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1) Food and Drug Administration Advisory Committee for Pharmaceutical Science,

November 29, 2001. Briefing Information Dermatopharmacokinetics.
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B th DI OIEE, R ~OEMOSTITENE LT, EFAIREIEILRST

L WETH Y, fEREMEE RIS L L RRE TRIES NS R D, 0

=, BEIIERKE B IBREEEMITFEL IRV EEDND.

HA RTA v OEA

Q3

A

il
B

Q5

Q6

ONACIARRIR, MBI BRI, NE o —FROREDBEERAIOID DR
FUSHER 72 81k, KA RTA L OBAERT 500,

KHA KT A 4%, BIECHERA L L 12, T OB TR Z R 5 WAl 2 %t
EL LTS, WD, MRS 25, FAeEERHKO ORISR E
W T OV RSB L 7o 14 AR B I R~ BEM AS B L CIRIR 2D S & Wi 3 2 BRI
S L LTUVRu.

GREERT, [o— MRODOIERERR LHHEEERR—T, RIRIHEE
ko b O BATE RS - ) OB BRAERERR L F—TRTTRbRN LHD
B, W, SENELSTY, S FT_A T T 4 RE L THIVIHBERNDOT
EeAdAYIEY

A AT AT )T 4 DIRERR L RS THE LD T EOHT, RREERL
LTI Y b, A A KT 4 2 THE LT A RBERRIT, ERAERRD
MR (8) TIRVEDNAbLOEMERE LTHY, H ETEREERLRA—F
B EF—aBa %, EREERORSR L LTGHATE S b0 TRTERLR
U,

27 L—FIDOBEIE, BRERKRIEDLIICERINDON.
BRI EEN DB L, BARERE Y7 9 XU —RIOEH FA R SR ER
MERA—THDHAT L—RIZREEEREND.

EROBWNEEROEZOPIC [ZRICHEC Y L 5D, EOLX ) REETE
W% P95 D>,

Y FHEMET LEECEERZEA LGS, BRAOLTE~EDPRREDS
LI L BEHERORENBRAIND DN, TOBROEERANHAELED bOLE 590
VIBTEAE 2 72 5. HA R A AR LI SREimfiH, 27 a4 FRI%E, Zokdie



Q7

FIENHRIE LT,

{EFREDRNAT oA FAILHE, EZETERT O
ZFnA RAVAEE, IEDHORREIC X - Tstrongest, very strong, strong, medium,
K Oweak 05 BICHEIND. —HRIC, EHORE WIS ERIE B ERET]

DRGNS LVPRTERY, AREICLARIERE LTE, BEOWND, ER

AR

B (NR), BIEREMIEE T2 ERMESNTWA. AT o4 FORBIRINEIX
EBREHBOEE, 3~5%, ODT FE* T3 28%, & HIZMAJE % JEELICBRET
LB 4~6 BRI 78~90% AW END EVbLTWS. 2 ¥z, REFONY
TR B A E 2 LTV A REREI T, AT BA FORIRSENEFITHAT D
CTLRMESH TS, AT oA FAAKIC L ASHHERERE, ECERTE, T
TR ORISR BB B 7 OBRENR & OREME Sha it k> TGRS h D723,
strong KA ENDB AT 14 FHHIETIE, BEMEBM T 20g/A, ODT kTR 10g/
017k - TR R B EEEINHI 254 U, strongest [ EN B O T, BEMEMT
10g/H, ODT el T g/ BIC X > TAIB B EHRRENHI £ L 5 2 L plE ST
5.

LED = Lok, EROMANEAT 0 FARSEEZ KB L bRIICERT 256
(] - TRAEERR RIS, 7 R e tERRTA, R E iR &) ISR ERERSE
Codn E Bioh, i, BB/ Y THEEICR U CREBIRINESE(LT B EHITH
5Lz b5, LiAoT, strongest, very strong & 'strong @ STHDAT 1A
RAVRSL, BREENMEERIEDLEZOND.

* ODT ¥k : Occlusive dressing therapy ; K & BENZ BMBAA L, OIS &R
Y Lu RY e =Y F U PO TE s THREIE T TERT ST
. AFuA FIREORKREAEEY, REZEHMMTHRBESELIENTED.
RO AT A FF—7"% ODT JEEZD LD THS.

