELRIIRFC, BB ~OBEBEEICEVNEL, 05k
F, MR- RERHERN R > T LE S AIREMEN B 2 b LD, DI, Ml
5L BHBEGOWFIZBWT, 2-DORAIR O T 7 RER LI 0 i — e g A3
BEOOLRWI EE2HERTOILERDD. BEONSNAFTT ATV T A ICRIFTRE
F—RICEREOHFBRENDOT, EEHEZ AW ERE EE T 5 0ER D 5.

(3) HIER TR OATHLHILAEICE, BREGHBII TR TRV,

Q-6 JHEMERA CTIHAERE 2 7T D SRR O R & SRR D56, 62 WITRI
PR D /L R R R T, RREGRRZBINERT L L SN THWDR, 1H
BN & D VTR E D DN AESE DAL, BHREGRBICBWTY, KL
THRH) O%aE L TKTIRMI OBEORBRPLIEL 725 ).

(A)  DOFENFREESE O AW IR SEERER OS2 E HIEICB LTI liA4 RI 4 & LTdEe
SN TORUVIRBLUC S 523, BUTORGEFEDORDAEEE 2 5 &, @E O DOENAR
HEETIE, DUKZR L TOMRMI & DK TIRM D56 0B Z Fii+ 2 Z L1282 > TV 5.
F72, EWMFEARSEHBRATA T4 BT, BEERIAI <X, BisseEz a9
LHFNORE ZOFENIL T, BHEEGRICIIRIC, T2 0B ~OBEME IED
MAL, TOFER, mARE- RS ERR > TLUE D MR H 5720, Fi-,
RECPERA T, WEE 72 5o CTh 2 8% b BUHHBERERE Ml T D 2 & 2R
HENDH LI, BREBERGRBREERTHZLITho TS, Ko T, OFENAEE
BEORBEGRBIL, JFAIE L TR LTIRATIHRBOAEFE R L ThnweET 5.
72720, TRTCOERELTIOXMENARETH D L IXR ST, HAIOFHEIZIS Uz



(A)

(A)

Wrd BT 5.

FRVESREY) 2 5 oA C, FRMERIFIN 7 ¢ v b a—T o 8GRI, SRIBRERI ) 7 v
FlOWE, TR ORI L ERF ClEa—T7 o 7 #-A ORI, RERRAICi
eI 2 & Al ORBIR, ERBRIRNEZRS. &5 5 0ORBRIKZHE T <.

FEVERIF 00 5 OFBRIK A VT, BRIEILT A 7 A AW RS 2 5%
ET AL L.

GENEI DHIEN, Bl ZIXAFEEIE T 2320mg D FEF D A, FRERELA] 3 10mg D
BT BNDIHDEGETHEARTA KT A4 OGLE 72D D

COBREIFIARTA RTA L OMETHSH. HL, GENVERLZDT, b MlBRICE
AR, HERBRORKOMENT SOV TILE B R 50 BERE 0 4
[FSVERBR T A KT A4 ZHED .



B 4

Gl )

EE R A A A D #4383 b 0 AW S8 [R BRI DWW T

Q&A
(i)
Q1 ERMEGH] (EEOADK D ZEH T Sk H BRG] ORFEER DLW
SRR O FE i T HEIZ DWW TR LTI L.
(A)  TRBEERLOEW PRSI A R 74 ) CUF BBEEELTA RTA ]
WD) ITTEY, ARG T LT R RI M 2 BT S
CREE)

Q2 ERAEAAIDOGA, EHERANIED X HIZ L TGEIRT DO,

(A)

JRHIE LT, SERERM 3 vy MIOIREEERMTA RT A 2> T, BEDOH
DT IZONTIHRBRZIT), Kby FHOEHIE D S & ORI WAL O
HH RIS A L 0 AR YERGR 20 IR 5 . 7272 L, TRIRIREIE DS SR A5 £ T
D ENE, T DRSO RS R TEEMER 2 3 IR 5.

(R, AW 2R (R SRR

Q-3

(A)

Q-4

(A)

BE DAY TRAEE (BRI 2 & TRA, P SO AR 2 & T A,
=7 4 TR, AR 2 S TR, ARG, IRERA) BRI DSGE
DR IEEZHH LTI L.

BEERMTA BT A W, ARG Z & ORFINRFEIZ RIS 5 v HEER 2 SE ki
T5.

B EETH HELEF OEHBRIZ BT, 23 Rk, 50 (Bl TR 2 5 BRim s T
SR EFITRYBADEBTHEE LTV EARS 2 E TN L5
BNZ 72 B TIEHER KR ELS LD D HA, 0L T L.

X RVIE, 50 [EHE T B LN D EERI DR & 72 E O TIRBIZ L D EHNIE D DL
B, BENREHBEOND K ORESY U — % v TS & BBk s A LT
L.



