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SENERHENBEHEA OEYENRISHRRT A N7 A
ROBEBRAOUFER DEMFHREERRTA KT
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Q1 AL FTA VTR, ¥, BHEHORSMZ UTENFNICRELHES 5
:eﬁfééwm.ﬁ%,%%E%%mowrﬁ:@%igﬁﬁﬁmf%&ww#.
N AHA R4 VORI, RFEERMBZOBFTHS. ThbofAR, R—0
A—h— kT, EBOMARE, WERFEOTTHESND. ZOLE, LFOLE
L EORENNS S, MRFNABFWHMENOE, O pH THIERRESHIZERL,
S U IR T 1, SR EDMLERNOABENRETOS Dk
ErBOTHRALE S 2EBERT EEX NS, TORDIT, BFHRRTHEELEE
DEEMATER SN, EYEORSHIRIECEX3LEIbNE. —F, BEE -
ER T, NELSRUMSERETIEREERR L ELLRRD. 0L 2BE, |
WHOWLBENTOLETOERE, BHRRYDOLZTHET S T L ix—iRH XMk
T, BHRROFSE CAMZURSELRIET 5 2 LR3ARTHD. Tk, #%
" REESTIE, b MRRTADFHNREEIERT ILESHS. |

Q2  AHA RIAUEBNT, RFEEOKYE, BHOES, EREROBITRESIC
£ o TEREN DRI R HEA LT, N
@) BT RTA U, b MRBETOTEEHRR TERFNRSEEZRIETED L
o EX b HRFERHEE R LTS, |
) VBB 0 5 CAEMF RIS R REETE 5 0%, BEAROBAPSHLENTH
LD REBHERT I L% in vitro RRTHEI TE 2 L EX N BHAICROND.
A b OERDOBHIEL 2BIEE, BILENCRT 2EDOEH & ERFHER
L OBEVEROBRERAKE K 2B DT, in vivo DEFAOEBOREEE i vitro WIR
THIEF B LML B, T0EDIZ, BHOBWEATIHEHRRO S TEY

BHRESE S RIETE NS EEORER, BHOBENEEIC LR ThEL 22,
BE, ISR ESE Y B S TR oV TIE, BIHRIRIC kB AN ESHE
DHEAE-E L XITELD Y RS EEEL, BHRRCEDSHRSELRIETE
BUFEEOBREILNEL 20TV S, :

AKHEC IV TIE, MERS OEEREHSED pH KFEICHB LRV L EX D
NBDT, FEORREMEO L THEEEBARE THITENFHRSE R BRI T
BrEILND. '
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Q3

A

B KD & 3 I FEEDRER/NEVHA T, SRGETHEHRROBEREDN
FETHIT, BEABTAAAT_RASEYTAPBRESERDZIEFRNVEERD
N3, F0EH, KL RIA 2Tk, BAECREOTE, EHOIBFRIRERR, B
HEE, 1 m&% %P@%ﬁ BRI O MIT % BT, B HBE O RSN HERE
TEHBAREDFHCRETHD E L.

CAEUL@IQ;LﬁWEDEF#¢Lk%w%G;F&K%TE%TMH%r
PR AREIIRESNS. REEEAZES IRV ThOBEHRREFIZBNTD
B S 7B PICEIEID & DR HERDS 85 %ICEE L2V EH OB TEEAE
T EETRA) BN TE, BEHRBOL CEYEHRENE L RIETH Z LITEEL
VW, Tk, TERANERDE ST O CAEM EOLFER TIE, b MRERIC
£ 3 A FER RIS DOHER IBUNETHDE L.

i, JBERILEE AR R & T D AT, élz%q—ﬂﬁﬂ SN FEEICRIET
XS, AR e FORBENE LA HEENHD. 0k, CKRIEL
I BEETIE, bt FRRICL 2 EDFHESHEOMRBNBSLEL Lz, KL, 7T
DRBREMET 30 HOFHBEHETEN 856 B LELERMNT, FSHK OVE B A F%E
THLEE, MRS LS TREEIDRNEZZOND T Lk, 0%
Al MRBREZERLA2VWZ L & L.

D A ML EOEETIY, WHEB O RS DAY EORSE 2 RIET 5 2 L 138

L 2BDT, BAMIIE e MR TEVENRASELHRTILENHD. KIEL

FRTOBEHRREMET, 30 4T85 %Ll L& ECHTIEH L, MEAOEHERD
Rl 61F, AWRHICIERS L R MEEINSWEHESILS. £IT, TOX
5 fp BT, TARREEAR RVWENEEETHIHANCRY, D KEOKETY,
v FRBREERLRWIEE L. :

Kﬁ%P?%Vi,%@FDA@ﬁ%ﬁVX(ﬂﬂAOB,&HAOM@*Kﬁ%
T5LEDbNAY, MEORER, BEAZECOVWTHRALTIELY.

* 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.
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S O IGFIRE N A £ B L BT, RE LB T, BHRROAZ TLLERAR
DEEIE O AEYEREMEZRIET 5 2 LA TED, LW IWRD BRI LT
5. 7‘*?(%?@#5?“%%%5%&@%&0 %—‘75&&%’%‘1 Tld, %9 ChWilAlZE L



TR CAENENRSELZRIETE ZAFEEOMANRTNE WS KHHLEUL
TW3. ¥, BHORSOHEFRL, ALA KT/ eb, BRI, RAMO
TAEHFEOESR 10 %LU TH B L LTINS, |
[FaE Al
(1) &bk < B7 %D Biopharmaceutics classification system (BCS) *MD#}
B, REficBELTTHAS. SUPAC HA & 2T BCS WKEISEEMEBFIER
CIEBBIEORZ A DET 407 5 KT TOBN, RHA K54 i3 BOS &

FAET, TORDY ICBHOBES»LEAEHEL TS, SUPAC T, BIRE

PE < BESEBHEAMEVEEY T, 1n vavo-in vitro fREAME < , EWRREE RN
SERDH TRIET 5 = LIEEEL WG WO S % & o T\ 5. In vivoin vitro fHEE DR
DIz WIS Y, BHBRRIC L » TAYENRSEEE2RIETE 2 AHEEOFHEN
W< 2oTVE. RBEDOHTA KT 028 BCS 28A Lo B, MAMO
NAFTRASEY T 4 OEE, EORE, 0k, Bk & oRAKFEOZEICER
L, BB BT 3 BHEBOSE LWEBIR LR, "M AT7A4F YT 1 DERE
LRWTHSI EWVWIIHEE L - TND. SEEICEDEx OWEBEICRIT DEHE
B DR A RIET B 71T, B AN E TS &GOEHRBR THHEDHORSE
FHBT B L EERLTVADTHS. ‘

* Waiver of In Vivo Bioavailability and Bioequivalence Studies for Immediaté
Release Solid Oral Dosage Forms Containing Certain Active Moieties/Active
Ingredients Based on a Biopharmaceuticé Classification System, August 2000,
FDA. '

Q) AHA RTA T, BEREZEDIZa—T 4 TRBEADEE, RkLa—7T
SV IR ST TERORERXFETE I LI0RoTWBEMR, SUPAC A F A
TH, 2—F 4 Y Z7HRPZIZBEV DR A MOFNF & £< AL L IKRbhTVD.
a—F 4 S BIRROBHEBICKE REELEXDBEEHDH L, T, T
54 I BCRER TR ESARBICES L BEXbNEDT, AL KIA VT

CRPICRV LA BIIA L RRSFICR R RV E L.

8) A A T4 VI, BFEEOLERHEL LTS, KED SUPAC HA ¥
VAL, FREFTRRC, BMEEET, BLEHRE, MERE, NETROERZ LR

L HELLTWA. TOEERIRETORKEOHFRTHECHEEIER TS HOT,

TEEHE FFT2 0 0 544 8) LENE, “hb0EEAATIRBREECAE
NTW b i, AHA KT4 L ORBIE RTINS, LorL, BEERER
HANVKERE | B DRI B ST b, GMP WRBEfICZ oI LizkY, A
LTy PR OEEEICH LT b, ARSI ORRALAL Rot. |
EREETBBA, WU E AN SRS RS 5 LER DS,
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Q-6

Q-7
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. Q'8
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%%&%Kﬂﬁ%%%ﬁ5%ﬁm,é% HARTAVEERLTHLELR XD
D,

$ﬁ4b74/i ﬁw%:@%@%ﬁ%mﬁ¢é%A%ﬁ%abt%®ﬁ%v
BRBETOMEEREL»SRE Lzb DO TRV, BAREETOUNFEEIZOWVWTIL,
BERREBR D 7 = — AR FEEDORE, EWoHFNE, TEECEAHLRENRE
R (ToT, MELHOBMITBWTESA FIA VOEROBREZHETTIZ I V.

AKHA RT4 T, TEHERT) %s&ibf:ﬂm%ﬁ% Ehizv.

