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Q-1 EHA RS A4V TI, HE, BHEDHORSEWZ U TEMFEMICRSE LHET D
SLERTEEDOH. ¥, BEREERICOVWTIZZOHERENRBEA TE LWV
.y KHA RTA OB, RFEEFFEOMATHE. TNbLOMANL, F—0
A—H—F T, LBmOWFERE, WEREOTTREIND. Z0LE, AFOE
TOREMN/NE L, FFRERFOFEENORE 2 O pH CHEAELITEE L,
AL L RSB 2R OF, SEEICERMLERNOEBRRENEFETOL DR
HICBWTHLRIL L D @ RT EE LS. FORDHIZ, RHRER TEHZED
OREMNTERS T, EMFEHRSERRIETEHEEIbND. —F, BREE
$ER T, BRI R OSSR RERR L E L RS, 0L RS, W
WA OB TOETOERE, WHRR) b OB TR 5 2 &IT— KA TRk
<, WHBRBROBSNE TERFHRSHELRIET S Z LIERTHD. TOILY, #%
L OREERTIE, b FMRRTAMBENRISELTER T OLERHD.

Q-2 EHA RFA BT, LFEFEOKYLE, BEHOES, EIKHOIGFREINIC
Lo TER S AR B2 5 BEH T H>.

A) AKHA KTA4 0%, b FRREITOTEHRR TEMFHIRFELRILTE D L
EZLNAUNFERBEAZRLTND. '
VR EER 0 A TAE MR R S A AREE T & B 013, ZEERTR OB HLE RN TH
CrdRsElE Rt in vitro RRTHEI TE B LBEXONDHHICROND.
HUH DD OIMOTEHISEL 72 51T Y, MBI T 2RO & ABSFER
r OREAERORENK X 225 0T, in vivo DA OZFEB O RENEZ in vitro AR
CHWTT S D EAEELL D, ST, BEHOBEWIE TIHEHRRO ZTEY)
SR S 2 {REE T X B AL EEOREL, BEHOBEWEANZ KR L ThEa<25.
Fe ks, TLFEIR EERAS IR A ST RFIC OV T, IEHRRIC X B AR S
DUEAE ST L XITELD Y 27 2 EEL, BHEARTEDFNRFIELRIETE
HAFEROREIT/NE 22> TWVD.
A KBTI, MERSOEESEHEEO pH RIFHEICEE LRV EERXD
NADT, HIRORRELE O CHEESEARLSE THIIEDFHREEZ R TE
rrEZLND.



Q-3

A

B KHED X 5 1T H L EDRE N /NSVBE T, £ & CHEERBROGERED S
FlEchiid, BA AL AT A T T4 BREERDTE ek EZH
N5, Tk, KIA R4 T, BARIECRBWTE, FEHORFHRER, BH
SEEE SRR, BEERA, SRR oM R R T, BT O RS HER
TEEAICITEDFENIREThD L L. '

CRHED, Lo X 5 W HEREDRENRD LRKE WIS, EHRSR TEMENR ST
PrE AREIIIRE SN, REEEREZEE2VODTROBERRBREHCS N T
MBS U7 IERE ) P EUEID B O IHEENS 85 %I ElE Lig W o THEEE
A S DA TRV TH, BHRRO AL CAMFERRSEE RIS 5 2 LI3HEL
V. o7, TEEAMEIEY S TeRH 0 C AU EORFEF T, b PFRERIC
L B EWFHRISIEOMRAUETH D & LI,

F 7 BRRE DS A S E T 5 AT, AR SO TREEICRAET
X7, EERR M FORBBENE LAY HDH. Zold, C AU %
3 AEETH, b FRBRIC L AAEYFHESEOMENNELE Lz, IZL, $°T
DHERLAET 30 SO EIIIRHEN 85 %Ll ELERAT, MR OBEHEEDR%E
T BEE, AR L A TRERD RV EEILND Z b, TO%
At FRREERLAEWZ E E L.

D AHERL_F OIS E T, IR 0 RS b AW SRS L RIET 5 2 &1k
L< 725 0T, BAMICITE MR CANFORSEZHRT 2 LENHD. 2L,
FRTOEHRBREMET, 30 45T 85 %LU E LR L, MRHOEHZETH
R 5 1F, AW IR &2 AR/ N E W EHEESND. I T, TOXL
5 7R BFI T, RFRIREIRAS S RV R B AT HHANCIRY , D KEDLETS,
v FRBRAERLARNZ L E LK.

KHA KT A 4%, KE FDA oH A %X (SUPACIR, SUPAC-MR) *IZf8H4
THEEbNDR, MEOHES, BHURRSCOVTRALTILY,

* 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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AKHA K54V ROUSUPAC HA # VA, &BIg, WMFERORE, BHOEE,
W OIEFRER S ZIE L £, RE LM T, BHRROZR TLHEEE
DK O YOS R RIET 5 2 e B TE D, LW IMEED RIZRY Lo T
B, TR EE A SO B A T A R OB REI T, % D TRVWRANI KL



TR TAEMFNR S 2R TE 2AFEREOFIARRN &V I LML
TWA. £, KHORSOHARL, WA R4 b, EARMIE, RARO
EYJEHEOEDN 10 LN TH D ELTWND.

EiEfE|

(D bk & < B2 %01 Biopharmaceutics classification system (BCS) *k

B, FHEAIELTTHAY. SUPAC HA # o Ak BCS (S & ML IRRIEKR
CIEEBBIE OB A HET4DDs T AT TNEN, AWA T4 13 BCS %
BRAET, FoRb D ICEHOBEINLRPEZSBL TS, SUPAC TH, VR EE
DM < ESEBME AR T, in vivon vitro FRBEIAME L £ F RS2 IEH
SR DI TIRIES 5 = S EEE LW E WS B E & > TV 3. In vivon vitro FARI O
DIz WEEIE Y, IHERTRIC L o THEWEFARISME F R T & 205K EOFEH 23
el e TS, BMBEDOHA KT 4 BCS A Uih o 8L, RARO
NSAFT AT YT 4 OEE, EHoRiE, 0, Wikl &oRFIRIEOZITER
L, ELEITBT 2 EEEHOS LWVAIR R, SAAT_ATEYT 4 DENE
LAWTHD S NI s & o TS, ZEMICEDE~ OMLE IR HIEHE
oo R 2 REET 5 7o 3512, B AKHELL ETIE S 4efth U HBRBR CUS HH 26T 00 R 54k
ZHBTAHIEEERLTNWDIDTHD.
* 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. '

() KA K54 TR, ERELEDEa—T v TRBADEE, WikEa—T
SV TTBECHT CEREORERFETHZ L1020 TW52, SUPAC HA F A
T, =7 4 ZHIERBIZ AV S A OFIAIL £< R L & D IZFEbh TN S.
a—F 4 VT BITRAOBEREMICRE REER X 2BERHDO L, T, =
F 4B TRER TR EINHBICRD EEXDNOT, AHA K74 T
ISV SRS BINA & IXRSFICR 2V E LT

(3) AHA K54 1%, RFEEOLEGGHE LTNEA, KED SUPAC HA 5
VAL, FNET TR, SRR, BLERE, MEKE, RETROKTREE bXf
HLLTWD. ZOMEBEEXINE TORKMOFFRAHEOHEERTSHDT,
WEERT (472 0 0 544 ) LAY, ZhoOEFFRATIARFRICEE
TV Tzlod, BAHA I L ORGEHER->TND. L L, FFEWRER
U VREREC RO TR EE ST b, GMP BNERBEMHIIR-TL I EIZLY, A
I VT o FRMEDTE LI LT, EMFENRSEOHRRLAL 2otz |
HEATETRIBANE, WURFETEYEOREMZMERTILERDD.
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EAREPC A TEE AT 9 BAI, X
.

KHA KT A i, ABBCHADRS 2 EET 5B ERHEL LELOTHY,
BB COMFER R L L bOTIRAV. BREETORMFETICOVNTI,
BEFRIERD 7 = — AN FEEORE, EOHE, FREMEOBED bRSEINLE
B2 5T o T, MIESHOTHEIC BV TAG A KT A L OADBRE F i L.

SHAFTAEFERALTHELIARY
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AHA KF4 T, THUENT) #RELCEBEZRH I,

ELAEAL T A3 - BB, BRI T FEXS L LI AR FHREERRIC
L0, EOMR O H D VI ER RSN IER S h e flR 00T 26, 05
TEABVET - LICLVRAFHRENRELLL AR L TLE S DR SILORITIED
DT D, EAENF FEIT =2 L2 L0, M EF AR TR 2 I L TR L,
—F VAU b AFEERNC L oA RETIRE N TV D LIRRLZ2VOT,
A W RIS HER BRI J04T B HEl D5 £ T & B EEHERANE, TIRS TV DAL L
F=DOTHD.

