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EHA RIA V12, BREEROEDFHRSERBROEEFEOFRAERLIELOT
b3, EWEHRSERBAT O BN, SRERRICETIBRERROBIENZR
M REET B I LiTh D, AMRHASHRRTE, BE, SREERLGRERLSD
SAFTSAFEY 54 REBT 5. TRFRERES, XL, SAITLFEV T4
DREFBEDHROBE L 25 RVERS T, FHE LT, AREERLERERRL
ORIT, ZhhEBATSERIER, Xk, TEBICTARRARLIETS BT,
2B OHERBEF L ENENENRREUEERR L D) . £, RORATE, -
BHESAEMENRSHICET A EEAERE 5L 50T, BHAREERT .
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1. HEYEELA & B :

FRIE LT, RRBREEROIvy Mo, UTOOHIWITQORBRKT, F3H,

A. V. IWRLEBRHRRZT (2L, 845 50 BEED/S FAEOS, RERERIL 6~

oA E) , PEOEHMEERT ey FORMAISEERAIL TS, LEL, OHDNE

QORBRITTBNTI3 Yy b b 15 HUPNICTEY 85%L EBHT 5548, Wihony

b AR LT L. :

DR EURBAECEHRRSRESN TV RHEETE, TORHMEK.

- @FE3E, A V. EFRLEHRBREFORBIROFT, L2 lb 1 ry Mk
TEEM S 85% L BT 3 B At S B & BV RBRIR, WThoey B
TARTORBRIICI O TEY 85% 2L LEH L2 W B E ISR bl AR

ERROEHMENT & 0 RENA FEIICRR T RVERRICBO T, BAOREC

S LTe@s At i) MBI Enic b 2 WEAIRRET, FTHOMEZFR



Licey FORAZEENE L 5. BRRSNER LICRETRE SWANAL, Bl
CRBREATOIIC, ENARTy R LT, ;
BRERDORRIENE, BEEuy FERALRF—ACHESHARACHEZ LR
EE LS, EEEny FO V0B EORE SOy FORAFITH LW, BRI PTER
LOWAH—REERAITH, By FOKESHohEOARS S THIW. 2, HAE
By b EAEERBICAVD Ty FOREHE LT, BEORERUALTT<LFEY
F A RBCAETHE b0 LTS, |

EERNOE BRI AEER 5 ERRIGEC SO RS, £, REAEA L EE
BROE R UIHEDERERED 5 %L THS = LRZEE LI,
S

1. BB |

FRBICETD, PREXTORELT, BEANREREREEL S ENaRg
HEED, TORERLER LTS,

1) B , :

FRIE LT AF—AA—ETiT 5. HREOBHIEELIITS. HARm s
BOTRVWEEMRE T aRF——RBETH Z ERELWEAITIE, TR
LEBRBRIE TR 24T T LM TE 5.

2) Pk

MR HIET 5 DIC+ S 2B CRBET 5 . PIMATR Lk dDIC A HAR
BRWVIEEITH, AR LR CHEZ X D HIEEMRAS: (add-on subject study) %
LEHTS 2 RTE 5. BNRRIIARBROMEOES U EOFTITS. ARBT
BHRER 204 (1FE104) L, HAVRARBRECENRR LT CRERE

¥ 30 AU EDHBAICE, RT3 L5, FEREICKDT, RBE L)
DA FT A FENF 4 OEBEOE L EHRROBRICESWTANFEHRIZEH:

BUETBIL LTS, . '

HWESERS D2 VT 5 v ZAOBENEHRRE VWi ¥ OBE TEEO BB
WESNDPEIIT, SERERERD S VIERERAEE AR T+ 538872 2
BRATHS.

