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EROAEMFNREMNRBRTA FT 412250 T ) | BRRI4ES A 31 BIEKEE83E [FIBINRA
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EEMROEDFAFREERBT A FIA L EO—HRIEIZOWT] RUOER 18411 H 248 KR
FERFE11240045F BREEROEMZNFRSHERBRT A FT A4 ZE0—MREIZHOWVWT) &
EVRLTWD & ZATTR A BREELOEMZHREERBRT A R4 12501 T,
IEERRR DB OBERRAOEMFENREURBT 1 RT A 12> T) |, [ROERRA L
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FT1E B

AL FT74 0%, BREERLOEMFHOREERBROERTECFRAEZRLZLDT
H5. EMFNREUERRZITO BRIE, BRERLITST 2RBERROBRENRZRA
EHERIETDZLCHD. AVENRSHERRTIE, BE, AREELLERERLO
WNAFXTSAZEDT 4 2B 5. ThARRERES, X, "M F 7458074
DREPTERDROBEL R ORVWEREMLTIE, FAIL LT, EREXGLERERRL
DT, N EBMT LEEMEM, Xid, FEDRICHTIREDREZLETD (UL,
INHOHBRRAREZ TN TWENFNRBREVERAR L VD) - Ei, Bo®AITIE,
EHEBEYFNRSECET 2 BERBREEA 50T, BHRBREERT .

B2E M

RITA FTA L THERTHEL UTOERKTHNWS.
RAFTRAZEY T 4 ARG OREEUITEERB S AR M A A D HEE
L&

EMFERNCFEERBA] . A FTA YT 4 BEETH DA

BRFENCFEEREA . IBEDENFRETH 5 HHA.

REES  FEERL L TUAREE X ONEERL T TNICE L S ERH.

BREHD  EREELLFA-OFDRS ZRA—ES R —FREORA T, HIEAED
ELWEEGR.

A i A EVEERG R USRG AR RLA

. EEYERA L REREA ,

FREIE LT, BREERDO 3Ty MI2%X, UTOOH S WITQOREBRIE T, F3E,
A. V. IR LIEEHRBRZITY (72720, 84 50 BlED /S RAEDO R, REEEEIL6 X
vEAUL) , PRIOEHEZ R T ey FORRIZEERAIE TS, 2L, OHB 0T
@ORBEIZIBNT3 vy h&b 15 KLUNICFY 85% L LEHT25H4E, wWihory
h EREAERIFNIZ LT L. ,

O R R FEICEHFRBRRRE SN TV AHAICIE, TOBEHRARIK.

- @FB3E, A V. IRLEBHERSFGORBROF T, Al tblry MR
TEMDFY) 85%LL LEEH T 2 BA IXEHEE & BORBIK, Wihory b
TARTORBRIRIZIBVTHEY 85%LL LM L 2VGES IR & b BV RERIK.

LFEROBHRARIZ L0 EERAZEHUICRIR CTERWERRIZBW T, ®AIORMEIC
IR Uiz S eyt () REUIE I Rb 2 9L RRB 21TV, FROHEE R



Licwy FORBZEFERA L35, ARRSPER LICREBTRE I 2 8ANL, BH
RREITOTIC, BYR2ey MREERKE LTI, 4
BEEERORBREANL, EEEe Yy FERCAF— L TRESNIZERTHSD Z &4
BELWS, EAEoy MO VIO EOKRE IO v FOBAITY LV, HRRSBERE
LTWAH—RBEREATIE, oy h\ORKEIFINEV/HELL T LW, 2o, EAE
2y b EREERRICAVS vy FORIEIFRILT, MEOHRERUASS AT AT LY
TARECRETHLHD LTS,
BRERRNOFEIINEMITR 2L RREICENVOOZHWS. £z, RBREH LIELE
BHNOEEUINMOERETRED 5 %LUNTH B Z L BEE L.

A

1. BBk

ARBICESID, FREZTIRELT, BEFRR OREREEIES S @758
HEED, TORERILERLMTS.