9) WITHEFE, MIERDBRT S VT 4 A% 6%, EHAEHE, SOBE, HA, 1999,
pp. 118-124.
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oy FEOEREOICRIETE 5 in vitro BB CEIERAIERIRT 5L H D,
Z 0 B AT,

HREIERIY, AFARERERERESOT TEHNARED LR TRAILFETH D~
xThD. invitro BB CIEEIERH £ BIRT 5 BANE, FRARAIFNRILE
FTARERROD v NERIRT 2D THD. 28, KRR ORI
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in vitro BUHRBROIRE % 32 & U7 BEEII{T 2.

=i 95°CIC BV TENE L MR ONESR D RS O FHRE L 33°CRIETH Y, HEH
11 31.5~35CIRETHD. V FRGEAIADin vitro HHEFBIRET, 32°CUEL 37C
fFbh s L% <, USP (The United States Pharmacopeia) TIFBRRLE %
32°CE LTW5A. BIGOIRE L USP L0EAMEEEREL, 32 CE L.

1) AERD, AARRSEDEESSMS, 50 (3), 121 (1987).

POk S RBEI, in vitro BERRICERERT A LN TED). E, BEE
BABEIRI e > TWRWI & & E I FHET 2 2.

ERIDRH L= 0 I KA KT HAICE, IEEER L TH XV, BEERSE
HTHBEAITIE, £TORFMANLOBBITIFEE LI 2DLEXLND. #-T,
b LBRIHI A & O R SRR b OB & 0 BB R, BEEE IR OfE TR W
CHITTE D,

In vitro HHHRBA R EN 2 B BITHE, ZAUSHUD 2 WAIORFIEIZIS U7l S 720
LEMRR LTV, EHERAIZR S L H 508, FIATE 2PELFRRICTED L
5 IR B B DI, :

R AT A TR D IS B BRE &2 Y (41 5 in vitro BBHABL ENH 5.

[EARED v b & AEWEMRSERBIC AV oy FOBIKIZFR UT, W#E O REK
ONRALFAT ATV TF L EECRETHHbO LT D) ERWESNTVDA, O
O LTRT O

EAEFED v NOEME, TRMERRIET A0, RRny e EEER Y FOMAR
BROAL AT A5 YT 4 BRAETRTNER G2V, BBy b ERERRE
FED oy FRRLET B I, BEIORE, SAAT_L T T A ICREERIET
EEE, MBIOBEEAME, BELOBEBEEREZALMILTRE, ThbEZEic
HET B UERH L. MEORBERONAAATRA Z YT 4 FRICRAFETHDL I L
i, WEMESEREE AR U Th B Z &, BT, MR AIRER & I ITAHAFER

S THD I EEMRT DI LICLYREND.
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KHA KT AT, HERORBETHLIMEE L LR FRBGRIC L2 E
PRSP O FG TEEDSTRD BTV, T OHBEIXRII).
BREERTA RITA AR TEL, FAE LTTRTOEEMRTE FEdRELT
AR SRR A BT 5 2 L L Sh Wb, WKL, EWFERRSEOR
mase FOFREEEL, BoBKIBOAL T AT EY T 4 OEZFH LT
PAT, b FRBRORELRVES. UL, Bl FORBETHE, BROH K
EOES, RTIEHOE S 7z & OFRIZHEECHRVERH D LEDNTND. 39
7, RSB LT, b MR L IR ORI S s T s iR
B T R i R SR 0 AR W R R O BRI 1 1) B B RIR oA AR R Sh T
fouN. 9 PLEOEEBIZLY, AHA RFA TR, B iig & U SEBEaIRIRE
W kB ARSI TR T B E RN TRD RN &L & L.

3) Bronaugh, R.L., R.F. Stewart, and ER. Congdon, Methods for in vitro
percutaneous absorption studies. II. Animal models for human skin. Toxicol Appl
Pharmacol, 1982. 62(3): 481-8.

4) Shah, VP, et al, Workshop report on in vivo percutaneous
penetration/absorption. Washington D.C., May 1-3, 1989. Skin Pharmacol, 1991.
4(3): 220-8.

5) Shah, VP, et al, Bioequivalence of topical dermatological dosage
forms--methods of evaluation of bioequivalence. Pharm Res, 1998. 15(2): 167-71.