B 5

Gl )

o BN e B R B 6 79 X OV i F G 5 Al D JL T3 28 B D
AW R [ FEPERERIC OV T Q&A

(S

Q-1

(A)

ERRMBL A A EEOAT 2 & AT 2R 0 EERAD) o5 85857 % 555 & UL
0578 BN O A A R SRR SE fi TR DWW TR L TE LW,

A Q&A FLHFHZZM LT, [EEPRR 580 ERRA O AW 2 i R PR ER T
A RIFA2] (CUF TEEEWNTA RTA ) o) KO RO EZRA 002
EDEWFERIRENERER T A BT A 2] 120, ARG & & E R R S 2 7 F
g 5.

(7728 K HE)

Q-2

(A)

Q-3

A)

BEOFE GV E—BIZEEFN T DEAH] (HESE) OUGEEDOREDFHE S
EEFHI L TIZLLV.

BRI Z & AZERIRAA AP 23 e STV D 2 &, BRI K - Tl b7y
PEENRRDZ 0D, HEROADIRIEELDT—OOHMRSG E AT LT
2R, ARSI O SR E L WS ERER D LIS OF R SE, EEENY
A RT7A DR KIOE2OIRIEAI L L, BEKHER CHMER LMD MR S 7,
Xtk bEXG L LAY SEMERERIC L0 e ERG & ORSEES R S
ToBHN DT D> & DI EFEOREEZFHHE T 5.

ZEM EEOBNG, #HERE (Bl X )8 & LTV AEEAION T ZEE DR
FEDOFHFEIEZTP LTI L.
&g m—oDME| L e UTHEAET S, 5HEHI% Appendix 12777

(P HRER, W 2R R S VERER)

Q-4

(A)

BHREFMIIBNT, FENER LIV ORFELEIT OHE, ARG OERIN R
D EEWVHFNCOWTHEEEVWT A N7 A &AL U EEORE 4§ 5
LT&uvan.

EEIENTA RTA N> THUFERORRE ZHHE L TX . 5 #l %, Appendix
R

B, BEEVWTA NI4Tk Maxtge e LA FrRSEERBRNER SN D X
NI D E, BREENR DG EEVRAITIIR UG8 TR A Efi T i
D, WTILOE EEWIHF G [R5 EO I EIEL OB EIET & U CHRIEIERL T A



Q5

(A)

Q-6

A)

RIA N TR A LT DL L7 b,

BEEWTA FT A e, @%@U@%ﬁ'@WE#EF'%%??5%/EI\’C“%OT, G/l
PIFESEMEZFM L & 5 & T2 A L EmEa AN R 2546 (B, A%

%4> A 10mg/A%hRk S B 1mg, A #hEkS \A5mg/7ﬁxJJE§Z B2mg &\ 9 HEEV O
7)), EERAFNL L O X5 ITBIRF T L0,

DA RSy D H TERIR O A MU HERBR ORI E OB D, L BEE
D3E &I S D A A D A A B ERLR - 9 5

BLAANCE END ARG Z LI EROREDOHE LT T-RER, ThEhof
B Gy CHUT AT KENR R 535G, EO X 1z iud L v

BRI Z & DTTEFRIEIZHE, BRI TN EIIZ DWW TR A Ehi 5 Z &
Tl BIZIE, A% A, BIZOWTOULTETKAEN, ZhEh, BAEE, E
KEETH D5E, BRI AT DWW TR R CH 2B A3 A% C o A /Y
WAL e 2 LR TE B, ARG BIZHOWTIE, BEERLTA KT A 0t
> THAYFHIRSEMERBRZ1T O .



Appendix BLAFNCIS T D ALTTAETEOREE O FHFE A

BEFNZIB T DG ELOREDOFHFIZ, UTOMEFITT LIS, A RTA 0
ZER LT D /NERUU T DAL D 1H1Z <47V, &iRIS, LA TS.
FLAAITIE, AEmRIEEZEHMEL L S &35 (BIF THRET5) L)) Ak

STEN, M EERELFETD.
(1) FEAEFOMEFER (BEiEos)
WG D

S Yilys) R A

BBy A 250 mg(50.00%)*V 250 mg(55.56%)
BRNSy B 2.5 mg(0.50%) 2.5 mg(0.56%)
Hr A FEBILF Y 40 mg(8.00%) 40 mg(8.89%)
e wall el N 5 mg(1.000%) 5 mg(1.111%)
T IRFA 277V Uk Mg 5 mg(1.000%) 5 mg(1.111%)
R Al FLBE K0 157.5 mg(31.50%) 117.5 mg(26.11%)

LT — 2 40 mg(8.00%) 30 mg(6.67%)
RUH| DRSS 500 mg 450 mg
D FESNNIZ A ORRE B2k 5% ik OB B %
B A BB E LG, EREEOEORHEA
A OfE B Y & a5y GHEDE K
R ] FERaALT LS 0.89% (B)
s e 741 A il N 0.111% (B)
RN AT TV Uk Mg 0.111% (B)
BT A 25 B +0.06%

FLBE K Fnd) —5.39%
e TR A T LB88%
JRIZAICEE Loy O A RO ZEDHRMEDOTT  6.78% (C)
BH LT Ry OB A RO ZDHEHE DTN 7.89% (C)

KOLEEDORENRKE VKL TRIZAICEE LRy DEEROZEDOEOF ] &
W [EE LTy OEHROEDOKEOT] @ C KETHY, ZOHNIBIT DE8Y
AZRRE LTEAEDONUTTETKAETIC THS.