1) EBEHE
FAIE LT7Z a 2F—_"—ETIT Y. #RE OBNIEESIIT Y. HEERHN
BOTEVWERMRZ T a R4 —"—FRE2IT5 Z L RELWEAITIL, TR
HEABRIETRBREITI 2N TE .
2) Bil%k
FEELZHET DD+ TREEIT). SRR Lz DIcA%SMEIR
HRWERIZIX, ARBREF UHEIZL Y FIZEMNRAE (add-on subject study) %
1EFTS 2N TE . BMRBRIIARBOFEOESU LOFIETITY. ARRBRT
REBRES 204 (18 104) UE, HIVEARBRRUBINRR L TR E
¥ 30 £ULDHFEITIX, BIRT DI L5, FBEEMCKS T, RN L ErEA
DNRAFTTRAFEY T 4 OFHEOE L EHRBROBRICE SO TEDFERR S
PHETBIL LTS, '
BIERRET D7 VT 7 v AOBENEBRKE W K OB THE O LEHIEA
WESNBBAITE, SERERRS DV IIEERMAY AT 5R%B72 5 )
BHRTHA.
3) #BE
FRIE LTRERASEE > HRE L §5.
EEMOBRERPBOLNTHWIEEMTIE, F3E, A. V. TH-=BHRR
D=2 EDRMFIZIBNT, FERF L ARBEFOBEHEORIC FELWVE] 2 2bh
DHEITIE, BMAEFEZNE L LEEMFNREERBOERILEL S, BHE
HBRONTOWRWEERROMKERMAICIE, $3FE, A. V. -~ BHRARIC



L0 pH68FHE (7277 L, HEMEMIT pH 3.0~6.8) OREIRT, EERA L AR
S OEHEORIC TBREMIZE LVE] D 338D bN2EEITE, KEROERE
TREBRT 5. BAEEANL, BKEBROERE TRREZIT O LEIR.

B UIBEWEA RV R EOBEBICL Y, BEATORBRPEE LI R2WESIZE
HEERLROBEARETRREZTY. BENSERH-T, WD VT 7 0 RBHER
EBTRELLBRDBERI VT 7V ADREVERE TRREIT .

REFTR R ORBRTIL, H#REOBERBICIEREZLY, FOBERRELETD.
Bz, AEFRORBIIEETS.

a [ELWVWE] LT, RO2ODWTRrE2EKRTS. F11%, BHOBEWGOR
FI D SEHER AT 80 %I HE U 72 B A T 5 O BIFI O ST HER 50 %L T OHBET
BHb. L, EERH L RBRUAOBEN T VR (YR 5 %EHT 5 TORR)
DEIJEDZED 10 SN THER & bEH 7 VBRI 15 27 LANIZTE 85 %Lk
EHT 24, BAROBHRIZE LWERRWETS. £, BHOBERNSFD
BIF| OEHYEHEN 16 5T 85 ¥ ETH S & &2, EHOBWFHORAIDOEHEH
LB/RY 5 —FORKOFHEHRITH LT 60 LT OJ/EITIE, ELNERHDET
3. %21, WTNOBEK S EHEHENRE S NIRRT 80 %iZEET, A
E & 7= BRI 0 B BT 38\ TR H 03B W JF O BUF D I FE H FR A3t 7 D R
KIDOEHYRHED 60 AT OBEETH 5. 72721, EHERHF R ORBRRIAI DI HE
SN REBREERINICTEY 20 %L EDEHERE R X2 WIEEITIE, BE R BT 2 72
WOT, BRIMOBBHRBIZE LOET RV ELZRT.

»pH 6.8 fHE(-72 L, HENEEYIT pH 3.0~6.8) TIEMERA L HBRBB| OIEHE
iz T LWE] RERISHh, FRUSAORBREGTIE [FLWVWE] BEAIShRVSE
HRHHEE%, ERIRE] 5. pHeSFr(=/EL, HEEMEMIIpH 3.0
~6.8) TIEMERIF L RBEIF OBEHEIL [FLVE] BRBOLNTH, fOF~TO
pH T% FRRE T FNUEOENED DN AHEITIE HENRE] LiTvbian.

