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humans. I. Effect of gastric acidity and in vitro correlation. Chem. Pharm. Bull.,
34, 281 (1986). '

H. Ogata, et al., Bioavailability of metronidazele from sugar-coated tablets in

humans. I. Effects of gastric acidity and correlation with in vitro dissolution rate.

Int. J. Pharm., 23, 277 (1985)

IRAA F7 A4 Tk TR UIBWER 72 £330 EOBH T, @A TORBN
2E LARWES) 1T, DR CENEHREEL TR I Lo TR, &

HA FFA Gl TSRERLOBRABRETHRREITH ] 2 Lichol. BB

BETHIEICRGEMCEERS SO TRV IEELLNER, EESh-EH
FRALTELY, £, BFEHRETIHARTHAT Y INRELL 2D L TFHRE
B2, SFROHEERT RO 5. _

AR TIToh R Ld, B — 7 AR 8Bz By in & RS
RERICE AR, BT L MSPHRSERRORBE L —H L2V & 2EH
ShTns. BETRIERZ ESROERRE, MESEOTEESICHECTS =

ERRDBNBEERTHBOT, Y TIIR & M X BRBIC L TEW RN



LSRR SRR B 720 IR S SRR S h 2 BN & B
BT A2 EIFTERNENSIBRIIESNT, BEMTOR.
| BERNS L UEWEORSHRERE GCP 106> T 5 251, M EORE
ﬁ%té:&m%im<w.%%%ﬁ%kLT&%%MW%&ﬁ%%%ﬁ#ékén
57T, BEOFWREFICARRESE 52 5 B4, RBIREELISAOEERRS
B D BT LR LR AT Y. £, RBHROERRICOVTY, EF
REETHREITI Z LB TED. _

HEAIE L LERBRICEN TS, HEOEERREACEIRBLALTHS.

Q16 BEMZHRHBEAN, 7 )T IUARKEOERETRBETS L HEN, B
B, ZUTFSYAOKRE SOMBIXEDES 2T 500, i, 2 VTS5 AOK
EWEBREOT I ERVAES, b LOERER VT T ATAZ Y —=
VU LTEBLOM QBN ET —4nb YT T /xwkgu\ﬁ%zﬁ%&@vr—& Ex
FHVEOD, BHENRELZFZRLTELL. '
A TRBHIVIIEEINET I 0D, HbhhLOMBERLO Y VT T o ACEE
BIEBDBHE T LRG> TWBBEICDE, 7Y 7T 7V ANRAE VHEBRE THEE
TS CERTED. RENBY YT T U ADN S PR BRI 5 O, HR
EOERERETBEW, B, 2V F T UAOKE VEREOFBEAL FT T
YT DECREBEMER TVWENETHD. 7 77 AOKE EOHERE
EF EOBEBRIES W2 ME &R, S5 LOHB CAREOREIC L - TIT S
DT LV, FEEREOBIRIZ)OFNEE L, @ThIn. 7=EZL, Q04
B, RBREAT S AN\ b a—aaB DT NRENSROIEDIZY Y7 7 v ADPE
WEBRE DT —HEEIRTAZERH D] & o Tt b, fFREO
HGZ U7 I AR ENERE DT — 22 Q0 FEICL - THE & LEES,
FIEARRE LS LEHY, BNEBRELELRDZLEBEILND.

Q17 TREEE) CBNT, 20 SUNICAFERT T2 L REHL LT, BRET
— ARG 50 BRI S LT Ju e,

(A EFIRTLEREHRPDL 30 SRICRETHZEFEETHLOT, wBRAC—H
AR 50 AN BRI BB T BOHEE LI AL,

Q18 MBEERETIIASAAT A TEY T4 BE L BEOLTER L EFRORR
| RESEVCEEROBAICE, VA KT AV TRARRETHRRET) L 55, B
BRI OV LEREEE PMBHEIIA & 3 L < B2 B BB oW T, IR E MR OMEBE U3
BREROERE £ 521 LTRERETD L SRTWASR, TOBE, ARSI
AHRBREERL L TIND.



ey

Q-19

EIHEBAID A AT A T E Y 4 ORFIR OB, R i A
DIHINE < 72 BIERR D B. T 0T, VSR EEaE 23| < B/ 5 A0

AN RSE T R E R ORRE UDRBEMOBRE S AR LT, RERED

HBTEICRHET 5 Z L irTE .