AN A 3T B AY, BERRBRUTE P RIS E LA RSERRIC
LY, BOERUESES 5 WVITERFOREENTER ShcB]R0NT » b, L%
FRERVETI LI V)Lﬁ?ﬂﬁ?ﬁ%b<@ﬂ%b‘(bi5@%!95@7“:&)?&0‘}7‘:%
DTHD. BENFFRIT I LICL Y, RFEFAETEELSTZEZLTHEL,

- =%, LT LU BRFEER ugﬁﬂﬁwﬁéﬁﬂb@éﬁfﬁﬂ&énfwé ERRLRVDT,

AR R SHERRICEIT A RO B TH ZEERANT, MRS TV HRA L L
7eDTHD.

(RS | 1 (ERRRCEPEROZAESHR Sk, Xk b atRe
Ul e R HRIRIC & 0 e REER & ORSHENTER S hizfFonr] &b
B, —EBHRROLTOSEERED b iEI, ok, KHELK L IZHRE
SRF, KEORAEERE TRV 5540 MNRRAERSS O

R TA MR B MATER &, Xt FEREE L EDSnRS
PSRBT X ) FIESHEATER S-SR 2 HETE BHAIIE, Tha ik LT
VEHEERIC L B RS ORRO» CEE L TS EEET 5 2 £, FE LFan
MERETH BD.

RS ORFIBBETRSL TRV E &, BEAK I TREIZRIEL,
TR EERH L LT AR REERREITo T IV
TEAV. UEFEEOHAIIL, ﬁﬁkﬁmmkﬂﬁzﬁﬁ®£%%%mé

BBF1 55425 B 30 BEKEE 7 1 S BEBRETRER, RMEMRFRRBMORIR
2ICHET D TEMFEMHRSMEICET 2RMBELE] (2t T, BHRBRXIHHHR
DI THYZERRIFMEDFE &Bi’bt&%‘iﬁmﬁﬁénu\ébﬁ'ﬁé\ki Foxoizin
&;wm.'

EHEAS BT EE L RS EEAKYED, BHRRO A TERFNRFIEETY
T ERTEAHETHE, LFEFR OB ZAZHEREI L LTAT A F7 A4 121
STHRRZITY. LhL, Z0X) 2851, LFEEKREPATA KT THEE
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Q-10

RROH CAMEHRASEL R LN TE BREREA TV DI LABV. TOB
Alci, EREERTIRAFEENORA L EENA L LT, SRERDCRERE
B BENA L LT, (RRERROEMENFASERBRY A K512 BT, %
BEERAA KT42] L)) K> THRREST S,

BREERTH-TH, bt NARTENENRSEAHERSNTVERLIE, 8
HOE R EERE L L TR ERORA R AT A RTA V- TIHHMETE 2 2L %
MERLIEV. Z0LE, SREERCA—SEONANZ THRDRV O,

FERARCED bV TV ARENTH 32 b, AREKRICEA—EEORHN
R Th, BABABEERNE L LAY A T4 Vo TRETE 5.

SEREFESIZ2-OOGEBOHA (FlZiX, 10 mg RV 20 mg ) H5HE

R FOEEOSA (10 mg fXI 20 mg §) ([COWTEMFHREERRE REY

Q-11

NIZ, il ORFIZEREY A FT A VICELTRREIT) 8T, ARFHET D
Z L IXTTRED> '

WMEETHD. FRIL LTEROBEEOHSA (fl 20mg §) KOV TEEERR
PEERH L LT, BEEERRIA FI4 Vo TRREERL, OMK &R
AL LCs OmAl (5] 10mg 88) 2 EEEVHA FTA VICELTRRT DI L
T, MUK EFESEET LA TES. BL, EEEVTA FTA VBT TIT
BRI 5 EHERANY, SRERR L ENFNIRASTHS - LARSLRTIE
TRBIRV.

B REHER A — ) —I 20 me WEI B 5 BBAICIE, HRERRA—H—2 10 mg
B % BIET P, AHAFTA L EBATE B0
ShiE, FIGEMORSICAS DT, [FFI R 5 HE DB O 0 EWFEE

FISHERBRT A FTA ] IZHED.

Q-12

Q13
(4

S LEIER RS Ve K OBl TREATORBRAEE L AVERRICON
TREFEFETDHEE, XL, SERERZEHZRRTIHE, £ MRRORD L
LB E T 50T H L

I REEROENFNREERBY A F7 A VICHT 2 RBITER (Q&A)) O
Q15 THBEEY, b FMRRORDY ICEHYRREER TS Z LIXTERW.

KA omy FIIERTAL RI4 v ORBIZEEND D

KS4omy7iE, A4 K4 TRTEHRBR CIEHEBEFMT 5 2 &85 T
XADT, KHA RIS voOtHes. ABERTIIORESNTVDIHER,
VSR Uiz b & CHEHBERETHZ L TRV, RSN, TEICERT 56,
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Q-14

1 e T DSRBRIUKIAS 15 LA 85 %Ll E¥EH L EEA E Rz d (RRE
3E B D AEMSRSEERR YA FT 4 Q&A O Q44 &5 R).

EOERNATHBE, BIRSVLEBROF~ZE L THEREHRERET D

2B EhARVESERIT, Kﬁ4b74/;ﬁotfﬁﬁ% LY EMEFRRE

Q-15

a)

(Fz
Q-16
4
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Q-18

MR EMET 5 LB TE DD

EHA BT A ANCRTEHRBROERNRY LU TE AT, VA KT
eV, ERHBBRIC K 0 AR RSERE L TH XV, AL KT VT TE
HERBA RS TROHPERTE RVEEAICHE, [REEERTA KTV OFENF
SR IR ERABRICE S . | :

on TE L, A KT VI TEMENREEETET 2 LB TED
A, . / '

BSHEME AT AN T EART, BENKOBHERET 2T R TOR
BREMET 15 2PN 85 %Ll BT BEIL, AH A NS4 vitiEo TEMFER

AEMRB AT TH LV, B S EARICOVTOREIEERYOER, LFEED

BE DK LoV T, Appendix C ZBRRIL7CV.

&)

BEMERAOEEEALPICLTH BV,

AR & 1 ,Lﬁ%ﬂfiﬁb%&wﬁﬁtwﬁ%&émiﬂﬁﬁ%ﬁﬁ#
Blebic, EELTHINEE B LRAIL EEEN5. 2B, BHOBELEA

EBRBEHERAIC I E ER .

BREERA—H—N [BREERTA BT o TERFHREERRE
75 B4, b MRRICRT HEERHIL B KR O, SRBGF 2O, |
MEEFIBVCIIERMBZO AL FT ATV T 1 OBLBHEL Shdic
H, HK, ﬂﬁ@ﬂi@&@wﬁﬁ@@ﬂkté.%%ﬁﬁ?mﬁw.

S ENBEBUAOBEEALA T4 V- TITIHEITHE, & PRROELE
BANTEERFE 5. '

4

IR DRI ST, KE &, Tk, WE, RHEESE LIRS
&W*tﬁ%#t&ofwéﬁ;M&%ﬁﬁﬁbﬁ%nﬁ,k%é,%%®ﬁﬂﬁm
ARETA2WD.

2 < OIRBAEEAITIT, %ﬁ@%%zﬁotiiﬁﬁ@ﬁk”ﬁ%%@?é &
NPRENDZ0T, WHOKE S, BK, HESTORBOWHCENBIEEICHE
ZRIEL, %w#%,ﬁ%wﬁmﬁﬁ’wﬁ%&i¢ B OMLENBENREIT



in vitro lEHRBRTII S FMET 3 2 E R TE RV, KEX, BIR, HE, Kl
et DIEPIMEIZ O W T ORELBLETHD.

Q19 HAEERFORBMEICOVWT, UAIORE S, Bk, LE, KHB#EIEL<
BALRV] LITEOHEEZ ST O
A4) Rk TH B L.
KX X EFIOBE, HOBERDEN 2% UANTH S Z &. BERURORBHRITF &2
FE LD T EAROEEIE, b 7’12/1/03?(% I OBV ARV
L IAHBRRICE W TRIFIOREIRRZBET S & &, AR LICRET SRT,
MR T ZRF, FOPREETIRTOEEPRBETHDHZ &.
R - SRR OBASE U TH D Z E ROEHEDOELMETHET 5.

Q20 [BEBEVHA RFIA V] OESIKESLATVS TFARIRRA—] iXEDL5

REEE A RS O b
W) TETEE—) &R HHEE, AREEE, AREE—REERBREHSTET
b BHEEEE LTS |

(RS EEOALE L ER SN HRER) |

Q21 E3IOEW (QRFREROINEY) MRITHICRILZT).

(A EMSEERERSATRER TRED 2 U T OEYY, RO, BEEAGRER
BRI E L TR b TV AENE, BREBEROROER L L.

*21 CFR 320.22 ()

Q22 —ODEMAT, 2-o0RABMTERALTVNIHE, Ebbh—FTKEEZR
HBOD, FhEbMFIERSEI0n.

A Bl ITRAR LB O L S, B BCS CERNERBRIITE 2881,
CZNFROEIMEY. L, FXTRERCEBAO XD, —oOFRMmAE 2
ORESBHICIEEL TV AEAIE, FREFNOREZEFME L ERICIESSEDD
LARTERVDOT, HESNEETIBSSROEMEFOEIHES .

