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Q1

EBHA KT AT, RO 3RITBNWT WHO OFLTENA KT A ¥ LERK
WRERR>TVDB, EOXICLEBLFTEZRLTIELY.
(1) BBEHOny hOXEEIRERDZL
(2) WHO ¥A F7A TR/ EFRELE 12 L LTWER, KFA FIA
CTIHBREED 12 UTORRLIFETD L
(3) BHEBMELIRS*OHEITE, FREEMAEMENRISOFERLY b
RESTHEMEMCRZE LY ESNIGERHD T L

* Multisource (generic) pharmaceutical products: guidelines on registration
requirements to establish interchangeability WHO Technical Report Series, No.
937, Annex 7, 2006
¥ TA RO A Tk, BIRERE R BEEMA OGS I T EH SRR &, R
HERHIOBESITIIEHEDRSELERA 5. BEEBORSNE, BEHET>WTE,
(EENRR RO ERRAOLEMEORSEERBRT A 74 ), B0 ERMA 0L
FEROEMZHRSUERRT A FI A Q&A) 0 Q35 bBRET D L.
(DZ2oWT, WHO HA F7A 2Tk, RBREEOr y bOXE SIHEEET Y b
@ 1710 B EXIE 10 FREEA BT, L T53) DOV TFRrREVWFLREL
TWa., LHLl2adh, BREOCRREESTIE, ELETy FORESTHL 107
REREOZLEHD. ny hORESIHBEEER Y O 110 P ETREFESESE
Eoy heRUTHIE, £0ry FORMANGEIREERr Yy FOLOLFEELE
bR, ki, BHRRTINEHEBTAZLNTES. 0L 5L 00, REk
BAIOny hOREZE, LTLL 10 BEEETR LS, BEET Y MO 110 LA
S B AYCR Y

@z, BEFENTEIO/NSWEDTIE, 12 ALTO#EREIC L HERIC L
S THEMFRRSEEERT I LIITRETHD. TLEICHERE 18072 & 280
5EBHT, BATA FZ A U THEBECEREOEEZREL TR,

G2V TiL, ROX D RERTIOHEEREPEA LE.
EHFRREERREIT O AL, ERERBOASRAFIT A FEIT 14D 80%
(AUC B Comax DXEEDCHREH O E LT) TR FT A ST
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OE DR RERLPEN LN FESERBICAHT 25EE (HBREARE) 15 %UT
THh5. W0BEEREICE B BIEEICZ T, MoOFETEDZNREERROEE
%”5&%&%,%%%ﬁ@$m5%m?mﬁﬁéh&<Tﬁ&%&w.E%?%ﬁ
HMREBCIE, 7V 7 5 AOBEEREBOXE SITRBIR L RDERRITE ST
ﬂ&é.%ﬁﬁﬁtl5%i%mﬁﬁ%ﬁ@$ﬁﬁﬁwﬁﬁﬁﬁwﬁ%ém%@éh
PTR—EZRENEDT, £PEHREERRICBLICHAEEL VI ZENTED

(L L, (EIEEEIC L AHEFETE, ovn BREWVESICITEEEEE ARR
BWINE L 2D, FORR, EESERE (ARLEOLN, RRTRAHKL RO
5R2) PEEHICKRE < 2% 2 L BEM ST 5 (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))).

T, U TTVAOBEATBRREVIEY (B, RELSS CVIRLT 25
~30% Ll L) Tik, EMEMRSEY %EEEMIC L AHEETHERL X
53 h L, BRATREREEOARTRREITLRINEZLRIRS. BHAF
ST, 2V 7 7 AOEBEREERAE WEDIZERERRMBEL 2D, fEtE
W AR R 2 R T T & A EE LW BEY T, IWHBEROE RS bAEMFERRIER
HERETIZ W EEZ DN BEFNTR- T, RBRA LMD RN FTT AT
Y 5 ¢ ORHBEDFHEDENR log0.90~log 1.11 i2H 5 & Fitid, EMENIEE
ChBHLYETII O L. ZOHEEOE MRRES TRV LN DHIERET,

= RRNE L ERNAID A AT L FEY T OROTHEO (i) &b PRROGHREL
ORI (RIEBRHEL 20 A)

| Bl E
/e N | 0.9 | 0.8
a 3 = D 900 =9 _ .
MEEBT— 5D | O%EBER | e | goopimimis | T9iE | S0%MRIREM | Ti9iE
FRETE 2 .
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 0.42 049 i 005 0.07
0.294(0.300) 0.78 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

N EI AR — 2 T AERMREERT. 2B, HEERLNF T HER x DEHIRE
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EAORESP—ED L ENIHEBELERERASYRIEETD. (BD pp= 0.80
DL EDESERITERERRBERT). TOEDIE, AFVXIREHTIEMEN
FRISHRBOWERE LTI, AREY TRV, —F, BV RS54 o TRREA
& R OSSR T 2 - DICEA LT3 /8 KA4E 50 rpm, 75 rpm, &
UEERA RS v bk 100 rpm i, BIENC/ER T 2 WEA B IC@EMALRETH Y,
B OZER BT AEANRE. 0L REHRBRELANT, BiERE R
USBEAE IR I3 S TEEL L ORBRIE, SR < i 5 EU LORBREE AT
BRETHOZELLTRD, ILIERBPEEREXALRRLITIZLIILTNS,
DT T DR TEHEGNREL S 2V IIR%S ThH 2 BFIR LN LRI IERSE
ERATRERIINEVWTHAH. ZOZLEEFTD L, BHRBREU L NMBRORE
REHRTAIHFEEDEENHESERBIIS RUTERTELEZLRS. B M
ROZCERSELZENT D LB LWEAOMHMT —F L LTHEHARERZ
A 2354, BNHEERE R O A MR CIirs H B ORISR R D bt B, Bl
BE TIPS DEHEAIEMRE L Y L2 VBA VEESLEOT, HHEH)
ORSEERRD LN &L, (Q68 LEBRETAIL)

AEATEES Lo MEMFRRSHRRT —F 2EATHZ LB TE S

ERAXBERROKBRAFICRIT 5 MHEOFRSERRIY, NEMOMEML
BEITOBOTHD L LEREZXD &, HREFORKENZENFRBERICS X 2X8
PERTE IBREPEVBEIZRY, @A THABAZHRITEE SR ERFENR
SMRBIISEANRTRELELD. LEL, FHREH L RREFIOBEHEOMIZ TEL

CWE] BHABAT, BANGHE LY BIKBRERII LD LT A MLEOEBENER

O RIEHZER P EYFHIRSEOEICHRT 2 L EXbNHHEITE, AARARR
HL LEMFORSURROEBRESBELEX D, £, HERFAIATTRARES
REBLTHWABEZAVDLERDD.
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HeZEEE R Y 3 1y hDE ML IEREREEEIRT B 2 LT TN, £REK

B 3oy hORRIFEDD DL BEEREE R Y OISR — AT, 20T

oy b DIZHERF ZER L TL W,
BB EEBET DD MER 3 vy PEAFT L I LARBREE, ERETH
BRULBARLNIE, 2LATOR v b HFERAIEZRR LTI

(AR y MO 110 BLEOKS &) 13, AWeMRSERERI LERKE
NTEPIEVDOT, BB TRICKEREREL ) 2 LB 5, EWEHRASERER
AW Y MISEEEDy b 110 BEOLO LBEHARETHD Z L LT
I, AmEHFRSERBI NS Ty FOXE SIFEETHLVOLO TR,
EELDONSATTRAZEIF 413, Ar—NT v 7 Lo TEST238NRHD.
EAED v FOERSR, EHENRSEREBICE T L AE0SEORRETH

BRI, AF—ATyTOREN 10 FUEHSZ LRFELIEY. 7B,

WHO*R U EMEA* DI, BRIRIAID <y FOKRE SFHELED v hO 110
PlLEDKE ST 10 BEELL EDKEEDR Yy PO EBEMREVE] &HY, &V
A FSA 0 b EBIBLWEERRERLTWS. BERRMOLEHE LY, FEE
oy bO U0 EDORE X BZHERTRETHS.

* Q1 5 XIS R

** EMEA, Guideline on the investigation of bioequivalence, 2010.

A R R R A EATE L F URA S — AT S Wi n y FTiTbiRdbolk
%n,%E%D/bké%%%ﬂ%&%%kﬁwtﬂzb&@ﬁwﬂ417m47t
)7 ORISR, BHERCRIETAOTINI L 2R L.
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HE L LT3, AYSRASHRRY HEELF LA —A TRy T
ToRMoBEITHE, BEER v b LARPORSHRBRICA ey b & SEE
BRUNL FT A T EY T ¢ LM EMICRASETH D Z L 2RTRERDS. &5
HiciE, OISR CEAE R v M OBEHEESEDEHREMERBRIC A e
v FOENEEBREALETHS 2 L ERRTEFHTH LS, FEITLoTite
NERBRIC & D MR R DRER BT O NERH B,
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Q8  THEEHMHMOEEICEVEESR] L1, FOLdAREEREETON.

A) tmax IOV HETRHA D 3 (S N 7o RSRAS T2 BRLL B & A EYD - LBV .

Q9  BBREORNEL THRBRY 1 EEET S L AEE L 20, RERE 2EC
ST, XX 2HRIESTTEREL, T—F 2L TRITLTI W,

(A) RUSHLREBRE 2OIST B I L2HELTEY, 2 20RBRECEMLM
BFRILTHEZE, DWESARTTHA D &, ABITHE LD AN LA U HsF
B TWIEE, —o0RERE 27 LTHETTAZ ENTES.

Q-10 FEBREAT ORI, TRERZTTOILERH DD

(A) BEEn DGR S, UEAREOEEERERL S DENRARBRIELHETE 20
BEWwiE, FREITILERDD. PTRREEOFEICEDL LY, REFERFICIIARR
BORBEBMOREEICONT, +ABATERLSCLTRBZ L. B, T8
DORERESEHFMNRISHEOFMMIZA NS Z EITE .

Q11 PIECENEREPERL, ARBOT— & L ALY THITTS Z LITTE 30,

(A)  FERIE LT, ARBRLIINICHAMGEMRBREEREL, ZRBOTF—& LE&hETHE

a2 LidEiniy. BREERLKOMBIBT, £PFHRSHEHBIIRITH R
MESTORBRTHS. TOD, BHALEIBERICESE, HREOHEE LERE
D&, FRBRO K TEDFEAR G R RT0I, H0RECEE L2l bl
AN

2L, FTRROEREZSDENER» LT LU EICEERNSERKE R
D EMBEHREEERT I ENTERNWY RS 2B L, FRMEFTRERICES <&M
F—F|EEEL TR b VERD I LIIFETH S, BMT Y ORBIE, B8
OIRREREHE Lz ET, FRETERICESE+oREAPERTE 2HHKT
T2 L%, LEICRYBD . PHATERICESCBNT - BEE2E0LT
B bR T, BROBBRREREHET 50, SN (PRI, AR
W) ICBITAEEAEERAS% LD bAXLBRET IR/, FEKEIZHEL
TR NG & 0 FEETHEEAT O . IBBRERHEEICIY, PHTFIRE, B8
RRRER OGS, BN AR OERFE, BT -5 OHFARIES 2 EDI-ER
FiEE2EFNCHRT L TRARITRIER B2,
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HRGARAT R O T OFE R BB E 2 CBM LT — & 2HF8 LIcRikMtTicds
VT, RERBIE & EHERH| O£ RIRISMETM/ 7 A —F OXNEHED FHEOZE
LBHERBROBRICE SV CAERFHMEME L HET D Z LITFHED.

Wb ARETHD.

WERE I MERRAEES > 550, Fin, M5, FE, BEMERISOEZEEZRL
TIELV. |

BeRE LM S A AThIE, Fil, S, SERLSCOVWTIRFCHERRD
TWVWRL, BRBEIC W T HRICELR.

IEEERORBRE OBEIRFE, BEBOEEREZRLTIELW

T A ASRD pH A F OWBAIL L ZEEMRBIERE BALLEEZRL
CHER LD pH 2HETBHEREBHD. ThbOFRCRTHERRL
EXBE L QXL FNENOREBEORECHED », pH 55 ZHBIOREL +
5. HEROBBERE T, BRICRIGVIETREREOLENTRIARDMN, 20 &
RTIZ 10 U TCTh3. i, BEBLEEENES, MRV ORMETEFRK
BEASHERT B.

IEEHROEBRETRBELERT 5D LALEL RoniBE, BEHBROERE R
BAEGT ST L RE—RRTH BN, BERALHRE L UTSSWIHHZ 5
THEREORBEERTHZLHRYLELLND.

E R OMALAXLEFROBREC LIRRIFE TRV, £, B
EFMBBLATVWD LIE, EFMZEDL 2 L2EBKTHDOIRLTIELN.
EXROBEALERBROLNTVS &L, EESPBEDFRBCENOBREIT, &
VIR CHEA SNAREEENTS. ERALFEIIX, BFEAL, BELEEND.
BEISNAAVERA» DE - REEEE L EALHE TR, M ZTAIEYT
4IRSy RIFTERFNRERLY, BAMOALFTRAI VT o 0EL, AEMT
BAATEMERD . LER-T, W Oh0OBEHRBREGO— oL ETRHR [#E
LW BbdEx, HHEMICENWT AT RS T T 1 DENELDHE
PHEETERN. 527, 20X 342841 E, [EEROBRER) #XRELE
WP RSERREERTHZ LASKETHD.