TEEET) 3 THURBUR CE MR CEMATER S N, XTE PEIRE
U= AW B RS HEERIR I & 0 e R E RS & ORSEATER ST &b
2, —ERERROLTASEERRD bMAIE, €0k, EELS & 3h
ENF, KEORFEETIVD»RLGHES e MRRAERSh D00

BRI TR AW ATER SN, Xtk bERe LicEWENRS
MESRER T I 1) FIEHEASTERR S - UB 2 B E T 2RI, ThEHIERT & LT
VEIHEIRIT L B RS ORER O Ol L TRFEE LT3 2 L5, FE L iden
WAHETH 5.

L B ORFNBEFRS L TVARNE &, FRERGICH > THRAZREL,
R RERK & L TARFHRSERRZIT > T WD,
TEAV. MFEEOHEITIL, EERHIIFIAGTERMOEAMZHND.

B2F0 55 4E 5 A 30 ASEHE 7 1 8 BB RAEERR, RAEDRARRKEMORIR
D WHET D [y RS BT 2 RIREELE ] (29t - T, FHRBRIUITRIR
DI TEMEHRSENRD bR RARTIRSh TV AHEEIE, Yol ricTh
@ AYIEN

SEHEALJF % BT EHBE L O R KD, EHRIRO & CAEMFHIRIFIEE T
S ENTEBMETHIE, TR ZEERF L L TR A KT A IZiE
STRBREITH. LhL, Z0XDZEAE, QFEFKERETA T4 THEE



Q-9

V)

Q-10
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Q-1

-y

Q12

(A)

Q-13
(A)

SR O TEMEHRSENE RTINS TEARHMEBATND ZENEN. LD
SlTi, SEREIS TS ETERORA EEERH & LT, RIEEERTIIEREE
S B R HEA] b LT, [HRERROEYFHRSERBRY A N5 ) GUF, T
REERHTA KT L)) (K-> TRRET .

BREERTH->TH, t MNRRTERFNRSLEITERSL TV LREHE, B
PG 2 A L L CERBVIEIE AL A R Vit TR TE s I L E
MERLEN. ZobE, EREERCA—SEOWADN R THRDRNOD.

R RIS bR TV A RENTH S 2 b, ERERRICF—ERORGHD
24 Th, BALAHIEBERA & LORS A KT A VICHE> TR 2.

%%E%&K20®€§®%ﬂ(ﬂiﬁ,mngﬁ&@mmmﬁ)ﬁ%é%é.

BHoEEOMA (10 mg HEXIE 20 mg FE) [z W T SRR SRR & E S
hd,mﬁwﬂﬂmﬁﬁﬁwﬁfF?%ymﬁtfﬁ%%ﬁ5:&?,ﬁ%$%¢é
= L X FTRE DN,
v METHS. FEHIE LTHEOBEREOWA (B 20mg §) IZOWTHEIEER
PAERE L LT, REEERIA KT A > THRBEEM L, € OWANZRE
ﬂ%thf%ﬁ@ﬂ%(%l%gﬁ)%ﬁﬁ@mﬁ4P?4wn$Uf%ﬁ?5:b
©, MK EFEEET AL B TES. L, BEEVTA RTA ITELTT
SR 31T B EEAERAY, S RERS & AMFNICRE THD Z ERTENRTIE
A=Y SN

SeREIES A — ) —IZ 20 mg WHIN B B HEIIT, RHEERMA —H—2110 mg
B & REET D HA, ATA NI CEBRATE O,

ZhE, FITEMORSICAS DT, [FIE2 R4 2 MHOBMOT D OENH
RSMRBRT A KZ4 ) IHED.

S ST EIER 2SR 2 K OB TRIBEA TORBRAEZ E L < RVEFEKMITON
TRFEET LSS, XL, SENRAZRKZERTIHE, £ MRRORDY &
L CHWaBR A Eii 50 TH L.

[ 3 EIE B DA RSHRRY A FF 4 BT 2ERSER (Q&A)] O
Q15f%ﬁ&tﬁb,tbﬁ%@ﬁbvK%%ﬁ%%%ﬁ?é:&nf%ﬁw,

R4 omy FRETA FTA L OHFITEENDD

RIAvE o7, A4 FIA 2 TRTEHRRCEHEDZFMT 5 2 LR T
X BADT, KHA KTA v OxGLins. ABERT S L IRESNTVIHER,
TR LT 5 & TIEHRRET S I L TR, FIRGMRE, ERICERTHEIT
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Q-15

1 R T OSBRSS 15 2 BLPIC 85 %L EIRH Lt EIRG L Rz sh 5 (RXEE
TR OEWZHRERRRT A N4 Q&A O Q44 #5 ).

%O EBRKITH B, BPESNEEERAFAEEL TEREMREREETS

= L AHE S NEWEERIT, AT KT A ST BRI & 0 AR
AT 22N TE 67%
KHA KT A AT TERRBROERNZY LY TE 2HAITE, AFA FTA4
CHEVS, TRHSRERIT X 0 AR RIS R ML Th XV, AAA FIA VTR
HER N Y CRVDERTE R2VIEEIE, [BEEESTA FTA ) OFNFE
KR SUTEEPRRRIZTE D .

RhTEME, BHA RTA V> TERFHRSEEZIFHT 52 2 TED
7

A %%%%%%ﬁﬁ?é%ﬁftwﬂ?,%ﬁ%ﬂ®%&$ﬁﬁﬁ?é?ﬂfwﬁ

BR AT 15 2SLAPNIC 85 %Ll AT ARANE, AV KT A NZPE S THEMEFR

FEMRR AT > Th LV B0 7 AFICOWTOSBEENOER, LHERD
R DK UERR Pz oW T, Appendix C 28RS,

(HE)

Q16 AHMERMOEEEZF LA LTS bUVEL,

&) RS &, Lmkﬁfi%b%&wﬁﬁtwﬂ%%éwiﬂﬁ@%ﬁﬁ¢
A7-ic, BEUTHEEEZES LEMAL EREND. ok, @ OGEERA
THRTEERFN T E TR,

Q17 HBREFEMA—I— — 3 [BRRERRHTA R A 20> TEDFHRI SRR Z
5] 84, © FRBRIZIIT AR T B AR 00, FFEBALROD.

&) MEEFIBNCIREERBEONAL AT RAF YT 4 OELFHEE Ehbic
B, YK, EYERFIE A O EERTOWNA L 2D, FERRAITILR.

SRRRAZUAOBEEARLTA KT 4 V- TITHIHEITIE, & MRROFLE
WA EHRAIE T 5.

Q-18 BRERR ORBIMANIC ST, KEE, UK, E, BEENE L RO
FUNT B G E I o TWAR, FRHEEAR U Thiu, K& &, BIROEPIER
K%’C“ [EeAQRYIEN

") DHFEBF T, BROEEE R EREMBELEANEZBDTIZL

7)>—]’*Eé:h,é®x WEIOKRE X, Ik, WEST OB OHCERBIEEICEE
BRIEL, ZTORE, EWoORHEECEEERITT. MAOMLENBERER



i vitro IR TR A FET B = LR TERVLY, KEE, K, HE, Kb
B O EPIEIC DWW TOREPLETH D.

Q-19 ARIERF ORBEANCHOWT, KoK E S, IR, LE, KRbSEsEL<
B bV ST EOHRE SO
a) TR P THE S L.
ok & - BERIDIBA, HOBBEDEN 2% UNTH D Z & BRIROREIEHIT 2
Foi Ut b FEAFIOEEE, I TEADOKRE SOBRVIIRDRV.
b - AR TR 38\ TEH O IR 2 AR A & &, IR B Y D RLT
RS A KT, FORBICEET AR T OEERRRETHL I L.
Hr R - IR OMANRRE U Th D I & RUEIHET ORBPPETHET 5.

Q-20 [ERENTA FTA ) OREICESLATND LR —] iDL

RS AT O
(A TEIIER— R A4, KGR L, AREH-MAEARR AT
HoEEREL TS,

(LFEEOARYE & TR SN DR

Q21 E 30 (QRFREBOEEY) MRITNICRILITD:.

A SN R EE AN A R B FIRAE 0 2 (AT 03-p*, RO, FrEsAIaRE
BRI L L TR STV AEYE, RRRERORV Y & L.
#91 CFR 320.22 (0

Q-22 —SOEMFIT, 2-o0REBMTERLTVAEE, Ebbh—FTkiEzR
HBOD, FEBMFIEMESEDDON.

A) Bl 2 ISEAF LRI O X 51, BE BRI CRmESREITE 2561,
FREROEICRES. LinL, Bl iEmEEm L mEAlo L i, —o0unAlz 22
DEA HENCIEE LTV AEAIE, TR ENO%E % A & B IS s 5 2
LRTERVDOT, HESNEERERSDRWVIRMAIOEIZNED .