BT, huERraLFUTURREA, REFO 2 oOBMIZER LSS, I’

L RvERa VTS0l ORSBIEEHTE OB BRER & LTERTYT
ZAEETER. LEN-T, BEOHAENDZVREFOEIHES. —F, =
—F o L TEFNCRWT, flxiFe FeFx oo —RERNEORBER LT
ANVBBOaA—F 4 TRICHER LI2EAE, ThOOREEZFETEHOTINE
NOEIZHED . '

Q23  FNHOEBANEZ LIt & ThoTh, TOLFEEKEPFEHARD AT

7



Q-24

EMEEEE R RTI N TEBAHMED & 12T, BHRROAL TEYFINREE
RT I L IXTTHED . '
EEETATREREMO > b, LE, B, BEEE St iarfr7ry,
FNyERaVFYTy, EREre—R, D—wr= b= OWTIREBEANE X
REEETHD. BERRSTEEZRAOSERIL, TOEREL T 5. BREAEY
BANEXRFHEL, OFEREOKEZRET D. TORLFEEKREFELRRO
HTEMERRSEM Y TT I LA TEBHAO & 10, BERBROL TEYFRIR
SEPERRT I EIFRETH B, FOMOBS EANEZDHEITIE, EORIPER
LB REER L2V &, RO, TEOBESREICEER S XN L E,
Bl 2 ITERERP n vitro B2 ¥ ORBRUTFAFER ORI L > THER L TR
KRERHB. o

HFEARNTa—TF 4 A, =T 4 TRAOWTREEZTLL IO
. Fh, BTEAROBHRRIEKC N Ty, RIVURETLABLREERE AN
NARBRIEZEALTD Jvbh

MEOEEORERD T EANICTESNIHMAIERONDZHEITE, Fa—T
4 v TEAIEE LTIV, L, a—F LR LS TEARNL, I—F 4
FEENE LTHRD (W7 EAVBYDOERICOVTE, Q25 28BT5IL). .

it,@&%ﬁﬁtLﬁ%%%%?%6%#K%6#25#@%%@t@@%%@
HY, FORBELIIETA R4V TRESNEHRREMFICRLONDG. M) TV,

P B S IREERE B AN D RRIEIIERA LRV,

Q-25
(A

FEH T EANDBRORSOERILOVTH, YOI EZLL IO
BTN DBOESOEEN, EFATEXE, I—T 4 VI BOEREOERICL
W%, ¥, FE, B TELORICE T FUUSNOER, FlE, skt
S5Fy, AE—F, HPMC, FAFVREBERSND LR T&. €7 F
VHTEANDIEE S FLHTRA~NDEER, "ATT_A TV T 4 ~EEE
RIETAREMEIIBETE 2. BETBAHAIIE, FETF I 7BV OREZE
BLELET, TRBEEEETA K4 KD, BERT (W) ‘REBERSR

BT L) AN RAETHB I L ATRL TR I L BEELW. 2L, EY

&%%Tt}ﬁ%mﬁmfﬁmﬁ%%%ELT%ﬂ4TTNJ§EU4?4K%@‘
FRIFERVI EMRENTVBEERE, AL FTA VTRTEBEHRRICES T
AR REERERT A Z N TE S, 2B, BE, KETHIONA KT A I
S THTENBROEELED TV HBANCRBNTIE, BETRIORTA KT 0%
HEB (pH6.8 1o 1L E B ASRF ORERRE 2 4 AV 5) TEMEN
R BRIIZENTED.
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Q-30

—74/7ﬂ§%%=—74/&%ﬁ«*ﬁféﬁu,Rﬁ%@ﬁ@%@tm
EKHEL 25, a—F 4 v TRBOBECI TEICE NRERBLED.
UETHS. BHRRTEDFHRSHZHE TE 25X, RC XD 2R
BHIREE T 2BETHD. I—T 4 VMR —T 4 v T RBIROER
VIS HZEE) O RS D HIT iof,E%#%mW%&mﬁzka%&m.

£ 2 DT (VAR kwg,mﬁﬁn—rxfﬁﬂk%mféz~74/aﬁa
%KEL#ﬁénéTEﬁ@bﬂbLﬁéﬂmmﬁw

pH k= —F 4 > 78 (BlxiE, ABARUEA FS¥y FE), =Frienrn
— 2R DX ITIHERBEERY v —ThHo THKBREDORERZHMT 5 LIZ &
ST, KICBEMDERED Z LIITRETH S, Eiz, KD —T 4V 7HNCHE
BRI ZTMT 52 I Lo THABHILTHZ L BFAHRETHS. LS
T, a—F 4 v TER OB L ERHFFEROER T IRREFETE 2V,

TANABOERERRRBVWTIE, AEAOCEERRHEEREELEXRVEEL
BRBEDT, KFA KA DrEe Lz THEXNDTIEARND,
CHERIOTER, BHEEICEEE 5LV IRV, TR, KIS,
Bt TORMOMEERT bORD Y, TNLORME EORICE>TT A /1A
E@ﬁg%%iézkﬁféé.Ltﬁof,¢ﬁ4ﬁi4y@ﬁ%&m5.

REEIORINLT L, ERCTRTHALENRRRS L ¥, PhbrEilr
S EEOREZFHETIIT I VO
R %kTént%ﬁLﬁon+ﬁf6

a—T4TR 0321“%%W&@ﬁﬁfﬁ&lﬂ@‘é?ﬁﬁgﬂ)gi%gfﬁl LCERET
DIRYLITAR 2>,
a—7 4 /7@&07@**@&&73”’? i, FRENBAL AT RATEY T AE

R B ATRMAHE. I—F 1 v UTB L NEESEEL RV CHET SHAITI,

a—7 4 v BOEEOEERIIRA IDREEZEEC LTHER SIS, Z0BE,
=5 4 U IBOEENNEOERICHE L TNE WK & REWRF, FIZIET 4

(WAJ~F%&74WA3—F%ﬂTi HAOREBICTILTRILERE A A—E b

Piite, BEOI—F AV BROESOERERIIREL 25, £, HRBOEE
P E VEREE & BEEE IR 5 &, RA—0RLFEEZNEZESICET &, Al TR
BEBICHTAEERMNNESHBEND LW RAEERL. T, BHABICE
BB ORI, B0 L ISR £ TR AR O SRR T .
BEZBWTI—F AV ITBRAA AT AT T 4 KEEBERITLEE L OF

B LTRY, FROLIRREBRFEDIT, 3—T 4 7B ENZE 2ok



Q-31

Q-32

bT%ﬁ%@%ﬁ%ﬁi:&&bt

P ORREERICE L THETE AV L RE S W IBRARIETO,N. HET
BLEnEZFERLTIELL. ,

FARICE LCEFE TRV & 1T, BAORAAERRO & 5 Iciitr, E
M RAOEFREHETE RN IRV, Z0X 5 2BE, EEMEOMRER
5 HVILIREL & B LCEHET 3. BERIOMNEORER, BEE, BEThZh%S,
Wo, Do, WE?&@%:}%B%S W D& L7z & &, TR ORERELS/SoiE, (WD)

AWoD)ATET - LR TE 5. WEBOEEMOE Sholc T 2EEHDOEEh D

HRMEOWholE, HEROLEFTIROEERE, BELZThThw, dokUw, dTERT
L& (W) Awoldo)+ ((W/D) ((Wo/D)2BTRTZENRTESD. ZIT, HNE, %
BE L LEEPHERANCHD L ELENBROINODEEOELEZR/ATED
DT, WEBBOEFERIROMEMIE Sh/hold, NEOBEIMEREHY OERE (74
WAE%%‘/‘&:W;ZEE) OEEEZTL, (wiwo) X(WoW)2BTEHET B Z &2 L%Z)

&%@%%I&Tﬁ%ﬂ,f&kﬁ%%%%tﬂé#f%@#&é#,_nB
T A NVLBUIHERBOER L LTHR D LERSH B

TANABXIIERBOLEEL LTRILERHD. 258, MERS & LTER
TEBRDITOVWTIE, HERSDOERE)] L LTHVRI LN TED.

CEHERR, BHEBORSE, EMENREERER)

Q-33

Q-34

BEBHR OB RA OB AL, TRBERRTA KT V) TIRHEHESHO
EEE (AR 15 %) BSHECAVLDDIHL, KA KT A ¥ TREHED
DR GFES 10 %) SUECAV LD ORZES. £z, BHEBORSHE
DHFEBNT, 125X ORER BT BB,

(RRERBSA KTA>) T, BHEDOELMEIRSE 07— i, &
WEWRSHEOHEICBVTE MRABREREHHT2b0L LTAVERTNS. —
5, BHA T4 VBN TIE, BONASEROMHETIE, FHEHOR%EIC
Lo THMEMICRS L BT, TOKD REERENA KT V] LY bHEE
wEEEL L, ¥z, Ebo&| ﬁf&%ﬁ%“*f% Liek Y, MEEROHS
TRES—ECRILNB LI LE, -

* N R CIBEIERE O FE B HETIENE, REERFOBHE TR
FPRAELEWAT 5.