3) BBE

BRI & UCRERASES 2 BRE L 15,

EESOBEHERARONCONAERS TR, B35, A V. it RSB
DO—DOLL EDEBICBNT, ERRA L RBUAOBHEORIC [FLnE| = 2Bh
A, BREFALRE L LemPRSERROSHRUEL 2 5. BRE
FABRLN TRV EEROIKERAEI TR, B3%E, A. V. 1Ko iR



L0 pH6.8MHE (22 L, HAEMIRYIL pH 3.0~6.8) OREBRKT, 1RHERHA LR
BB OEHEORBIZ MERMICELVE] © B3RDLNDIHEITT, BHBROERE
TR S, PSRN, REBRORRE TREBRET O LEERW..
EIEEHERRRNAR EOBEIZLY, BREATORBRIEZE L RVWESEE
FEELOBABRE TRRETS. BENSEN LT, BP0 V7 7 U ADBHER
EHTRELERBERIRY VT TV AOKREVHERE TRRREITS.
ﬁﬁﬁ%&@ﬁﬁ*ﬁ:&%ﬁ@ﬁ%ﬁ%k& BH, EOBERRERETS.
Wir, HEFZORIUTEETS.

a [RLNE] BIL, RO 2ODOWTRMEEERT S, £ 11T, BHO#EWFOR
RO FHTE R 80 %Iz LB R Tl r OREI O HTES 50 %L T OBET
b5, L, ERERA L RBNFOEH T i GRYR b %EIT 5 X TORH)
DEFEDOZER 10 LEN THEEH & LIEH 7 FREE LI 15 47 BIPIC ¥R 85 %Ll -
BT EECE, MARMOBHEICE LVWERRRNET S, £, BHOEWED
FUR O EHFEHEN 15 5T 86 $LLETH D & FiZ, BHOBEWFORA DT
P Y 5 —FH ORI OTFHEHTICH LT 60 $LL T OHB ST, FLVWERSDS LT
5. 821, WTNOEA G EHBEHESRE S N RBRRERFNIC 80 %iZEE T, MR
TE & U= REREE R O BHERE R BV T H 0B\ 5 0 S o0 e R A3 i DB
KO SEHTEHED 60 %L TOHRATH S, Toic L, BHEEAIR URBEA BT HE
E N - RBREHPIC T 20 UL EOBEHEER R IR2WEEITIE, EE RSP T AR
VWOT, EHIMOEHRICE LS LR

*»pH 6.8 fHE(=7 L, HEMNEMIT pH 3.0~6.8) TEHERA & RREA ot

z [ELWE] BERSh, FhUSORBREETIE [FLnE] PEAIShRNVSE

HEbsBEE, [GREOZE L§5. pHES MiEGe L, REMERYI pH 3.0

~6.8) TIEEHERIA] L RBAAIDBIMEIC [ LWE RBEHLATS, MoT<To

pH TH REE X TN LOZERFED N IHEITI ERNRE] &by,

4) Pehdefk - |

a BEE:RAILLT, 1RSMEXEEEEARZNCS. REBRFAEORY
S PICER S ESI, FAE LTHESN EHEO LREEX 2WVWES
BETARZLNTES, :

b, & RAE LT, EEBETRERETY. £EL, BELESShIERS
IS ERE CREREITH) LB TED.

@ EE#R5aR : FAlE LT, 10 KU EoHES, HBREAIZ 100~200 mL O
—EROK GBE, 150 mL) LHEIZRET 5. REE, ABMETHBRAELTS.
L, REREXABCHESR, BABETRASTT L FEY T 4 2%
LB R B4, Xid, BERAEERORBRFEENE L RHBEITHNTH,



| EHBRECHRET). RERSTH, EEHA (700 keal BT, A, BTk

A=A T B IREO=RAX—0 5 DEETL20 %L T) 2 204 LLFICED,
BiEED bR EA 2R 575 m%ummﬁﬁmﬁwanrmaw%‘
B/, B 30 HiclMAERETS.

@ ZEHRSRR  WEOCT-DITHRREIRICT 2, HEREAR L A% KAL

LCReRRET 5. thECTOREIFRAIL LTEMEL L, liEschifrs
ToOEEERE, BRFRES (RFLRESOMRE 2RHAUELITS) T35,

5) HlIE

.
b.