FREL, BEINAVERNLELNEEREND, BAKAL LTO7 —F ZHiH
T B L IR E TR,

—%, GEWBEIZOWTI, EEBROAREVEWV), BRTRELNLRVARD
TR 333 5T, pHB.8 FHEICISI 5 EHEHEI [H LV E] BHhIHAIHE



EEBEOHWRE &L LTEDENREMRREZZETILERSHS. UTOX
Bz, BEMOAL FTRA TN T 4+ OEN, EEERHLIEFTEBREEL TR - 2F

BHEEEhTND.

Q-16

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 cofrelation with in vitro dissolution rate,
Int. J. Pharm., 23, 277 (1985)

BHA BT A v TS UIETER 2 & 2352 POBH T, BEATORERMN
EF LLRWES) i3, BEBRTEDFENREEEZF T LITRoTW S, K
HA RSA T SHEEROEARETRRELTY) Jbithotr. BELER
FET A LIIHENCRERH IO TRV N L ELbNEN, EEShi-EH
BEMBLTIELL. it,%%%ﬁ&&?é%&fﬁn7y#mk%<&7&%ﬁé
NBR, B OBERLET RV DM,
ﬁ&i?ﬁﬁbhhﬁ%_iﬂﬁ,H—JWktgwﬁ%%mwti%iﬁﬁ%ﬁ
RBIC L BRERIT, T LbE MNEMFEORSHERBROME L —B L2 &2k
EhTW3. BHUIEWERZ ERBRNWEERIT, FSEOTFmE &SI ME T =
EBRRODLNIERLTHAOT, B TII< b ML 38 L - TAWENR
SMEBRRE S IR TSR BV, IARFHIRSEMBES W EERE BRIt

BT AILIITERNE VD EXITESNT, EESFbIE.
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BELRGL L EWENREERRY GCP XTI 5 201, HELomE
BELSBZ LEELIL, BERHSE LTANENRSERE Y THT 51247

T, BROTESBECRRNE 5 X BBAITE, RBENREXLIADERS
BIRGREE Y AT LS DRERETT 5. 2, RBRYSOERRICONTY, BE
RETHRBRRIT) 2 LB TE B,

BELHEE LERBICBO TS, HEOEEIEEAC L FRBREALTHE.

BENSERHBPE, 7 VT 5 ARKEVRBRETRBET O LHBH, &
HEh JVTIFUADREEQHEIZED L HITTHDN, Fie, 7ITIFVADK
EVWHREDTFT -2 ERAVWBEE, Vbbb LDHEREE 7 VTSV ATARAI ) —=
YTLTELOD, OF/LNET—F b I VT T ADKEVERE DT —F DH



ZRAWBOMN, BEENREXFERLTIELY,

(A)  XERHHVEIEEINET—F0D, oL LOHBEERRO I VT 7 AEIR
MEE DD I EBAPoTVBHRAIDOR, 7 VT T ARKEVERE THRE
FH T ENTEL. REML S VT I ANSREBREOHREEDZ0, TR
EOREETRIETHIED, B, 2TV RAOKREVEREOTBSATT A7
EUF . OEORBBEMENTVANLTHD. 717 7 AOKE SOHEITE

BT RO ES MR LE LT, HE LOHBTANMEDREIL L2 TITS
DTIV. HREOBUIOOFNEE LA, @ThIw. #EL, Q0BEI
2, BRBRETIMICTE haMzienT NEGHSEOREDIZS VT 7 AD/NE N
BREOTF—IRHIRTH L BHB] & I o TWRFIER LRV, HREDH
BB TS ANBITNS WEREDF —F 2@ OFEC L o THE L, FIEFR
LB ERBEENEOTHIE. WOFELBERTLHI L.

Q18 FEAEMUCERA D BAHRR L TH L.
) ARSIV T, BT, BRI L TR e S A (B
Bk ~wAruzeATay, TELTFR, FIHETF) REBBEZLND.

Q19 WAEEMENEITOVWT, EARRE OMITREREEIT X DM AT 5 ERITTD.

(A)  FEREMERCERIE, SRR BN I R O RRR EIBR BN & o TIRAIBEE ZREE
LTNB 20k, TOL5 RESEENRZEIER L Hhb e e R TH B ERIC bIRLE
) L BRERBE] L REZICH VTN A Z L RHRTBHLZEETHD. B, B
Iz & o THEBEARGMEE T80T, REOAFLBEHRIHAEL:.

Q20 FRMHESHOARBRERBICOWT, RIRCANKRSE LHIHEITIE, RER
ERBITRE TRV |
W) RER [REiRE) OZTHIEETE, BRREFRITLRTIY.

Q21 TEERS) KBWT, 00URICATERT T2 L2454 LT, HREC—
BT ASBIAE 50 IR 2 RS L Tb X1, '

(A)  BERET LMD 30 HBICRETEZENEETHLOT, BREC—E
A EBRAAE 50 SR ZRETAOIREE LW

Q22 MABLETHAMATALZ Y T4 BELLBOIAXNEEERETEERORER
EEREVERLOBEITE, FVA R4V TIRBRETRRETILH5. &
BRI DR S A ERR) L 2 | < B BRIFNITOWTIE, BB BB OHRE X
BREFOBEBRELHBIILTRREZITI LENTWVENE, 2DEE, RBEREICL
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Q-25

Q-26
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BRER T EM LT Ve,

Wﬁ%&ﬂ@n4¢7«47t)74miﬂﬁ®§m Mg g Uakks
DFWPEL RDEMBHD. ZO), BHEEMZERA L E L ERHIBHO
EHFNRSEZ ETBRROERE UIEREHOERE L HRICLT, RERESD
RERCHEMICFHET 5 Z L TERW.

RHRFEBVR EOST LICRIBER H 5B, ZRREN IR ARERIRE
DWTREEEZ DD

EAREREREDOENEEHRE LY b Coux DEOBREITNELTNZO0T, 8HE
HRRE 2 ELETS.

ZREIFEHBRICBNTL B 3EHFREOEEMLTIE, SR (FxiE, 10:00am,
6:00pm, 2:00am) CRUMEERZERE UEITAZ LITEEBIIATRTHS. =
Dk S REE, Ey3Tnidiund

FRANTEMBERETH I, LREHRVEAITE, HREFIORSRiEM b Ak
RO/ £ CRABIEHRTHRE U, KEERRA OB, EnEis), )
BiAI . HICBIERICE > TR UEBIcR S T3 Z & Tl '

REBREEICT LN TEBON, FOX 52880

RAPICREHD BVITEERBASE Sh, ThoZRABTH LB TE 5B
&ThB. L, %/7)/ﬁﬁ@@ﬁ%rtmumﬁ@nﬁmr%mm;omﬁ
Y OFEITIE, RCHEMT S Z & IEE T2V

RIEME AR B BRI R E T 5 2 LN TERVER .

i B S MR B T R R R M R BT B 2 L R AL LTV BDT, i3
BN B LR W RIGHE A B C A S A R ST B & L I TR
by,

FRIE UTOREBMMEEZAET AL EHD, e Ry FOoREIE, 7a s
v FERIELTIMEL TS Kb,

2ODRFTTE RTF v/ OAL FTRASEY F 4 RE LV E EITHE, BV
EMFHCRSETHD. Tu FF v S AWTEET 5 5 BE RS BV THE
TRLYBBEAAFTAALF T 4 DEFISBRHTEZDT, X2k v /0
SERFERERITE, Tu P9y FORERITH 2 eA#REhs. LhL, &
KREHEREL, ThEFMECAVIEAIE, 7u Py ZORBISEHECE NS
RN,



Q-28 FAMEIZ AL AT v A LBBSTOVTNTHET H OAEN D

(A) AU mSHRERITIEO T, BEEET AL RENIC T TE 2 HER
Ba s L RERITH B, EEOEEOM & UTHE ShicE EMEeREED
M AVS = & IHEE T, FAENE bEBATO & 5 ITS RV IE THM
FEZLHREELVE, RRERBLEARIINATT v TRE L THiLR.

Q20 TEMAFAETARMPICIAAGLBAGEN DD L T, RMEETHEIHFREHED
HTIT S Db, WMELZEDEELDTITI D,

(&) MRV & 212, FRAHROZTRSEEFMT 2. BekLIFLE
EHB L BICEEERET 354, WEhAREc Y2 F 2 BIRL, BT 5.
A L IERA R L 2 bE i RIEED b RSMEE TG~ & TRV,

Q-30 [TEBMEEDRSY) bR A EERRTHE, TEREEA~OFEDPREVWREEE
BIERS &3] &HDH, BHEIZMDH '

(A) ER L0, ARICBOTER, REERTZEROCIBIOLEmEEZLNT
W3, LidioT, FElE LTREEKISBEEL, SERER~OFEPREVE
MEFAERS LT3, B, TEEEDR, 2V 772 E0RMBMENE LR
72 AT, AERFEY O EERICEMAR TRERENELZAEEOCHDE
EETH, AEREENECHS. LrLREE, SMBECERSS - & BIRE
TEESNTHRWE LI, RMER CEENRSHEORERICENSE L HATetkils
e, BEERSDERELDERELEE LTRIELTS KWV,

Q31 AHHENY F—-Ta VOREHRFEEFRLTIZLY,

(4) ER S BETS T 31T B LR P B EATIED Y T a UL, ROICREE

BEICERL, FTORMEXCIDE 2BIcER L, RBRREELESHICHTTH.

A B ERS R EEEEERE RN | EELMRICRT 3 ERRE RRYRESTIE

DNRYF—2 g VBT BEHA FFA 01 o0T (26547 H 11 B BRAFES 0711

g15). ‘

EABBEEXALBETETERERY | |EXERFRICE ) 5 EARE PRBRESTIE
(U HY FREAE) OV F—va BT a1 FoA 0] 20T (FRL 26
4810 EAEFER0401FELS).

2. SR
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Q-32

Q-33

Q-34

AUC DFtEE, F0 X5 RFEEZAVIOMN.
EREZER CHEAFEHOEEEHETAFEZAVS.

FERBIREF 27 2R/ N—3a Y TROSBED, EFTMETLTELL.

KDL I RIBEDHT B LB TES. ‘

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).
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EEFERORAICESNT, SEEHRUES AV TIRERZTS . RERT —¥
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V.W. Steinijans and E. Diletti, Statistical Analysis of Bioavailability Studies:
Parametric and Nonparametric Confidence Intervals, Eur. J. Clin. Pharmacol.,24,
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18



Q-54

Q-55

Q-56

Q-57

Q-58

@)

AKiTA AL BREMNE < BEEAMNEFITHBVEDIE, KB TOR, REOHE
F T BEIMERIC £ 0 R L RS ORHER SR E SRRB I EBHD.
FD L3 RBE, KEBRWERRIETOBEHRRBRIC XV SHSEEOTH 217> T
LD,

BREIER DLW LR SRR A FI 4 VTt MREBIER SN S EE,
ARIZEBN T ORI & RN O HEBS B R0 28 (FlxE, R
EERMEIOWE) BRI LT, KERWZREBRIE TOBEHRRERIC LY EHEE)
OFMEIT>TIV. 2B, KERBEE U BEHRRIIEET 5.

EIMESEE, BRSNS B SR OV L OB SRR S TIT 5 DA KU,

BRI OBHEOER BRI TE S, LV E< ORET CRHEB LTS - L
VEETHD. Lo, o pH—BMRET 0 7 7 A VnBHIBTL T, BHR |
BAERTE GRE S NcRBREMNIC 85% S LB T 3) 72 pH &4ESRZVFOR
BEMRRIRTAONZE LV, £F, 2) THEUIEEERY P SE, o—F
A 7B OEETRIEZITY, BHRBRERTERZER L 2UTO L &IZiX1)
B 2 B DRI DA T LR EIT, L D EORFEBIRT 3.

B RS o —F 4 Y VN, [2—F 0 FRRIOBEHRREME] 2RV
ZEITHESNLTWS. L, a—T 4 7 RIEEPETH LIBT3 00855
DT, ZOXDREFITE, [BREESEE0RA ORGTERRREEBRLTY
LV ds, '

O—F 4 U, ETEMRT DA, pH3.0~5.0 I TEITIZ S WigEE TR
THORHY, BEEHORMETITI & Z0M%EE BTN H 5. ZOBREIK
i, T—F 1 U RAIORETRREIT D Z EEE LY. BMEERE®S pH3.0~5.0
FHETEREE MEW 72 DI HRR O ER S RS S SITE, BREEDOLEEER
LTh L.

RFA BT A TRARMERECRANON TS, £ OEEIFM.
K EOHES, RREROFHRE, BELREENLT—FOEESRLDE
RS FAEEROCANS Z St L.

HA KT AV OEBITOIFAE, 50 BIEE Ty £V O EHII R O fi i 45 4
BT ARSBROONDHE, FOEMTELT, /AR, 75 B, X, HES
Ry ME, 100 BEECHHRRETo TIV. "L HoH, BEHRRFEOEENET
Bh B, Fhk, SNME, 50 BB CHEHEHOEBIZTOR Th IV i

“BIE|DBEMAHEIET S BREE, FiE, BREIC LYy A DESICEE O

19



BRESNHERE TS 2 & FEEMNICTRT. .