GlziE, FoEnaLFrFURREA, RERO 2 o0 BEICER LSS, i’
MU Ko ER a7 7o ORSARIEHTEOMY RSB & UTERT
AEETE AL, LERoT, EEOHFRIENSDRVIRRFIOEIZED. —F, =
— 5 U IEENCRNT, flxEe RoE o a e — A REORER &7
ANVKBOa—F 4 TENCER LZHEE, T LOBEENEHBETEHOTENT
NOBEIZIED .

Q23 FMHOEBANEALILLETH-TH, F DMFEEREPEHRRO AT
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Q-24

A

Q-25
(A

EMFHRSEEZRT I ENTEHHPO & X m,%mﬁf®$1¢%rMH 4
R L IFRED

MEFRSTARENSO > b, i, A, BRa, SvAva7rry,
Fﬁ%D3V7/7/,ﬁmtwm—z D—wy= b—e oW TR EANEZ
WERETH D, BEETATEEEOOSERIL, TOERME T 5. Hnkda R
AN BAEHE L, WHFEEOKEZRETSH. T OLFERAEIEHRARO
HCEMEMRSNE R D LN TE MO L X, FHRBEOR TEYFIR
SR RT S LR TH B, TOMORS EANEX DHEIIE, TORSPERE
t%@h%‘LmﬁﬁmbtkajﬂhE%@Mﬁ@&ﬁ%ﬂéﬁxﬁw_&@
B TR ER R i vitro RER72 ¥ O ERIUIFEFE £ OITKIZ K- THERS L TR
SWMERDHD.

wftwﬂm:—%4yfﬂﬁ,%:—%%Vﬁ@ﬁ@wfnk%it%;ww
2. Eim, BT EAROEHRRIEIC N Ty, RPVURETABRSREREA
NAHRBIEZBEA L TS L.

M OEEORENR S 7 ELVNICKBE SN ESIRON BRI, Fa—7
4V7%ﬂ&%i1iw.tﬁb,3*74/7%&Lkﬁftwﬂ@,:—?4y
FEEIE LTHD (B 7R DOEEICOVWTHE, Q25 23 RTHI ).

- EHRARIIE FRRERBRTE 3EFITH B0 E ) DOFERD T DFRRT
B FORBREMIIATA KT TRESNEZRREFCROND. N TV,
NPt BT A S REESR B AN B RBRIEIEER A L.

AT ENDOBROESDEFIZONTHE, EOXIITERXILLI DD,
BT DERORSDERZ, ERTEXE, 3—T 4 VI BOERBORERICL
B %. ¥z, E, BA T EAOBRTE T F LSO, FlXIE, anszit
Sy, 2F—F, HPMC, FAT v REMEREND L IR TEL. BT T
/ﬁ/twm%#f77/ﬁ7twA®£Eﬁ,A4%7A47EJT4A%@%
RIET AR EE TR v, BET BRI, FETF U T ORIEEIE
Ebtih[ﬁ%cﬁmﬁ4F§4yJK%w HBERY (HHWIE) RERER
BT L0 AMRHICRSE THD I LR L TR I ENEE L. =L, Y
7RI T e PRI mfﬁwm SEEELTHAAAT_ATEY 47 41328
BRIESHRNI EBRTRENTVBIRAIE, BHA K74 ATRTRERBRICIES T
AR S R RRT B 2 LN TE S, o, BIE, RTRION A BT A VTt
ST H T EAEROEE 2D TV B RHNC W T, BETRIORTA T A DO
mﬁ%(ﬁ%ﬁ_i%+@&£ﬁ$¥%ﬁ®%%ﬁﬁ%2ﬁ%%wé)LEM%%
FSEE2ERTHIZENTED.



Q-26

(A)

QW‘

(A)

Q-28

Q29

A

Q-30

A)

—74/&%ﬁ%%ﬂ~74/ﬂ§ﬁmfﬁfé%é,Xm/ DIEDOHFAEITIL,
EAHEL 250, a—F 4V IBORECIbTHEICE PR LIS
VETHD. BHRAR TEDFHRSEZHE TE MM, MUL D 2K EER-
FERFE LR ERT AEATH L. a—FT 4 v WHIE I —T 4V TRAIROERT
BEHEDORSEORC > T, EWFMCAEL VD Z LT TSR0,

ﬁ2@74wbgmﬁwf,mﬁv:~%4yfﬂ&#mﬁ%:—?4yfﬂf
FARUETHREENDEFEHENRE U ThH 5B HT{TH.

pH ikfEE D —F 1 v 7# (B, ABARUAA FZF¥ v L E), =Firtrnm
— 2B PO L ICIEKBER ) ~—Tho THKBEEOFRBHEZEEMT 5 L2 X
5T, KICBBEMOEEESZ LIZAETH S, iz, KEEO=—TF 1 7HICIE
KD FIEF A2 TN T 5 Z LI Ko TIFABHITAZ L BHERETHD. LIedhio
<, a—F 4 v S EFIORHEN S LA FEHRIER OEA T 2RREFETE 20,

T A VABOEFICBOTIE, ABAOEEIREHRECEETEXRNEEX
ERBDT, KHA FTAORERE LR TS XIWDD TR,

TR O TR, EHIEE B L 5 2RV LV 2w, ATEBHICIE, KB,
BevatE, FORBOMEEETT HORHY, TNOLDORMETDEIZE >TT 4 /V A
E@ﬁg%%iéléﬁ?%é,Ltﬁof,Kﬁ%F?%/@ﬂ%&&é.

REEICRANAT L, FERCTECHADENRRS L&, EH0 &R
@bWEWEFz#%¢n1;w®m
RS EIRANTZAF K> TEHET 5.

2T 4 VI BOEE FNEORERBICE T AWEBOEEX B L TEHET
HARMIZIART D>,
a—F 47 @&UWVDLﬁTEd FNENBARA AT RATEY T AITF
Bh Bz BN HD. :—74/7@kW&%%HL&MTdﬁ¢6MDLm
a—F 4 VI BOBEREOEERINKOREELEE L THESND. ZO%E,
a—F 4 v I BOEENSFEOE I LTS WRK & R & W, BT 4
Ja— hNEE T 4 A b a— MERITE, BEOREEICH LTRUEE S—k b
&, m%@3“74/7E®r§®TE£ﬁﬁ%<ﬁ5 /-, EREOHE
P B EE L BEEA T B L, R—0RAFEEENIEIASICIES &, AiE T
GHEBICRTAEERINE CHESND LW FAEERL. i, BHERBRICE
F B UETERE OVAMREERIIE, Bl L RER £ T RIS O S ITHR T D,
BEICBNCTI—F 4V ITBRAL AT AT T 4 W HEERIE L OF
TR LTHEY, FROX 3 ARRARERSEDIS, 2—T 1 I L L 2ok



Q-31

(A

Q-32

A

NEOEEEEZ BRI LU THETE ARV SR EI VI FEEET O FET
BLEDEZFERLTIELL.

ARICET L CEHE T & v b1, AR FIEESERD & 5 ICHM TR, E
MR OERMBLHECEIRNILE2 WS, 20X ) REE, EERZROKEIK
B DWTAREL & Bte LTEE T . EFRIONKORAM, BE, BELHLENES,,
Wo, Do, EE#OZNEES, W, D& Uiz & &, EHATHK OKRMAELS/SolE, (WD)
[(WoDo)BTETZENTED. WHBOLERDOEZholI T 2EERNDEZh D
FASHEOWhol, WERBOLFERMBEOEE, BELTNEThw, dokUw, dTERT
rx ((wid) /(woldo) = ((W/D) /(WoDo)BTRT ZENTE S, ZIT, Wi, #
B L L EENGFERRANCH DL EERMBOINOOBEEDOE(LEMETE D
DT, WERBOEEF%OMIIIE Shihotd, PIZOBMEHEHY OYERE (74
U AIE 3 BVTHERB) OEELEE R L, (wwe) X (Wo/W)2BTEHET 2 LR TE 3.

WIB OB TR CHEWEN, BRI HES LR ZETHEERH D05, ThbiX
T ANLEUTERBOET L L TR Y LEDRH D ).

TANLABUIERBOLEEL LTRIBENDH S, 7B, MERY L L TR
TEBRDITOVTIE, [HERHOER) & LTHVED 2B TES.

(IR, RBIORSHE, ENPIREERER)

Q-33

Y

Q-34

B R OIS BRI DAL, TRREERTA KT A v TIREHETO
SERE (R 15 %) AHECHVSNEDIK L, KA FT 4 TIREHZED
DR (FFFEE 10 %) AHEICAVSRD DR, Ei, BHBEHORSE
DHIEICBNT, 15> % DEE 2T B .