4) HBE5&MH

a. BE5E:EAIE LT, 1HREENUIBKFHAEZAVS. REBRASENRE
SHF FICER S A BEATIE, BRI LTRESN-RAED LREZBEI2VWESR
BETHZENTES.

b. #E#E:FRAIE LT, HERETRBRETY. EL, RRLEESNDERR
XS EHERS THRBREITH) 2L b TE 5.

@ HEHRSRE - R AL LT, 10 REL EoiEatk, #BREAZ 100~200 mL ©
—EBDOK GB%, 150 mL) &I ET 5. 5%, 4ARMETIIHRRELTS.
EL, ERBENRBEICHILEN, BRRETCIIM AT A TV T4 05%
L<EL 2 B84, T, BEERAEFRORBEBEEL B RHBEITB VT,



BREETRREIT). BBERETIE, EEVA (700 keal AT, A2, Bxx
NEF—ZHTHREDO=RINAXF—0 HEDBHEE1F20 %LLT) 2 2045 LLRIZE Y,
RECED b FEICRA LR 57 5. BECRAKRERED b Thinig
BITiE, BR300 DICBAERET 5. ' :

@ ZEHREGRR : BEDT-DITHRRLERIT 20F1E, HEHRGRARE R, FRAlE
LTHERETS. ThETORSEIFRAILE LTERRE L, MERICR%ERE
THHEERE, RERE RFLESOHRBE 2REULDITS) LT5.

5) #IE

a. BREUARK: FRIE LTk 35, REBRIEKRLETHZLLTES.

b. EREEIFKR U : BERAK L L ChiEZ BV 28481%, Cmax, AUC 72 X DEF
4 2R OEREZ RIS 5. HEFEANZ 1 A, Cnax IZETHETIL LA,
‘Cmax FHILIZ 2 &, HFIBRIZ3 RO 7T RU LOFRBROBBRELETHS. &
WOBEIL, JFAIE LTAUC 2 AUC.D 80 %L EiIZ2 BBEAETITH (tmax
P OIHREEH O 3BULICOE 2RRICHEYT2) . BIEMRE L TWAES
R4y DARZEACEUTEERFD O W R AEBH R EFICRVBEIL, 272K L b 72
Rl oo o THRIROBIEAT S .

FRE LTREAVDIHAIE, hEZEAVCIHEAICHELS.
TFavEN—a iz kV F2FET 2568120, BRBKRTT 5T ToRER
EERALETH Y, RREFOEBRRIUILT LOMBEL SRR,

c. BIERS : RRIE LT, ARG OREMEEZRET . AENLBEBERD D
A, EEMEREVEZAERS ETHIENTE S, IHEEEEOESMIORS
EEHTIE, FRBEA~OFSBREVCEEEZRERS ET5. 2L, X
RE CUAEBRENZEYBELZ AT I LRBEINTRORGIE, Biikr o
BIET 2 BT

d. ik - RN, BEE, BE, E#ME E2RR REPoREdRY o ENE
BREZONT, +RENY F—va v ETo - FEZRVS.

6) PREEHIR

BEl, BERRL LT AR OREMEUIIEHERBD OWRALBH O 5 15

M EDREHI B < . |

2. FHfhik
1) REMFHE ST A —F
MKz RBEIR L 5556101, HERGRBRTIE, AUCKRT Cmax &AM
RIS T A —F L35, ZEERGRBRTIE, AUCKT Cmax &AW PHRSE
VR ST A —F L § 5. Cmax IXERHEZ AV, AUC RERIETHE LzEEZ AV
5. TarRr—varTFRRHTEDLHAE, AUC DRV IZF 2AV5Z L



BTED.

AUC,, tmax, MRT, kel 2 EFBENRTA—F LT3, FREEEIZBVTH, C
LBERT A—F LT, L, EAREBROERERRORKNE RS
P52 AEHEMER D HESITIE,  tmax bRISMHFME T A—F LT 5.