SRR, 75 B, XiE, EiESAS v b 100 BEEO XL bR EETRED
LRV, SREAE 50 BEETYD LD REHEETH S PETT D, EHEAH
D HERIIAT S .

Q-59 /S FILE, BO EHRICE X T, NRA, 75[EEE EEASRSy ME, 100 EERETE
KRB 1TFo o5, [HRMITELVE] REDOEETITAEIWD
(A  BEHEBOEEIT e 4T, HERENIEELVE R0 E S PETHETS.

.

Q-60 BUFISWIRAICHEEZ IRV LICER LT 100 HiE COWHEIC 1 LV E)
RED BN, ERNICELVE] OHERETORREZAVWRVWETIHEED
EFEFIZRLTIZLY.

(A) LiBsEh LHEIFHEMN T HENAESE S BRTHA% T, /A PRI X 532
BB RS T QRSO 548 50,7100 B TR E < BRIBHEEELTFL,
100 EiEO A THRRHICZE L] 2RTEAMNH 5. ZOHRSGORET, WEH
REENEETH Y, pH ORI RV, EEBOBRE ORBRIIFECTHS.

T 5 VoA T, MEEMICE LV OXHIE 50 BEORREROL,TEAT

5 .

Q-61 EEMMRyEN, REVCERETIHE, BELICSWHEORy BAR/S RS
FWT Xds,

) Eﬁﬁﬁﬁf&vtw¢ﬂFW@HEKO“T@EELTBE?,ﬁﬂtﬂﬁw%

DEANTEIN.

Q& SREMRICRIFINEL BE, BHRR TV A—2FERALTH X
(A) EHRBRICBWTEANRBIE D CRETHEAIE, EALTH I, h—
BEATAEE, Sl RN L bITERTS.

Q63 HEAMEMOBEHRRT, REFEMERZFNT5 I L ORZIM2.

(A) TSI B A TR T, BHEOEVEM CHEMBEREICELTLEI LD
o, BFIEOEHROLENE LY. BEETEY 2 DR OB HRBRIC R EEER
X B0, EMOBRMEESY LT, NAROBHBOREMTADXIKTH
HTHD, KU I A_—} 80 2E—BIRLT 5.

Q64  FEHEBIOEBCER CRSEOHEICENT, THECHET 3 BaORARE
SR LTIE L, B 1T, TSREREIHI 0 T R SUB RN O TV 215 %

20



Q-65

0.V

Q-66

Q-67

DHEBICH D] LHBH, tI5%TABNEERTOR, T L bEHBEOZEDHIE
EFRLTWBDN, _

+15%1E, BRERBUA & EIERKIO TS HEOEOERMER kT 5. Mz, B
T B B OBV B DSBUME DHE T, [EEAEA O TS SR AT 60% K& 1° 85%
L2 AL R 2 RERICI T, SRERTH 0D THT H SR A M| 0D TH TS R+ 15 %
DEEICH B LEBENTWHEE, EBEOIZRERIE O FEHZE HERH 63%, 87% T
A7 I, REBRAOTSRITI TN TN 48~78%, 12~102% & 725, £, B
MBI DR EOMET, [EHERHE O TN 50%8L E 80% LRV L &,
B AR S NI RBRRERINC 1T B M HE D 12 OERISIHE LR TEY 2
B, RO S SREBARERIC 33\ 0T, BRERALH 00 Ty e S A HE | D RV
HEe 8 %DFEBICH D] LEBSN TV G, RERRFRIE O IERE DT
FRHEEAS 73% T, U2 OTEMEHBIRST AR 5% Thok b T52biE, R
BRBUE| D FAIT BN 65~81%, 27~43% & 725, '

f2 B OHBEICEWABEHEDY 7Y v FIFRIORENKED SUPAC 14
VAL BB AR BNTOEBIIMAL.

f2 BT, HEFRRICKET AEA S 5. FIISHE T A A R OBEHSR
DERLSIPN L ZATHBREEEFERT L, LOEBRKEL RS, BAVA NFA4 T
i, TOLSRRAEREITAENT, RSP EE L, EWMETHETIHEX
3B AR ERTABEOVTRIZEBNTD, MR RIIEECREShTW A5
RERTH 7Y ySRETRL, BEEEIC OV TRESNEHE L 2 DA R
BRa T 2 OICEEARRA T I,

BB OBEEMEOME T [EENA, REBREHOWTRADERICT JER
B eI, BHERPEHS YERTHEETA D LN TR LHEE, T IHEM
BhHoHETh, F/BREHELAVWTHEL T, LW, £, HEHibhkE S
J I CHIET B B OV T LTIELL.

HRE BT 50itiE, 5/RERHAHETLLTLLS /RECHER
T Th IV, WHMIRE S VHEECHIET 5 5% Appendix A ILRT.

R SRR R OEREE
BRD6) ~9) OIEB (BRE, RTE BEE Tof) 1, BFERER
mA—H—XVBALNISHTVRHIOT, RELLTELXZRWV.

TR b DB 2 I L TRIEIRRR 21T D BERH B DT, RRERS
B LTI RIRY TIE L CHET A& Th 5. :

21



Q-68

Q-69

Q-70

Q-71

AR M DRI TR IR R AV B EAIT, SRR BUA T BT M
I HEELVHEIEREEL 2o THAENR, TOEBIIMD.

BB TR SRR SRR RA L 0 bR WEDIT, BRI LY bEK
ROSHEENSNZ LHPEETHY, T, BASMENICRIGRIEE 5 FHEEN
D, i, BREMEEENT, EROREE Ty hr—T B L0 S iR AT 5 R
Thb. REWERIET 5 BHROEEELIHET 3 BT, RBENEICI3 B
FEoLELWHEEEL TN S,

BREELICEAT 2 FROMWEILEHRERL, SREEHTEASR TV FE
DARES L EIZHM LT RISy ois, Fld, HFERPOUEFEET
~HERRTNTRLRVOD, EREELOFRBRN L XITH, BRERMIIT
DT —F BEREN B DD,

Wi EERER, FHERICE LW HEARBIE, POk RFEEAVTAEL
THELZZARW. REL, AEME HIcRIEFECER L EEE2RERT 2. £,
ERERLICOVTORBOEERIZI» D LT, BRERLCET I NEHITIRE
T5.

TR M ka 2 DWT, BRIEAVWEHIERA L YO L) IR LD, Ty
OIFEENPD ka EROBZE TR E LTI

ROWCRHTAMERDH D, Bx OPREOMPREIFR T 7 7 A NV 0BHD
DT, EQLTe—7 220 F—FE2FTLTH RV, ka OFHELFERFEEE
MABZELBEETHLIOT, FHMABREMRND ka &3R5 DL TRV .

VI £ RESERBEROTHEE) X CTD F5JciT T 2BEEOHRNA
ELUTIRATIWD, Fi, BREERESCOVWTH ZORFFRIEA shL O
Dh. BIGHEELBHEENIEMT 25, NTERORIEREEOHK ERFITET
BHA RGA ) ORI THRRBRERDOEDZENFEURETA R &, £D
L o g CHEEEA L o TR THIE I WA,

I2% % 5 5 BB B TR AR GR R D B SR D BRI B AR S CTD 58 5 BRICHT 95
SR BT _EEEODRAL L O XTI, £, LEREER, HRBEK

S ROERRTIENERER T A RS54 v BT ARBREROREFERICOWNT, Tk

8425 f 1 HEEFEE 335 SEAL L BREN TEROBIEREEOH L NEICE
TEHARTA>] 2BBT/ERTHE.

B. EOSmktRE

22



I FHERA & SR RA

Q72 RWRHRHMEBAOERBERLITERERMERE X, TR, HE, MHUSHRZE
. LS ERBRVWI ERRMH Lo THDA, EHRIIMH,

A BRSNS L 3R R Y, BAIOMEL R REMBELENE
BET DD L REL, WLENOEBNEROBEL ST, REBHHK, KX
X, WE, HMEBELEoRBAN, EEENOLERENEROEBOZTHBERD
FREMREH Y, RAFHCHERFICL > TRAAFT_A FEY T 4 BRRDFREMEN
HD. FOREDIC, BARKERAOBEERRIY, ERERS L AHEEIRLT
HAHZEPAHRTH B, MHEEOEEMIT, < MY v RF A4 THIEHIE S A T,
VA =y e F Ay b, BREERDIERERD, R EMBRBATS.

Q73  BIAERNA & 1XER D, BREMERALC ROV TIIRERRE O H B E RS 0
EHEBPRL L T3 2 NEYENRSEARICAD IO OMEAFM L LT
HEAZM. - ;

(A HHBEOR 2 2RBIF LT, SB2BLEOEEFNEET TIX, BILEN
BEICHEEREWCR2ZDFREERH D, b MRRICBWTIE, EERFL —ERME
DEHZEHREME LFHEL TR LT, TOMORMEFITEIT 5 EMFRHFSME 2RI
TE&E D LIERL RV, BRI AR 0Ea T, SMRRHEILEOEBEK
FHEDOTTH, WL LHEENBEICHIMER R T LRI TED. £D
i, HREERMAOEMZENREERRTIL, RRE2TOHERMGEL U THHERIE
BRRRLCTHE Z L 2ROTEY, RBREAOHRHEAEIRENAOBRHEE - &
BRHRWI EEIERAT BT L LTIRRERD TV S, BEEINE TR Lanw
DT, REENLWTHLOBEHRBRIKR COEHER O EEZ TERWESIE, RBRE
B DR P ERERAI L ROV I L EZRRRATILERD D.

II. AW msiXER
1. HERE

Q74 REREOMICEERREIXDFMEIT I BEIIMD.

(4 WEERAIY, BIMERAICHEST IEREENRE S, Lrb RIS
BT > TRIEMEREELTWD, 207D, F0O X3 REEILEN L bbbt
REMHTHHRBIC L RN L RBREF L ARSCHNTWD I L ERRETL
LREETHD. 2B, BEICL o THEBREMG L T50, REONALEEIEN
BICHE L.

23



Q75

Q-76

BHIORAE BIEHRDBEITIIRE 10 FLR L L, EEHEROGEICHRE
30 43 & T HIRMIIAH.

BHBER, BRECXoTAS AT ATV T 1 BERFA| Fﬁf*ﬁﬁ‘]‘ﬁ’JL’é{{t L7
W EERHRTADITTD . AL AT A FEY T 4 CRT 2RFORBEHAT
B, A¥LRAOMBEREVIEY X0 T, REHROBACIIAR 104
CREIERAT S 2 & & L. —F, HARSPERRESIRERFEITI LK
BN, TORAT, AEOEENRPEE TE DT DI, BEFETR
#% 30 MR BAT L L & LK.

SR 200 rpm $ B VIR IEERRERAE B4 5 FIEITEHENE E TRV, ThD
DI E AV B AT

VBRI, SFECHRHMTEESR L THAZ L 2RTRD, RU, £H%F
MR DGO T D OMMT —F L LTRAWBRD. MEMNL bic, ERREFT
DRE| DY H 2B 2FE URE THIUT, AGMNIZBIT ER2REFIZIRNT b B
OEBIIRRETHI L ERHIBRERETEHLELLND.

C. RBOIBEMEA

Q-77
(A)

FEVAIERFC W, HBERE OMICRHBIE I LD FERIT O BRI,
IBESHERIAY, BRRERHICEN LB~ OBEBEREIENREL, TORR, 22

OBE|C oy R R S B B TREM R b B, BRBRERBREEMTHIL

iz

Q-78

(4)

L.

IR O SR SR OWVWT, FABICANES L HIBAITIE, ARERER
BRIBAE TILAR .
FAEN [RERE] OAHTHIHEITIE, ﬁ%&%ﬁﬁmﬁb&<1iw

D. kg ARA

Q-79

(A)

FEROMENC BT, BE ) RBUIThicRb 298 ERRZT 5
T LR TNBE, I ERR LI LD L D RRREETOR.
Bl 24T, AEITIIRHRBR &, RBEENATIIEERBR L, B2aiTons.

E. FSMBRRMPERIH 2 8H

Q-80

(A)

VEIRALE T AR P PUEIEIC, BRARIRIMAIZ AV TORVERICY, A4 A
KA VTR B EMFHRSERRET O LEXH LD
RAED L 25, HTUIHARERAD L ERSORRELIH LT, LOFRM

24



HNEELRITL, £/, CORMFNREELRITIRNNEND I LIZONTIE,
+aRBRER2EINTHWRWDTC, Z0 L 5 REERTOWTHELT A FIA vicito
TAEMFHRIEMRREITO LERS .

Q81 MEARCARIETH SBIREN AR RO (AR AR TH 5 RN
SRS %, FSHERBORBROFROMHITIIR bRV DM,

(A) BIRER, RSB 5V EEEA S E A S ORANE, BRLTAE
W~EEEULEE~ER SN b0 TH Y, BARER AR L 28R 0 RFhE A
D—FETHBOT, EMEHRSHERBY BT 2 2T TERV. Zhb OmED
AR DRI, A4 FT4 2D, MLICEE S o BRRRICL V75,

25



Appendix A ?’éﬁ%ﬂﬁm Z R X B AHIE

IR0 ZREIC XA RERUTOL ST LT D BHEBREHET 5, XN
BRI L VISR BT AR IHAIIT, ARICLABENRKELRLRNE
ST B, 5HEEEOHRCHETS, XiH10%UAOMBECAHERAESL
BE5K, HEDEESRETDUHENDD. :

1. ez sREME O@EL ORENTOWT, SREMEFUTOLSIIILTRDS.