MEREERYA K54 TH, EHEEHOEUMEIRSE OF —41%, £
WElRSEHOHIEICB VW TE MRBREREZMIIT2 b0 LTHVWLONRTWDS. —
. AKHA RTA ACBNTIE, ROAZAHER O T, AHERORSEC
Lo TAMSMICRS L AT, £Olkw TRBEERRT A K74 ) L9 bHERE
WriEL L, £70, BooX BT ARELRETS I LICLY, AFEEOH%
CRER—TICRENS LI LE.

S ELRR OUBTAME A OB A A SR TR %, RAERH 088 AR
FYR% L EAT5.

1% 5 BAHBEH O RSO ERLE] TR T, U O TR I 85 %,

RONB0 %IZFE LRV E X, ZRENQ)FERIEHROFREITD 8%, 6%, @~ DR
HBOZRIRD 12 %, 9% & 72> T B EBIITH.

10



V)

Q-35

vy

Q-36

(4

Q-37

(A)

Q-38

(a)
Q-39

4

TR RO AERIT, 100 %A T 5IBA ORI (FOEHER 10 %, iz o
YRR - 15 %) HEUEID, Hk 85 %, 50 % LEH LRV ERE L THBIRIRIC L
0 EFRI AR DT

A KHEDIB AT, T2 HEYERA ORI IBEAGR O BAN BRE S ARG OB LR
BREMFTH L0 DD

AKEEC BT, AFOENEHBEEIIZE A CRBLARNEEBLLNHOT,
SR O U & ORI B ORREMFOHZTTEHL LTS L
Fo 8o T, ARG OO RIR b EE AL o S B OFRBROTIEICIE RIS E ST
BBEITE, YHRBREETHEERREIToTh LIV LT

TR DRSS E 0 pH TRIRICIEVME AT, £ O pH BT HIEHEE O
HIEE IR Th 5 L EX BNEDT, BMRERTRT Z L0 & » TEHRARZ Kl L
7aTE W

JEE D YAREE & A O AR & iZs T L LET LAV, 20w, EHEDO
FlEsi 4 HIET 2 BAIIE, RIROBMESERIZIEK pH Th-> THRAIOEHR
Bk LT 20ERDD.

FEUHN e e NRROEMA TR TE ZHAITIL, AU NI A Vi iEh
SHORSEMORHEERTOTI, ERELSTA FTA ) o> TRRZTS =
&ETRVD.

sELE R, L, [BRBEERVA R4 KEIBICL, b MRBRE S
¥ BRI, R 0 B R OB IR E ORINO 701, BB TR
BRI OOV HH ST PSR HE B & DL L TN B 2 & 2 TEER T B i, AR & R
THLEPBETHD.

(VR HISRBRES B & A R [R5 & e SR b o T aicid, BREEIRET
L RSA S TRREITH ) EHB. ZDEE, KTAFTA o TE Ui
HBDT— 5, [BBEERSETA RTA ) TORHRBRT—F & LTH LW,
Z LI AR

A T, pH 6.0 IKBWT IMERERRYA KT TEHAVLGRTVA
WA A R EE DA O TA HRIR G A N A T ERER AR >

KHA KT A BN TIE, BONAHEREOHMEETE, BFHENDORFE
T o THYERIC R & Ao S IBUETERLA o BRI 0 A A MBI KTF
Té:&ﬁ%éwﬁ'ﬁ%@%%ﬁ%F?%VJKﬁﬁé%%%@%u@f%ﬁm
SKEREMEOR T, EWENERS L kTR ThAH D, ZIT, (A VHRENK
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Q-40

(A)

Q-41

(A)

WIBRiRE AV B SRR T

in vivo-in vitro{BEIME (IVIVC) EEE S h-EHRRIEND 2H610T, B
FEBOWEIEZ OGFOHZTT>TH LD

IVIVC T, 140 EESER s nvvo & OMBEEL PR LN THRWY. £
DEAR L Bfp BAMSMNER 2 F T 57 70— 1R 2 EWFERRIS VR REE
ENRNWDLIARD. KTA T A 2 TEWD B EHAR CHENED O RS2 1T
HUERHD. :

AT A T A ERBRAEE (BREBEERHOTA RTA ) 2D 2 LI
72 s TUWNBIR, A—h—HERERF O BIEEZ M LTV DO T, MIIEORVRBRE
BRAELTVD., RBRO pH IFRECH S & LT, BIR, G oz
WT&xBELTELY.

ABA RS A BT, BONFAFEEOHBE T, WHEDHORSFERL

Sk oT, AWEMICRLE L ARTOT, Be0F— X TEEOMBRSEMN & HIEEEY

Q-42

Q-43

A)

Q-44
A)

Q-45

A

BRI Z LETERY.

FY Y R— k80 RN EIRINA K X Wb, HEEEESOBFEHRBRTHWS
REVEERNCIZ A O S OEFFANT S V.
Q-40 Thik~_7= L 51z, FRE LTRREHEEZE 2D Z L3 TR, HPLC 2

R RETIES M ERIITETH .

2% RVEED 50 EIETIE, HFINE—H —OEEICHE LY, REDIHERTD
SLRAVIEEY, BHEAKEQELOBEANRHE. 0L BRREADEE, BHE
WO IERE 72 SEA T X R W ATAEMED B 5. BHIIC X - Tk 75 rpm < 100 rpm THUER
FITHHNROIEE L H DD TRV

VSR O B0 B TAEWFIIC RIS L MET D2 O 4ME, 50 rpm TRERZE
1Tot- b X EHEHEOEN 10 %OHEICH B L X THS. 75 rpm X° 100 rpm T
RER 1T o 70 & 2 OBEEHORSEOHEME, BEDL ZAKET D 2 LITEET
Bh5. FOEDIEHRROEEEEEET S Z LT LN

B FEILORERRTIE, Yo —%FEHLTH v
EHEBRIZBOTH T ARRRIEO R WIS EET 25610, ERALTH L.

0 BEA LR LB A, E7n, £2 BEuC X BV RIESE (HERL) &
2R L AMEFE JEE2) LT, HERRENSRERD EEITIELEITILON

FITEE 1IL, 40%, 60%, 85% (RE K RHCIERAITIX 30, 50 80%) &\ - Toiiil
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Q-46

(4)

Q-47

Y]

Q-48

-

BOEERRA Y P CHENTZARENHD. KE, WHOELHEEDOKFEIZL >
Ti, TRBOBED 1 S THARRE b T X A DIERFI R DA A
RENRH-T-. ZOLIREEMO I, 2BEEOERbIREE L.

IR 2 IR AMICEESEBOEL HETEBHEANRH D, LA L, 2 BHOME,
P A T e B EFOS B B . A T A A iR OB HEOEN DR E D
ZCHS ST b, 2 OERKE RV REERERTRD. AU KT A
CTH, TOXHRREETAEMNT, HEEREFHEL CHEE2 ZEATSZ
Lz L.

SOY D REMEEMATY, HEE2 T, BHEROASE— AR o TE, BE
A Y N THES TN TV SRRV ERH Y EBD. T0HIT, HIEE
1HE L. .

2 SOHEFIEDCE CHEBENRER D Z LMD BD, FHRBRO M~ DHERIC
B AHEFELER L THE LI AR,

158 B3 DY M O INATIZ oo B35, RIRIUANC T 7 BRI AR S h BB E 1T
LYSHRE T Z R THIEL T XV

U e AR e b 72 B 0T, FEUEBIFIC T JRERA R EITHE, T 7R T
ELTIARLR, '

5 FEOFIEFEIC OV TGRLTELY.
A Q&A @ Appendix B &R E L7V,

RALABRTHRRETS L&, BRI T A —F ORI THRIFIES L
LTWAREICIRSD ) & HBH, MBEERTILE EDL D ITHERT H0N.

3% 8 DRI OB, EERORFEPAFGIKRET 2 ILBHDH. LDk
DI, BIAEOTER I A SRR SRR A VO B BHI UL 2 i e U 5 5 THERR
FTEUERH L. FlTEREO/NS VKR B TREE L IEYIE AT A—F &0
BZ A et L, REE—AUC AR ES2ME Z L& rT, REEN LD THE
EEM ) QIEMEEE T A —F RFEETHDH Z EETT, 28I Lo TRIBIEZE
BT AOMNEE L. ROEEPTIOL ) AFETHER TSRV E I, ENF0
Bl DI T A — 7 # B ERTHIEL, TOM% AV TEMFNRZEEOH
ERTFoTHIV. ZOE XL, b LBIEMENRY Lo TV & EMFERREE
BT L AR S LW EBRAH D I L ERFICEV TR LELRDD.
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Appendix A A5 EEOREDEEH

WM EDBREOHEE, UTFOHEMIRT LI, HA FTAVBERLTNS/N
HOSLLT OB L Y LTS ATV, Rz, HERATD.