@&ﬁﬁﬁ%wﬁfﬂﬁﬁiﬁﬁﬁﬁﬁé%Aki,%@ﬁ%lﬁ%%%ﬁ@ﬂ%
ONTILEREIES 0,
ﬁ%gﬁﬁﬁﬁwﬁmgﬁﬁéib%CmmwﬁwﬁMﬁm@hfw5®f ﬁm

%ﬁ@&ﬁ%@%?é

Q-20

Q-21

Q-22
@A)

Q-23

(4)

ZERGRBRICBVT LA 3 ERGOEER TR, SME FILE, 10:00am,
6:00pm, 2:00am) TERHIMERSEEHS LTS Z EHRENCATETH 5. =
DEOBBE, EITRIEIVD | -

FRENIERIRRS ThH B, LR BV EBAI, TERMADS B b
FREROBIRT B £ THAERCHE LR cRE L, Wﬁ&ﬁammﬁi,@ﬁ%H #
BREA L bio Rk %ofﬂbﬁﬁuﬁ@f% TR,

%%ﬁﬁﬁ%m?%:&ﬂ?%éwﬁ,E@iﬁﬁ%ﬁ#. :
RPISRE RS S VEEES SRR S h, FRLRRETA D LR T A
HTHD. ZEL, Yo7 ZEROMBET Unax RNEICHETEX RN LS 22
SEMOBFETIL, RCEMT 5 2 LITET TR

TG A B A L 5 = & 8T 22V R T 0.
AR R R R ISR R RS R RIET 5 Z L 2 L LTWA DT, i
BESRICE B LRV RIS IR G CANS RS2 T T 5 = & 1S T

.

FRIE LCREERBIET A2 2530, 70 Ry 70ERE, 7o ks
v &P LRI LTE v,

2ONHFM T Ky DAL FTRL FE Y F 4 BELNE X0, BEnic
EMEICRETHS. T R v 7 2ROV 5 F SRS & O TIRE
TAHIVBER A FT ATV F L OER ESBRHTEEDT, YU RS 9/ D
STPFRRBEIL, 7o RT vV OREETH 2 LM RSN, LbL, Hik
REMIZEEL, ~hERECAVSEE I, 7R 7y S ORRETHEC AN S

OREEREAR U,



Q-24 BAEWHIZ A AT oA LEESTOWTIVTRET 5 ORI

(A) e RS ERBRIC BV T, B R A T A L HENICAN T 5 R
VAT ERFERITHD. BHOEFEEOTE UTRE SV BEZ A FRIREED
S AW Z & EE TRV, FAEME BB O X O IR IFETHT
F5 2 EREE LN, SREBRBEICIE A TT ok THEL T HEDRZV.

Q25 Eﬁ%ﬁfaﬁm%_#mAwa@AWmaéag ix, H%ﬁ&ﬁi#ﬁAﬁw
LTATS Oy, e A bR bOTTH Db,

(&) BEAEEES R & E IR, A EOL TR SEMT 5. BAk LG
DS & BB R AT BBAIE, DTN RSICRE R RRIRL, 5.
AR AR L B A DR BIEES L RS E T X TR,

Q26 TERMERORAMY LR EER T, TEEER~DFESIKE VRIEEE
BERS &1 5] LhHHN, BEILAS. |

(A  EERORR, ARICBOTE, BEERLRERRIOINOAT L EX BT
W5, LER-T, RAIE LCEEETISENEL, SREEA~OEERAENE
MEFRERS LT 5. B, IEEESE, 7V 77 AE0EYSERE LR
TR BT, AR O R R B T AR RESE L S WEEOD SE
T, SHAERLNETHS. LPLRRD, BUBBICENRDD D LRXRE
THREENTHRW2 BT, BEER cASFNRSEOB RIS £ U % aliikad
i, BMEEZSDEEbOEREAEE LTHEL TS XV,