9. TR XV ISHE—HRMROSKGHIREL, T /M tL 2 X ORMERIZH
HT 50 FHELT, TOMRIMNICHIESER> L, RESEERCRA LB
BB D. WHES%ERABE twE, 77 EroERedh, X, ARER
LoTR, thE7 SEREET3.

3. {H4 OBEIIcSWCRIERRZ T VR CHE LEERNESEEE L, HENER
Mz X IR & REE 5.

. ENEE, REBRNAIOFEHEHERE RO L S IC LTESD.

5. EHIVAMERRE RD DI DO ta RET D, AT, WETOBEHEM S 75
DEORIE SR IBERATIE RS XD ot 5. HUERH, RRUHOEx OBl
W, PHBIEXIZ Y S 7 bHAL B LItk o, ta ICKTBEHRERD B, &
tsi lTd31) B FHRIESHHRAFHE L, TAEHERES 3.

6. MEBREHNCSNT, FEM AL A20FIE1) —3) iTftoT, THEHMRERD
5. rpLE, THBHERENETHEOOEE tald, EERKILFCTHDE LA
L,

7. HA WS A o T, EHERE L KRB OB RO T 5 A ta ZRET 5.
MBI T 7ML LB LI EoT, ta IR BARHERS| O FHYEH RS R
BB,

Uiz, HEHEAR o S RS HERNICSs %ICET 2BE L ELRVEEOEH
HhHR DM IEF] 2 T

A-1 HTERER PICAE HERUA| D TEHIVA ISR 385 %I D HrE DH
EREAHI12EE AV TERRREERE LR L TR IRREBLLRETS.

FIE1) T IRMOHE |
Hx OEHBSRICH L, WHENds %IEET 280 BRRIC Lo THESh S,
ta = t1 + (da—d1) x (tz—t1) / (de—dy) (1)
ZIT, b WAHERAA %ICERET B EATOR E R

26



te : BHENds %EB L IERZ ORI ERRH
di : BEMtTISIT AEHER
e EERtc T BEEHER

F1 {84 OEERSID B EO)DIE

RIErRE () .

p13:1) 0 5 10 15 20 25 30 35 40 45 525 60 875 75 90
@ , 0 1.3 81 178 283 416 6516 601 683 752 818 841 912 972 1000
@ 3 0 08 8% 209 318 422 520 591 663 728 813 889 937 967 985
® 0 18 113 237 350 458 557 622 703 773 828 881 910 941 972
@ 0 16 74 161 264 365 448 555 655 751 829 867 923 965 989
® 0 11 73 156 255 350 443 526 613 69.3 784 867 942 975 991
® 0 05 66 160 260 368 447 541 614 704 775 880 905 978 1000
@ 0 14 95 227 351 433 b558 638 750 793 833 853 902 958 977
0 05 81 186 310 420 537 627 671 7285 784 812 850 865 917
® 0 03 66 138 215 304 423 508 654 730 807 849 894 936 952
() 0 00 53 105 175 302 356 436 520 596 678 809 882 946 981
) 0 08 63 182 273 425 505 584 703 764 841 899 .933 949 965
@ 0 18 136 275 421 578 653 700 724 765 804 826 871 873 972
AHIE AT 15 R R 0 10 82 185 290 403 497 577 663 732 799 856 905 944 975

Z ZEEFLIIEONICR Lda=5 % L BWTHET A aZ VI 7 DDA L 5D TH LW,

F1OBHOEFCERS L, t1=54, di=1.83 %, t2=10%, dz2=8.1 % LV, t.="7.7
GEEEERD. AL TRAO QI LT FEMAHBE L-EREL, 20D 3E
BOFNTFE LT,

FlE2) 7 VEMEMEL-BRHBRESED
% DBFIC OV T, HERF? LT VML 3lE, CheMERERBLTS. &2
CRAIEOBIHR L HERERNEZ, B1RO2ICHIEN L HEROBHBRER L.

FIR3) 7/RMEHELIBs OREIOBEHT —% h o THEHELET S

T IZTH, PHBEHRZHET 2 EDOEMEROL I LTRD R, R2 LD, 54
DRWERERHMO 5 H, BHBOKREALRLAMAIROD3.6520T, THBEHELFHE
THREOOEAORMtaz 4478 Uiz, BRI, RRAESHI bELEVREESRLE
BEZODB0.35 72 DT, FHEHEEFHET 2D DER Ot %805 & Lz, Fi
BHEEZHE T - OFRORERRIE, EOHIERE XS SHE8.0s %5
TefEE Lz, OEERWT, AV UHA - F—2 OB 14 LT, FHEHEE
DD RFITI3THS.

27




B 24 oo M (S

100

H2 SYSMTRELLBLORAOBLER

100

ariiiiiit
50 égg-;‘-_‘?if” 80
80 ot e 80
70 — '#g - 70
g 60 - i’# = g i
B 5 L B 5 S
® a0 '5"‘:{': ! # 40 f A
‘J,'I’g'.._‘ - 'E.
30 R 0 ——ﬁ_,","
20 i 20 b
W _@*‘g 10 ?‘
0 L . . o \
0 30 60 90 0 30 60 90
B (53) BRI
F#2 {[ﬂawmiﬁﬂﬁuaﬂﬁgiﬁﬂiﬁnﬂtiﬁﬂji’f‘sm%iﬂlﬂﬁ
aiE |REEM (G (4 10 15 20 25 30 35 40 45 525 60 675 75 90
D |FRERIE M 77| 23 73 123 173 223 273 323 373 448 523 598 673 823
g a1 178 293 416 516 601 683 752 818 841 912 97.2 1000
2 . |[HERIEM 76| 24 74 124 174 224 274 324 374 449 524 599 674 824
JRH#E 89 209 31.8 422 520 591 £6.3 729 813 8382 937 967 985
@ |HEREER 67| 33 83 133 183 233 283 333 383 458 533 608 683 833
R 11.3 237 350 458 557 622 703 773 828 881 910 941 97.2
@ |HERIEesT 70| 21 71 121 171 224 271 321 371 446 521 59.6 671 821
ety 74 161 264 385 449 555 655 751 829 867 923 965 989
®  |HAERIEER 83| 1.7 67 117 187 217 267 2317 287 442 517 592 667 817
BHE 71 156 255 350 443 526 613 60.3 784 867 942 975 981
® |MEREERN 87] 13 63 113 163 213 263 313 363 438 513 588 663 813
B 66 160 260 368 447 541 614 704 775 880 905 978 100.0
@D |HRIERIEEM 72| 28 78 128 178 228 278 3828 378 453 528 603 678 828
i 95 227 9351 433 558 638 750 703 B33 853 9002 958 977
THIERIERM go| 20 70 120 170 220 27.0 320 370 445 520 595 670 820
BHE 81 186 31.0 420 537 623 671 729 784 812 850 865 91.7
@ |RERERR 87| 13 63 113 163 213 263 313 363 438 513 588 663 813}
B 66 138 215 304 423 508 654 730 801 849 894 936 952
@ |HEERESN 97| o3 53 103 153 203 253 303 853 428 503 §78 653 803
SBHHIE 53 105 175 302 356 436 520 596 678 B0.9 882 946 981
M |HHIERIERM 88| 12 62 112 162 212 262 312 362 437 612 587 662 81.2
SEH =R 63 182 273 425 505 584 703 764 841 B899 933 948 065
@ BERIEER 64| 36 86 136 186 236 286 336 386 461 536 61.1 686 836
B 136 275 421 578 653 700 724 765 804 826 871 873 972

TSR A BT B b O taic 354 DB EdE R TR 5 HA1E, KR
roTEHHEENS.

dg = di + (de—dp) x (tsi—t) / (ta—t1)
BRI D RIERE R

E&OHERNERE
W RItLIC R B R

ZIZT, 0
te-
di

28

(2}




de : BFEIICISIT IR
THEHELHE TS DO L NIRRIC L Y HE SN SHAOBIEE R 3 TR
§. E7o, WERIOEEHERE, WEROEHEHERE R 3 12T

#3 THBFHEENE SO OB CEHE

L

BE 4 7 12 17 22 27 32 37 445 52 595 67 80
114 17.2 286 409 51.0 596 67.8 748 81.5 840 90.9 97.0 99.6
127 199 309 414 512 585 65.7 724 809 885 934 965 982
130 205 32.1 430 531 605 68.2 755 80.9 87.2 905 936 96,5
107 159 262 363 447 553 653 74.9 82.8 866 922 965 98.6
110 162 26.1 356 448 53.1 61.8 69.7 78.7 870 943 975 98.9
117 17.4 275 379 460 55.1 627 71.1 785 88.2 91.2 979 99.8
127 206 -33.1 420 538 625 732 78.6 82.9 851 89.7 952 97.3
123 186 31.0 420 537 621 67.1 729 784 81.2 850 86.5 91.0
105 149 227 320 435 528 665 737 80.5 853 89.8 93.7 95.1
9.1 129 219 321 383 465 546 61.5 708 826 89.7 950 980
130 197 207 438 51.8 603 71.3 77.2 84.7 90.3 935 95.0 96.4
147 23.1 374 528 629 68.5 716 752 79.6 82.1 86.1 87.3 948
119 181 289 400 496 578 66.3 731 800 857 905 94.3 97.0

S EEECEEEEEERE

o
-}

B3 IRENTOTEFHE M

100 3

P e
4
/A

)

40

20

o
0 30 60 90
fefill (43)

| —— REMOFHRHE  —8— REEO TR

FlE4) EHEBOLBIEI LBEHEEZRDD

T oy HEEERHNY, J RMAERIEh, BHEET SHRE LS04 TH85%
WWELRWS, HESHME TIZNSS %IET S, LiloT, HA KT D83
EA, V.4 Q, altlH L, LEHERAVWTICESBHE CLET 2R O hBF R,
RHERIR DS E R 40%E U8 %NILET HEE M EAEIN TS, 7 /R—EHIE
LTWARWEEITIE, 40%XiX86% KR biTWERAOEHEHRL S L THELXX
BB, F7EMERE LeBaIciE, IR 0T HER40% R U85%ICET 255
& PIRE RO M Z LERR LT3, ZOFTIL, 40.0%0DEHER L 2 ZEHERH O

29



B talt, ToERERATITONELREN TS, BDH85 %OUHEEL 2 5 EHERH O
Btad RIS TRDD. 3LV, da=85.0%, di=80.1 %, d2=85.7%, t1=445
4y, t2=52.04y, THHDT,

ta = 445 + (85.0—80.0) x (52.0—44.5) . (85.7—80.0) =51.1

Ly, 85%EHRAIRELIS EHESND.

LR E AT A EA T, BRI O FEIERENHES %L RIMRET.CTHEE,
Tofd, OTo/4, 3Tald, THHEEIFATHSE. ERTROLIPTaTHB DT, I TIHEHE
AW, Tofd, 2Tod, STJAUTTNENI2E, 25.5, 38.3LHEIND. TREROK
KT R AIERERA OTHEHERER (2) EAVTRDS.

=289+ (40.0—28.9) x (12.8—12.0) /(17.0—12.0) =30.7 %
=496+ (57.9—49.6) x (25.5—22.0) /(27.0—22.0)=56.4 %
=731+ (80.0—73.1) x(88.3—37.0) /{44.5—37.0)="743 %

PELIND.