W DAY EHRSEEOMEENTHR I TR, EOFENREE LNOHR
FPRAOMEMA B (ERIAL) M OEMERFEZRIRT 5. AB, XIAE LR
S VER IS B BB A I, R BIERRRIE R A TE 5. BB ERE
%%ELT,&@%%ﬁ%i%ﬁ%&&ﬁ&&@ﬁ&ﬁ&nﬁ,%n&ﬁ%i&:&
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DFRRENEEZOND & EITE, 2Hx287 n AF—S—EEEALTH I
ha.

0K x 217 0 AG— "—iEEEA L ThiEbRV. L, FOZECIEFHR
IOV EEFRRRR, BRI X 2 RS ORIG OEN TV B R TR
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VD,

R RIS Sho A REER, 27 L BB ERIGE (dose-response) M3AX

DS TND LIRS RNDT, AWFHRSERRO TR W THIERIGE
(dose-response) DFEFRHAT 5 MEIZRV. 2¥2 b, Fy o EF P TOEMRIKE

PEAFICEL TS & X I01T, MFIPORMERL Y 0EEEL LT TH, BRIRE
W B IR I3 < T2 57, BRI OS5 EHE IIA T OE BRI LR

WhHTHD.

BAH DB, BASNTNEZLTOFEPRSICONT, FFHlizfThRTiEy
Frnoin, AT aA REICHAEDERERA Sh TV HATE, FEHRSENREICE
ZAF A FRIOFE & FUEDE R FTHT 2RO 2 02 KT 500, HDHWI,
& % R B4 © & 5 B A RIR L CRHIid 2 O

RAFOEAITE, B ENTWIETOEYRIIC OV TREROTFHEELTS. A
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FuAf FAKRERESRAShTVWAHE IS TR, ZokE, ISR
B b PUAWE Z T ARBO 2 52 EMLTH, XL, WFZRFICFHITE 5
MEAERLUTGHELTH EDBHTH LW,

R RGEE RS RICISWNTE, EFIREBICRT 2 ARNIEMIRELT 25 L T
W5, FDAOD TRFESRMBIESFIRRICET BT A & A%) 0TiE, WU, EF
e, URIFREZOBEEBOTRTITONT, ABNEDIREEZBEL, RrT0E
BOARBEIZ 31T BILEE (Cess) & fAJEPIIREE — M dhi TRt (AUC) TRHBZT 2
Sl L EANTWE. EERKECRET AFEET T, EUICAERFENREEZIHETE
B DD

tss A EBIRRRICET A L L, Cess ICBLEFRICHAIZTY IR &, AUC X
Cess - tss TE X4, Cess LLEDEREEXRWEE XD, 7o, BETRMERR
KT, WA, EEREICES ETOBRENHEBEE LD L) REDILTIILLNDT,
EERIEICE S & CHEMET A SEMILEY, ERREBELT, AVA FT7 A T,
ERRREDS LU TSRy \#ﬁ‘l@'@@ﬁ%@V\i%%%?f%éﬁﬂ)lﬁl%‘fﬁi%%ﬂﬂﬁj”ﬂwiﬁ”ﬁ &
E2T | |
6) FDA Guidance for Industry: Topical Dermatological Drug Product NDAs and
ANDAs — In Vivo Bioavailability, Bioequivalence, In vitro Release, and Associated
Studies, Draft Guidance, June 1998. (2003 45 ABE, ZOREETMY TFohT
Wa.)

ST B RIRIC BN T, 2 90 FEINRENTWEY, ERENORER
MENDTFIZDOWTRLUTIELV.

TEWL Z87E LA WEEaE, R—E% (10~20 BE) OABHEEEZITI J &2k,
W EkaH LI-ABORBAMNRHEESND Z & ZRHRIC LT, R—EEOMEEHT Lo
THBPICIEET 2EMBEOLE GHREHFRBREK) 2175, L1L, ABOE
X, FEHRIEIC LA HEEO LT SICREREOBAENRH Y, BICHEOESFO
BAZENMD BT, HEOEHRKREL RV T —F DRTYHRIIORBLBNESH
4. T0XSREE, RENEHTELOIE, AEEE<TE, DV, F—K
BhE, FE—RHOBERAS V MEEELS TORERDHD.