IR ERE LR L35, RAREERL T Aot b T2 5.
RIESE O : SRR & LCRBE AV HAT, Cmax, AUC 72 ¥ 0F
M2 2R O AR R ERT 5. RS ENIC 1A, Conax KET B Tio 1 A,

*Cmax MHEIZ 2 R, HEBERIZ 3RO 7 RU LLOFROBEERNETHS. &

%@ﬁﬁﬁ,ﬁﬂ&bfﬂ&hﬁA&L@SO%utmﬁéﬁﬁi?ﬁ5(mmx
P HIHAFRH O 3MFLU B b SEICAYT3) . AERRE L THWBHS

R OREESUITEERB D OB IR P ER CRVWEEN, 22 &b 72

R > THRIROBRIREAT S .
FEE LTRERVEEN, MEZAVSHEIELS.
FayRA—va itk FETHET 5HE1E, RRSKT S 5% TOMR

¢ REBEXRETHLN, RFEFOEREIRIILT LD BREL Shigv.
b RERRS  RRIE LT, BORSOREBMGEZHET S, SENREARSD S

A, EEHEARDERAERS LT EBTES. SSRREAOREYMHLRS
EIA T, EEBEA~OFEPREVEMAERRIERS ET5. L, X
RE TS RNRIEYBIR S RT 2 L BABESRTRWEHIE, BAEEE SR
PIES 5 HEXR.

ST RRE RE, RE, ERE ERERAR, BToRNEMNSpoREME
R OWT, TN F—a v EfTo T V5.

6) PRIEHATE

2.
1)

B, RERRE LT 3RS ORELESUIEEAE D OB R YR O 5 1%
BLEDHRRHIRZES . '

BAlRS

FGHERHE < A — ¥

Il Z AR L T 5B 5ITH, BERIREHRE T, AUC KU Cmax &4HFH

RISHERHE T A —F & T5. SEZERBTIE, AUCKY Cmax ZAWRHRS
RN T A —F &15. Cmax (ZEREE AV, AUC IXEHETHE Lz A

5.

?:yﬁ»—vayﬁFﬁHM?%éﬁﬁﬁ,Amlm&bDKF%ﬁwéct



HTEB.

AUC.. tmax, MRT, kel R LIBEARTA—F T3, ZRERFCBOTL, C
BBENATA—FLTE. L, (ERREKEOERERROBERNE At
5z AFREESA H BB,  tmax bRISHFEMATFA—F ET5.

R B & T 5 EIX, Aer, Aey Ae., Umax R U%Z AUC:, AUC; AUC,,
“Cmax RO CIZfth 337 A= &L LTHWS. 28, EARERHOEZEPERE D
BB A AR B L 52 5SS H A HAINE, REBRDERETHILIATE
72U, '

2) EFERREOFER
AR FIE OZRIRIT, AUC ROR Cmax BHCERSHT 58 CiE, AR
F) EAZHERIK| D AT A —F OBFEHOHTRT L& 080~1.25 THS. AUC kW
- Cmax RERSTHTHEEAITIE, REREEH L ERERAIONRT 2 —F OB FHOEER
HEBLN DR ERICRT A 2 LTHET & &-0.20~+0.20 THD. FRABPERNEY
TiE, Cmax IZ2WTRIN LY bEWEHE EMPHREOFFRLE T LD

%. tmax ZRSHETE AT A —F LT 35, TOBUNRERFNREOFER

ERETD.
3) LEHERIAET

BEHIE LT, tmax 2L AT A —F CRNEERSH T3 2 EBEVDT, HEE
Ped UTHEITT 5. 90 WIEHERR GExtH, RERE) TEMENRAEEEFMNT S,
“noRbYIT, EEAKYES %O 2 >ORRE (two one-sided tests) . T LT
B LS. AIRMRTRN R HIUTHOEY 2 b D2 AN TS L. PGS (add-on
subject study) F3ML7-HEE, FRBOT—F LA LT, BB (study) %=
TEERODE - E LTHEIFTS. L, MRBRRE AL =R, Sk #%
BE DR LI KRERBEVBRWESICIRS.