EIE5) REBRUMAOLERESIZBT2EHEEZRD D

TR — R OFR R BT AR, FIEL —3) KRE-T, RBREH 0 iR
BRHS. chkb ez, LEEEEVCTICESSH R THET 2HAITI, 17.05 £51.1
SOBHEESRD S, LENEERTAEAIIT, 12,8, 255, 38.3RUSLISOEHEY
KRB,

A2 HEREPICAZ HERE D THEEHENREE %IZE L RVGE O

24 {Ea QEMERFIOBEH ) DRRIE

EEECEEEEELEEE)

=

e (530

0 5 10 15 20 25 30 315 45 80 90 120 240 360
0.0 0.0 1.6 a5 124 189 389 465 481 583 650 723 730 752
0.0 0.0 0.0 74 111 194 299 447 520 609 702 742 729 749
0.0 0.0 0.7 60 155 240 319 451 525 603 707 728 736 767
0.0 0.0 11 57 165 245 357 433 484 588 717 744 150 718
0.0 0.0 1.3 80 105 208 343 473 524 565 6858 738 737 748
0.0 0.0 30 33 128 223 398 418 478 620 699 707 737, 753
0.0 0.4 1.3 69 101 248 292 414 470 636 735 V85 765 TI6
0.0 0.2 0.2 55 126 274 287 430 489 587 706 714 720 766
0.0 0.0 1.8 68 186 ' 194 329 375 481 616 692 718 729 78O
0.0 0.7 1.0 49 142 202 278 412 549 611 712 725 750 751
0.0 0.0 0.1 76 161 215 384 386 500 587 668 710 732 749
0.0 0.4 2.8 54 108 225 334 452 484 612 665 724 730 134
RIEETFE 0.0 0.1 1.3 50 135 221 334 430 500 602 693 726 737 761

30




%5 BEIERELEHE

EHERENEZ AV TIHEERRE B LB4LICTTHEREE-LERET .
FEL1) T REEOFHE
A1Df L EERIC, & (1) ZRAVWCERAIOEBRES FERM2EH L. BREERSIFE

BUET ¢ (50| SRl e B ) -20 25 30 375+ 45 60 90 120 240 360
@® HIE R B (53) 4 9 14 22 29 44 74 104 224 344
16 |JBHE 124 188 389 465 481 583 650 723 730 752
@ T IE A E R (4) 7 12 17 24 32 47 77 107 227 347
13 (S 111 194 299 447 520 609 702 742 729 748
©) FHIE RUSE BRI (43) 6 1 16 23 31 46 76 106 226 346
14 iEHE 155 240 - 319 451 525 603 707 728 736 767|
@ 7B IE SUSE BRI (43) 6 1 16 23 31 46 76 106 226 346
14 iR E 165 245 357 433 484 588 717 7144 150 718
® ¥ 1E 7 BERE (43) 7 12 17 24 32 47 77 107 227 347
13 |JEHE 105 208 343 473 524 565 659 738 737 748
® HIERIERER () 4 9 14 22 29 44 74 104 224 344
| 16 R 129 223 398 418 478 620 699 707 737 753
@ #HIEAIE R () 7 12 17 24 32 47 77 107 227 347
13 iHEs 101 248 202 414 470 636 735 735 765 715
® HIERE R () 5 10 15 23 30 45 75 105 225 345
15 IEHE 126 274 287 430 489 587 706 714 720 766
@ IR TR (4) 7 12 17 24 32 47 77 107 227 347
13 R E 186 194 329 375 401 616 692 718 729 780
) IR E RER (5 5 10 15 23 30 45 75 105 225 345
15 R 142 202 278 412 549 811 712 725 750  75.1
)] FIE I T R () 7 12 17 24 32 47 77 107 227 347
13 PBHE 161 215 384 386 500 587 668 710 732 749
@ ¥ IE A 5E B 8 (4Y) 8 1 16 23 31 46 76 106 226 348
14 |FHE 109 225 334 452 484 612 665 724 730 734

T, ZOFITE, T/REIICL AHERT S THEMIEADTHS.
Fig2) Z/NMEHELEHEBRERDS ‘
A1 ERRIE, {2 OBBRCOWT, BERE G 7 R Z3E, ShaHERERR
¥ Ll #5iT, BEEORHELBENEREET Lk,
5\

FIE3) 77 HEEWE LIt x ORFOBEHT — 4 b FHEHEZHET D
RERRNICAERRBE%IELRVESITIE, ERERAORKAIEREOBRLERLE
LT, EHEHELHRRTIRAZRETS. 7 7HANEG I 55810, e
ORAOBEHARSENL T FSRICEFLTRRDL I LIRS, &Y 7 /ERIRVEH
ORBFFEIVRDEV O T, ZOREOFHRFENZ, 2RAIZH U CRERIERM & 5.
ZOFITIE, BREORBREMIIESORUVOOIMUS THoTDT, THEHELEHEST
B Ie D DEHERF Hitasel 334457 & 72 5 LD RFIC DWW T, MERIERMNT, 12, 17, <« -,
22TTHHBRAIBL o DT, TZTRHADFRMEZEL b, IO ETHBEHELE
B o570tk e L. X@QEAVWT, Ftalldif 2@+ OBKOBEMELZFHEL,
BREPKRGITTLE., $£f, BEMMEROEHEHERER 4R LE.

A\

31




6 FIRHBEHE T D HDMMLLBHE

tsi
b 7 12 17 24 32 47 77 107 2271 344
D 163 309 418 470 511 589 857 723 730 751
@ 11.1 194 299 447 520 608 702 742 728 749
©) 172 956 337 456 534 607 708 728 736 766
@ 181 267 370 438 497 593 718 744 750 711
® 105 208 343 457 524 565 659 738 737 748
® 185 328 406 438 516 628 700 708 737 753
@ 101 248 202 414 470 636 735 735 765 718
i85 279 323 438 509 ' 583 707 7i4 721 768
1® 186 194 328 375 491 616 692 718 728 719
® 166 232 314 439 564 618 713 725 750 751
D) 164 215 384 386 500 587 668 710 732 749
@ {32 247 351 456 496 615 667 724 730 734
BERDT 154 248 347 435 511 605 694 726 737 758

E4 HERTRO TR HER

100

80

-./“
60 =
40 / ’//-/!///
20
0 30 60 90
B (53

BHE=EN

r e HENT e BEXOTH

FlE4) BHEBOLEIFR L BEHEZRDD

LRSS E F I I R T A A OB Rtald, BREHEHEOC 2501
R, RO, BEHREBRENTH L. BREBRISHOEHEHERILTE.8%ROT, £O
2D 1, 37.0%% 725, EHEEHENST.0% & R EHMta NIFETRD DS &, 194
LHEENS.

LR AT A EAITIE, ERERA DR R SR D85% R IR ET.ETHLE,
To/4, 2Told, ITo/d, TatSHBEEE AT B . TalT 31 HALHEBIH O FHIVE 1T 64.4% (75.8
X 0.85) ThY, FIEEICL D Td3464 L EHEH a5, T4, 2Te/4, 3TJ/43ENTNIL,
93, S5LEBEAND. 12HOF—F XK ITRENTVEOT, K235 RV3BH DR

32



BHBEPERCL VRO B L, ThTh, 42.3%, 52.7%LEEEINS.
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Q-1

Q-2

EHAL KSA L TH, 2, BHBEEO RS T EHENRA > B FS85H %
RN RE L 2RI ERTE 00, €, BREELIZSVTIREHRRO
BEEN L TEHSPOREHETY > CTERERS L EMEHCRAS L 2T
NTERND),

AAA BT 4 v OREE, NFEENROBETHS. EEOME T/ 147~
AT €Y T 4 BEET 5 TEENDSVERECRFEEREREL, LHEEI4RE
EHHMBEANOEL O pH 2250 EEORREFEOTATIERWT, BHEENI 515
BEWNFEE RV ERHRTAILILEY, B N e R LTS RSERRE
1T9 2 LETEILEROEHBT B L WD ik Lol —F, REEESLZFHIC
HET 5 L R0, MEANFRUCMEREIAREERLELIERZILNELD
NBEHI, BHEBORSHESRET D - L TEYSHREME L RIET 5 - LIZT
XAV, EDRD, BREXROFREHE T, b FNRBRTESN RSS2 HRT
BUERDHB. |

EHA RTA BT, LHFERRE, BHOES, EXHORRBERICL
2> TERENHEBRBER D EBILAH.

AHARGA T, & b%ﬁ%ﬁﬁ:;oféwiﬁﬁ%ﬁ%ﬁﬁ?&ﬂ‘éM\Eﬁi’fgb\&&jﬁ
EEGEAER LTS,

NAFTRA YT A BREOHBAEBLTEMT S LITEBELONBRNE LI
W OEROREN/NE L, BEAEOHEAOHRENELLEHRRCIHETE 25
BRELE. $habb, AHFOERORENPEL, BHNECHREH TR, B
EHi% OHAIBNERORRREETITR O TIHEHEE A RS L HE Sh- B8,
HEBENTHRL LD REHETRTLELLND. BEDLOEBOBEHNE RS
128, BILENICRIT 5EM OB L ABZNER L OREEROBERKEL 25
DT, invive ELERN) OEKNOEBIORLEME in vitro RER CHINTT 5 = L 2§
LL 23, Zo0adic, BHOBOWEA CIIEHRRO L TAEY RN RS2 RET
& DAHERORE, BHOBEOCEANCHE LTS RSB, £, JARERERN
P FEM & & DRFNT OV TE, EHRRIC L AN FERSEOHE BTt &
WELD Y R7E2ZEL, BHRRTEDFNRSELRIETE 2NFEEORER
INEL RTINS,
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AKHEY Uie, BERTFRST [F0Mf) HEShBRA0 1.0% (BHEDE
DHEXRHEOT) SINEE RSO pHRFEEICHBLAVEZZLRDDT, B
BORBEEOHR CHEESHARE CHMIERENCAF L HREDH L L.

BAED L 5 ICAFEBOBREN/PEVEE T, SRETHEERBROEREEN
FAZEThhiE, HERET AL AT A FEY T 4 RRESBRDZEITRBNVEERD
NB. FOED, BKIL RTFA 2 TiE, BAEIEOTE, ROOWRRER, BH
SEEE, BERPERUE, BREASRERLE, AiEREIOME DT, BHEBORSIENE
WX ERSITREMENCRE L 2RED E L.

CAHELL B0 & 5 I FEEORERD LREWIEE, BHRRCERENREE
EREEL D AHEIIRBE SN D, REEEAIZ S E ROV OE RSB,
Th MRESNEHE PICRED b OEHEN 86%ICEE LRVIEHOE THE
MR R S T RE KRV T, BHRBROL TEDENRSEZRIET DI LI
BELV. ZO7), [HANEMmEaHRlE) ©CKBEU EOBFERE T, b MR
Baiz & B AR R SEEORBNHETHD & L.

T, (AR B A S E T A AT, ADPHNFESHSERICHRIET
&2 NIE, BDECEeM FOBBEREUATEERSHD. Z0kY, CARERE
Z BEFE T, b MRBICX S EMRNRSEORENBEL L, KL, T
DEREREMT 30 4 DFEHTEHEN 85% L L & HRH T, EHHAOEHERSRSET
b BIBE, YRR L 2 BRI RV EELDRD 1D, TORE
Tk MRBREERLARVWI L ELE.

DAKMEDL OB E TR, RSB ORSMED b AYFHFMSE ERIET 2 2 & 138k
L2 B0T, BAMICIIE FRETAMSENREEZHRTHLERDHD. LIEL,
FRTOBEHRBREGT, 30 4T 85%L L L ehriciEH L, FflE O HERS
R BT, AWEORERS L 2 THREI/NEVWLHESND. ZIT, TOL
5 PR BUHIT, TRREESSEL RV ERE SR THHANCRY, DAEOEE TS,
E MRRPERLAENWI L E L. '

EHA K54 042, KEFDA OH A & A (SUPAC-IR, SUPAC-MR) *IZ4824
T3 EBbohaR, MECHEN BEERREESVWTRALTELY,
% QUPAC-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.
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HE2 L TEYMEHRRSEMERIETH LB TES, LNIFEEDOEITREY S >TNS.
TRPR R BE IR AS RV VEEAD 2 & Do A B UMR B RIAN T, 2 5 TlavnBBNT Hhse LT
HRBR TAENFENREEZ R TE SLFEREORASE WD ABELIL TN
5. i, BHORSOEERL, B4 P00 b, BRI, SABOEY
BHEOEN 10 %BLNTHA L LTWA,

&) :

(1) Fb K& < B350k Biopharmaceutics classification system (BCS) *dif

A, THAIBLTTHAS. SUPAC H4 & Ak BCS ICES & s BRifER
VIEEBEDBARDETL 207 FAZTTNWER, A FF4 1L BCS %
BRAET, 2oV ICEHOESHOEAEZAEL T35, SUPAC Tk, BEE
AE < BEBBIEAE B T, in vivodn vitro¥EEBAME S, AEMEAYRI S B A
BROLTHRIETAZEIFE LW EWINEE & o T 5. In vivosin vitro fEEEDEL
DIZ< WEBZ Y, BHBRICE » TAERFRREMERIETE 205ERE DA
WlipoTnD. BBEOTA KF4 28 BCS 28E Lo BEE, BEAERMO
NRAFT A FENT 0 OEE, BHoORifR, Bk, Bk S oRFESEOZITRE
L, LB ITRIT 2EHBEOSE LWERIFIRILE, ST 71 F Y71 0ERE
LRNTHSI ENIMBE L > TS, ZRECEDE L, OMIEICRI 2TEHEE
BIORIFEEZRIET H7-9IT, B RKEY ETCIIELHOBEHIRR THEHEDOFSMHE
BT B LEERLTWAOTHB.
* 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) BHA KT AT, BREEZEDa—F 4 v TRADEES, AL a—F
ARG TERORERHETDH Z LiTRoTWAMR, SUPAC HA F 2
T, a—=7 4 Y 7HIEFPRIC AW b s oA L 2<RAL X 3 ITHFbn T 3.
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FLLTND, ZOMEIIZNETOIXRMORAHECHECERTIHDT,
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= BRI b T AR R BRI R 1T - T £,
xR, MAEREOBAICE, ERERA IS TR ORAERNS.

BEFn 55 4 5 A 30 BIKEE 718 BEHAEEERE, FAMRMAIRERMORIR 2
RS [ MBI SRR o T, EHRBESUIBRED
TSR RSN B BEIS TR E LTV BHEITE, Yok 3icdild
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Q13
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STREBEITY. L, Z0kdREHE, AFEEKESEN A K54 L Tl
PROLTEMENREMERT I ENTEBIHBALBLTHB I LML, T
BiTIE, ERERLCRAFET MO L EENA > LT, #BEELTIERE
R AEEREL LT, [RRERSOEWPORSHERRYA K4V BT M
KERSHA FSA ] E0D.) Kt TRBETS.