TEWL »AET 58481, fH1LICRIREFATIZLICXY, 2ABFIC
BT AEYBELEETE 0T, ABOENEOEBIC L ZHEN NSV, TOL
»iz, TEWL ZRET 2 FEITRRBENERETIZH 55, FUCBERA M,
WERER A DR ERBRoOE b oM S REATI®mLS LS. L,
TEWL ORI IR A2 0T, EOMIRIL SN A2EY T, MEFICARE
W%%%Eﬁ%m¢étbm:mﬁ&ﬁﬁ%f%tm%ﬁ,%éw@,%%%@m@
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BEC L C 0T ARHEATERVWESLHD. fi:l%, HARTA D 11
FELEEFAREBOTHABREDREZHEET 5 FEIC VT, LT O ®
BV TEMSE~ b TS,

7) Kalia, Y.N., Alberti, I., Naik, A., Guy, R.H., Assessment of topical bioavailability
in vivo: the importance of stratum corneum thickness. Skin Pharmacol. Appl.
Skin Physiol., 2001. 14: 82-86.

8) Albert, I., Kalia, Y.N., Naik, A. and Guy, R.H., Assessment and Prediction of the
Cutaneous Biovailability of Topical Terbinafine, /n Vivo, in Man. Pharm. Res.,
2001. 18:1472-1475.

5 1 R LEEFARE AV CABNEDRE £ HET 2 HEE, BEOAREU
FOBAB o & EMIETHAICOLEA T 3 LBRLTEY, ZoX5EA
TEX B —AFMRYRESN TS EEiFL TIW D

3 1 10R LEEFARIZOWTIE, REO/EBLL T OESN> 7 FFEmiic 3
%K@&ﬁﬁ?%é.?b#b,%%K@ﬁ@&T@&WKﬁ%%@%E@%ﬁ@E
FTBEENRHY, 10 FEERREIZBTBABORKRTEHSORER 0IZRBBNIZD,
) T OREFYTERDHE D LICEROHLIEPPUF b HDEELLND. FTRRT
EFARNT 4 v FLRVERITE, EFARICESRWITEEZRA LR L.
9) /BRI, ZRASTERR, IEJF, 2002.53(11): 2688-2698.

10) H. Schaefer and A. Zesch, Acta Derm, Venereol. (stockh), 1975. 74: 50-55.

11) K. Tojo, K. H. Valia and Y. W. Chien, J. Chem. Eng. Japan, 1985. 18(2):
174-178.

RO X 5 I HEC 1 BEEBAT S LS TR &, BEAIO L 5121
B1E®50E1H 2B & BFEZARR E N TV RANONT, TNL
n, BBPERYEEORESEY O LS ITRETTI VD,

R X% 1258 A RO B B AR AR E A B, MERE S ERRICE
WL, B IR R N E R I BET A A ERIREOR A 1 1T, ERIR
BelC Bl T EMRE S ER AT 2BAIC IR SRBHN 4 ORI 1 AT, &
P RS — G T A BT EYRE A EEECELCOLIET T 558
I RO S 2R 1 5T, FREELERK) L ARREF OB E1T D .
—F, BEEFIO X D ICAET 1 BOBMERSZERENTHEHEITE, MLty
A EGHAE) COEMEO SR/ I TWES. Z0kd, RERAETFEY
PR AR IEICBIET B BT ERIRIEOR A 1 83 K OEAER ORI 1R
T, Ei, EERECEEETEREN LR R HHEIT, BRERBERL 45
RIS 1 48 X OMUHLE R ORI S 18T, ERRES—ERRIERE T AR+
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SR IR L 0 IR T 2B AN, R AL M RHR 1 A8
CRUAE RS 1 RO E I 2 CRUIERT & FPA O MR & 1T

v A L AL F OFE R E AR T b 5 72 O K G S T e A7 & i
ATAZLIIREY L VWIEXRHS. ZHICOV T, EDXITERL LW
FEEHONREIABOR TR E CEETILENHD. TOIBIE, HFEITA
BORENL FTRBICHELTWANDLThHS. MUA VAKIIREERE, TEEE
RE CEANBETALENHD. KESPEMANRAREDAVSAT A VA,
X PR OISR U R A B T LR, AJBICRD. LEeR-T, &£
X EMBONIEB LY TORERVERE TEANMRETOILENHD. SIS,
U A LABEROMENEICHREDOND I ERHY, MEREFIEEIT. £OX
5 et DI ENEE BT BT, SKREL £ CEANENETILENH D, MEEAKR
VAN AR EARICHEAT 5 2 L IC L > THREMDHEISBDONL TS 2 R
%,:hgwi%%%ﬁ%ﬁﬁ%?m;&%ﬁ%@%ﬁ%ﬁ%%ﬁmféﬁ%ﬂﬂk
mnES.