Q27 OWENY F— s COREGRRTHRERLTELN,
(A LR D DATEONY T =2 a TR, FELTRO LS RERERL,
FOBEH T AR RS R O RREEIC TR 5.
o RERETCORBT OIRRMORIERE (/MRS 7 1z
Bt b E.)
. HE
o BE BHTRELSNFEBE
o RN (BEMOEEEE L CEEORED SRR LR CRi )
e BERCET 3%
. ERRA
B OO EOFEELT >, KICFTERRBERICAILTOREZREL TS
PIRTIIER SRV, BB, AEOSITEONNTF— a VERICOWTE, 8%
R R B O I & 0 B BB, o
. ONTRBREHETHAE

10



Q-30
(A)

. ﬁ ST RNELTDHEEDEYE
GHEAND T =2 a VIOV TIIRO MBS BT S & I,

V.P. Shah, et al., Analytical methods validation: Bioavailability, bicequivalence
and phﬁrmacokinetic studies. J. Pharm. Sci., 81, 309 (1992). ‘
BEE 72lEF, [BEEROSITESY T3 a v, HRETERA ST, KFR, 2003.
ISO 57256 Accuracy (trueness and precision) of ’measurement methods and'
results - part 6: Use in practice of accuracy values.

JIS Z 8402:6: WEHERCMEREORRES GIERURIE) —5 6 5 : HHESic
HY HE0RMRECY, REREES, B, 1999

2. FHmE

Q28 AUC OFEIL, FOL5FEZRWEOM.

(A) ERHE S ER CRHEA AR OERE LR T A ik ANnD.

Q29 FEMBIET 272 L il—a L TRD BHED, BETRETLTIELN.
a) LOXHIBRIREDITH LW TEDS.

D.P. Vaughan, and M. Dennis, Mathematical basis of point-area deconvolution
method for determining in vivo input functions. J. Pharm. Sci. 67, 663 (1978).
: K. Iga, et al., Estimation of drug absorption rates using a deconvolution method
with nonequal sami)]jng times. d. Pharmacokinet. Biopharm. 14, 213 (1986),

D. Verotta, An Inequality'constrained least-squares deconvolution method. J.
Pharmacokinet. Biopharm. 17, 269 (1989).

BT R —F BRI B BT -
EFRREEOFII AUC, Cmax OFNRFA—FEFTHFLE+HTHS

L REBZ AR, ﬁﬂjﬁﬁﬁ‘r\%@ﬁﬁﬁl% tmax BIIEM AT A —F L¥PRE

/\"37! L LichDT, BEART A ﬁ?uﬁﬁ%#&bt%‘* AUC Cmax 23[F]
ST T bR ENI MSRMA 2 LURY RS 2 LIxTaiL, L3
ﬁ%@ﬁmﬁmﬁmﬁﬁkkwrﬁ“mﬁm&mént%A L, EWéhtﬁ%ﬁ

- DARHSHEFEEFE TR BIGKETHTH S TS 5 &, I I 8E

(IR B D TEREERET 5. ZOBEHLEE T XA— X DRHEZRDELDT,
SRR SIS, 1R T OEREE L 72 B RNETH S E 5 20
BB BRTHD. BRITEBENT A—# 13, ERQOBIEC L TRAS. fix
iE, BRI E T, VRT Sl REOERIES &R TETE 585 A—F 0
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(A) T ANVABIITERBOET L LTI LWERHDS. BB, MERS & LTHR
TEAHMCOWTE, WERSOEF] L LTERIHS BT 3.
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Q-47
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Bir DEEFEEZBR L THELIAR.
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Appendix A AGEEOBRE DR HEH

'Mﬁ%ﬁ@&ﬁ@%ﬁﬁ,HTO%%WK%ﬁiﬁ’;ﬁ4%74/m§kbfw5¢
BAMFORSIEL D LS, RER, WEREATS.