BREEKTH->TH, bt MARTEMENRSESEREINLTWA B, B
MRAR A EERANE U TEEEVCRAZATA F5A - TRETERZ L
BRBLEZW. ZokE, EREELICR—SEORANRL THHDLRVDN,

REREICED DR TWAERNTH S 61E, AREXRICRA—FEOMHMN
BETY, BHRHAEREREY L TEYA RS54 icits THETX 5.

FREEFDIC 2 >OSEORE] (H2E, 10 mg R T 20 mg §8) BHIEE,
FHEOEBEOHE (10 mg E3UE 20 mg §8) IV TEDENREMHREBRE =4
i, s oRBITEEARE B NEBMAOEDENFEURBY A RT A4
(AT TEREBEWTA FIA 0] L)) RELTERRETI ZLT, ABBEET
BT EIIRTREDN.

AETHDS. RHE LTEHOBRSEOHA (520 mgff) I OWTEREER
FEREREIE LT, BREEZHA FI10 U ito TRBREZEM L, # 0 2
A L LT EOHA (B 10 mg §#8) 2EEEVWTA RIA ITHELTRRTHZ
& T, MBEIEZFERFTHIENTED. BL, SEEVWYA R4 THELTT
HRBRIC BT DAERERANDY, EREER L AWENICEISETHD Z LNFEARITH
[=es s IR

FREEGZA—DI—IZ20mg BRIOZAHY, BREZES A —H—H 10 mg B
DHERFETDHEI, FHA RFA R EETE S,

Zhid, FIREMORSIZADDT, [HfEHER5HAIOBINDIHDOEYFR
FSMREBRT 1 FT 4] KRS,

FEHXITBIERAMRRW COBRA TREATOBRBBEE L ZVEERKICTOW
TRFEETIHRS, Xk, SEVRRL238K AR T35, £ MRBRORDbY &
L TR ERERET A0 TH I,

TBREEROEMENESUERRT A I 4 QRAID Q-16 THili~<7-Y,
E MRBRORDY BB EHET A I LIXTE RV

R4 ay i3RI R4 ORBIZEENE D,
C FoAvay i, A RFA 0 CRIBEHRR CEHEDHAEMTI R T
EFBDT, AHA P Ox&Lind, BEBERTIXIOSHREENTWAESI,



A
Y

VR L7e b b CHEHBREBRE TS 2 TRV, AR, REICEBTIEEIIE,
FEHEBIF B ORRBRIUAIA 15 S LAAIC 86% LI LI L7 [ESR R & RixaEhd (BRE
R OSBRI RIZEERBRTA R4 Q&A D Q48 B H).

Q14  BOBEREATHLN, EPRAPESERAT~TIEL THRPRERET S
T EREE S AR VERRL, AVA BI A LICHEo I EEHRRRIC X D AMFERRE
MERIHET S S E B TEDH.

@) EHA RIA CRTEHRROEERZY LT E BBRITIL, AL FFA
ATHE, VEHBRERIC L D AWM RSHEFEL T XV, XA RS54 VITwT
BHARABE CRVHERTERVGAITE, RBEZRNA FI4 2] OED
SRR RBICHE S |

Q15 BV SEMI, BHA FIA o TEMENREE LM B TED
D3,

A) BMEm R SETAEL S AR T, EERAOBEHBRAHIGT ST 0')'%&
BRSET 15 43 SAPIT 85% L T B BRI, AT A KT A VilfEo TEBENR
BB AT o T h LV, B FEAFIC OV T DS EMEN OER, NHFEROR
BEDK#ER BIzoV T, Appendix B 22 aniin.

CRAEED ‘

Q16 HBHEEFOBBEEFALMICLTL BN,

(A) A HoHERS & v, BN T LBV EREE L D3RS B W ERNESE 2 ER
Tétbk,ﬁ@bfﬁ&ﬁﬁéﬁ<btiﬁtﬁﬁéhé 728, SEE DR
AT Az ida Eshiay.

Q17  BRERRA—H—B [BREREVA BT o TEMEHREERRE
51 Ba, b FRBICHEY SIEEEN EARER O, EREEIROD.
(A Mf%ﬁ_EWTm%E%%®N4ﬁT&4§HU?4@%kﬁ%ﬁkéﬂét
o, Mk, EERLEIIEAOEEFOMA L RS, BRBFITIIAR.
SRRERBIHOBEEET A R4 VIR TITOHAITIE, b FRBROEE
BT B AR L .

Q18 AHMEEIORBRMEICONT, K&, B, HE HEBEIEFLIRR2D
FNT EMEEE 2o TVAD, HHEMAR L thhid, K& &, BROELHEX
RE TRV,

(A) 2 < OHBEENAITIT, %ﬁ@%%%ﬁotiiﬁﬁ%ﬁmmW%%ﬁ#é &
RFRENBOT, BFOKE X, BiK, HLENFONAOMLENBEEE CRE
FRIEL, FOBR, EMORHEECEELRIET. BAIOHILENBEER,
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BREOEHEMEIC DWW TORENLETHS.

Q19 HHMEFOFREAIZOVWT, UFIORE &, R, HE, RHBERIELL
Bipbipwng LiXYofEY ST 0,
(A) Bk B ThE Z k.
R& & ERIDEE, HFOEROEN 2B6%LATHB L. EEIROBRMER T
ERE LD T EABOEEE, HEALORE EOFBNIMLR.
. BE BHRBRCBOTRAORBRNSEET 5 & &, BB LITEET 58T,
ICBRHERET 5RTF, TOPMICEET AR TFOESPRBETHD - &,
FOER . BERE OSBRI U TH D Z & REHEB OMELME THET S,

Q-20 [EEBENHA FZA4 2] OB bRTWS IR —) iZ¥n L5

REEH =R T DA,
(A  FBIER— &R o5EEE, ARPHEL, AHEEE-MEEARRESTET
HOFEAEZB/LTND. '

CGLFEREORUE L BER S 5RER)

Q21 EFEEVWVA FIAZBNT, MRBREROIESD 2 STeHA, Stz
BB VARE B CRBRIA & EBEH| DM F R OBRENFA—D & £ ORFEE AL
X BA#EE ENTVDH, B LB 2R TATAENBBEVOED 7205
Y HiRB0M.

(A) BHI-BREZT 4 A2 R (EE) THRETALEENE BV OEY 7V OHREIT,
T e VRN AE R T B 2RO TEDENRESRRIBITETHS. £
EL, BERR, BURREOENSFETCHAIMICER RV L 2HET D LEN
H5.

Q-22 F3IDEY (HRBEIROTO Y INBITN A ARILITH,

A FUHERRBEESBRBERTRED 2 U ToED*, R, SEERAGETE
BARREME L TRD LN TWAEDE, BREERORWER L Lz
*21 CFR 320.33 {c)

Q23 —ODHEMAT, 2O0BEGEMTHERALTOWAES, Yboh—FThiELH
4 HEOH, FNELHAFICEAEEEDH,

A FIZEREEH LBERIO L 52, BABMICE CRRNENHER T 2541,
TNENOEIHED. L L, PlRdRER EBEAIOL I, —ofEmH%E 22
DELE BANCHE L TWABEE, ENETORFEHRMNE L ERIZIIHIREES 2
EBRTERNVDT, FESNEERREDROEMAIOEICHES.
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BIETERY., LieAoT, EROFAESDLRVERERIORREDS. —F4, =
—F 4 PBFITBOT, XL FRrE IR EA VR —REARORBERIL 7
AV BBDI—T 4 VR Lchaid, ThbOREZ[HETE 2O TLNRT
HOBEITHES .

Q24 FNPOEBANRELLELEETHoTh, TOMSTEEKEREHAROD AT
AR RS R R LT E AHAD L &I, FHRAROL TEDZENREME
BRTZ & IXFRED

A) ﬁﬁﬁ?ﬁ’ﬂ%&%ﬂﬂ%@ 35, §L5§§ BE, HBRARE, ASNLA i 7‘,/7”/
hoEmaLFYTY, BREAE—R, Dmwr= koW TRABANE X
RARETH D, EERFRBTRERSOSERD, TOEREL T2 EREZESED
6%%%2%%%%L,Mﬁ%%@*@%%ﬁf6.%@ﬂﬁzﬁmﬁm%mmﬁw
BCAMSMREEE R I LB TE AEED L T IS, WHRROZ TEDEHR .
HENE AR LIITRETH D, EOMOMSEANEL BRI, TORGPER
L BT EMER L 2 &, RO, EEOBBEMIBRE SRV LT,
Bl 2 ITEWIRERS in vitro B2 Y OEBRITZAEA Y OXRIC Lo THRELTE
SHERDHSD.

Q25 TABRERAIE YRR E, AROREDHT ) OF 4 N ABEOHBRORIED 1.0%
PTFD7 4 N LBOEEL B/AREL LB BT,

T BAETERINIBRICENT, ERMURBEERTA FIA /ITRESH
VROV RS T b 85%8 LI H LAVWERSDHA, AR
TEENARREITH Z & TLVE LicHEAMD.

(A) 9 4 N BT—F 4 Y FEOVTIE, HEREEOURBEPER A V2 AMET
BT BBV, ThbIIAHOBHEOHIEET > F2dIAT 5 bOTHEW L
EEND., TANLBOEREfFoBETHoTh, EEAMETT 4 VLEPE
FOE BT L CRHELRWVEEE, TENZONARLOBEHER ORISR
Boax-0THhE, E b i:ﬁwfé%*“#@i:#lﬂ%i:fﬁZﬁTﬁEﬁ&aﬂE*ﬁ?i:ﬁb\ &
£2, Bi#Er L.

%BELkﬁéﬁﬁ%ELﬁokbﬁ%@ﬁ&%ﬁ%ﬁf%%ﬁ%%uﬁf&
LAWERRICOVWTIE, BAREREOAFERELXTIHETH-TH, £ MIB
DA RERRBRNEL S, —FT, ThLDEERKICONTHE, Y
DYEHAFEEITBN LD, BHOBEWEFNCLEAS & 7 VABOERICRT 5]
OB HEC AT 2 BB R VL EDRE, thbDBEENL, VWThOR
HEER T b T3 85% P EIEH LA VERRICRY, HBRRURBRFELRES
NiBEHRREGTHMERZTOZ L E L.
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» Fif, BTEAROBHREREE N TYy, RV ETCAADREEREA
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(A WHDOERDORERD 7N HNICTEENS MR LD EEIIE, #Ha—7T
A4 TBEEZZ TR, BEEL, 2T 7R B LEDTeEAFNL, a—TFT 1
FHEE LTHD (W EAFHOERILONTE, Q27 2BBTHIL).

i, BHRRIIL FRARZARTEIRGEH D0 E I POBROHORRT
HY, TORBEMHEATA R4 VTRESNERBREZELNS. NV T,
RV RE A B RESREE AN SRR L2y, ‘
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HEGHRRE L RDBEE, EWFOCESELLR2T LN TED. B, LiEE
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BT ENORABHBEROGEE, 7 ANVET—F 4 v TEOHE L RICAY A

R4 Offigk3 28R, 37 ELNOROBRSOEENSEHEENCREB L2V

LERLIED AT, AUA FoA VE4BEICRTEHRBICAL THERUESES
BICRE SN BEERRIC LY ASEEEFET 5 B8 TE 3.

Q) AZT7FUADTMAERIRZER L TN ENOHRE

FMEERIEMER L Tni 7063 EREQRBN TREEZ "%

WS, TRBEERTA FIA ) LYy, RERVERERERRICL D EWME

MICRETHHZ L 2BERTE. =L, 7 EAVEEELTHAMATRAFYE

UF 4 CHBLRNI 2B LV REAHEIE, AVA R4 VR TE]
HREBRIC L VSR EMT L LN TES.

Q28 F 2 DTANLBIRBNT, KB —F ¢ LK LIk —F 4 P BN
BT, FAETHREESNI2EERENF L THHEHITMMN.

(A) pH TR —F 4 78 (FiziE, ABARUAA K5 Ey FE), =F kLT
— AR ED L S ITHEKREER Y v —Tho ThREEOAMERZRMNT I Z LIt E
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o, KITBUHEDIER 65 = LIXTRETHS. £k, AEEOa—F 1 v FHlCH
KD TR TR 5 = L 10 & o THRKIEMICT 5 2 L bR TH B, Licks
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TR O RS, WHOEE ICBEL 2 RV V7RV, AN, RIS,
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BOMERELDIENTES, LENRoT, AVA FIAVORFELRD.

AR SN b, ERI TRETHEADRRRRS L&, ¥bbEEET
IR DR BT LD,
BB TR & N A T B CHET 5.

a—F 4 v BOEEXREORERICHTAHEBOEREL LI L THEY
BHARHMTATH,

a—F 4 VI BRUONEDRFERL, ThEhRALFTAFEY T 4ok
Wa Bx DTN S, o9—F 4 V7B L RS L AV THET 3 B4,
a—F 4 Y BOEROEERIIMFOKRERETEEC L TEHENS. ZO8BE,
2T ¢ S BOEENIEOE RICHE LTS W & R nis), FlEs 4
Nba— pEEE T 4 ko — NBRITIE, BFORERIZN L TR CER S—E¥ b
BT L, BIEOa—T 4 VI BOESOERRIIREAED. £, HREBOEE
Mok & EERSE & MR T B &, F— NS EEZNEMSICET L, HE TR
BERITHT AERRRNSHESRD LW IRSEEFL . £k, BHRERIZE
i B TRE OTSEERNE, B LA EERL CRRNICEREOE S ICBRT S,
BEEBNTa—F 4 Y IBRALFTTRATEY 7 4 (BRI LT2E < OF
CERELTEY, EEOX ) RTABEHIEDIT, a—F 4 v/ BeAL 208
LTEEROFERTIZ L & LI

NEOREREBRCH L CHETE AN LY I VI RALIETOM. FHET
BLEpEZFERLTILIN.