Al BOBERREAOOMFER
(1) e

Mg DI
s B
BRES A 40 mg (10.00%)"" 40 mg (10.00%)

AREEA ThSh 40 mg (10.00%) 35 mg (8.75%)
EEA UET=—pe el bTUK30 20 mg ( 5.000%) 23 mg (5.750%)
TBIRA AT TV EEMg 4 mg (1.000%) 4 mg (1.000%)
T A FLAE 100 mg (25.00%) 97 mg (24.25%)
s —A 196 mg (49.00%) 201 mg (50.25%)
HWHIOWER 400 mg 400 mg
*1)  IEWPEREI OB RICK T BER S OHE%.
SHEDEDFHE
Al O B i) & RS EHROE K HE
REEAl TARA —125% (B)
Akl Ve =t ey by K30 0.75 % ©
fAl  SLAE —0.75%
.............. RN A 1.28% e,
IRIEHTEE LIRS OERROEDEIHEDF 2.00% ®B)
IEE LR DE R RO ZEDMEED T 4.00% B)

(1.25 +0.75 + 2.00)

BL EEOBENR KX VKEET TEF) © CAETHY, ZoflickiT dRAOLT
LHEAUETC THD.

Q) 74vba—T 4 v IEE

W5 DT
O
-8 y,) BRI H)
BHOEST  A 40 mg (10.00%) " 40 mg (9.52%)

JAREER TASNA 40 mg (10.00%)
EEH ) =k o) b VK30 - 20 mg (5.000%)
TEiRAN AT T Y Mg 4 mg (1.000%)
imgiczall SLyE 100 mg (25.00%)
R —2A 196 mg (49.00%)
PZOMREE 400 mg

*1)  EIAEREORERITH T 2B OH %,

14

45 mg (10.71%)

23 mg (5.476%)

4 mg (0.952%)
108 mg (25.71%)
200 mg (47.62%)
420 mg



©7 4 VLB

FLUE Ty AR A
ARGy 7.5 mg (75.00%)" 8.0 mg (74.07%)™
% 2.5 mg (25.00%)? 2.8 mg (25.93%)"?
T ANLBOREE 10.0 mg 10.8 mg
REEABE LT ~ 2.51 cm? 2.56 cm®
BATREREHIZY O .
TANLBOEE 3.98 mg/cm® 4.22mg/cm® (106.03%) "%

*2) FEMANIZ T 4 L ABORERIZHT B SRS O EY.
*3)  FEUPIE IR T (o A RBREAI 0L

EEEDERVEELOHE

Ot
A OER B R & RS SHEDE K HE
AAEEF TAREL 0.71% B)
EAH & e =-pe o) b K30 0.476% B)
YBIRA 257 Y Bk Ca —0.048% B)
s BT ‘ 0.71%
e TRV Al —1.38% o
RIGH TEE LI-HS0EEROEOHEOT  2.09% ®)
I TEE LS OEHROEDESHEDF 3.33% B)
(0.71 + 0.48 + 0.05 + 2.09)
©7 4 VLB
D% ‘ SEHEOE K HE
A 5 —0.93%
=35 A S ) S
7 4 VABTEE LIRS OEREROEDHERENT  1.86% ®B)
LT kI

BWAETBEHEY DT A VLABOEEDOEER  6.03% (B)

FRTOEFEOKIEZB THHDT, ZOFNCRIT DRANDILITETEAKEIB THD.
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(3) PEIEE
WMSFDERE
oA

B A

e # YTzt e v K30
BIH AT TV VBiCa
I AL ’
HEEAT—A
FEROYT T Y
PR OWHE &

*1)  EMPEPORERICHT BRSO

Q7 4 VAR

AR

BRk 4

CHKSY

T 4 IV ABOREE

PNIZ D FR R

BN RmERHIZY O
TANLBOERE

*9) FEIPIL T 4 L LE DORERIC T 2%
*3)  FEBILP L ELYESL I DK B RIBRAA D B

Sy
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

BLEE%.

BT

1.17 mg (13.30%) 2
1.63 mg (18.52%)
6 mg (68.18%)"?
8.8mg

1.495 cm®

5.89mg/cm*
AR5y DL %.

OrELE
FLUELTT
DR% 7.64 mg (12.32%)"
Ef%4y 4.36 mg (7.03%)? 4.4 mg (7.59%)
FR4y 50 mg (80.65%)™
PEARIE OMEE 62 mg
RLsARE Jiat 5 1.495 cm?
BEARERHIZD O
PEARE DHEE 41.5mg/em’

*9) HEINAIHER G O ERISH T D ERY OHRY%.
*3)  FEANPLEEEI T I B R A O .

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

PRI

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

1.495 cm?

5.95mg/cm* (101.02%)"

ABRA
7.6 mg (13.10%)"?

46 mg (79.31%)"
58 mg
1.495 cm?®

38.8mg/em” (93.49%)



SHEOER OETEOHE

QN
M O B B9 & il BEEEDE 7k
fEEHE K= ey by K30 —0.17% (B)
W IRHA AT T Y ECa 0.167% (B)
JRT FLiE —3.34%
EEtrlra—A 1.67%
__________________ NIRRT LT e 1 80%0
IR A IS Loy OB A RO EDIEREOR 6.67% ©
AT LR DE R OEORREDT 701%  ©

(0.17 +0.17 + 6.67))

©7 /AR
%) ' EEEROE K YE
ARGy 0.18%
B 5y —0.21%
K O 5% = 0.02% oo
T 4 M BBTEE LS OEEFOEOEEORM  0.41% (B)
LR 7K HE
B EEEHEY DT A NVLABOEREOEEE  1.02% B
OfEKIE
B EHEDE 7K U
D 5 0.78% :
E k% 0.56%
5% S —1.34% oo
HERE CEE LIS DEREOEOHEIEOT 2.68% B
EHER 7k
BRI HT- ) OREREOEROREE S —6.51% ®

BELEEORENKE VAT TREA) RO THETER LTz DEBFEOEDIE
SHEOF © CAETHY, ZoBIcBT WA ORI EFEAELICTHSD.
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A2 EEENORDBERRADONSEEE
(1) e

A5 DB
TR eI FRR LA

BHES A 40 mg (13.33%) " 80 mg (17.02%)
AR A TASA 40 mg (13.33%) 60 mg (12.77%)
fEA A KU =-pt n) b VK30 20 mg (6.667%) 30 mg ( 6.383%)
RN A5 T V) EMg 4 mg ( 1.333%) 6 mg ( 1.277%)
TR FEZE L 100 mg (33.33%) 135 mg (28.72%)

EaEro—A 96 mg (32.00%) 159 mg (33.83%)
AN OBE & 300 mg 470 mg

1) IEMPILIUA O RE R B B LY OB ALLE.

BHEDEDFH
EmFloER B LS SHBOE ke
BREER TASA —0.56% (B)
wmAEl K =-wt )} v K30 —0.284% B)
BRKl 2FT7 VB Mg —0.056% (B)
iz IER ' —4.61%
.............. FESE T A e L83
RIEACLEE LIS DEH ROEDHERHEDT 6.44% (©
TTTUEE L ms oA R ROEOHSHEDT 734%  (©

(0.56 + 0.28 + 0.06 + 6.44)

BELEREORENKE VKIS, MREA) KO (455 U 7= sy D& B RO FEDEHED
] O CAETHY, ZoFIcRITHEADOLHETALELC THD.

(2) T AN —T A vk

Wl DIEE
ORI
JZE U ) AEALH
BT A 40 mg (13.33%)"" 80 mg (17.02%)
RREEF) Thih 40 mg (13.33%) 60 mg (12.77%)
e U z-re e b VK30 20 mg (6.667%) 30 mg (6.383%)
1BIRFI 277 U EMg 4 mg (1.333%) 6 mg (1.277%)
gz SLbE 100 mg (33.33%) 135 mg (28.72%)
waELa—A 96 mg (32.00%) 159 mg (33.83%)

N DOBE & 300 mg 470 mg

*1) RSP DR E RIS H T B BRSO E L.
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©7 4 VLB

EdE SR AL
ARGy 7.5 mg (75.00%)"? 8.5 mg (73.91%)™
BRY5Y 2.5 mg (25.00%)"? 3.0 mg (26.09%)"
T 4V ABOREE 10.0 mg 11.5mg
P DR ETR 2.12 cm® 2.76 cm?
OB RTEHRY
N7 4 NLBOHE 4.72 mg/em? 4.17mg/cm’ (88.35%)"

*2)  FEWPULT 4 VL A ORE RIS A &R DFE .
*3)  FEUNPUTEERANC B B RBIA o .