4) REHEOHE ) '

SRS ) (AR O A Y0 R EENERT /< 7 2 — ¥ OXEED FHIEDED 90 %
EHEEREN, log0.80)~1log(1.25)DHEIZH B & &, ARREA L EERAITEDFRIC
m% L METS. ' -

7k, EROMHERLEEIZES LSS T, REREA & EEREI O A ay RS
Rl T A —F OREIEOEHHEDEDR 10g(0.90~1og(1.1DTHY, Ho, H3H,
A, V. T EHRBR CHEHEBAEL LTV 5 L HE SRS, ENFE0
R EHETS. 2L, TOREFEA SO, ARRTRERER 204 (1
10 4) UE, 30 EARREUBNRRZ I CREEREL 30 £ EBHANS
NEHEECRLNS.

BENRT A — X D FRFEMOBRIIAELZTS L &icaBIh, RBRREA LT
HERIE DIEERIICE BRER H B L HE I NS, IR L ZOENEL 2D



RNETHINE I NDITOVWTHANRD BD.

1. SEA3A0RR |
SEAPMRENL, b MR 3 RENR AR, BRSNS Y ERT ARBTHS.
5 AR T ORE A ILE R B 0 R BN SRR ERR, RUAL AT~
5L YT 4 OUERBFBROBIE L2 bRVERRICH L TEASNS. EALHRE
CRVTHE, RESROBMMMESE i 5 - L REE L1, T, WikERAico
W, EY% in vito HARBE VS T L B TE B, |
EAENORROASOWERL, ERROEDEEHRL, FEICEDOND.

IV. Fessti

B PRABR B AR A I, AR RS MR MR TH 5. AYermesi
SRR U FORBAREES 5\ EETITRNE S IEE S D,

FRERRBR O REDHARE, EXRSOEHOREZERL, EIICED NG,

V. R _
BYRFETAY 7 g 2T L BEHRABRER CSHTEE O TRBRETT S

1. BEREK .
EHRBRO 1 &cox, FRH 12 <o ECEEBRE{TS.

2. HREBREFH ‘

pH 1.2 TiX 2 K[, ZOMORBKTCIZ6 R ET5. 7L, ERERNRIOEISEHE
285 EREBAIEAT, RRERTIBZZLNTES.

3. B

BFORETRREITS.

B : /S KA

PERIROE : JREl & LT 900 mL.

SREREDIBEE - 370.5C

RSN : pH 1.2, pH 6811, ThEh, H+AKERRERSOBHRRE 1K &
HREBRE 2%, £k, £ofho pH iZid# )iz Mcllvaine OFEEK (0.05 molL ¥
BkETF R U DAL 0,025 mol/L 7 = VEEFRAWT pH #RETB) 2HVW5.
EFREOWTHOEHREBREMS T LIRERGR O TP RN 6 B £ TIC 85 %IZETT,
hDOEY 2EEK TILET 558, TORERIC X HHEBEBNLTH L.



1)

)

3)

BRI &S T A

Blindg (rpm)  pH

509 1.2
@5.5~6.5Y
®6.8~7.50
@7k
1009 @, @, @n 5 LoV TFhip—oP

a) /% F/Lik, 50 HEE Ty A OEBICMAIOBMENHERT 5 RERED bNEBE, TORME
IZEEZT, AR T5EE, X, EEARF » ME 100 BETEHRBET > Toe.

b) EEHERAIDSHIE S NI SABRRILIAIC Y 85 %A BT SR, BHOBVRENEE SRR
T5. WPhLORRIEICBWTH, SERMAINRE SRR 86 %IFH L2VBeE
T, B LIEHOBVRRIRSEBRT 3. :

) 2 FAEE, 100 BHETERTERBIIEICINT, 22 FE, 50, 75 BIEOEHRET, 30 381N
WA YRR, BREASIHN L bz T 8% L EEHT A8, #X R, 100 MECEHMBRE & LT
vy, : :