REARBERE & T 58818, Ae, Ae, Ae.,, Umax XU U & AUC:, AUC; AUC.,,
Cmax RGBT A—% L LTHWS. 728, ERARBARMOZERERRD
BEERROE FtEIC BB A 5 2 AR H B H/AIIE, REBREKRLTHILIITE
72U

2) AWMFHREOFER

AW EEOZFARIT, AUC RO Cmax ASEERSATHAICIE, RBRR
| L EERF| DT A —Z OBFHYO/TETE X 080~1.25 THDH. AUC AU
Cmax NTEESHT AHEITIE, RREK L EERFIONRT A —F ORFEHDOEER
R DR EMIC R B & LTHET & £-0.20~+0.20 TH . FANES 2VEY
T, Cmax KKOWTIRINE Y SERVEBAZEMFNRSEOFFRLTIL LD
%. tmax ¥ FEMIIE/ T A —& LT 3BT, TOEDZ AW RS OFEK
ERETD.

3) HiatFHIET

BRI LT, tmax 28 < 37 A — % TIEHKER ST 5 2 L BRENDOT, HEE
Wk UCERNTT 5. 90 %ISR GExHs, RERKE) TEVENRISEZFHETS.
Tnofkboiz, BEKES %D 250K ARE (two one-sided tests) TrHHlIL T
IV, SEOAEANRHIVZHOBESL 2 b0 EZANTD L. FIEGEMRE (add-on
subject study) ZFEML7=HBAITIE, ARBOT—F LHAELT, AR (study) %
EBEROVE > LTHENT 2. 7L, MR TlAL EBRFE, oWk #
BAE DR LITKE BV RWEEICRS.

4) FSEHEOHE

SHEA I & EEBIA O A M F RS (T A — & O BREDFEAEDED 90 %
(EHEXEISS, 1og(0.80)~log(1.25)DEFEIZH 5 & &, REREA & EHERFNI AP
FELHETD.

feds, FIROHEEEICES LEVEATY, RBREH L Rl o £ FrR S5
/< T A —Z OREDTFHEDED 10g(0.90)~1og(L1DTHY, B, HIHE,
A. V. iTfE- AHRBR CHEHEHNEL L T3 LHESNERITE, £BFN
RS LR S, 7L, T ORESER SN DO, ARRCRERER 204 (1
BE104) LLE, »AVIIAREBREUSENREREZ I TRIEREL 30 KU LEBHVDL
NEHERICRLNS.

BENRT A —F OO RITHEERIT D L XIIBRE N, ABREAILE
R D EHERICA R ER S 5 L HESNHEITIL, WR EZOEPHEL 25



RWETHDNE I DITOVWTHANRDENS.

III. ESFRIABR

EAFRRRIL, v Mk 2 EAPREZ BRI, WRFENRE LN T R8BRTH 5.
i H SRR R OREACGSUITEERE D O E BB ESBERERR, RUSA 4T
FEVT 4 DREMBRDROBEL 2 L2 VERKICH L THEASND. EH%HREBR
CRWTL, REDRORFHIHESZLE TS Z LBEE L. HIRH, HERAICS
W, HE72 in vitro AHRBERND Z LR TE 3.
ENFORROFRFOFARL, EEROEHLERL, EIIZED LIS,

IV. BRRAE
BARBRITERDR BRI, BRENRSEHZERTIRRTHS. PR
RBERUCENFORBREREDH 5 WVITE T ZICEAEN 5.
BERABRORIEOFARIL, ERLOEHOFEZEEL, HIZEDLNS.

V. BEHER »
BYERFETNY T a Y EToREHRBREROSOTEZ AW TRR TS .

1. ABREIE
HHRRO 1 RHFIZ %, F8F 12 Xy ETRERETS.

2. FBEFR
pH 1.2 TIX 2 B[], ZOMORBRIE TIX6 R L 45, 722 L, EERFIOFHEH R
M85 NEMRT-RRT, BRREKTIDHILENTES.

3. RBREMH

UTO&EMETRRETTY.

EE NN

AEREOE - JRAIE LT 900 mL.

REAEDERE : 37+0.5C

ABYE  pH 1.2, pH6.8121X, ZhEh, B+AKEBAERS OBHRABRE L#E, &
HRERE 21k %, £7, ZOMo pH IZiX#E D7z Mcllvaine DEE#K (0.05 molV/L V>
BAKRZF Y UAL 0.025 mol/L, 7 = ERE VT pH #RET3) 2AN5.
EFROWFTNOEHABRSM T LARRERFN O T H A 6 Bl £ TIZ 85 %ITERET,
fh D X RABER TIXFET BB, ZTOBERIC I ARBREBML TS Lu.