- A B 2B L LIEhE, GAROEDER

Al O B # & ko GHEDE K e
A N7 == R0y SV 0.89 % (B)
i 57 Re Ry 0.111 % (B)
T IRAl 277V U Mg 0.111 % (B)
R A Ao A +5.56 %

FLBEKFn) —5.39 %
e MEAREER— A —133%
JRIEAI CEE Loy OE A FEOEOMHEOR  12.28 % (D)
IEW L T2 oy DE AR D ZDHERHE DTN 13.39 % (D)

BKHLEFEDORENRKE VAT TR CTEE Loy DEBEROZEDHEDOF ] K&
W [EE LIRS DOERROZEDHEOF] @ D KETHY, ZOFNIEIT HE%0E5y
B &XIR LT HADONTERKAETID Th 5.



(2) GEEVESHIOLSEE (HEHEDSA

LG DI
FE S AR LA

BRNSy A 20 mg(4.00%)*V) 10 mg(2.22%)
R % B 10 mg(2.00%) 2.5 mg(0.56%)
AR A FyERaTFT T 40 me(8.00%) 40 mg(8.89%)
el AN il N 5 mg(1.00%) 5 mg(1.111%)
THIRFA AT TV Uk Mg 5 mg(1.00%) 5 mg(1.111%)
iyl FLBE KT 380 mg(76.00%) 347.5 mg(77.22%)

fEmmE L —2 40 mg(8.00%) 40 mg(8.89%)
BUH DB B 500 mg 450 mg

D FEI TR ORE BT DBy DB E%

c HIRSAEGRE LA, EAROEDHE

IINF OfEH B & plsy EHEDE 7K HE
RREEF A==t N % 0.89 % (B)
el e R 0.111 % (B)
T IRFH 27TV Uk Mg 0.111 % (B)
BT A Ahiksr B —1.44 %

FUBE K F14) 1.22 %
e SRR A 089 %
JRTEA CER Lo DGR EDOAEDHREDOT  3.55% (B)
B LT iy D& O Z DM HE O Fn 4.66% (B)

TRTCOEFEOKUET B THY, ZOFNCBITEEDRS Az SR LIE O/ GEE
KUEILIB ThH 5.



- A B 2B L LIEhE, GAROEDER

Al O B # & ko SHEDE 7K e
A N7 == R0y SV 0.89 % (B)
i 57 Re Ry 0.111 % (B)
T IRAl 277V U Mg 0.111 % (B)
A ARG A —1.78 %

FUBE K Fn4) 1.22 %
e AR A 089 %
JRIEAICER Loy DG AR OEZDOMREOTT  3.89% (B)
IEW L T2 oy DE AR D ZDHERHE DTN 5.00% (B)

TRTCOEFEOKUETIB THY, ZOBNZBITE2EMS B 2kt LIEEa O/ E
KUEITIB ThHA.



(3) BLAMONTEE (ZIEIEDLE)

WS DOEE  JEEED A BOWEELE

SLENLTT

FEE LR WHEGZRT.

AR A

ARy A

RREEF N7 S =R= R A
el RE R

THIRFA AT 7V Uk Mg

ST A FLHE AR Fn4)

fEmtLe — &

20 mg(7.69%)*D

20 mg(7.69%)
5 mg(1.923%)
1 mg(0.384%)

194 mg(74.62%)

20 mg(7.69%)

20 mg(10.53%)
15 mg(7.89%)
4 mg(2.105%)
1 mg(0.526%)
135 mg(71.05%)
15 mg(7.89%)

ABOWRE & 260mg 190mg

HRNSy B 10 mg(4.17%) 10 mg(4.17%)

Hr A FYERaLF 7Y 20 mg(8.33%) 20 mg(8.33%)

fE e Al AN =l A 5 mg(2.083%) 5 mg(2.083%)

T IRFA 277V Uk Mg 2 mg(0.833%) 2 mg(0.833%)

JEIEZ A4 FLBE K0 183 mg(76.25%) 183 mg(76.25%)
fEmtE Lo — 2 20 mg(8.33%) 20 mg(8.33%)

BEOKEE 240mg 240mg

RH| DRSS B 500 mg 430 mg

D AT A 4 B R BT B 5 T %

cBHTHABIZOWVT, SHROERET S

IANAI O H #Y & Rl GHEDE 7K ¥
R FERILT S +0.20% (B)
i Al Al NV +0.182% (B)
1B IR A7 7V W Mg +0.142% (B)
JECTE A4 FLBEAKFndy —3.57T%
_____________________________ M= A H0.20%
JIEA T LT flior D& A R DZEDHERHMED I 3.77% (B)
BH LT Ry OB A RO ZDHEHE DTN 4.29% (B)

TNTOEEDOKETB THY, ZOBNBITDEDMD A ZxdF e LIcha D074
HKEETB THD. Ahm B NEEND BEIZOWTIIEE R RN, TR T KYE
ITA LTS,