SRR Y 2 S T aE), = —F ¢ 7

El#54 (rpm) pH

502 ®1.2
@3.0~5.0»
®6.8
@7k
1000 @, @ @350V Ths—0Y

a) R FAE, 50 BRETA » e MO BRI EAOREYINERT 3RESBD DL BE, TO&E
REXT, NFAK 75 &R XL, BSR4y b 100 BECEHRBREZT>TLWD.

b) AR S N REBE LU T 85 %L LEHIT BAMET, WHOE HRKEBR
F5, DTRORBIKICEN TS, EENANEE S N RRF AT 85 %EH LAVSE
i, BRLEHOEVRBREBRT 3.

&) 2L FEE, 100 BHECHEET ~ERBIFHEIZBNT, 2% KA, 50, 75 BEOEHER T, 30 28R
RN, BUREUAI & &I B5% LB B A, /3 KV, 100 RO HRSEEE LT

B,

ARy e a R g
HEREED 2 E0MALE, S0 50 BETRREZT) L&, REEHAEZEER

V1) XiE2) CRETS LORBR TS, BHENFIOEIEHEMEEShIRR

R ETIZ 85 BITELARZVHDTHS.
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EE=# (rpm) pH : FETE A

502 @12 ' TR
@4.0 ALt
®86.8 RE
@7 =i
®1.2 RY YV A— k80 Fin v
®4.0 ' Rm.E '

: 6.8 ML

1009 ®, ® Oo5bLD RY I A—h B0 MO

WFhd—o @ .

a) PR, 50 BTy EAOEBICEAO BESSHET I RSKSRD bREEE, TO&H
WEXT, SRAE 75 EE, ik, BEESRY y b 100 BB THEHBRBRET o TV,

b) #HY ¥ — b 80 DIEIL 0.01, 0.1, 0.5 XXk 1.0% (WV) 283, ©, @XREOD5H
Pip &b 10U EORBIE T, ERERIMNRESAEHRBRRELAFNICTR 85 %Ll FBEHT 501
BERBRY V— | 80 ORBEBEEHHL, ZOBREEZ0, OXRQORBRCHENTS. Wi
NOMBERICBW TS, EHEASHE ShARBRRE LIS 85 %EH LaWE&IR, &
BHOBENRLEORY Y2— | 30 DBREZBIRTS.

Y 2 A~1— b 80 REHLEMA EHAEEAL, EHoBRHERICRETAEAR Y, BERY
VBB o AORDOYRY VEZABEF NI AERAVWCT VY ARET ) U ARER
LTh L. EEL, FUVYAEET R U AERAWEREORSOEMAER, Y12~} 80
BERRESNTOIRABECHSOBRREYELA TRALRY. '

& 24 FIVEE, 100 BIE CRE T ERBIERIZENT, 2 FE, 50, 75 EEOEHMERT, 30 4720
S RERL, BRSANA L bICTEY 85% LA EEET 2 BE, S B, 100 BiEEOEMEREEE LT
L. _ .

) EERERAISRE Xn BRI 85 % EEHT A R4 T, BHOBWHERE & BRT5.
WTENWOBREBRKICREWTh, BERARHEENHBRERUNICEY 85 %iEl Lavigainid,
EbLEVABIKLBRTS.

e) 50 rpm & R UHEEE.

4) MBUSHBE
Bl (rpm) pH
502 @1.2
'®8.0
®6.8
1000 @
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a) % FAdE, 50 BRE T EAQERICHAOBER A EET 5REFBHONDEE, TORK
BT, ARME T5EEE, Xid, EEBEASAS Y ME 100 BB TEHRREZToTLN.

b /% FAdE, 100 EiaCRET<ERRBIECBT, /A FAH, 50, 75 BREOFHRET, 3028
PRCHRHERLA, PURALA & bz 85% L RIEIT D454, ~S P, 100 BEOFHRBREAMLTD
L. '

R, HEUNERDTSTBREEEAOEEITE, 82 50 El%’ﬂi?ﬂ%ﬁ?&@, @, =
7=, G4y 100 EETRERBREDIC, RV IA—FK 80 2HMLAERRLITY. R
VA= k80 DIRIMREY, 3) HAKENESDRRIOIEICHES.