(55 5 EYRHEE O REMEOHERELE] ([ZBWT, EUERAI O HER 85 %,

RO B0 %ITHE LI\ & &, 22 () TV H ORI 8%, 6 %, @+ D
HUER DRSNS 12 %, 9 % & 725> TV BEEILTA. ‘
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Q-35
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Q-36

Q-37

Q38

(A)

Q-39

A

$wﬁm+@4ﬁmm 100 %¥EH T 2 BA OHET, (FHBHE:10%, BEx D
WHIER . 15 %) BEUED, BK 85 %, 50 % LAAEH LW & (RE L THhAEIEIZ X
DRI IRD T

A KHEDBE I, IS OB B AR OBANCRE S N HEOBEHR
BREHFTH XV,

AKIEZ BN TH, M OESEHEMICIE L A PEB LN EEZ BNE DT,
BRI OEEERIF L DI HBTEEEEZRBORREFOHRTTEDLELTWD. L

T Mo T, EAERE OBIR b IEEEA ORE K CRBR T EICEERRPRE I LT,

BIBAITIE, YHRBREGETHEHABREZIToTbInE L.

FEROEMRENFED pH T“@ﬁ*ﬁ‘ﬁb:ﬂ_&b\ Mi Z 0 pH ITBIT BEBEHIERE D
LB IEERTH DL EXONDIDT, BMEEZRTILIZX > TEERREZEEL
2 TRV -

E£WQMFa§ﬁ®@m¢@ki%?b%éﬁb&w ZORY, BHEHO
REHEZHETIHEIT i,Frﬁfﬁﬁﬂﬁﬁuﬁwpﬂk&o&%%ﬂ@f&?
REEETILERDD.

FUHMEE NRABROEMAFRETE ZEAITIT, AVA RIA o
SPOREEOHERTLTIC, EREERTA KA V) K- TRREITH =

LTIV

s Lga, REL, BREERIA T4V KBS, b MRBR
b BRI, OB R O RA TRBERE ORROIDIC, RAHERH TR
B B 0D 7 L S AR LB LTV B T b A TR B b, MR A 6
THBEZLLENNETHB. '

TSR RS b AEMFMICRE L R ENRIS BT, REERRT
A4 RSAL LI TRBREITH] &bD. ZDLE, KFA KTV TEMLULEH
RBOF—F %, [BREEERIA KFA V] TOBRERRT—F L LTHI0A.

EZLX RV

BEHERAT, pH 6.0 128V T [EREESAA KT Y] TEAVLATHA
VS A R EE ISV BRI 3 0 X TR T .

EHA KTA BT, BONAFEEOMEATH, BHEBORSMEC
Lo THEWEIICRAS L 2T, IBEHENA OB HETRRRIEOA 4 RE K
TBHILNRHBOT, [REERRAA R4 V] BT DIHEHERAICET 28 H
RS OR T, EVFENEREE RATRBTADBHE. TIT, A AVREFE
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)

Q-40

(a)

Q41

WRBRIRE BV S RMEZIMAT. .
in vivo-in vitro fBEIME (IVIVC) 2SEERR Sh7-BHRRIENRD 5% , FaH
HBOLLBHITE DREOHRTIT>Th XD,
IVIVC T, 14&E0BEHRRERLE invivo L OEBEELMRON gb\tﬁb\ *

D& B AEBENEREET YT SN —7 0BT 5 EMFHIRISEIEILRIE

SNRNI LITRE. KTA KT TEDDEHAR THEHED O RIS & HERS
DMERDHD.

VEHSEEN R T ATEIHRBRAMY (BEERROFA R X5 &
72 s TUWNBAR, A—H— BB OBEL RS LTWVBDT, #AEDERVWRIRIE
PEAELTWS. REBREO pHIREIHES & LT, RER, FEEERAOBRIE
BT&EAHELTIELW.

EHA RS A4 NCBNTIE, BoNEAFEREOHE TR, BHBEDHORSHER

S koT, AMEHIcRELSRTOT, Bx O —X TEEORREIE L HEEES

Q-42

BATHZ LIITER.

RY Y b 80 RSN R & VI, %ﬁ?"’fi%;’;uu@f“ﬁjﬁ’% THWS

T REEEAICIES NUSD B D EFNT b Lv .

Q-43

Q-44
(4)

Q-45

ey

Q40 ThikE XSz, FBlE LTRREHFEE XS ixT& 2. HPLC 2

CEFATHIEOMERIITETHS.

R RAEED 50 EEETIE, BEINSE—h—OEMICAE LD, RENSHRET S
SLREIED, BHAKEQELOBANDD. ORI RHAOHE, EHE
@@Eﬁﬁﬁﬁ#f%&WT%ﬁbhé.@ﬂgiofﬁ7me%Kmefﬁﬁ
%ﬁﬁﬁﬁaw%é%%éwfi&wm

SR DR RO L TAEYZRIC RIS L HEST B 2D DO%&MFIE, 50 rpm THRERE
Tolz b & HBEHEOEN 10 %(Dﬁu@ WwhHBHEETHS. 75 rpm % 100 rpm T
BB (T o7 & X OEREBORMEROHEEL, BED L ZAKETHZ LIXEEET
55, FOEDIEHRBROERKEERETS I LIFBH LR,

HFENLDOBEHBERTIE, Yo —2FEALTDH v
BHRBICBWTH 7R ARRRIROREICZEET 2B, FALTHEW.

£ A ERA LBl T A, £, 2 BiC X oRWHERE (HIEEL) &

0BT L AMEFE (HEE2) LT, HEBRNIRERD LEITIREITION.
RN 11, 40%, 60%, 85% (IR LARKMERIA TIX 30, 50 80%) &\ - 7 ¥NiiHh
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e’

‘Q'46

A

Q-47
ey

Q-48

-y

BOBERRA  NTHEMTZAAARH B, K, HAOHBEHEEOCREIZL -
Tix, ZThLOBED 1 EATHERRAL LTI DI ERIFICRITEE
RENRb-oT. ZOXIREEHD DI, R2BEHROBERAbLAREE L

I 2 IR A B BB OEFHETE RN HD. L, 2 BEKOE
Behs SR T DR b B Bl 2 IS T AR HE R OB HEROZER DR E T
LGB R T L, 2 OERKEL 2 ) AEERERTRE. KA KTA
VT, @ioﬁkﬁ%ﬁiéﬁﬁa,m&ﬁﬁéﬁmLaW¢£z%ﬁm?5;
iz,

TOESHREMEEMZ TS, HEE2 T, BHEROAZ—IXoTE, BER
fm“/(/l\'cttlx#?:rzb;h Lb\ékiﬂ&%?‘ib\;k#b B5. TokHDiZ, HEE
1 b L.

2 ODHEFECE THERENRRD Z LB3H A, BHAROEx OHE
ﬁtéﬂmﬁ&%gmbfﬁﬁbixﬁw.

ERESR OB HE O Adb b, BBREANCT JREFMBRA SN IHEIC
LA ERE 7 SR THEL TH 0D, -

R N L 25 0T, EBENAICT SRS RNE EIT ﬂ,?ﬁ%@?ﬁ
ELTiRRELR.

S FHEBOMEFEIC OV TRLUTUELY.
A Q&A ® Appendix B & # Sz,

BERLAETRRETD L&, [BRERLENTIE T A —F O TR BT
LTV BBEICIRS ] & 55, BHMEYrRT I LR ENL ) CHRTIOM.

EIES ORI OB, BEELORFERABIKEFET D LBHD. £
BT, BT ORI A SRR ERENC A 2 559 T 2 s i U 2 B TRER
FBUEND D, PlLIEEEO/NSVEE R AV TREE L ENIE AT A—F &0
BEARE L, BEE—AUC BBMEALESZ LE2FT, BEENEboTHR
EEY ) OEMEIEAS A —FRRETHB I LEFTT, R K> THEEETE
B 5ORLE LV, RUEBTIOL S RFETHERTE RN L &I, ENFEH
RS DEYIE S A —F 2 BEETHEL, TOEZRAVTEDFEHRSLOH
ERToTHIV. ZDEEIE, b UBHMENRY Lo TV & ENEHREE
BRTZEAEBECRD LV RS H D Z L ERTCBEV TR LESHD.
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W DERE , ,
% Uy , REREE
BYRS A 40 mg (10.00%)"" 40 mg (10.00%)
BREEH TAEA 40 mg (10.00%) 35 mg (8.75%)
TEEH K e =-pe” e} VK30 20 mg ( 5.000%) 23 mg (5.750%)
TBIRFA AF7T U Mg 4 mg (1.000%) 4 mg (1.000%)
: izl FL¥E "100 mg (25.00%) 97 mg (24.25%)
) R T—A 196 mg (49.00%) 201 mg (50.25%)
BRIOWEE ' 400 mg 400 mg
*1)  {FIRREE OB ERICHT 2 ERSOEE%.
EHROEDHE
FAnEI OGS B #) & S EHERDE P
BB TAEA -125% (B
FEAKN Kt =-wt" n)} v K30 0.75 % ©
Al U —0.75%
e TERBNE A 1.25% -
BIHITER LS D EHROEDEREDT 2.00% ®)
EE LIS OEREDEDEREDT 4.00% - ®
(1.25 +0.75 + 2.00)
) B EEORERKE VKL TBEF O C A¥ETHY, ORI BRFIOLY
EEKEICTHS.
(2) Zavbha—T 4T
WHDOERE
OWEE |
‘ RN b
BDRS A 40 mg (10.00%) " . 40 mg (9.52%)
BALEA| TASA 40 mg (10.00%) © 45 mg (10.71%)
fEaH KT =-we ) b VK30 20 mg ( 5.000%) 23 mg (5.476%)
B IRA ‘ATT ) UEMg 4 mg (1.000%) 4 mg (0.952%)
il e 100 mg (25.00%) 108 mg (25.71%)
EEELT—A 196 mg (49.00%) 200 mg (47.62%)
HEOREE 400 mg 420 mg

Appendix A AFEREDOREDFES]

M EEORECEE, UTOHERICRT LS, F4 FF4 v BERLTNS AN
BOELL T OESE LV 17847V, KEIZ, HBEEATS.