1)

2)

3)

et & & e Al

El#s% (rpm) pH

502 D1.2
©5.5~6.5Y
36.8~17.5
@7k
1009 D, @, @D boVnTnir—ob

a) R FLE, 50 BETR y BV OERICHAORENSERTIRLEBOONIEE, TOFKNH
R T, SR, T5EE, X, BEESRY v ME, 100 BETEHRRET o TLW.

b) FEERIFIAEE S N - RBEERILINICES 85 %Ll EIEHT A4 T, BHOBVWRRIKZER
F%. WTNRORBEICEV TS, EERFINEE SW-REBIBFLNICTER 85 %EH LRVWES
T, BLEHOBEVRRIELBIRT 5. '

o) 2 R, 100 EE TEMTERBEMIZBVT, 2 KA, 50, 75 BEOEHRERT, 30 542U
ENERIA], SREREE| L b2 85%LL RIEHIT A BA, SR, 100 BEROBEHRBRZER L T
HEv

e U EME R 2 S TRA, =—7 1 v T HAl

BEl#s3L (rpm) pH

502 ®1.2
©3.0~5.0P
®e6.8
@K
1009 @, @, D> LDV FThi—Db

Q) SRV, 50 ERETA v £ DEMIC A OBMEM SR T 2 RENBD SN BE, TORM
CELT, S RAE 75 EE, XX, EESRSy ME 100 BETEHRREIT > TLW.

b) BRI S N SRBBRILUNIC T 85 %Sl LT B AMT, BHOBORRE L ER
F75. DFRORBRIEICEN TS, EEMASEE S N RBRERL NI TS 85 % L2V B4
212, B b OB RBRIE R BRT 5.

O /KR, 100 EIECEMF <SRBT BNT, /S KA, 50, 75 BREOWE HEBT, 30 42U
BRI SREREUAI L 0 85%LL EEHIT B BA, /S Rk, 100 BIEEOBEHRBREZER LT
H I

SRR & 5 Lo BLA ,

SRy ESTRA L1, B 50 BETRBEIT) L&, REEHEAZEER
W1) Xik2) WHETSEORBE TS, EERAOTHEHERBE ShicABR
B TIZ 85 IEL RN B D TH D

.

10



El#E# (rpm) pH FaiErEA

502 ®1.2 ' RN
©4.0 } =l
®6.8 G
@ Mt
®1.2 RY I _— |k 80 TP
®4.0 Rt

, 6.8 Gl

1009 ®, ® OnH>HD RY I — | 80 TN

{,\j’ﬂ;ﬁ:———/) d) .

a) X R, 50 BEETRy EAOERICEAORED BHEET IHARBROONIHE, T0&Mt
BT, NRVE 75 EEE, Xk, BEEASRT vy ME, 100 BERTHEHRRBREIT>TLW.

b) BY VL_— | 80 DIWEIX 0.01, 0.1, 0.5 XX 1.0% (WV) 285HT53. ®, ®XIDD5H
Dl &b 1 DU LORBRE T, EERAINRE SN RBRREELINICEY 85 % EEHT 50l
DBERRY I NAR—1 80 OR/EBEFRNL, ZOBE20, OXIOORBRFECHEMTS. W
NORBIKICEW TS, BERMABHE INRRBERILINICTES 85 %EH L2WESIZE, &b
BHOBENWEEDORY Y _—| 80 DIBEZBRIRTS.

RY Y _— | 80 BEGORMBA L BEEAL, EDOBRHEBCEETIHEELRY, BF %
VUBIZARI YV VAORDVIZY VEBETART VN UAZAWTI VU AREF Y VA2 ER
LThEW. 27EL, ZVINERT M VAERVWESEOEMORRERX, RY A=} 80
BESRESACOARRBEOCRASOBEBEXBL TIXRb0.

o 7Y RV, 100 BlEECTERT<ERBREEICENT, 7NV, 50, 75 BIEOBEHRER T, 30 40UAN

ICEETERLE], RBREA L bICTY 8% LBEH T 55EE, /S FAE, 100 BEOBEHAREZAK LT

H LU

d) EERBBRAE SN-RBRRERNIC TR 85 %Ll LB+ A &4 T, BHOBWRBRIK 2 BIRT 5.
WTFNORBRKICBWT S, EERANREIN-RBRRELUNIICTEY 85 %EH LA2VEAITIE,

EbBEVABRIEEBIRT 5.

e) 50 rpm LR UIRE.