BELRISRED O AEMFNMEMSE LR TE 5 & LERE R LU TR LY. 2
AUECIC L 0 S5 B HH, ARBROMAEAKEZ Tsok T2HA, X7 04 N
EVERIRE ZRET B T & OLENE, RU, BRISOEELAUECZ/AUECI>1.25 &
LEEBERLUTRL. 7, A7 oA RISEMEERE 2 RET 5K, AUEC=0
LR BEREBOSAICE, 0L T T TRV

27 a4 FHC X 5 EBLOBEIZEEOERREICHREL, ZhxzRIHLTAT R
£ RRDS v 5T 5T->TERENH D, —J5, Stoughton HiX, 0.050%
betamethasone dipropionate AV =BF%EC, # B{LIREE AN A B R OB AR & &
VARBAMEAR S B T L &R LIz, 19 F7, WAEARRE Tl L LEoFERIK
TR R I SRR IS K D A TESIRE & b JWERERZ R I L bRE
Xt B Pz ly, B—EhEEULRRIEAEONSAFT A T7E
U5 ¢ b i B AR RESERRICBVTOEBRRISERIATE 2 LT S
, EESNRERD 1 0 LTHA FIA VITRAShE. 7ok, REEMIIERFER
St e PO OB L R, EEREICRT 2 F AR R BT 5 Z LItk Y,
ARV 2 ST & B FREMEN B B8, BED & ZATOREEIEITRSh
TNV DT, EEZMRRO 1oL LTHEBRIGEFIAT 2HEI0E, NALEH
B3 Tsod L, BHEOEMREESH TRSE TRThIZR G2, BHAUECHR
AN hiEhsine L.

2F o4 RIESEROHEREN, EYORREIS LA ERERVWDT, A4
Frd S T 4 ORISR A RROERE & LB THD. AT A

10



RO IR E RO B4 & U TAUEC2/AUEC1>1.25 & L7= i, S ]
ML 9ERARDLE, MHLEREN 472V 9ERRD L&, Ebo&Rs
LEB LT, RISOWLHBRE 1.25 5L X5 REBRELRBIRLIEGBIVNLT
b5, 7285, AUECI=0 k2 BWRER, A7 0L FISEEOHRE Th 5 HEkE
NE, g, AT A FISEMEOFELZHETERVO TR NETHD.

12)  Pershing LK, Lambert L, Wright ED, Shah VP, Williams RL, Topical
0.050% betamethasone dipropionate: pharmacokinetic and pharmacodynamic
dose-response studies in humans, Arch Dermatol, 130, 740-747 (1994).

13) Singh GJ, Adams WP, Lesko LJ, Shah VP, Molzon JA, Williams RL,
Pershing LK, Development of in vivo bicequivalence methodology for dermatologic

corticosteroids based on pharmacokinetic modeling, Clin. Pharmacol. Ther., 66,
346-357 (1999).

Q27 TsoDE M FEH BAARICRE L TR LY. iz, Tsons bR 5 RFEMARREIZE Y O
S WEERI T e,

A BARARNEE AW TToBERFEEZRT I EIT 5. FTRIRT, RALEHFRHZ
0.25~ 6 B & % BT H A KT A VTR L FERICHET T, BAGE AZER
THEIEL, =2 F A > RURFIIEE R A THIE LI BAUECEFE L L {RET
5. FROF—x1E, &EFHEAKEEICRT3AUECOEHHETHD LT 5.

A ~
R T () 025 050 075 1.00 150 200 4.00 6.00
AUEC -5.44 -11.76 -25.86 -15.87 -24.12 -28.58 -44.30 -28.76

FEOF—F &, B RIERR, fthc AUEC ik 7y b (O) L7zonT
OETHS.