Al BOBEREROLSERE

(1) =z

*1)  EUNIIAEOBE R T 2 EHS OREYR.

14



©7 4 NVLE

% Uy R
ARES 7.5 mg (75.00%)? 8.0 mg (74.07%)?
B4 2.5 mg (25.00%)"? 2.8 mg (25.93%)"
TAWVLBOREERE 10.0 mg . 10.8 mg
S APE L ‘ 2.51 cm® 2.56 cm?
BAIRERHD D ,
TANVABOEE 3.98 mg/cm® 4.22mg/cm? (106.03%) "2

*9) JEMMPIITT 4 M ABOBERIIR T BERDOERY.
*3)  FEIMPSITEAERA S I A RBREA o,

SEROERVEELOHE

onEZ _
~ RIFI O B Y & RS , EHEOE TR HE
) BREX  TARA . 0.71% ®)
fEAH KUt =-pe ) by K30 0.476% (B)
BIRK RAFTYEECa —0.048% B)
WA W o om%
e REREMNO—A —1.38%
RHHTER L RS OEEROECKERENT  2.09% (B)
P CRE L A DA EEDEDSHEDT 3.33% ®
(0.71 + 0.48 + 0.05 + 2.09) /
©7 4 LB .
I5%an ’ EERDE IKHE
A B4y —0.93%
BAED o 0.93%
m) 7 4 VLB TEE LIRS OEEROEDHIENT  1.86% . ®
LEE K

BUREEHEZVOTANVLIBOEEOEER  6.03% (B)

FRTOEFEOKIEZB THEDT, ZOFICKITIHEADLFERKEIB THS.

15



(3) hEIREE

MFDER
OMix
BHRS A
fEaAl e ==pe ey K30
TBIRA AT T ) EECa
w1l L
. ERtro—X
cNyERaLFUoTy
AEDOREE

LU
10 mg (8.33%)" -
3.6 mg (3.00%)
0.4 mg (0.333%)
86 mg (71.67%)
12 mg (10.00%)

8 mg (6.67%)
120 mg

*1)  FEINIEPE O RERICHT 5 AR OEE.

Q7 4 /VLE

ARRSY
B4
CR%

T ANVLBOREER

PR DR ETE

B REEHZY O

T4NVLEBDEE

*9) FEIMPNILT 4 L ABORERICHT 2ERSOHEY%.
C %) FEIPRENTICR T A RBRUA Ok

OMERIE

DAY
B>
FRko>

4.36 mg (7.03%)"?

ERBOKREER

N O RETR

B REEHO O
FEREOEERE

*9)  $EIPILIERE ORERICR 3 2 EMA OHE.
*3)  FEIPUTEEIEN T IC R B RBEAI O,

% Uy

1.17 mg (13.30%)?
1.63 mg (18.52%)™
6 mg (68.18%)"?
88mg

1.495 cm®

5.89mg/cm?

%y
7.64 mg (12.32%)"?
4.4 mg (7.59%) "2
50 mg (80.65%)"®
62 mg

" 1.495 cm®

41.5mg/cm?

16

BRI

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

HEREH

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

1.495 cm®

5.95mg/em? (101.02%)"

AEREA
7.6 mg (13.10%)"?

46 mg (79.31%)"
58 mg
1.495 cm?

38.8mg/em® (93.49%)



EEROERUVEELOHE
- onE

- EROEIOfE R B A & iy EHERDE Tk Y
“REEH - R e =t el by K30 —0.17% (B)
BIRA 25T Y BiCa 0.167% (B)
[RAZH SLBE —3.34%
‘EEELT—X 1.67%

_____ cNYER YT T 1.66% R
BRI CEE LIS DS R EOEDKEREDNT 6.67% ©
N CEE LERA DA BEEOEDHRIEDT 0% ©
(0.17+0.17 + 6.67))

@7 4/NVLE _

EX5 ‘ EHEDE Ik

ARGy ' 0.18%
B &5y —-0.21%
_CHES e 0.02% .
7 4 VABTERE LR OEHROEDERENT  0.41% (B)
EER K UE
BURERHV DT A NVLBORBEOEEE  1.02% (®)
OfERE
B4y : ‘ EHEBDE K #E
D % 0.78% :
E &% 0.56%
BB : S —1.34% o

HERBTEE LERYOSHROEDHTEO 2.68% (B)

_ EEE K

W REEH T OBKBOEEDERR —6.51% B)

4 BT RS VE TRIEAL RO (A CEE LRSS EEOEOR
SHEDFI) O CAETHY, ORI} HHADRFTERKELC ThB.
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A2 : EEEVORABEFBRAOCLTER

(1) =& :
N DER
TERERLH BRERBA

BEoRS A 40 mg (13.33%)"" 80 mg (17.02%)
BREEH TAEN 40 mg (13.33%) 60 mg (12.77%)
EEH # e =-wt s b VK30 20 mg ( 6.667%) 30 mg ( 6.383%)
VEIRA AT T Y VEMg 4 mg (1.333%) - 6mg (1.277%)
JRIIE L 100 mg (33.33%) 135 mg (28.72%)

e R A= 96 mg (32.00%) 159 mg (33.83%)

HAOREE 300 mg . 470 mg
1) ELAITRA ORE BRI T A ERS OHELL.

EHROEDEHE
EIE o4 B R & R EERDE TR HE
R TASA —0:56% ® -
EAK KV =-me el by K30 —0.284% ®
BIRF ATFT U EEMg —0.056% B)
R R —4.61%
_____ R =R _ 1.83% .
RIGHTEE LIty DEH RO EDHEREDT 6.44% ©

EE LIRS DERERDEDEIHEDT 7.34% © -
(0.56 + 0.28 + 0.06 + 6.44) ,

B EEORENKE VAR, RER RO TEE LS OEFEROEDIERED
il o CKAETHY, :w{ﬁjc:iap‘éi%ﬁlm&jizﬁﬁmiéu CTHhHb.

(2) 74 Nbha—F 4T EE

W DR . !
ON# »
e BRI

BoRS  A 40 mg (13.33%)"" 80 mg (17.02%)
AREEH Thdh " 40 mg (13.33%) 60 mg (12.77%)
FEEH )t =-mt s) VK30 20 mg (6.667%) 30 mg (6.383%)
BRA 27TV Mg 4 mg (1.333%) 6 mg (1.277%)
gl FLpE 100 mg (33.33%) 135 mg (28.72%)

ERELT—A

PIORKE
*1) {EMAIIABEORERICH T3 ER S OHEL.

96 mg (32.00%)
300 mg

18

159 mg (33.83%)
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©7T 4 IVLE

TEHERIA) ARERRLAI
ARG 7.5 mg (75.00%)"? 8.5 mg (73.91%)"
BRLSY 2.5 mg (25.00%)"? " 3.0 mg (26.09%)"
T4 IVLBOBREERE 10.0 mg 11.5 mg
PIKE DT R 2.12em® 2.76 cm’
RO BEMNREEH Y
DT 4NLBOEE 472 mg/em? 4.17mg/cm® (88.35%)"

*2) FEIPUET 4 L ABORE RIS 5B OEEL.
*3)  EIPUSIE AN 5 RBRRAI O L.

EEEOERUEEROHE

©larA
SO B A & RS EHERDE A
BERl  TASA —0.56% ' ®)
EEAE Ky vk n) by K30 —0.284% B
BIRA 2FT7 VY B Mg —0.056% - (B)
izyic7:3 I - " —4.61%
R E—A 1.83% .
BEAICEE LA OERROEDEREDT  6.44% ©)-
NETEE LERYDEAROEOEEDT  7.34% ©)
(0.56 +0.28 + 0.06 + 6.44) ' ’
@74NAE , o .
D ; X e
A RS —1.09%
B . 1.09% B
T ANVABTERE LERSOEEROEDHRIEDTM 2.18% ®B)
_ EER K
BMEEEHY 07 A VABOEENEER —11.65% ©

BELEEOREOKREVKEEZ TREA], [N TEE LI-Ro DEHROEDERE
OF1) RO [BEIREEHZY 07 A VLABOERNERRE] @ CKETHY, Z opliz
BT ARFIDONFERKESTC THD. ‘
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(3) HEfRsE
NFDEE
©lars4

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

BT A
BREEA TASA
FEEHI K Ve =" e b VK30
BRA  RATT U Mg
g3 SLE 100 mg (33.33%)
mEE LT —2R 96 mg (32.00%)

NEZOKREE 300 mg

*1) IEIMPIPEORE BRI T 2 &R OEER.