EHFEOERVERROFH

OM%E
wmHoER B A & R EHRDE K HUE
AR A TSI , —0.56% (B)
A F U ==t )by K30 —0.284% ®)
1BiRA 257 ) ik Mg —0.056% ®)
imwiiZail SLpE —4.61%
e KRR A 1.83% e
BIEAICEE LS O&HEEOEDEHED 6.44% ©
NECEE LA A RO O™ 134% (O

(0.56 + 0.28 + 0.06 + 6.44)

@7 4 NVLRE
D% : ERERDE 7K HE
ATRS —1.09%
B e 1.09% oo
TANBBTEE LD OEAROEDHEMEDO  2.18% (B)
HBNEEELEVOT7 A NVABOEREDOERER —11.65% ©

RO EEORENRE VKT IRIFA, [P CTER LIS OEREOEDIERHE
D) RO TRAREEHLY 07 A VAROBEEOEESR) © CAHETHY, ZOPlc
BT HWANOLTERKREZC THD.
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(3) HhaREE

S5 DIETE
Ol
AR HEBLH
"B A 40 mg (13.33%)""
AAEER TASA 40 mg (13.33%)
& & Al £ e z-we el b VK30 20 mg ( 6.667%)
TBUGH 2T TV VEEMg 4 mg (1.333%)
MR IE LB 100 mg (33.33%)
R LT —R 96 mg (32.00%)
N ORE & 300 mg
*1)  $EINA PO B RS B B RS OB L.
©7 4 VLB
TR
ARGy 7.5 mg (75.00%)"
BR% 5> 2.5 mg (25.00%)"
T 4 IVABORER 10.0 mg
Y SARE it 2.12 cm?
OB REFE LY
DT A4 NVLBOEE 4.72 mg/cm?

*9)  EINPIL T 4 M AE ORERICR BB OE .
*3)  FEANPUTERAERANT T 5 RBRA O L.

OFrRIE

CR>
Dif%y
ER% 5

PERBOWEER
PIRE D F A
PEZ O BALREHIHTY
DIEREDH &
*2)  EIPRIIERRG DR RIS YD B ORLLL.
*3)  EPAIEEELEWANT Y B RBAI L

JZE HE LK)

11.5 mg (12.37%)™
6.5 mg (6.99%)
75.0 mg (80.65%)"?

93.0 mg
2.12 cm?

43.9mg/cm’

20

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

PRI
8.5 mg (73.91%)
3.0 mg (26.09%)">
11.5 mg
2.76 cm®

*2)

4.17mglcm® (88.35%)

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

402 mg/em® (91.57%)"



EHEDERUEEF O

O
FNEIORE R B & s EHROE FRYE
HEER]  TASA —0.56% (B)
EEH F e =k wl b K30 —0.284% B)
iR Al 257U ik Mg —0.056% ®)
RIEA L —4.61%
o gEeNa—A o A83%
WEAITEE LKA OEEROEOEEOT  6.44% ©
N TET Lo DERROEOEMEDT  7.34% (©)

(0.56 + 0.28 + 0.06 + 6.44)

©7 4 JIWN =]
5%} EHRDE K e
ARGy —1.09%
B Y e 1.09% o
7 4 VABTERE LB DEREOEOHIEOM  2.18% (B)
EER 7K i
BAIREMDIEY 07 AV ABORHEOEER  —11.65% ©
OB
A5y EHEDE K e
C mis , —0.66%
D &5y 0.22%
B Y 5 % S 0.43% o
PR B CERE LIRS DEFEOEDHEEOF 1.31% ' ®)
EHEE IR YE
HMTREREH-) OERBOEENCEESR —843% B

%%%E@&&@t%wmﬁmfm%%LFmﬁfﬁﬁbtﬁ%@§ﬁ$®%®Mﬁﬁ
@ﬁj&@r%ﬁ%ﬁﬁ%t@@74»A@@E%@%E%]@CK%T%U,:@WK
B ARHONFTERKETIC THD.
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Appendix B HEHBROME

@&@ﬁﬁifﬁﬁﬁiémEduTwi5KLTﬁ5.ﬁm%ﬁ%ﬁEbtU,Wﬁ
HEC D SRR EE L 0 T A ARES B BB AL, FIRICL RENRKE < 7R 7R
wiiKTétb,%m%ﬂﬂwﬁﬁﬁﬁﬁﬁﬁMEéﬂél5K,Mﬁ@@&%MﬁT

AHUENDD.

L muEsE] ABRIF O 2 ORANC VT, T/REREUTOXIICLTRDS.

o TSR L 0 AR RO AME F IR L, 7 7 IR & ORI HE
FEMTRULT, ZORERMCIES Tk, BIE R & AR TR A I
GaBs BEHES%LE R AMENE, 777 ENDETAL DA, Xk, PHREICL -
TR 5.

3. ﬁﬁwﬂﬂmowTMEﬁﬁéifﬁ@?ﬁﬁbﬁIMﬁﬁ%%%ﬁb,WEME%
Rk iRt RE2/D. '

4 JEAERIF, RBRSH O FHEHEMRERO L DI LTES.

5. YRR R B OB te ZPET S, KRBT, MIERTOEH R T 7
DO S L IFER U225 X 50T 5. ERIERA], SRR 8 « ORI
VT, FIEEXIE S T I M bERE BT EIE ST, ta IR DEHBERDS. &
ts 17331 B EHIEHREFE L, PHBEHERESDS.

6. ﬁ%@%uomf,TﬁmB—l,B—2@$m1)—3)m%of,$wﬁm@ﬁ
pkn. SorE, THEHERHET S OO tai1E, BERMEALTHD
ZENEELL. '

7 HART A Ao T, EAERH] & RIRIUA OO B T DR ta ZRTET D
PSS T 7 bEA e 5 T EICE 5T, ta IC3SV) B EUERGA O &R
DD

PUTF i, Ui o R g HEIIRERRPFIC85 %IZET B HA L ELRWEE ORI
RO ER &R .

B-1 LR P R AR O IV SR DI85 %ICET D% E O
e 124 & A TSI i LR LI RRERT EIUET 2.

FIE1) T 7RROFE
{8 % OFEH ERHRUTR L, A %I BET D REfHta HkEC Lo THE SRS,
th = t1+ (da—d1) x ( t2—t1) /(ds—dy) (1)
SIT, ot c TAHIEEDNa %ICEIET S EATO M ERFH
ty : IEHEENda %EAB X T B O ERFH
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di - Wit AEEHE
de : BRitic BT DI A

%1 {BaOZERF OB HFE(%W)OFEME

AERRE (9)

Bl 0 5 10 15 20 25 30 35 40 45 525 60 67.5 75 90
©) 0 13 81 178 293 416 516 601 683 752 818 841 912 972 1000
) 0 08 89 209 318 422 520 591 663 729 813 889 937 96.7 985
® o 18 113 237 350 458 557 622 703 773 828 881 91.0 941 972
@ 0 16 74 161 26.4 365 449 555 655 751 829 867 923 96.5 989
® 0o 11 71 156 255 350 443 526 61.3 693 784 867 942 97.5 99.1
® 0 05 66 160 260 368 447 541 614 704 775 880 90.5 97.8 100.0
@ 0 14 95 227 351 433 558 638 750 793 833 853 90.2 958 977
0 05 81 186 31.0 420 537 621 671 729 784 812 850 865 91.7
® 0o 03 66 138 215 304 423 508 654 730 801 849 89.4 936 952
0 00 53 105 175 302 356 436 520 59.6 678 808 88.2 946 98.1
@ 0 08 63 182 273 425 505 584 703 764 841 89.9 933 949 965
@ o 18 136 275 421 578 653 700 724 765 804 826 87.1 873 97.2

BEMOTFHBHE 0 10 82 185 290 403 497 577 663 732 79.9 856 905 944 975

3ﬁﬁ@mmﬁmmﬂwa$%eﬁwf%ﬁié‘m%ﬁ?7w6ﬁﬁk5@?%;
/AN '

% 1 ORADOEFICIRD &, t1=5 4y, dl=13%, t2=10%, d2=8.1% £V, tL=77
SLEEINRS. R L THAO~@IH LT T S HMEFE LRRE, #2m3F
B AR L.