4) FEETERGA

El#EE (rpm) pH

502 D1.2
- ©6.0
®6.8

100» @

11



a) 2% RAViE, 50 BTy VO EFHICEAOREY NHEE T HRKERD LN 56, FO&HG
ITEX T, SRR T EER, XX, EEESRSy MME 100 BECEHRRBRE T T L.

b) /% BV, 100 B CTERTRERREMEERBVT, 2 RAE, 50, 75 BEOEHRE T, 30 22
PICAEERLS), REBREA L biC 85%LL LT 284, /SR, 100 BEOBRHRABREZEBEL T
T,

2B, BREEY 2 SRBERERAOBEIE, 84 50 BETIIHRRO, @,
7., 454 100 EECIHREBRIEDIZ, RY YA~<—b 80 #HMLERELITH. AV
J_— k80 DUINEEIL, 3) BRUEYEESDLEROEIKS.

4. EHEEEHOBELMEDH E

RREAIOVHEHEL, FERBOFHENRE LT 5. FHBA, ABREHON
THPOERICT VRN S 5 & 121X, EHBREEE7 VM CHET 2 N T
(8 2) , O~Q@DEKET T SERIUKEICS>WTEATS. =771, BHiEEmET

L8, ﬁ%ﬂﬂ&ﬁ@%ﬁ@$ﬁ%&?7ﬁﬁ@%i10%%%@&?hﬁﬁ&&w.ﬁ
B, REHICLVHERITIBAOEHELHETIRAIL, 1 (2

fAT®WMﬁ%%#bth,uT@winm@Eﬁuﬁéﬁéké,ﬁﬁé@ﬁﬁ
BLLTWBETA. 2L, 272 ED 1 OOBRERBREFIZB O THEET 5 RBRIEERAN

ICREYERIA D EHIE D 85 %EL EIZZE L R2ITHIEZR B 7220

PRBRRE DS 15 43Kl & 72 BB E, B A% 16 & L THEHEBOFMEZIToTh &
v B, 7ﬁﬁﬁﬁmé?5%u,m@%ﬁl5%aiﬁmﬁmﬁﬁﬁké.

PBEMRIANT IV TIE, BB pH1.2 084, BEESN-RBREER (2 BR%)
DOVEMFEIE T THEHZEBHOFEZIT>TH L.

WHABRIC L 2B OHEIR, EVFNICRETHD Z L E2RBKT S LOTIIR.
OIRERAND 15 0 LINIC T 85 % LA LB T 2BE FBREAIN 1553 LIRICFEI85 %
Uiﬁm?6ﬁ~xm15\hkw5%&@%@?@%&%ﬁ%ﬁ§ﬁ@$@%m$im%
DFFAIC D )

@%%@iﬁmi 15~30 ST PH 85 %L EBHIT 558  EERAIOFIEHER 60 %
B X 85 %L & 72 Y72 2 FEARIZE W T, HBREIF O EH 7 HER MME HERIF 0 E
HE+15 %BO®BEAIZH DD, U2 BEOENR42UETHS.

OEHERAID 30 FLINIZEE 85 % EBEHLRWHEE UTOWTHrDEETESE
T5.

a. BESN=RBRFFHIC BV TIEERA O TFHEHEN 85 %l LL 25 L &, HHER

FIOFHVEHEDR 40 %KV 85 W%fHEDEY 72 2 Rz W\ T, RERRA OEHEH

PR ERH O R 15 % OFAICH 50y, T 2 BEOEIX 42 ETHS.

b. HE X7 RBARFEIZ 3\ TR BERIA 0 LR R DS 50 %LU L 85 %ITEL RV E

&, BEERAISHE SN RBREEICRT 2 EREEED 1/2 OFEEHERERTIEY

12
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