©7 4 VLB
TEERIH
ARRSY 7.5 mg (75.00%)?
BEXSY . 2.5mg(25.00%)7
TANVABOREE "~ 10.0mg
A DR ER 2.12 cm?
PEEOENREREHY
DTANVLBOEE 4,72 mg/em®

*9) {EUNILT 4 VAR OBERICHT AERSOERIL.
*3)  FEIPUTE AN T A RBRMA O L.

OFERE
RS

CHS 11.5 mg (12.37%)"?
19)5 %y ‘ 6.5 mg (6.99%)">
ERR5Y 75.0 mg (80.65%)">

BERBOWREE 93.0 mg -

W DOREFR 2.12 cm?

PR D BN RER DY

DERBHOEE 43.9mg/cm*

*9) EAMPULIERB ORE RIS EMS OB EL.
*3) EINPYHE LA T A RBBMA Ot ‘

20

BB
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

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

4.17mg/cm® (88.35%)"

ARG
13.0 mg (11.71%)"?
8.0 mg (7.21%)?
90.0 mg (81.08%)"?
111.0 mg
2.76 cm?

40.2 mg/em® (91.57%)™



EEEOERUVEEROEHHE

©lar:A
FENEI DGR B #Y & F EEEDE 7K
HREEHl TASA —0.56% B)
A%l KT =—wm" e}y K30 —0.284% ®)
JEIRAI AF T VU B Mg —0.056% ®B)
WAl B —4.61%
_____________ _fESRErECA 1.83%
RIGAITER Lo 0EHEOEDEIHEDT 6.44% ©)

M TER LI-S @a?ﬁq-a)%@%'@“mmu 7.34% ©
(0.56 + 0.28 + 0.06 + 6.44) :

©74 /I/AE .
5% EERDE K
A RS —1.09% -
LBEG. . 1.09% .
T4 VLB TEE LIRS DEFROEDIEEDT 2.18% ® -
. EEE K
B EERH IO T ANVLBORBOERER  —11.65% ©
OWERE . ' . '
%) ' EEEDE K
C B4y | o —0.66%.
D k45 0.22%
E e 0.43%
FERB TEE LIS D a?ﬁ+®h®féxﬂﬁoﬁn 1.31% ‘ B)
EEE 7K
B REEHIZ) ORKBEOEEOCLTER  —843% - ®

B EEOREORE VAN REH, (PCEE LRSS OEHROEDERE
oF) RO TEAREMBE Y 07 A VABOEROEER] O CK¥ETHY, ZOHIC
B B RAI DS LR AL C Th>D.
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Appendix B ¥ H BH#AROFIE

RO S S ERIC L ABERUTOL T LTIT) . HHBREWMELLY, R
Wi I D BHREHE L ) T A MRS H ZEAITIE, FIBICL SRESREROR

AR 51057, K10 %UNOBMBE TEEESAES D L1, PIEOHEE % BT
BDULERDD.

2

1 mEEUE) RERBLAIOME 2 ORFICOVWT, JIRRMEUTOLITLTRDS.

o PERBE LU EHE—REREROSEETIRIEL, T 7R ¥ ORREICHER

FHMTFRALT, TOF%ITMIICHERERo72E, BIEAZER CRAICIELSE
BAED. IBHES%E R DERLE, 75T ENBETLE B, Xik, AHEEICIo '

. TR®5.

3. @kwﬁﬁ_0%LME%%%77%%T%EL@EMEWW%+§L FERIER
Bl L 3 EHEREREED.

4 EEESE), RREFOTHEHBREROLIICLTRED.
¥WF&E%%*&5tb@%ﬁm%&ﬁTé.ﬁﬁm,ﬁmﬁmﬁw%ﬁﬁfﬁ%
LR DHIE R & 1E HERACIA B & It 5. B, REREH O« ORAIICS
w&,Wﬁ&ﬂﬁ&77ﬁ6ﬁ&&é’k*lof,wﬁ%ﬁé@ﬁ%%ﬁbé.%
ta lT BT A EHEHEREEHE L, FHBEHERESD.

6. ﬁ%%ﬁhOmk,TﬂwBﬂl B—2®MFIE1) —3) IZHE>T, $ﬁﬁm@ﬁ
%%bé *@t%-ﬁﬁ%&%%ﬁ%#étb@ﬁﬁtﬂi:%ﬁ%ﬁaﬂbrﬁé
T LREE L.

7. HAFZA ST, T“—%i%%ﬂr‘:ﬁtﬁﬁﬂﬁﬂ@?ﬁﬂ:‘ﬁ—@tﬂ“%ﬁ”éﬁ#ﬁ ta ZIRTET D.
PHEERIZS T 7 bR E D T EILEST, ta ISV B R ERE O TR R &R
DD ‘ '

uTm,%@@ﬁ@ﬁﬁ%ﬁ%ﬁﬁﬁﬁﬁmmw%K%ﬁé%ﬁ&%b&m%ﬁ@%m
fR OB ESERT.

B-1 48 R R AR 0 T R 385 %I EE T BB E OF
s 128 & TS IR 2 206 LE 1R T RRE B LIRET 5.

FE1) F7REROHE
B4 DY HIRICH L, Fm%mM%uﬂﬁ?awﬁmmﬁﬁ ko TEtEsNS.
ta = 1+ (da—d1) x (ta—t1) /(da—d) (1)
T, ot TEHEAa %ICEEET D E AT E R
to : TEHZAda %EB X -EZORIERRE
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di : BRIt DI HR
de : EEftelT BT HEEHER

1 FAOEENFIORHE)OEIE

AIERRE (2)

Lokl 0 5 10 15 20 25 30 35 40 45 525 60 67.5 75 90

) 0o 13 81 178 293 416 516 601 683 752 81.8 841 912 972 100.0

@ 0 08 89 209 318 422 520 591 663 728 813 889 937 96.7 985

® 0o 18 113 237 350 458 557 622 703 773 828 88.1 91.0 941 972

@ - o 16 74 161 264 365 449 555 655 751 829 867 92.3 965 989

® 0 11 71 15.6 255 350 443 526 61.3 693 784 867 942 975 99.1

® 0 05 66 160 260 368 447 541 614 704 775 880 80.5 97.8 100.0

@ 0 14 95 227 351 433 558 638 750 793 833 853 90.2 958 9877

o 05 81 186 310 420 537 621 671 728 784 812 850 865 91.7

® 0 03 66 138 215 304 423 ‘508 654 730 B80.1 849 89.4 93.6 952

0 00 53 105 175 302 356 436 520 59.6 678 809 88.2 94.6 981

o 0 08 63 182 273 425 505 584 703 764 841 899 93.3° 949 965

: 4_@ 0 18 136 275 421 57.8 653 700 724 765 804 826 87.1 873 972
HEMOFHFHE 0 10 82 185 200 403 49.7 577 663 732 799 856 905 944 975

iﬁﬁ%mmﬁmﬂﬁbﬂﬁﬁ%k%wf%ﬁ?émm%7§7#6ﬁﬁk5@?%&
AR '

=1 OBHIOLEICES L, t1=5 4, d1=1.3%, t2=10%, d2=8.1% &Y, tL="77
SLEEEsND. FEE L TRAO~@IH LTS VM EHE LERE, R203F
BOFNR L. ' :

EME2) 5 /BB ARE L EHEEEES
(B2 DRENC ST, AERE» ST SHEMEEE, TNEMENERMETS. K2
K@%@@ﬁ&%tﬁﬁﬁﬁﬁ@%,glﬁwzmﬁmﬁaﬁmﬁoﬁm@ﬁ&%bt.