FNE2) TR EFIIE LBtz S5
B2 ORFIC ST, MEREN»G T /HHEE &, ThEMENERME TS, K2
o G T L E IR &, B 1 RO 2 W ARIERT L R DR iR A R LT

FIE3) T /A IE LB ORBIOEHT — 4 2 b FEEFELHTT D

s o, EHENELIET A DOtz RO LI LTHRDE. K24V, &K
DOWEMESR D 5 b, & HEVMEET LERFII@O3.65720T, FHEHELE
W5 ORI OMEMs1 % 45 & Ui, RS, RAERIERR S bRb RV RZRL
FFEO080.38 2 DT, THEHFELEET 5720 ORMEOFHtslast 2805 & L7-.
TR % ST B o O R ORERR, RO ERH b T T S RS0
Bl L Lz, 0MEBRNT, AU UL - 75 OMEREKIAH LT, TG
BORODOREITIZTHD. |
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B B4 OMH O R (RRE)

M2 SYBETRELRLB ONFOBE SR

100

S0
80

70

60

*_:g %50
5 40
30
20 — 'f
10 j‘ir S
o 1 j
0 30 60 90
BRI (43)
%®2 BEaOELERFOBERNERBEEHEOERE
[H REFEBG) |y 10 15 20 25 30 35 40 45 525 60 675 75 90
@D |WEMNEHRE 771 23 73 123 173 223 273 323 373 448 523 598 673 823
BHE g1 178 293 416 51.6 601 683 752 818 841 912 972 1000
@  |MIERIEHRE 761 24 74 124 174 224 274 ‘324 374 449 524 599 674 824
SBHE | 89 209 318 422 520 591 663 729 813 889 937 967 985
B REREER 67| 33 83 133 183 233 283 333 383 458 533 608 683 833
B 113 237 350 458 557 622 703 773 828 881 910 941 972
@  [WERERR 79| 21 71 121 174 224 271 321 371 446 521 596 671 821
FEHE 74 161 264 365 449 555 655 751 829 867 923 965 989
® [WEREERH 83| 1.7 67 117 167 21.7 267 317 367 442 517 592 667 817
B 71 156 255 350 443 526 61.3 693 784 867 942 975 99.1
® [WEREERH 871 13 63 113 163 213 263 31.3 363 438 513 588 663 813
AR 6.6 160 260 368 447 541 61.4 704 775 880 905 97.8 1000
@  |WEREER 72| 28 78 128 17.8 228 278 328 37.8 453 528 603 678 828
B 95 227 351 433 558 63.8 750 79.3 833 853 902 958 977
1® [#EpEsm 80l 20 70 120 170 220 270 320 37.0 445 520 595 67.0 820
BHE 81 186 31.0 420 537 621 671 729 784 812 850 865 917
© HEREHE 87] 13 63 11.3 163 213 263 313 363 438 513 588 663 813
B 6.6 13.8 215 304 423 508 654 730 801 849 894 936 952
41 SR 5E RS 97| 03 53 103 153 203 253 303 353 428 503 578 653 803
BHiE 53 105 175 30.2 356 436 520 596 67.8 809 882 946 981
@  |WIERERRE 88| 12 62 112 162 212 262 312 362 437 51.2 587 662 812
BHE 63 182 27.3 425 505 584 703 764 841 899 933 948 965
@ |WEREEE 64| 36 86 13.6 186 23.6 286 336 386 461 536 61.1 686 836
TR 136 275 421 578 653 700 724 765 B804 826 871 873 97.2

RS R ST B T H OIFRtsiiC 31 AR RABE NIFE TRO 25 E 1, wEUZ

o TEAEIND.

dB = di+ (d2—d1) x ( ts—t1) /(t2—tl) (2)

SIC, ot ERTOFENERR

2 EH ORI ERR
dl : BEREItLCISH BIEAHEE
d2 : MR BIAHE
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TR A ST B 7w O & IIRIEIC X0 BHE S e A REI OB HEE R 31T
. i, WEROTFERIR L, WIEROTEE MR 3 ITRT.

#3 THBHEEHETH-HORRELBFHE
tsi

7 12 17 22 27 32 37 445 52 595 67 80
11.4 17.2 286 409 51.0 59.6 67.8 748 81.5 84.0 90.9 97.0 99.6
12.7 19.9 30.9 41.4 512 585 657 724 80.9 885 93.4 965 98.2
13.0 205 32.1 43.0 53.1 605 682 75.5 809 87.2 90.5 93.6 96.5
10.7 159 26.2 36.3 44.7 553 65.3 749 82.8 86.6 92.2 96.5 98.6
11.0 16.2 26.1 35.6 44.8 53.1 61.8 69.7 78.7 87.0 943 97.5 98.9
11.7 17.4 275 37.9 46.0 55.1 627 71.1 785 88.2 91.2 97.9 99.8
12.7 20.6 33.1 42.0 53.8 625 73.2 78.6 829 85.1 89.7 952 973
12.3 18.6 31.0 420 53.7 621 67.1 729 784 81.2 85.0 865 91.0
105 14.9 22.7 32.0 435 528 66.5 73.7 80.5 853 89.8 93.7 95.1
9.1 12.9 21.9 321 383 465 54.6 61.5 70.8 82.6 89.7 95.0 980
13.0 19.7 29.7 43.8 51.8 60.3 71.3 77.2 84.7 90.3 93.5 95.0 96.4
147 23.1 37.4 52.8 62.9 685 71.6 75.2 79.6 82.1 86.1 873 948
11.9 18.1 289 400 49.6 57.9 66.3 73.1 80.0 85.7 90.5 943 970
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[ o BEMOTBE mmazaamwswxj
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FIE4) EHSEE O A S EHERELRD D

S OEC BT AEERANL, T /RSN Sh, BHERITT JRHELIE305 TIX85 %
K%Lﬁwﬁ,ﬂﬁéntﬁﬁiﬁﬂﬁm%uﬁ#é LEMoT, HARTADES
EA, V. 4. Q, aloiiy L, R AVFICEREHETHRET 556 O R,
ﬂrﬁﬁei%%’fu@fﬂi. 27540 %% U85 %ITET AN IR LRES L TVD. T /R ZHIE
LT AT, 40 %IIE85 %I bl WERM A OTEH R B L THELXR
RS, T /R R RIE L3R aiciE, BEYER o TR SR 1340 % R U85 %IZIET DRF
2 NTRTE T IWtﬁﬁ#mﬁﬁﬁkT . ZOFITIE, 40.0% DI &7 D EHERF O
W telld, 7-F 72 EFR3I217.05 \&Tén T3 FEH85% DYAHER & 72 IR EREI DRF R
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te2Z (DI f- TRDA. 3LV, dA =85.0%, dl=280.1%, d2=285.7%, tl =445
2, t2=52.043, THHDT,

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

LY, 85 %IAHEEIISLIS EFEEND.
ﬂ%ﬁ%ﬁ%?é%ﬁﬁ@,@@ﬂﬁw¥ﬁ@m$ﬁ%&ﬂ%ktéﬁﬁéﬂa&Tét
% Tald , 2Ta/d , 3Tald , TaVHKEFERTHD. L@ ckdizte2NTaTHH DT,
- - CIIEFE RIS, Tald, 2 Ta/d, 3 Ta/dlzZhFh12.8, 25.5, 383&LFHIND.
ZNENOM ISR ZEERAOFIERFEER (2) 2AOTRDS.

=989+ (40.0—28.9) x(12.8—12.0) /(17.0—12.00=30.7%
=496+ (57.9—49.6) x (25.5—22.0) /(27.0—22.0)=55.4 %
=731+ (80.0—73.1) x(38.3—37.0) /(44.5—37.00=74.3%

NELNS.

FIE5) RERWK ORISR DIENERERD D

- TRF— A OPTEEAERT A, FIEL—3) (o T, SHBRIE O H iR
RS, ThE DI, REREYAOTICEDBEHERETHR T HEICE, 17.00L51.1
SOBEERRDD. RENEEATHAIE, 12.8, 2565, 38.3RUBLISDELFE
KB

B-2 #5EHRE PCAEERIE O FEIE R385 %IE L2V iEE OFl
FEAERF 1248 % FH VO TR E i LR 4 \OR TR E B LRET 5.

%4 {4 OEESFOBHEGOKBE

RITE B (92)

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 75.2
@) 0.0 0.0 0.0 74 114 19.4 299 447 520 609 702 742 72.9 74.9
©) 0.0 0.0 0.7 60 155 240 319 451 525 603 707 728 736  76.7
@ 0.0 0.0 1.1 5.7 165 245 357 433 484 588 717 744 750 718
® 0.0 0.0 1.3 80 105 209 343 473 524 565 659 738 737 748
® 0.0 0.0 3.0 3.3 129 223 398 418 478 620 699 707 73.7 75.3
@ 0.0 0.4 1.3 6.9 10.1 248 292 414 470 636 735 735 765  77.6
0.0 0.2 0.2 5.5 126 274 287 430 489 587 706 714 720 76.6
® 0.0 0.0 1.8 68 186 194 329 375 491 616 692 71.8 72.9 78.0
0.0 0.7 1.0 4.9 142 202 278 412 549 61.1 7.2 725 750 754
) 0.0 0.0 0.1 7.6 161 215 384 386 500 587 66.8 710 732 749
@ 0.0 0.4 2.8 54 109 225 334 452 484 612 665 724 730 734
RIEBIFEY 0.0 0.1 1.3 5.9 13.5 221 334 430 500 602 693 728 73.7 76.1
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FE 1) 7R OFE
B-1of & AT, 7 (1) #AWTAMAORHET JHEMERH L. ERERSITT
4. ZoFTE, 7/ERICEAMERT S TORMICADTHS.