Al B0 EW%JCD&MJ‘%E

(1) FeE
G DEE
' g ' - REBRRE
A%hERsy A 40 mg (10.00%)™ 40 mg (10.00%)
BRER) FUET LTI 40 me (10.00%) C 35 mg (8.75%)
FEEF HE Ry 20 mg ( 5.000%) 23 mg (5.750%)
WA ATT Y Mg 4 mg (1.000%) 4 mg (1.000%)
BFEA HEEAK T4 100 mg (25.00%) 97 mg (24.25%)
- ERELa—2 196 mg (49.00%) 201 mg (50.25%)
BE ORE R 400 mg 400 mg
1) ERARESORERICET S ERS DEE%.
EHEEOEDHE :
| EEIOEE B &Ry SEEDE it
BRESR FrzuoyFoy —1.25 % (B)
Eed Frryr 0.75 % (©)
EEAl LK ‘ —0.75%
. FERE L R lesy :
Hﬁﬂvﬁ!’@ﬁ% LA OSHEROECHEEST 2.00% (B)
ER LR OEEEOZEDNSEOR 4.00% (B

(1.25- +0.75 + 2.00)

%%%E@ﬁ}%ﬁsk%wmﬁi F#Aﬁu O C KHETHY, _w{ﬂhkﬁéiﬁm&&ﬁ
EEAKELC ThHA.

(2} T A NI a—TF g I

AFDEE

©)ar>3 o
_ RN ' BRG]
Bk A _ 40 mg (10.00%) "V 40 mg (9.52%)
FAZER FEEE YT T 40 mg (10.00%) 45 mg (10.71%)
HaAl R Ry 20 mg ( 5.000%) © 23 mg (5.476%)
BRF  ATTYU EEMg 4mg (1.000%) - 4 mg (0.952%)
BRI FLEEKRFnd 100 mg (25.00%) 108 mg (25.71%)

HEREAT—A 196 mg (49:00%) 200 mg (47.62%)

HEOREE 400 mg - . 420mg

1D ERRRYEORE RIS SRR OHEE,
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@7 4L

FEREALE
ARG . 7.5 mg (75.00%)
BRESY 2.5 mg (25.00%)"?
T4 NVABOBREER 10.0 mg
W DREE 2.51 cm?
BEATETMSHE D O |
TANLBOER 3.98 mg/om®

*g) (ELARET A VABOBRRICN T 5 ERSOHE%.
*3)  (EULPTIIER ITg A BRER R O .

B
8.0 mg (74.07%)"
2.8 mg (25.93%)"
10.8 mg
2.56 cm®

4.22mg/em? (106.03%) ¥

SEHEOERUVEREZDFHE
©lr= 3 ' o
mnHEoEH BN L S EHRBEODE A
HAEEA N ==t A : 0.71% (B)
mEaHE By Ry 0.476% (B)
BiIRE AT TUEECa —0.048% (B)
A KT 0.71% '
. T ML e —1.38% ~
EEATEE LR OEEROZEOHEECT  2.09% (B)
AETER LERSOEE RZ0OEDHEEOT 3.33% (B)
(0.71 + 0.48 + 0.05 + 2.09)
@7 4 /bFE
|58 EHHROE ZKIE
A RSy : —0.93% :
B 098%
7 A NVAECEE LIRS OSHEOEDRNEOT  1.86% (B)
: EREE K
B EEELEVO T A VLAEBOEEOEER  6.03% B)

ﬂ‘fé'CCD’EE@ﬂd%Ei BTHEDT, ORI AHA0RFETKELB Tha.
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(3) WELREE

W DEE
@3
HUE BRI
HHES A 10 mg (8.33%)"" 10 mg (8.33%)

fEEA Y Ry

BRI ZF7 Y VEECa

0z N (%7 k)

FE@mtra—R
[ == R ey Y

WEEORE R

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) $EIARPEOBE RIS A RS OTRY%.