BRZE L CEHETE RV &1L, MEIOTRARERRD L 5 i BMTRL, E
HICRAOBREREHETE RV I L2V S. ZOL I AEE, BEMEOMRER
BBV E AR LTHET S, EEMONBKOREN E&, BETLThE
So, Wo, Do, ZE#DFNG% S, W, D & Ltk &, BEAEROREMAEL S/8 1%,
(W/D) /(Wo/D)28 THFZ LR TE S, REBOETMOES ho x5 2EERD
E & h OMMED hoid, BEBOLERMBROER, ZEZENLTIL wo, RV W,
dfﬁfk%«wwKm@Mﬂmmnmmmm%ﬁ%¢:Eﬁf%5.::f,m
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Q-33

Y

%, BB L VEENTFERANCSH D & EETWHD N D OEEDOELERAT
& 50T, HREOERERIE OEMHEE hhold, NEOREED Y OWEE (7
ANLBHDVRERE) OBETRERL, (wiwo) X(WoW)2B THETHZ LB TE
5.

B OBM TR THEWHN, MEMEAIRLHEEH LR EFETIEERHAM, Thbik
ZANDBINIIERBOERL LTHRIBERHHH.

TANLEIERBOERE L LTHRHILERDS. 2B, MERS L LTER
TEBRAEOVTIL, MEERSOEFE] LLTRVES 2N TES.

(RHBER, TEHSEORS, Ay FSmER)

Q-34

SEEBEVRAT, BRERAITIHESMENZEORE (REEELVA FIA
VB EANV 3.3 ICRHE) AN T IEHBEEE TS, BEERANEREEYE
FRANCHEY L2anEeE, BHRRIIE L L ORA O ORBREH TIT LW

N

Q-35

Q-36

BABOZENBH LT WRETHRRZITH Z L NBIROHOERFERITH
B, TOBRBAITE, HEETEAERERIZSD, BEEERICER s
R FSORAO D OBEHRBREGZRETH - L TL.

B BA R OB A DBAIE, [BEEERTA R54 2] TRHIEHES
OEENE GFFER 15%) BHBIRAVLNIDITHR L, AFA K54 o TiliEH
BORSM (FRE 10%) MHECBEVLRADRED, $i, BHESORZ
MOHEEBIZBWT, Ebo% OREZRIT =BT h.

IBREHEMTA FF 4] T, BHESHORLMIIRSE* 0T —#1k, £
MERMFRSEOHEIIBWTE MRBEREZHM T2 b0 L LTHAWLRATWS, —
FH, BHA FZA ACBWCHE, BohEAFEROHERTIX, BHEEORSM;IC
Lo TEHENCRE LR T. TOD BRREEEHA FIA0) L bHEE
HEEBLL, £k, Eb o IETAERLRETIZLICLY, LFEROME
TREN BRI E Lk,

* AN RA R ORISR OB& I IS EED %, BRI OB A TS
HEBRS 2 ERT 5.

(45 5 B H SO REME ORI EERRE) 123V T, EEREIOFEHEHIEN 85 %
BEUB0%IZEL ARV L &, TR EH () FIEHBOFARRN 8%, 6%, @E+D
BEHEOFEEDN 12%, 9% & R2o TV AHEBTH.

I B OFEHEHERE OME %~ OBHEBOHFIRT, 100 %EHT B OHFEE
(PR : 10 %, {4 OWHE 15 %) 2EMEL, BHROBREZER LT
BB X 0 R A R T,
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Q37  AKEOEHAICE, MEEENEIORIRIEAROMNEICRE S NI REOREH
HEBRGRMTH ZNDH.

(A) AJKHEIZRBWTIL, LFOENBHIEMEIZISLALREBLAVEZEADNLDT,
SERINE| OREREE & OBHEBLS L B ORBREHOLTTES L LTS, L
Telo T, AEHERF| DSBIR HABHEAEK OB R URBFIRICEB IR RES LTV
AEEITiE, YERBRAGCHEERREToThIe L,

Q-38 BT, HAERREROIEHRERAS S F vk 50 B CfThit, 80 ZrEAPTIC 85%
DT 2 ERS TR, BHRRO 18R GHROHE-RR) 7 — & TEERA
PBRLTH IV

(&) I SERIE DR ER A 30 FURICRESN TV AEFID 5 S, S A4k 50 B
BEC, 15 4LAPIC 85% LA BB T3 = L BSHBRBHRED DR T& 2 8FIow
TH, BHRROT— ¥ 2 EICEERARR L Th X\, 7, HIRRERORE
IR E, S RASE 50 [EIEE, 30 SLINIT 85%SL 5 = & W RBTER
P HEERTE ZRFNCOVT L, FERROFT —F 2 EIOEERFZBEBR L TH IV,

Q39 FEEOBEMEMEED pH THEMIZEVEAIT, T0 pH 2B 2BHIEED
KB ERRTHD EEXLONADT, BPMELTT I Lo THERREZ R L
TR0,

(A) RS OVERE L MFIOBEHE L T NT LHEB L. Tk, WHERO
Rl 2 HET BEaicid, FIROERESERTEY pH Th o THRFIOEHR
Ry EfTASERDHD.

Q40  HUDHbE MRROERSTETE BHAIE, A FI A Vicheo i
EBORLEEOUEEFTOTIC, BRERRTA T4 KR TRRETI Z
E TV

@) ELEARWL. REL, HRBERLTA FTA ] KREIRCH, b MBREMS
B AT, 1O AR OB VARS IR OEIR D T, BHEREITIZ
SREABUE] DY B HEIE L B LTV B T L R EER T BRI, IHRBEE
WTaZLBNETHD. :

Q-41 [ RERE RN b AEMEMICFRS L R SNEh- L BEIIE, BRERLT
ARSI TRBREITY D, ZDLE, FHA FIA VU TERELLERL
REBDF— I, BRRBEELETA N TOEHRRT—F & LThIW.
(A) BLX AR

Q42  JBESHEREIT, pHE.0 itRWT [HRBEERN A FT7A ] TREVLBRTWE
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Q-43

Q-44

Q'4I5

Q-46

VA L FREE DR AR R BN A T BB V).

BHA RZA BT, BohiAFEROHE TR, BHESHORSEMEIZ
;OTE%$%ME%3A&¢:%ﬁﬁ@ﬂ@ﬁ&%ﬁﬁﬁ%&@%iy%ﬁwwﬁ
THIERHHOT, BREEGTA FFA 1 BT 2REEEENCHET 55
RRASHEOR TR, EWENIEREERETBENNHS. TIT, A FBENE
WRER Z WA &R ML

in vivotin vitro HEAME (IVIVC) MSEERH S hi-aHeaBRiEn b 2 BE10iE, BH
HENOLLBIZFEORBDHTIToTh L1,

IVIVC T, 1&H0EHEBERE invive L ORBBEELMR ATV, %
D&M L B ZABBNEREPET LY 7 IV — 7B 5 £ EH R ST AT
ENBNZLKERD. AL FTA L CTEDDBHRR CELEBORSEL2ERT
BYHENRDD.

BHBEBZ BT SEERREANFN [BRRBRERLVA FSA ) K> Z &tz
DTWE, A—H—FEEMH OMEE RS L TV E0 T, BRlkom Hikiks
RELTWD. RO pH ITREICHES & LT, BFR RomitAlomEiIER
T&EHELTIELV. :

BAA FIA BT, BONEAFEROHEA TR, BHEBORSMEI
EoT, EWFEMTRFLAZRTOT, @r DA TEEOHBREMN L HEEES
T EIETERN

NENED 50 BE T, RSN ADESICMAETI L, & L ITREY
BT AT L 8Ic XY, MERKELELS{FERHD. Z L ) pBF DS
&, WHEBOERZTMEA TERVWIREERHD. BEIC X - TiX 75 rpm < 100
rpm TREBZIT O FRRNES L H DTV,

EHRBOEREOH CEYEICFE L UET 5D OLME, 50 rpm TRE%
fFolzb ELHFEHROEN 10 %OHBEIZH B L X THS. 75 rpm = 100 rpm T
BEREITol L ZOBEREDHORISEHOMEAE, BEDL ZAKETH I L iXHE#ET
H5. TOEDIEHRROEEHRPERTD Z LIXED bhiavy. o, BHER
o ENDERMICGET D, RITREDEHEET IHBE, S FviE, 50 BRICELT,
Elfz/ A2 4y M, 100 BlEsCREZER LTIV,

fo BISR 8R A L7cE I T, £7, LEEIC IO RVWHESE (HEEL) &b
BIgGT L BHESIE (HEHL2) &T, HEBRRVRRD LEIEITHON

HIEEE LI, 40%, 60%, 85% (RERHRMMEEAITIL 30, 50, 80%) &L\ ol
HEROBEERRA v M CHESTLBREN DS, KE, WEOEHER DGR
LoTH, INODRED 1 ATHERRAE LT 2 DICERFILR DT
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C SHEATERDoR. T0XIREEHILDIC, LEROEMbFEL L.

IR 2 RSN BB OE R HETEZ 2HEARHS. L L, LEROMER,
HRRE AT A A B 5. IR AT BB EROEHBOES PN E D
A CHBAEERPHERT L, HOERKEL Y REENERTRS. AV FFA
VTR, TOXYRKAERTSEMNT, HBEARRELCHEEZZERTASZ
iz L,

TOXSBRERENL TS, HEE2 TR, BHEROAF—ViZLoTiR, EE
A v FTHREATEI TS SIEELARWT EBH VB, Fokbis, HIEE

C1HELE.

Q-47

Q-48

Q-49

2 DOUEFEDE CHERENERRLZ LS ED, BHRROBE~ OYWERIC
BARAYEFEFBIR L THELI LAV

5 BB OBEFEIC OV TRLTELY,
BREELOEMEHRLERRYT A KT 4 Q&A @ Appendix A 1LY

RAESAECRBREITO & &, MHEREIWEE T A —F OM TR AL
LTWARHICIRS ] LD, WEEERTILEEZLED LD ICHERRT D00,

E%&@%W@ﬁ%ﬁ@,E%@ﬁ%@%ﬂ%ﬂ&ﬁfé:aﬁ@é.%@tb
17, MG DRETRIT A M R RS HER BRI AV B RIS 2 AUiT HE U 5 B CRERR T
AUERDD. FTEEO/NS WE RV CIRER L EYBE T A—F L OB
%%ﬁﬁbyﬁﬁﬁ—Amj®@ﬁﬁﬁﬁﬁﬁ%ﬁé:£%5¢,&%Eﬁ%bof
LIPS RE ) OEMBRE AT A—F BRAETHD Z L ERT, R E X o TS
PRRTAONEE LY. ROEEPIOL ) AFETHRTERVE &ITE, £
RS OEYEIE T A —F B RERTHEL, TOEERVTEHRFHORSE
DUEZT-TH LWV, 0L EITE, b USSR Y SLo TR & AWFRIF
SR LAESECRD LV O RS H D L L ASFICEN T BERSHD.

SREREH A KA LT, BHRBERT, TRH2 LT 900mL) LEMEAT
WE. SEEVRIFITIE UREBRIEE 900mL T 1 5B OBEERRE L, B
BB D Oa R (REMIBIE L & & OFAERE) SRR DT LTk )i
P B BN TE RVB AR DS, BAESE Y OSBEIFA UL ARS LD,
Ea BT B, MBS BEAORBIERYE L TRELTIVD.
EEE R O L VA I A N B T & ARBRAM2RE TRV, BAERb
D OSRRA LIRS L5, EERNAZERICTS, UIRRIKE 450~9000mL
DFE TIES BAIORBIKEYE X THRRLTL L.
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Appendix A W HEEDORE O E

WHEROREOHEE, TOHEMICTTLIE, V4 A UBRERLTHWS/A
BRUT ORI LY L TV, RIS, OEEATS.

Al BOERMAOLTEE

(1) =&
WHEOER
R HERGLH
THkS A 40 mg (10.00%)'0 40 mg (10.00%)
BAEEH FrEralF oAy 40 mg (10.00%) 35 mg (8.75%)
FEE pil SV 20 mg ( 5.000%) 23 mg (5.750%)
HBIRA ATT Y EMg 4 mg (1.000%) 4 mg (1.000%)
JRFER FLEE R4 100 mg (25.00%) 97 mg (24.25%)
EELT—R ‘196 mg (49.00%) 201 mg (50.25%)
HWROREE 400 mg 400 mg
*1) BRI AR R B % S DR E%.
EHEOZEOHE
FRANFI O B Y & miey EHEBDE Kk Hg
BER ryEroasFrLy —1.25 % (B)
BEH Hery 0.75 % ©)
JRFEH  FLEEAK Fnds —0.75%
.............. FERREIE TR e 228 %
BEHAITER LIRS OEEROEDHESENT  2.00% (B)
LR Lefn OEFROZEOEHEDTD 4.00% B

(1.25 +0.75 + 2.00)

RLETORENRKIVIKIED HEEA OCKETHY, OBk 2RADRSE

FAKHEIICTHS.
(2) Za4ba—F 47
MFDERE
M
qEms A
BREEA FPrERILTF LT
=il RE R
EIRA ATT Y Mg
[BFZA] kg

R —2
RZEORE R
*1D  FARAECRERICE T 5 &S OEEY.