FIE3) 5 /EEEHE LB ORAOELT — 4 2 FEHEEEHET

D oTH, THBHERHET D OMBMiZ RO LI L TRDE. R2LY, &K
DOBEMNERED > b, BHEBVEALFRLLEMIZQO3.6570T, FHEHFEEE
B4 % ORI OMEMsl Y A0 L Lic, R, BGRIERRES bRbRVERETL
:ﬂmm®@m3%&®f,ﬁ%ﬁ&%%%ﬁ#étb@%%@ﬁ%mha%mﬁ&Lt.
SRR B B o O R ORIERMIE, ERONERRY T T SHH0TE.
B EE L. 0MERNT, AU VT - F—F OWERSLILUCK LT, FHIRHES

 EORHOREIIISTHD.
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@1 {82 ONHIOES i (R 2 SYTBMTRELLEL ORFOE R
100
90
80
70
2 g 60 -
% g‘; 50 it
1 ¥ a0 '_.3,:;::/-:'
30 ——,.’”,l"@-
20 ';.‘.:"
10 £
0 : ,
0 © 30 60 90
B (5) BRI ()
- %2 BEaOEERAFORENTEELEHEORAE -
) Bl |REERE(D) b 10 15 20 25 30 35 40 45 525 60 675 75 90
D |[BEREHE 77| 23 73 123 173 223 27.3 323 373 448 523 598 673 823
BHE 81 17.8 293 416 51.6 601 683 752 818 841 912 972 1000
@ |RERNEHM 76| 24 74 124 174 224 274 324 374 449 524 598 674 824
B 89 209 31.8 422 520 591 663 729 813 889 937 967 985
@ |AENERM 67| 33 83 133 183 233 283 333 383 458 533 608 683 833
= 113 237 350 458 557 622 703 77.3 828 881 910 941 0972
@ |WEREERS 791 21 74 121 171 221 271 321 371 446 521 596 671 821
BHE 74 161 264 365 449 555 655 751 829 867 923 965 989
® |BERERRE 83| 17 67 117 167 217 267 317 367 442 517 592 667 817
B 71 156 255 350 443 526 61.3 693 784 867 942 975 99.1
® |WEREERE 87| 13 63 113 163 21.3 263 313 363 438 513 588 663 81.3
e 6.6 160 260 2368 447 541 614 704 775 880 905 97.8 100.0
@ |WERNEERE 72| 28 78 128 178 228 27.8 328 378 453 528 603 678 828
A | 95 227 351 433 558 638 750 793 833 853 902 958 977
® |BENEHE 50| 20 70 120 170 220 27.0 320 370 445 520 595 670 820
TR 81 186 31.0 420 537 621 671 729 784 812 850 865 917
@ |HEREERN 87| 13 63 11.3 163 213 263 31.3 363 438 513 588 663 81.3
) ’ AHE 6.6 138 215 304 423 50.8 654 730 801 849 894 936 952
) ® |HmEREERE 97| 03 53 103 153 203 253 303 353 428 503 578 653 803
e BHE 53 105 175 302 356 43.6 520 596 67.8 809 882 946 981
@ |HERNERRE 88| 12 62 112 162 212 262 312 362 437 512 587 662 812
HEHE 63 182 273 425 505 584 703 ‘764 841 899 933 949 965
@ . |AEREHM 64| 36 86 136 186 236 286 33.6 386 461 536 611 686 836
BHE 136 275 421 578 653 700 724 765 804 826 871 873 972

TSR Y BT 5 70 O RItsic B 1T B B RIBE R TRD 2B, KU

roTEEEINS.

B = di+ (d2—dl) x (ts—tD) /(12—tD) (2)

ZZT, otl o

t2
dl
d2

BB OO IE B A
B OWERERE
Rt BT AEHR
BRI AT AR
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THVS IR T B T R L NIEEIC L Y A SN B MAIOBEHEE R 3ITT
. Fo, BEMOTELEHEMRE, WEROTEHERER 3ITRT.

%3 THBRHBFHETHOOBMEBIHE

tsi
sl 4 7 12 17 22 27 32 37 445 52 595 67 80
@ |11.4 17.2 28.6 409 51.0 59.6 67.8 748 81.5 84.0 90.9 97.0 99.6
® 127 199 309 41.4 51.2 585 657 72.4 80.9 885 93.4 965 98.2
® [130 205 321 43.0 53.1 605 682 755 80.9 87.2 90.5 93.6 96.5
@ 107 159 26.2 36.3 44.7 553 653 74.9.82.8 86.6 92.2 96.5 986
® |11.0 162 26.1 356 448 53.1 61.8 69.7 78.7 87.0 94.3 97.5 989
® |11.7 17.4 275 37.9 460 55.1 627 71.1 785 88.2 91.2 97.9 99.8
@ [12.7 206 331 42.0 538 625 73.2 78.6 829 851 89.7 952 973
® |12.3 186 31.0 420 537 621 67.1 729 784 81.2 850 865 91.0
© |105 14.9 22.7 320 435 528 665 73.7 80.5 853 89.8 937 951
@ | 9.1 129 21.9 321 383 465 54.6 61.5 708 82.6 89.7 95.0 98.0
@ [13.0 19.7 29.7 43.8 51.8 603 71.3 77.2 84.7 90.3 93.5 95.0 964
@ |14.7 231 37.4 52.8 62.9 685 71.6 75.2 79.6 82.1 86.1 87.3 948
Mean11.0 18.1 28.0 400 49.6 579 66.3 /3.1 80.0 857 90.5 94.3 97.0

@3 MEMEZOTFBHEBR
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R /

80 —
f/
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E}r 60 ru/
H A
20 |5
&
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0 30 60 90
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----- - RENOTSREE o HEROTORLE |

FIE4) BEHEBOLEREES L BEHRERDD

Z OB R ZEERANT, 77%%37%@% j&h, ?“Hjsﬁii7ﬁﬁ%=FaﬁuB+30’\*‘ti85 %
I L2V, BUE SRR E TS 0185 %;Eﬁ"é Li=MoT, HAFKTADE3
BEA, V.4, allfBHL, leéaiiz%%m“ (SRS R TR B A O R Rteild,
FEERIA| DES H R #m%&@%%_éTéﬁé&ﬁﬁ&ﬁ?éhTwé 7 UM% FIE
LTWA2WEEITE, M%me%hﬁ%ﬂm%m s OEHEHER R L THELXL
RV, TR EME LGS, FEHEBUH 0D SEVR Y ER 340 % R U85 %ITIEY B F
F’aﬂ%mﬁ#ﬁﬁmtﬂ%ﬁaﬂ%wmﬁf L35, T OFITH, 40.0%0DEHER L7 D IEERAIO
H%ﬁdﬁ,titi%3]ﬂo\kTéhkwé 55 85% DYAHTE L 72 D IR UERAI ORF R
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te2dH(DICH- TR B, £3 LY, dA=185.0%, d1=280.1%, d2=285.7%, tl =445
4y, t2=52.043, THHDT,

tA = 445+ (85.0—80.0) x ( 52.0—44.5) /( 85.7-—80.0)=51.1

Xy, 85 %AHMRIISLIN LHESND. .
ﬂ@ﬁ%ﬁﬁ?é%émm,%E@H@ﬁﬁ@&%ﬁ%&s%atéﬁﬁ&Taaﬁéa
% Ta/da, 2Ta/d , 3Ta/d , TaRHEMETHD. ERTRDZ2BTaTHHDOT,
- m R EHEHERIET. Ta/d, 2Ta/d, 3 Ta/4lIFhEh12.8, 25,5, 38.3LFHEIND.
FRTNOEEICE T AEERAOFEHEHEEZX (2) ZAVWTRDS.

=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) =55.4 %

=73.1+ (80.0—73.1) x(38.3—37.0) /(44.5—37.0)="74.3%

RELND.
FIES) BRERBUAIO IR AR DIEHEERD B

::fﬁ?—aow%%%%féﬁ,?Ml—s)mﬁof,%ﬁﬂm®¥W%m@ﬁ
%ﬁbé.:n%%aw,m%ﬁ%mwfuﬁw%mﬁfm&#é%@m@,wnﬁami

AOEHEE RS D, REMPERTHAIIE, 128, 25.5, 383RUSLIHOBIHREE

RDB.

B-2 5 e Py iR R 00 YA IR A385 WITEE LRWE& OFl
AR 1 o8 2 AV TR EIE LR 4 R TRREE B LIRET 5.

=4 {82 OIEERHI O S FE (%) DERE

R (53)

0 5 10 15 20 25 30 375 45 60 90 120 240 360
@ 0.0 0.0 1.6 35 124 189 389 465 481 583 650 723 730 752
@ 0.0 0.0 0.0 74 111 194 299 447 520 808 702 742 729 748
©) 0.0 0.0 0.7 60 155 240 319 451 525 603 707 728 736 767
@ 0.0 0o - 11 57 165 245 357 433 484 588 717 744 750 778
® 0.0 0.0 1.3 80 105 209 343 473 524 565 659 738 737 748
® 0.0 0.0 3.0 33 129 223 398 418 478 620 699 707 737 753
@ 0.0 04 13 69 101 248 292 414 470 636 735 735 765 716
0.0 0.2 0.2 55 126 274 287 430 489 587 706 714 720 76.6
©) 0.0 0.0 1.8 68 186 194 329 375 491 616 69.2 7.8 729 780
@ 0.0 0.7 1.0 49 142 202 278 412 549 611 712 725 150  75.1
Q) 0.0 0.0 0.1 76 161 215 384 386 500 587 668 71.0 732 749
@ 0.0 0.4 2.8 54 109 225 334 452 484 612 665 724 730 73.4
ki 76.1

ERIEY 0.0 0.1 1.3 59 135 221 334 430 500 602 693 726 737
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FE1) TIHHOFE

B-1of & FfEID, % (1) 2AVWTERAOELRT /EmERE L. BRERSIR

¥, ZoFITE, T/EBICLIFERXT S THOREMICADTHD.