Q@74 I5E

ARG

BREESY

CHEGY
TANABORERE
R D E TR
TR mEHIY D
T4 NABOEE

MG

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

1.495 e

5.89mg/em’

*2) AT A LABORERECEHTAEHESOERY.
*3)  FEILAITEREL o SRR R o b,

OFERE

DR

ERksr

FEZSY
EREOREE
D E
HAREBRHZD O
EREOEE

Eren
7.64 mg (12.32%)"?
4.36 mg (7.03%)™
50 mg (80.65%)™
62 mg
" 1.495 om®

41 5mg/em®

*2) IERPREREORERICHT B ARA O R%.
#3) IEWMAEERDAICH 5 RBAID .
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3.4 mg (2.83%)
0.6 mg (0.500%)
82 mg (68.33%)
14 mg (11.67%)
10 mg (8.33%) -
120mg

FERE

1.2 mg (13.48%)"%

1.63 mg (18.31%)™®
6.07 mg (68.20%) 2
3.9 mg

1.495 cm®

5.95mgfcm” (101.02%)™

FRERRUA
7.6 mg (13.10%)"?
4.4 mg(7.59%)?
46 mg (79.31%)™

“58 mg

1.495 et

38.8mg/cm? (93.49%) .



SEREOERVEFLROHE

©lar=3
FRAE O R B & gy EHROE 7kiE
ey RE Ry —0.17% (B)
1EIRA RFTV HCa 0.167% (B)
A FEA ) —3.34%

R L — R 1.67%

___________________ MYERAYT YT e LOO%
insiczal] 'C%E Licia0EREOEOHENEOM 6.67% < -
Wﬁfwﬁbtﬁﬁwﬁﬁﬁwﬁwﬁﬁﬁmw 7.01% ©)

© (017 +0.17 + 6.67))
@7 4V biF :
55 SHEEQSE RHE
A B5y ‘ 0.18%
B Gy —0.21%
©CERS i 0.02%.
7 A NVABTERELERSOSAROEDEIMEOR  0.41% (B) -
: . EHEE Tk
BT REEH TV O7 A VABOEEDEESE  1.02% ®
OFEirE _
BL5Y - SHBDE 7k
D sy 0.78%
E g5y 0.56%
0 5.7 = U —134% ..

BERBTER LIRS OERROEOMAMEO 2.68% (B)

_ : e EHEER 7KHE

BATETRHL Y OBERKBOEEDERTR  —651% ®)

%%Eﬁ®ﬁﬁbkgwmﬁﬁrﬁﬁﬁjﬁﬁfWﬁf%ELt@ﬁ®aﬁ%®%@%

sHEOF] @ CKETHY,
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A2 BER ORNEREAONEE

(0.56 + 0.28 + 0.06 + 6.44)

%%ﬂr%@%mk%wm’éﬁ TEEEAl ROt T25E Ltﬁiﬁ%@*‘?ﬁ%@%@ﬁ@m&@
) O CHRETHD, _wﬁi&_kh‘%’)%ﬁl@&wf#ﬁﬂ(&m CTh5.

Q) T4 NI

B QER
Nelar:

B A .

HAEEA) FER VT

FAH RE Ry

WRE AT TU EEMg

Al AR
ERETLo—A

HEOKRER

T

=t by
40 mg (13.33%)™
40 mg (13.33%)
20 mg ( 6.667%)
4 mg (1.333%)
100 mg (33.33%)
96 mg (32.00%) .

300 mg

*1) FERRRPEORERICHT SRS OHRN.
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(1) =g
MG DER _
* iy FRERSER
AR A 40 mg (13.33%)" 80 mg (17.02%)
HREF FER LTIy 40 mg (13.33%) 60 mg (12.77%)
FE e il 20 mg ( 6.667%) 30 mg ( 6.383%)
BRE  AFTY UEEMg 4mg (1.333%) 6mg ( 1.277%)
BT FLEEA R 100 mg (33.33%) 135 mg (28.72%)
. EREre—2R 96 mg (32.00%) 159 mg (33.83%)
HERIORER 300 mg 470 mg
#]) EIARESECERERIT 8RS OE .
EHECEDHE
Ao B e & pl sy BHEDE it
X PrEoayF LT —0.56% B
BEHl KREFRy —0.284% (B)
BIRAl AT TV Mg —0.056% (B
TR LK —4.61%
______________ LT S e B3
B CER LEBS DERRDEOBIEOT  6.44% ©
EE LIS Wﬁ%‘%d)ﬁ@ﬁﬁﬁ@fﬂ 7.34% (©