-3y

40 mg (10.00%) *V
40 mg (10.00%)
20 mg (5.000%)

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

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



@71

FIFN

ARG

"Brk4y

7 ANVABOREER
P EARE i |
HERE#EHLEY O
74 NAEOHEE

Syl
7.5 mg (75.00%)*2
2.5 mg (25.00%)"2
10.0 mg
2.51 cm?

3.98 mglem?

*2) FLAIRT 1L AEORRRICHT OEMRIOHEY.
*3) AP EERINS T D RBAI D L.

EHROERVERROHE

RERBLE|
8.0 mg (74.07%)2
2.8 mg (25.93%)2
10.8 mg
2.56 cm?

4.22mgfem? (106.03%) **

OMiX
wInElofE B & RS EHRDOE Zc 8E
EREEH| boERIVT LT 0.71% (B
 REEH  Ae R 0.476% (B)
WIRElI ARFTVUEECa —0.048% (B)
Al FEAKT 0.71%
.................. BN =R L 88%0
BFEHCEE LERA0SHROBOMMEORT  2.09% (B)
RNECER LIS DEEROEDRIMEDNTD 3.33% B
(0.71 + 0.48 + 0.05 + 2.09)
(O N ‘
B4 EHEBEOE 7K HE
A RS —0.93%
D5 5 % OSSR | X 1 1.(. S
7 ANVARTER LERAOSEROEDENEOT 1.86% (B)
EER 7k i
HBREEESEVOTANLBOEEDETER  6.03% ®)

FRTOEEDKIEIB THBENOT, = OFIIT 2RME DN FERAELIBTHS.
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(3) ke
BEOEE
OV

FPRS A

HEAE FE R

HRA 277 Y BCa

REFZAI FLEEA T4
BREALD—R
(Al == Rl

MEZORKE

NS

10 mg (8.33%)*1
3.6 mg (3.00%)
0.4 mg (0.333%)
86 mg (71.67%)
12 mg (10.00%)
8 mg (6.67%)
120 mg

*1) FUMATAEOREEICHT 38R ORE%.

©7 4 VLG

ARG

B

Cr 5

T4 ABORER
HE D R TR
HREEHD D
TJANLBOEERE

BB

1.17 mg (13.30%)*2
1.63 mg (18.652%)*?
6 mg (68.18%)*?
3.8 mg

1.495 cm?

5.89mg/cm?

*2) FHILAIEY « M LBORRECHT 5 &ma ORE%.
*3) IEILRISERE IO SRR NA O .

OfERE

DRR4y

Em5

FrESy
EREOKRLEE
REARE ik

B REm#EHioo
EREOHE

=%y

7.64 mg (12.32%)2
4.36 mg (7.03%)*?
50 mg (80.65%)"2
62 mg

1.495 em?

41.5mg/cm?

*2) FEREEREOBE R AT 580 T ORE%.
*3) R LR R S R O,

17

AR

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

HERBA

1.2 mg (18.48%)*2
1.63 mg (18.831%)*?
6.07 mg (68.20%)*2
8.2 mg

1.495 cm?

5.95mg/cm? (101.02%)*9

HER R

7.6 mg (13.10%)"2
4.4 mg (7.59%)™2
46 mg (79.31%)*2
58 mg

1.495 cm?

38.8mg/em? (93.49%)



EERDERCEERDHE

@M%
FRONE DA B B & B4 BEEROE Pl
HEAH RE R —0.17% (B)
HEIRA AT TV ECa 0.167% (B)
JEFEH FLEEK T —38.34%
EREAm—2R 1.67%
........................ UER AT e 1880
IR CEE LI 4 OEE B OEOHEIHMED 6.67% ' ©
Wi CEE Liciko OEH ROZEDCEMEOFD 7.01% ©)
(0.17 + 0.17 + 6.67))
©7 4 NbE - .
Bar : BHEDE ke
A RSy 0.18%
B g5 . —0.21%
03 %~ OSSO UTOUNN ¢ X ¢ 7% . S
7 A NABCEE LR OSHEROEZEOHEOT 0.41% (B)
EHEE ke
BCRERGE Y DT A VABOEEOEER  1.02% (B)
OFERE
By ' EHBDE K
D k& 0.78%
E ko 0.56%
BB =1.34%
WRECER LR DET ROECHSHEOR 2.68% (B)
EER k&
- BrFREE Y OERBOERECEER —6.51% (B)

ELERORBEMRKEVKET EER) RO (RETEE LRI OEEROEDIR
REDFN) O CKETHY, ZOFILET HRADLFERAREICTHD.
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A2 EEREVORDOERYERONFEE

(1) 6z
MFDOEE

. BT FEREUAI
BFohma A 40 mg (18.33%)*V 80 mg (17.02%)
BAEERI hyEmais 7y 40 mg (18.33%) 60 mg (12.77%)
fEAaE RE Ry 20 mg ( 6.667%) 30 mg ( 6.383%)
EIRA A5 T Y EMg 4 mg (1.333%) 6 mg ( 1.277%)
TR SLpE R Fod 100 mg (33.33%) 135 mg (28.72%)

ERELT—2 96 mg (32.00%) 159 mg (33.83%)
A DOREE 300 mg 470 mg
*1) ENRRNEORREI ST SRS OREE.
EEEDEDHE

MR OER B & gledr BERBDE ZRHE

HER FYEmayTLoTy —0.56% (B)

EEH KRRy —0.284% B)

BIRA AT7 ) 2B Mg —0.056% (B)

HRA  ILFERF0 ~4.61%

.............. HEENE—=A o 1B3%

BRI CEE LRSS TR0 EDHEHEOR 6.44% (9]

EEH LR OEHEOEDEIHMEDT 7.34% ©)

(0.56 + 0.28 + 0.06 + 6.44)

BRLEEORERKE VAR, THEEA) BV ERLERSDSEROZEDHAMED
ﬁjmcmﬁvbb,:@Wtﬁﬁé@ﬂ@%ﬁ%ﬁ&%mCﬁbé.

(2 Z4nba—F 2 T8

MEOER
O
BN HERRA
BHRS A 40 mg (13.33%)"? 80 mg (17.02%)
izt FTETaLF LAY 40 mg (18.33%) 60 mg (12.77%)
HEH 7l 20 mg (6.667%) 30 mg (6.383%)
BiRA ATT ) EMg 4 mg (1.333%) 6 mg (1.277%)
A FLEEA T4 100 mg (33.33%) 185 mg (28.72%)
et —2 96 mg (32.00%) 159 mg (33.83%)

NEEOREE 300 mg 470 mg

1) FBNEREORTRICH T &S0 HET.
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@7 1 VLB

ATy
BRk5>

TANVAEORER
P DR EHK

P DB R B
D74 NLBOYEE
*9) FEIAIET 1 A AR ORKERIZANT 58RI ORELL.
*3)  FEUL P IR A B oD Lk,

YRI5
7.5 mg (75.00%)*2
2.5 mg (25.00%)*2
10.0 mg
2.12 cm?

4.72 mg/em?2

FRERIE

8.5 mg (73.91%)™2
3.0 mg (26.09%)*2
11.5 mg

2.76 cm?®

4.17mglem? (88.35%)*®

SEROERUVETROHE
@lar3
OB OfE B H & R EHERDE A HE
HAEA] MyERaLFLSY —0.56% ®
A RE Ry —0.284% (B)
WRE  AFT U LE Mg —0.056% B
Bl EEAKTS —4.61%
.................. A=A A8
BHAICEE LEBROEEROECHIHEOM  6.44% (C)
RNIZETER LIRS OSHEROEOHEMEDT) 7.34% (o))
(0.56 + 0.28 + 0.06 + 6.44)
@7 A NIB
Ay BEHBOE i1
ARG —1.09%
0 21 S S L09% .o
T4 N BB TEE Lf_ﬁié}oﬁﬁa@@%mﬁﬁmﬁoﬁu 2.18% (B)
ErER ZcHE
BUSERHEVO7 ANV LBOEBEODEEER —11.65% ©

ELEEOREOKRI VKT EEH), METERE LRI OEERBOEDENE
Ofn) RO HABEEHLVO7ANVLABOREOERES] OCKETHY, Tl
B AREIONFEEARBIICTHS.
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(3) HEREE '
NEOEE
OF#

B A

FRIEA ol = B P P

EaH il S

EIRA| A5 T Y vEEMg

ARFEEHI LAt
ERELT—R

RNEORER

EIE T

40 mg (13.33%)*
40 mg (13.33%)
20 mg (6.667%)
4 mg (1.333%)
100 mg (33.33%)
96 mg (32.00%)
300 mg

*1) FIRRPEOBREICET SRS O KR

©7 408

ARG
By

7 A NVABORER

P DS TR

P DB RE# 5T Y
DT 4 IVABDEE

FEREME
7.5 mg (75.00%)*2
2.5 mg (25.00%)"2
10.0 mg
2.12 cm?

4.72 mglem?2

*2) EMAIL7 4 AL BORERI AT 580,
*3)  FEIMAIERAAIC R S BB o b,

OfERE

Crsy
Dk 5y
By

HERBOWREE

PR A E L

P DBALRER DY
DEREOHE

gy

11.5 mg (12.37%)2
6.5 mg (6.99%)*?
75.0 mg (80.65%)2
93.0 mg

2.12 cm?2

43.9mglem?

*2) FBIMMITEREORKECHT3ERTORER,
*3) SRR ITIRREREIC AT A RERREI O,

21

RERA

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

R
8.5 mg (73.91%)"2
3.0 mg (26.09%)"2
11.5 mg
2.76 cm?2

4.17mgfem? (88.35%)*9

PR

13.0 mg (11.71%)*2
8.0 mg (7.21%)*2
90.0 mg (81.08%)*2
111.0 mg

2.76 cm2

40.2 mg/cm? (91.57%)*3



EREDERCETEQOHE

OM%
FomF OER By & s EHEDE Z
BRI FYERIIF ALY —0.56% B
=<1 Il A —0.284% (B
BIRA AFT Y B Mg —0.056% (B)
BFEAl  EEEAKFY —4.61%
.................. BREMZZA B 1830 e
IRIGHICER LEBS OSEROZEOEMEDT  6.44% (9]
M CEE LERA DS EROEORMNEOT  7.34% ©
(0.56 + 0.28 + 0.06 + 6.44)
@7 4 NVAE -
B EHROE A HE
A RRGy —1.09%
B e 209%
T ANBRBTEE LS OSHAROEDENEDOT  2.18% (B
FHESR ke
BirERMHE Y OT7 A NVLABOEROEER ~11.66% ©
@ 7d=
%) EHROE TR
C W4y —0.66%
D 4 0.22%
B 0057 < SO 0:43% .,
PERETER LSO EROEOESEOT  1.31% (B)
_EEEs K HE

BTRTERS - ) ORRBOKTROEER  —843% (B)

BLEEOREDREVRIERS TES), TR TEE LERSOSHROEDHEIE
D RO [BrEEHbE IO ANABOEEOERSR] OCKETHD, ZOfliC
BT BEFOMFEFAEELICTHS.
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Appendix B 80 7™ VA QAR BEI X3 E BV B

SHEENESH TN I AAIT, BEERAOBEHEANNIGT 5T X TORBREMH,
T 15 5y LANIZ 85% LI BV 28811, KT A BS54 vzt - CAEHFEHRSERERE 1T
SThHEVW. 2L, LEEXKARKHEYTIEOCEYS, 250 mL OBEHEBRESEHOR
BRI ERITBHy 2 E e BEEESD L T5. ¥, NEOLFERIZ, TFER, W&
FNzRo, FEIZOWTIEL, Zasa—F v H e EEREENRERENS.

O NFEEDOKLE
MFEEOKEITERICRT BE2ELARAVEEITEBANE, BLYARELC
PUTOBAITIICAYE, CE2BLZIBAEDAKIEETS

e B e AR DALYk HE
ERROEETLIEEE (%)
sy b , B C
WE  BAEE. TEH 1 3
S ZEH (BoFond) 5 15
WA (Y b—n, SRV LR ‘2 6
BEEEHI, ZEHL, BIRHA 1 < 3
S EDETNANOEFROEDKERED T 5 15

B{rRmHEh D o EBoE DT {LE 10 30

* HNEOREHEIBRICEILTHETS, MRICBALTHETERAWL LR, ABOEER
ERBL, FRATERCE2THBORERELLEVWLOERRLTH L.

@ ERESh a5k

B 7k

2 AERTERBREITY. WTROEEICRBHTY, HRREE R UEERIK O 30 DT
HEHERE BIZ 85%LALETHY, Ao, B5EIRTHERE CHEHENNRE LHE
SNEEEITE, ARFEZEHFNICEAE LT, BELHESNELo I,
BBREEFOEYMEOREHT A RI4 Vit TRBREITS.

Crk#E
EICTTEDESHTHIHAILRERMHOEDFHREETA FI A Vitit-TH
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