#5 BERERELBHE

SE (7)) |20 E 20 25 30 375 45 60 90 120 240 360
) B IE AR R () 4 9 14 22 29 44 74 104 224 ' 344
16 |FAHE 124 180 389 465 481 583 650 723 730 752
&) 18 IE R e BRI (4 7 12 17 24 32 47 77 107 227 347
13 |FAHiEE 11.1 194 299 447 520 609 702 742 729 748
©) WIERERRE () 6 11 16 23 31 46 76 106 226 346
14 |FEHEE {55 240 319 451 - 525 603 70.7 728 ~ 736 . 716.]
@ IR E R (D) 6 11 16 23 31 46 76 - 106 226 346
14 |FAHE 165 245 357 433 484 588 717 744 750 77.8
® W IE AR (9) 7 12 17 24 32 47 77 107 227 347
13 |[FAHE 105 209 343 473 524 565 659 738 737 74.8
® WEREER (D) 4 9 14 22 29 - 44 74 104 224 344
16 [FAHE {129 223 398 418 478 620 699 707 737 _ 753
@ THIE RIS B (5) 7 12 17 24 32 47 77 107 227 347
13 AHE 101 248 292 414 470 636 735 735 765 776
WHEAIERR (D) 5 10 15 23 30 45 75 105 ~ 225 345
15 |8 HEE 126 274 - 287 430 489 587 706 714 720 76.6
® FHIERIERE (9Y) 7 12 17 24 32 47 77 107 227 347
13 |RHE 186 194 329 375 491 616 69.2 718 728 780
W IE R E R () 5 10 15 23 30 45 75 105 225 345
15 | HIEE 142 202 278 412 549 611 712~ 725 750 75.
® HIERIERRE (9) 7 12 17 24 32 47 77 107 227 347
13 | B HEE 161 215 384 386 500’ 587 66.8 ~ 71.0 732 749
® B IE R 2 B (5) 6 1 16 23 31 46 76 106 226 346
14 | /B 109 225 334 ‘452 484 612 665 724 730 734

EIE2) 5 UEREHE LEEHREES
B-1& Ak, e OREIZ-SWT, BIERE»L T /BEEEE, ZhEHWERERRH
LU, R5i, BEEOELE L HENERBERLE.

FIE3) T IEEARE LiEx OB OERT — & 56 FHBHELHETD
SRR IR IS5 %ICHE LRV BRI, IEERA ORI RERMOBHEEE
M LT, THEHRE KT ABARRETS. 7/ BRSNS N B, Ey
DRF OVEHRBRIEEIL S VS BEICERE L TRRD I LICRS. Kb 7 IHHBRVEA
PRBEE AR LENDT, —OREORRER Y, 2528 U TRERERML TS,
- OFITIE, BEORBIERIZAAORVON3445 ThH oD T, FEHREFET

B OB RtslastiI8445 L 2 . OBEIC oW TR, WERERRMAT, 12,

17, 5--u2Wf%6@ﬂﬁ%#ok®T,::fﬁ%ﬁ@?ﬁ%%<tb,:h6%'

$ﬁ%&$%%§?étb@%ﬁ@tbt.ﬁ@%ﬁwf,%@ﬁﬁﬁé@#m@ﬂ@%
ﬁ%%%ﬁb,ﬁ%%ﬁ6ﬁ%bt.it,ﬁﬁ%%@¥@%&ﬁ%%ﬂ4ﬁ%bh

27




%6 THBHEFHET S0 ORMtCBHE

tsi
%‘ﬂ 7 12 17 24 32 47 77 107 227 344
® 16.3 30.9 41.8 47.0 51.1 58.9 65.7 72.3 73.0 75.1
® 1.1 19.4 29.9 44.7 52.0 60.9 70.2 74.2 72.9 74.9
® 17.2 25.6 33.7 45.6 53.4 60.7 .708 72.8 73.6 76.6
@ 18.1 26.7 37.0 43.8 49.7 59.3 7.8 74.4 75.0 71.7
® 10.5 20.9 343 45.7 52.4 56.5 65.9 73.8 73.7 74.8
® 18.5 32.8 40.6 43.8 51.6 62.8 70.0 70.8 73.7 75.3
@ 10.1 24.8 29.2 41.4 47.0 63.6 73.5 73.5 76.5 71.6
18.5 218 32.3 43.8 50.9 59.3 70.7 71.4 72.1 76.6
©)] 18.6 19.4 329 375 491 61.6 69.2 71.8 72.9 71.9
16.6 23.2 31.4 43.9 56.4 61.8 71.3 72.5 75.0 75.1
@ 16.1 215 384 38.6 .50.0 58.7 66.8 71.0 73.2 74.9
@ 13.2 . 24.7 35.1 = 45.6 49.6 61.5 66.7 . 724 73.0 73.4
WEROFY 15.4 24.8 34.7 43.5 51.1 60.5 69.4 72.6 73.7 75.8

H4 WEFHOTHBHABR

100

80

60 st ~,A:"--

40 = - /
d
#
L
0 30 60 - 90
B (53)

BHE®

| —— WEMF - g WIE S DT

FIE4) WHEBBOLER S EEHBERDD

fRRAEE BV FIC FS R T Hl T B35 8 O iR Atelld, B TPHBHEO 250
1 2RI, RO, RERBRIERTHD. RICHERIEEOFHEHERIITE.8 %20OT,
ZO2HD 1, 37.9 %&7D. FHUSHENITI % &2 5MMtslZNIRETRD D &,
195 LEHEENS. '

OB AT 2 EA IR, EERHORKETEHEDSS %L 2DMRETa 15
L& Tald, 2Tald, 3Ta/d , TadStlRETH 5. TallRi} HEEHERFIO TR
1164.4 % (75.8x 0.85) Th ¥, NFREIC X Y Tald464 LEtE SN 3. Ta/4, 2 Ta/4, 3Tal4
FERZNI2, 23, 3BLEBEEND. 12HDF—FIIRBITRENTNDHDOT, HEDH230
&w%ﬁwﬁwﬁ&$%Wﬁ&Kiokwét,%n%n,mﬁ%,wﬁ%&%ﬁéné.
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FIE5) RRMFIO LR SICBT DBHELRD S

LR — 5 OPRREET B, FIRL—3) ICfEoT, REMA DT iR
ZRDE. Therblls, 2BERAVTICEREHRTHRT 258101, 195 &£ 3445
PEHRERDS. =751, RRAH OBCBIERREAS445 K VBV & 2103, teliF19
AL L, te2IRBRIEIORMKEIERRE L T5. Tibb, EERAICOVWTE, RIBEL
IVt B A THEHERERDABENDHS. REFEEERT 5T, 12, 23, 35
RUMESDEHEERD B,
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Appendix C &I 7 ENALEIOLTT 25 B 3 E B

BN ESE T AN T ENAIT, BENKIOBEHERRET 5T TORREM
T 16 B 85% A IR BIUANE, RA A 1T A VICHEo TENFHRSERBREAT
S>Th IV, #7EL, 1EFAKAEICHEYTZEOEYN, 250 mL OBEHRBEEKMHOR
BRI ST A A BRI &1 5. ¥, WBOLKFEER, LEM, WE
FNCR DL, FEICONTIL, T4 bha—F 1 v 7 & AR RENER SN S,

O MHEEDKIEE
WHEE QKB FRICTT BE2BARVEAICIEBAYE, BLYRELC
UTOBEITIICKE, CEBAAHEIDAKELTS

= B T VARG AKYE

| AEEOEEIEEE (%)
P . B c
mE  BER. ZEH 1 3
Ay EH (EZFr &) ‘ 5 15
FHEWE (YAER=A, FUEYRE) 2 6
PEREA), REH), BIRA 1 3
HE DA TIMF D EFRDEDIEREDT 5 15
BiIREREHTZY ONBOERDE(LER 10 30

* RBOREHERCELTHETS. BRCMLTHETEAVE ST, REOREZIK
Lmie L, ERAFERI > TRBOLEIRELLRNHDEHZRLTH L.

@ ERShaHEK
‘B ki

#EABIORTRRBREIT Y. WTNORFITRBW T, REBREFIR UHEERAID 30 55 DY
RIS L b IC S5%LLETHY, B, %5 ECRTHELE CELEHIAS LHE
ENFEBAITIY, FE Y EMENCRELL2T. ASLHUESNEIo BRI,
BFREIEROEMFOREMES A N5 A P> TRREIT .

C At |

£ ICTFTENEESHET 5 UANSREEROAYFEHREIEN A K74 Vi TR
BREITD. '

ZOMIZE 4 BERTRBREZTY. WTFROLHICE TS, RREKIR OELEEH 0
|30 SOTHEEHEMN & HIZ 5% LETHY, B0, %5 EORTHUEEE THEHERNR
HLHESNBEICE, AR ERENCRS LT, RELAESLRP -5
BITH, BRERBOEWENRENES A T4 > TRRETY .

D ki ' '

BREESOEMZHREMED A FTA 2> TRRET ).
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