4. EHEEIOEHEOHE . :

RERMAOFHREHRY, EERFOTHEHES HET 5. EIERR, RBREAOy
FRHOEHICT FERRD S L 512, BHEREENS VRETHET S 2 LA TE
(FH522) , O~@OEERS VBRSSOV CEETS. EL, BHeESEEET
A, RERR L AEERN ORI 7 FEEE OZER 10 SR TRITRIER B, &2
¥, £2 BT L VHERT O BAOBEHER BT ARAL, HE1@IE5.

FRTOEHRBRRECBEOT, UTFOWPhr0EEcEa+5 L&, BEHEMNNE
BLTwB LT3, REL, $72< b 1 o0EHRBREHCR TRET 5 RBRHA
R D SRS 85 WL EInE LA IR B R,

FEBERE AU 16 4RI & i DA, HEBEAR 16 4L L TIEHEDOFMET > Thb &
V. R, T UEREEHERT A, BRI 15 5L ITEESORETHS.

IBUHERIFIC ISV T, IHRENES pH1.2 OBE, BRI REBRRER (2 FBR%)
DRI CIEHSROMEET o TH IV,

YEHBER T & AELEOHIER:, AYEHIcAETHS D L FERT S L O TR,
OERENAR 155D 85 %L LT 586 HARBREAN 150 LIICESR 85 %
BV B85, XX 15 4050 5 SRR 00 YEHI¥ H 82 25 FE A oD AV SR £ 15 9%
OEEICHB. . ‘

OEARAN 15~30 ST 85 %LU EEHT 2HE  ANEMH OFHEHER 60 %
TR 85 %R L 72 B A2 2 BEAICE T, SRBRES 0 TRs SR A R R O ST
HEX15 %BORMEICH D, L2 BEEOEN 42U ETHD. A

@EINEMAM 30 SSLIRIZ TR 856 %L EBHLARWES UToWnThhoEREcEE
3. '

a. B SN ERBEEICE W CREERFI O EHEHER 85 %Ll LD b &, e

FIOFIIVEHER 40 %R 85 %FBEDREY A 2 BAIC BT, REBEFH O TN

BHREERK OFIFHE L 15 %A H 55, ik 2 BEOEI 42 L Th 5.

b, FE SICRBRREIC IRV TERIERF O LIRS 50 %L E 85 %ITELRNE
&, EREAARESNERRMEICET 3B NED 12 OFEHEHESRTEY

12



TR, RUHE S BRI 35\  CRBR LA 0 T I sR A R O TRV
2112 %ORBICHH, it R2BEROER 46 U ETHSD.

c. BESNICRERRERICRV T, EHERAIOTHIEHRR 50%ICELRV L &, S
WAIFHE SNERRERICE T 5 PEABHED 12 OPHEHEL RTEY 2R A
BRUSRE SH-RBRBERICE N T, REEHMO T H RIS ERERA 0 s+
9 %ORWMIZH B, ik 2 EEOMER 53 U ETHS. L, BESNERBRER
IR TRERAOESEINER 10 $UTOBE, HESNERBEMETOZFEL,
FRERBLE D ISP S DB HE R D B R -0 %OEICH 5.

VI. &Y REERBREROLRE

1.
i)

2)
3
4)
5)
6)
7

8)

9

1)
2)

v * '

HRBMHI D = — WAL, W, RRICAVEEFIOT y MESRUD v hOKE &,
BHERR SRS R v FER '

FF OTER

HPRO%

R o

HRBIH R CIERERE O & B3 A MOREN & MEH 3k

EMOUMEE GBHRBRCAVBREE pH (kEED) TORRE)
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