10 1

Response
)
(o]

. \\\3 , :\ Observed
. “/  ——— Predicted

e e




Q28

Q29

Q30

TOF =2, A RTA R 2 IR LEQ@RE H T, IR/ A L
D, AUECmas, AUECORUTsodHEEM %R B L, T €, -40.45, 8.93 KT
0.60 ¥ 725 (WinNonlin ver. 4.1, Pharsight Corporation, Mountain View, Calif.) .
3T X — B OHEFEE 2 AV CEHE L7-AUECO FRMEZ RIFER TR L. ZhEY
¥ AR S 2 F R U7~ SRS ABBRIC $3 1 5 BUAIE AR 0.6 PSRN S L BHER S
N3, B, FRF—FEFRENT—FThHY, A7 A FHITHET0 0.6 RFRITE
BB VWD ZEEERT D O TIHEL 2.

SRER R ZENE LoV & 5 W BELE AR E) » 0 LW EERT & LT V. EREOHITIE
BKERERIL 40 5L TEORBEHTHA .

B ELEISIIEE I O X MR E VDT, HA KT A 2 D@ IO WHRE I
LAEEE TRy hEAOTEL, Ax OWBRE TTs% Kb DAEILW.
JERIE N TRIEAER L TR B /37 A—F 0¥iE 3 @b A0 T, MERK (KO
OPH) 113 I D bHAREVLERDS. T/, EHOEAKEVOT, IR
ST e R IR X Tso DHEEE 218 5 fo i, B AR & +5 RO §EfE I R
D AUECOHZE{LIAS K& sk, BN S8 R R 0 R I CEBOWERE T
HIpEDLTRBMLETHD.

S FRERAL O, SRBRIUH R OHEAERIE), R 7 o1 A FISE RS R E ARG (3
AR (Th, T: IKHAY) ThEhiconT, &1 ~E&EfEH525, Zhbid
WA D LERH DD

1B R L BRBRIUENIC OV T, SEASIOMIRAE L T 5. AT v FREVEBR
SRRSO OV T, T, Tellx ST 2 E0ImE L 3223, IR
T OSRER 8U o> 3 FHERAL R & fil 2 5 B2V,

EECREY BRECHETBIEE, STA N v, 235X MY w7 RITEOW
FRERCTEIFET>Th EWEH B8, FTHERD TR LETRND.

R T | 3 — U d b UDEEHIET O FIEIC >V TR L Tis <. #lRE, /17
AU o BFECHENTT A2, STROERMENEDND L &ITZ/ VAT AN Y
p I BRI D, R EEDTHL.

BT CE LIS 2T B & X 1T, J V8T A B Y v o FiEE RO TR
BFHOTH AUEC & RBEHOTH AUEC OED 0%EHEMEHET2 L H5
25, )G A N vy FiE RV CEEKME L HET 5 MR 5 BBk T
LTiTLVv. '

A 2 Fix]l BIORBROEAIIT, Wilcoxon @ 1EARE (FHMSIEMRE) =&
DEIEIHE T, FHOREDPULATBOEEBRA£FHHT 5. Wilcoxon 0 LIFAIR
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Q31

EIZOWTHE, AEWICREINSR SO TND.

2 Fx2 WORBROEAIZIE, Hauschke HD7 7 —F19 - TRRTE 5.
14) (ARG, ZERDERAG—ET & ARHT 11, ppl2 - 23. HURRZMAR, HOR, 1981
15) Hauschke, D., Steinijans, V. W, Diletti, E., A distribution-free procedure for
the statistical analysis of bioequivalence studies. Int. J. Clin. Pharmacol. Ther.
Toxicol., 1990. 28(2), 72-8.