%5 BENEHMOEHE

RF t ()| =3RRI E S 20 25 30 3715 45 60 90 120 240

360
® B IERE R (9) 4 9 14 22 29 44 74 104 224 344
16 BHE 124 189 389 465 481 583 650 723 730  75.2
@ #H 1E R 5 B 8 (42) 7 12 17 24 32 47 77 107 227 347
13 FBHE 111 194 209 447 520 609 702 742 729 748
©) WIEBERME(9) 6 11 16 23 31 46 76 106 226 346
14 FRHE 155 240 318 451 525 603 707 728 736 76.7
@ #H 1E I SEBFRE (%) 6 11 16 23 31 46 76 - 106 226 346
14 FBRHE 165 245 357 433 484 588 717 744 750 778
® #H1E I SE B AR (49°) 7 12 17 24 32 47 77 107 227 347
13 JRAHE 105 209 343 473 524 565 659 738 137 74.8
® IR ERER (D) 4 9 14 22 29 - 44 74 104 224 344
16 FEHE 129 223 308 418 478 620 699 707 737 753
@ WIEAERRB(S) 7 12 17 24 32 47 77 107 227 347
13 [JRHE 10.1 248 292 A14 470 636 735 735 765 776
IR E RS () 5 10 15 23 30 45 75 105 225 345
15 iAHiEE 126 274 . 287 430 489 587 706 714 720 76.6
©) i 1E A E B R () 7 12 17 24 32 47 77 107 227 347
13 B E 186 194 329 375 491 616 692 718 729 780
FHIERERE(9) 5 10 15 23 30 45 75 105 225 345
15 |FEHHE 142 202 278 412 549 611 712 725 750 _ 75.1
D) T 1E R E B (97) 7 12 17 24 32 47 77 107 227 347
13 |FBHE 161 215 384 386 500 587 668 710 732 749
@ #HIE R E R (5 6 1 16 23 31 46 76 106 226 346
14 |FBHE 109 225 334 452 484 612 665 724 730 734

FIE2) T/EEERHE L E R EE S
B-1& FIEID, % ORFNZHWT, BIERFE?D 7 /R %31 &, ZhaERERH
LU, R510, BAEOEHRE HEMERREZTRLE.

iMS)5ﬁﬁﬁéﬁELt@b®@ﬂ®EM?~5#6$ﬁ%m$%%%Té
ﬁi%%mm%mxﬁ&s%mﬁtﬁw%émm,%Eﬂﬂ@%%ﬁﬁﬁﬁ@%&%%%
Wi LT, THBRHRPHETAMEERETS. T/HHASEMNENIHEICE, @
wﬂJ®%&ﬁﬁﬁ%m3fﬁ%t&ﬁbfﬂﬁézkmﬁé.E%?V%%ﬁﬁw@ﬁ
@%%%%ﬁ%%EVWT,:w%ﬁwﬁ%ﬁ%%,éﬂm%@DT%%MEﬁﬁkTé.
- oI, BAEORRERRAORVON3445 THo DT, FHEHFEFHE
%7 9 DR R tslast L3445 £ 72 5. {OBEEIC OV TIE, WIERMERRAT, 12,
17, -+ -, 22T THAWANED-=0T, ZZTHHROFHEE 2D, Inb%
ST RAEHET B HOEEsiE L. ROEAWT, &tsiliB ) 28 % ORAORE
WEAHE L, BREEE6ORLE. £, MEMROBIEHIREZN 4R L.
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#6 FHBEHELHET L O OEM LB HE

FME4) BEHEBOLKFREBERREZRD D

R A VP T H SR TR B354 O LR s teild, RAEFEHEHEDO 250
GRS TH S . FALRREF N OFHEHSRITTE.8 %L DT,
ZD24m 1L, 37.9 %L Dh. FHIEHIRMNIT.9 %L DFFRtslZAffEETRD L &,

1 24, kU,

195 LEIR NS,

tsi
E3 7 12 a7 24 32 47 77 107 227 344
[©) 163 309 418 470 511 589  65.7 723 730 751
® 1.1 18.4 299 447 520 609 702 742 729 749
® 172 256 337 456 534 607 708 728 736 766
@ 18.1 26.7 370 438 497 593 718 744 750 717
® 105 209 343 457 524 565 659 738 737 748
® 185 328 406 438 516 628 700 708 737 753
@ 10.1 248 292 414 470 636 735 735 765 716
185 279 323 438 509 593 707 714 724 76.6
® 186 194 329 375  49.1 616 692 718 729 719
166 232 314 439 564 618 713 725 750  75.1
@ 16.1 215 384 386 500 587 668 71.0 732 749
@) 132 247 35.1 456 496 615 667 724 730 734
HEEOFED 154 248 347 435 51.1 605 694 726 737 758
E4 WERROTFEHEE
100
80
R ..;"'__;,;‘MP
£ 50 S
s e
3 ST
i@ 40 "
v
0 -+ :
0 30 60 90
BRI (5)
r —— FHIERIFY e SRIE B O J

PEEE AT AEAICN, EERKORKTHREHEDS %L dRETa £T5
3Ta/4 , TalHIEEEETH B, Talllol) B EEHERAI O FHERHE
1364.4 % (75.8x 0.85) Tdh ¥, PIHRIEIZ L Y Taldd6sr LFtH s D, Ta/4, 2 Tal4, 3Tald

X, Tal4 , 2Tald ,

ixEneEhle, 23, 35&

HBEND. 1280F—FZEFEEBIREINTVDDT, FDH23%

US55 ORI R IRIEIC L Wk B &, TR, 42.3%, 52.7% LEHH END.

28




FIES) SRERKIO LM SIC R BEHERERD D

LI THF S OPIREAET A, FIEL - 3) 1Ko T, BB AR
kB, ZhEb ez, RBEEERVTICERERRTRIRT 2581013, 195 & 3445
DIEHEE RS . 2721, BRI OB R A3445 X 0 & FITHE, telidl9
AL L, 2l RREAORKIERE LT 5. Tabb, EEREICOVWTE, PIREC
I Yt BT A EHEHR RO DLENHSH. REEEEAT 55T, 12, 23, 35
RUMESOEHELRD 5.
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Appendix C #h 7% LEI DAL T 78 B RF U3 E BE VA

BN A EE T Bl T ARIT, FELERH OB RS RIE T 2 TN TORBREMS
T 15 SELPIT 85% LA LA B AL, KA A BT A ViThEo TEDFRREERRE T
STHEW, 2L, LERXHEBICRYST2E0EYD, 250 mL OBHRRELFOR
BRI A T D A BTSEE ET5. k1, WEOAFEERR, ZEA, DR
HZR S, FEICOWTIE, 74 ba—T ¢ 7 F & RERRENER SN D .

O NFEFEDKILE
W OAYEIT FRISRT BB IR WHEAICIEBAYE, BLYRE<C
UTFOBAICIECAYE, CEBAAHEEDKELTD

S

#i o 7 LH D A S B K UE
BHEOEFIIIEER (%)

4y RN _ B X C

Mg PRl ZEH 1 3
AN BH (BETFv &) 5 15
HWH (Ve R—v, T EY URE) 2 6
BEEEAI, ZEH. EIRHA 1 3
S B OB TIMBN DO E R EOZEDEEDTN 5 15

BRI NE $H72  OINBOH BEOL LH> 10 30

* NBOEEHILEHICE LTHET 5. BRICE L THETE RV E &I, NEOHEK
LR, ERAFEEIC o THRBOREIIZEL LN b0 LZRLTH IV,

@ Bk EhnRR
B ki ,

M4 FORTRREIT Y. WTROEMHCREO TS, FRBREHAIR CIREIERFAID 30 20D
BTSSR L bIC 85%LL ETH Y, B, %5 EITRTHEREE CHEHEN SRS &HE
SR, A% AEYFICRS L 2T, RS L HESNRD» oG EITHE,
BREIRSLOEWFHREET A T A 0> TRIREZTT .

C KiE

% 3R TEM A S E T A MRS REES O EYZNRIEEST A K7 A Sfto TR
BREIT .

FOMITE 4 BIORTRRETY . WThORFITEOTH, SRR R OERERF O
|30 SOEHEHER L bIZ 8% ETHY, B, %5 EIRTHERLETELED R
%t%ﬁént%@uﬁ,W@%%E%%%K@%t&ki.ﬁ%&ﬂiéh&wot%
AT, BREIRSOEMFHRIEEST A KT A > TRRZ1T .

D sk#E
S REER OEYSFHRSEN A FTA Ve TRRZTT .
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