REBREE
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



T A IVAE ‘ . '
' HIES : B
ARGy ' 7.5 mg (75.00%) 8.5 mg (73.91%)
BiLSY ' 2.5 mg (25.00%) 3.0 mg (26.09%)? .
TANEBORER 100mg - 11.5mg
VANE i ] 2.12 cm? ‘ 2.76 cm® -
PEOBAIERTRESL Y :
D7 4NV AEOEE 4.72 mg/em® 4,1 7mg/cm’ (88.35%)"

2} FEMART 4 A LABORERICHT AERESOEER.
*3)  IRVAP TR T A BRI E O B,

EHENDERUERROFE
OPEE o ‘
FURRIOER B L RS EHEDE Tk HE
RREER FETOLF LT —0.56% (B)
HEH B R © o —0.284% (B)
- VBIRA AFT U Mg —0.056% ®)
AR KT : —4.61%
,,,,,,,,,,,,,, PR A o 183%
EEHTER LRy 0aE RO EOEHEDOT 6.44% ' (C)
RNECER LSO ROEOHIMEDT  7.34% ©
(0.56 -+ 0.28 + 0.06 + 6.44) ‘
©7 4 VAE .
BEAY C EBHEEORE | ke
A giSy . ' —1.09% '
B e ] 109%. oo
T A VABTEE LRy D EREOEDERAOT  2.18% )
BER i
BUEEELEVOT7 A NLAEBOEEDTEE —11.65% )

BLETOBREOKE VKL [BIEL, P TEE LIRS OaEEDEDELE
OF B [BYrEEBHE DO 7 4 VABOEEOEREE| © CKETHY, ZOFIC
317 D EEIOLSEFAKEDL C ThH 5.
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(3) MEfEE

SE DI
@l :
HIETG
BRES  A _ 40 mg (13.33%)""
AR FUERIVF T 40 mg (13.33%)
FEH P ol 20 mg ( 6.667%)
- TRHRA AFTY Mg 4 mg (1.333%)
gz LB KA ' 100 mg (33.33%)
mRtro—2 96 mg (32.00%)

RiFEOREE . 300mg
1) EARREORERIIN T 3SR D EER.

Q@7 4 NVAE
HERT

ARLSY 7.5 mg (75.00%)"?
BRksy 2.5 mg (25.00%)"

T4 AAEOBER . 10.0 mg

M OEER 2.12 cm®

NI DB EmEH Y

DT A ABOEE 4.72 mgfem®

*2) FEMPRIET 4 A AEORERCH TSRS OE R,
*3)  FEMIPS R HERIA I B SR .

OMEKE

BT
CRkar 11.5 mg (12.37%)"?
DiR4y 6.5 mg (6.99%)>
Efk5y _ - 75.0 mg (80.65%)"?
ERBORER . 93.0mg
W DR EH 2.12 cm®
PO RARERSZY “
DOFERBOHEE 43 9mg/em®

*2) FERNEEREORKRICH T AR ORRIL.
*3) {FAIPTEERAI A B RANAIDL.
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HERE
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

AEREA
8.5 mg (73.91%)
3.0 mg (26.09%)
11.5 mg
2.76 cm®

4.17mg/em” (88.35%)"

REREH
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%)"



SEBOERUETROHE

OWEE \
B DERE R & RSy EHERDE k¥
RASER [y 3 =S AN —0.56% ®
wWeEm KRy o o o —0.284% ®
FEIRA AFT U R Mg —0.056% (B)
WIEE KR —4.61%

_________ L TheREA TR e L83%
EAITEE L RS OSHEDEORIHEDOT  6.44% (©
A TER LERSOEFEOEDERECT 7.34% (o]

(0.56 + 0.28 + 0.06 + 6.44)

@7 4 NAE , ' ,
HR5y ' EHBOE 7k ¥
A RS —1.09%
B e 109% oo
T4 N ABTEE LB DS HROECKESEOD  2.18% (B)
EHE 7k
B RERDHE Y 07 AV ABOREOETE  —11.65% (©
OERE :
B4 ' EHEDE AK¥E
Crés _ —0.66%
3357~ S ‘ 0.29%
_______ 002 S | L -/ S
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