BIE RS T, BAID 5 0P OWERZ BIE T 5 HAL & (3B OFALIC L 2 IFE
(AT L7 & x oEINED B D, WAL ¢ RREDER L L & ORIREDE
BELBIC EH DN, ZIUMTEZEKT D00

A ERBEDLEE~DEL-ELZE LT 2700 HETHD.
EE RO 8# h DI E % Dose, t BERIRICEEFIFITETF L TV L EMEE Rt, t #F
R BB ST L =SB A At, t BRI RS ORISR LIRARAR S (S EIX S
ni-EWES Bt TRV LTS, AMBRTIIKAL Y BRFICE L7z3EE At 23R
5.
At = Dose — (Rt + Bt) 6))
L, EOERMICEEFETHIEYOSEIY BAETIITO Bt NEOMEE Y KW
BA F i, BEID S OEMORHIRIENR+2 TRVWEEOWTIIZEW T b BE~
SERLT-EDE At BERMbOATLEY. £TIT, FNENOBRIEIZ K- TH
IENENENEY C LT BL, B~ LCEDE At BRI TRIND.
At =Dose — (Rt + Bt + C) (2
T=0 =BT HIBRIEIC L > TEIREWR2WERPERIEIELLRVETHE
A0 =Dose — (RO +B0 + C) (3)
LEINABEMN, A0S0 LHREHDOT, CIFKRATER ND
C=Dose —(RO+B0) @
2T, WREQRIRATD L
At = (RO +B0) — (Rt + Bt)
LB, bbb, [REBHAI b OEYEIE] 25 It [Tk 2RPEIE] %
2 LAWY, EMBNRAN S FFA~DELEEL LTELSHMETE S 2 &2
5.
Q32 EYERESRRRLEAT 2B AT, BFICRT 5 PK/PD R/ & THEBEERZ
BB T D UNENRH D DD
A FOBYTHAD.
BREEAR
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Q33"

Q34

Q35

REESBO B & BEORFTEPHERCOVTHEALTELY. £k, [AEE
AL NUIIOREERERE LT LHDD, DX IRBEICE T
e < B ORI ERE LTIV DD,

ER OBRWE TR BRMK~BE L -EDIC X 2BERZERT 2L AT
X, BT T PR E A ERB O THENRHARGEORIERY 27
LT B0, ABMREEZEZT TV AHEEE TORMOZERELFHIYT 5 LR
BbD. BEBICETF—TRECLVBREESOABEISEERICHELCE PEL
BEE RS L LT, EMBESORBRE - IETERBET) JLIC X YFHETE
4. BB, SRLORBRTIE, —EOmE,» LS ERMLRT ~EET SR
W B VIZHEEA TEE L VO T, BRI L T, BRCERRPER SN DOHE
BCET B LERR L, APFHRSHERR L ARECBMER CIHIToILT
v, BilgE 10 BIBA ETIT S .

B OABEYELHE L FRRICB W TRDBRENFELER T 5
I, BN SRR R RIET B 2 & R L TR E S RFICR T 5 MR RE,
RO, SREESNERIOCHER SN RABAEREEE LT, EROREIIET
FREEOREBZREL, RBUHORERNTNUTTHL I LEZRT.

BB FIEER S & AV RO RN 51X, B MR 2REMIHET 5 T L
CERNOT, EHENKORERE L AEUT LV KELFEAT L. £, BAElD
@ﬁ%%%ﬁ%mpttb%ﬁfﬁﬁ%ﬁ%%ﬁﬁ?é%@ﬁﬁ,tbhﬁﬁé%%
DRERECEAVOT, REUT LW RELEATS. MEUTOREZEAT
B & xE, BHIROT A —Z OEOEBERM ER®+26%, H DV, JHERE T
+F10%LL T THD Z & 2R TD.

Do REERET D POREE
BRo X HIICRRUEERBREIC L > TR

St LB ME, BHEEMNBIRLTIVD,
BEOHFRWSRRD.

He MR RIS % BRI I T 5B A1 b, (EA OV ERSRIC OV TR RE R
DTERZ S LED

BRI TR 2 BT 5 541 BIERIZFME L 2V 0T, Ei, BRPIBRONS
BRTEA Y THEBEEN LR B2V 0T, BIRICEFBEOFMIILETHD.

RSB OSITIE Y 7= a Y OEMICET 2 BB R 17 Z/RLTHELLY.
ROXFREBEILTD E L.

16) Shah, V.P. et al., Analytical methods validation: Bioavailability, bicequivalence
and pharmacokinetic studies. J. Pharm. Sci., 1992. 81: 309.

17) Shah, V.P. et al., Bioanalytical method validation--a revisit with a decade of
progress. Pharm Res., 2000. 17- 1551.
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