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T E

LAAREFTH GBI BRI AEN B EE B HL L8021 gliclazide
ZRSMERERE  EATRPUREAEAFT AR 4% E (Hydroxypropyl
methylcellulose, HPMC) S 5LiB1F AP R REZRA B - 3B Hidiréx
HERHEAZEImm & R > B R B E 240mg - K4 80mg gliclazide - &
%2 # 7 B sodium lauryl sulfate 7 fu & ¥ gliclazide # R Bl sk 85 B K 2
FHEUEWA  RUEGEL =R ARSRAETHRER (BbES A
1.2 4.5(+1%SLS) » & 6.8) * @A =M R EIFERE F R F B8 d R » UE
AHEBBI NN ORINERLIHE BEHBARERARRFA
18 ZREXAAAUZALIXRFETEMTRAERR ) S B ZBRF
BN EY e REdG 3t E a4 Cmax > Tmax ~ 2 AUC(0-t) %48
WA Sy 4 4% LA R A A Wagner-Nelson #2 point-area deconvolution 4
M EBARE S R HBRIEEE (input function) » SR AN LZEC X
& (level C) o A 54 (level A) 2 B2 miahfitt - L REF » L8
FEBCEROBAEBIIEMMETIGEE Cmax B BRE A 6.8 258
REBEBE A FE > RAEE Tmax HAKKRES 45 BB RNEET S
£ o MERES 6.8 AERAAEE A FRAME B EEGFZRE
IR o dsbAT @ A B H 4 B 1 Gliclazide 89 R H 1545 R A Rz e
BTRHEBNEHABAN DT RESCHLEERE  BEFELTHAAER
EFEEGTEMMENLRBIRFRERA -

Mskia: 224l M 0 Gliclazide » B sh A3 KR » BB



EXRE

The purpose of this research project was to establish in vitro /in vivo correlation
(IVIVC) of Gliclazide. Hydroxypropyl methylcellulose (HPMC) and lactose
was used to formulate tablets with three different release rates. Direct
compression method was employed to prepare those tablets (9 mm in diameter
and 240 mg in weight) containing 80mg gliclazid. In the first, the influence of
various adding amount of sodium lauryl sulfate on the pH-solubility profiles of
gliclazide was examined to select three dissolution media (pH=1.2, 4.5 (1%
SLS), and 6.8) for characterization of the release rate for those three tablet
formulations. It provides in vitro dissolution profiles for construction of in
vitro-in vivo correlation. The three formulations were then ingested with 18
volunteers in a three-way cross over design to obtain plasma concentration
profiles, from which the pharmacokinetic parameters (Cmax, Tmax, and
AUC(0-t)) were deduced as in vivo parameters for constructing in vitro-ion vivo
correlation of level C. Wagner-Nelson method and point-area deconvolutiom
method were utilized to calculate fraction absorbed and input rate, respectively,
to construct level A correlation. Results demonstrate that a level C correlation
was established for Cmax with % dissolution in pH=6.8 dissolution medium,
whereas for Tmax with those in pH=4.5 (1% SLS) dissolution medium. The best
choice for constructing level A correlation was to conduct dissolution
measurement in pH=6.8 dissolution medium. These constructed IVIV
correlations could be used as a surrogate for formulation changes or process
modifications of gliclazide. Preferably, authority also can do decision-making

regarding whether bioequivalence study is needed based on these scientific data.

Keywords : IVIVC, Gliclazide, in vitro dissolution, in vivo input rate



ATE

A2 sME M4 Mt (in vitro/in vivo correlation » IVIVC) » & 353& 3 88 sp a8
(in vitro dissolution) #2828 P9k (in vivo input) & 14 ' - B ohim sk
FTRAREMBHEBAGEEHARBIBERARGKE > AELBIE
BB ARREBN L H4s Z M (bicequivalence) 3REk » & ¥ R ¥ BLey A
R @ > RBEFELRIIBRABMIEG B L EAE K L RRITER
Mo MARLPERGEN  BARIAAMMO RS2~ LT BYeE
BRELARBHRURF GRS B b e & s ey mai ik
R oM S sy A48 B M 0 4%t & 4 Biopharmaceutic Classification System
(BCS) &Y #Av » BN E e BY > FREMESSEEMEY 8
TARDHEIBABAAME * o o BRI BT A 2 R 48 B
Mo B TUAARBENRNERBRATAMNEH ARG YIL  —F
RAEEBMABEEGRER Wb —RBEHRVETEE e &5 $ BER
ABRBRARYE  FIFETHFERA #ERMELESHEAR Bt g
ESABHAYIeE L LB MM Y ® FDA £ 1997 £ 4%
THMEMNRTHE L OREHHBIENEINLS-

FDA st MEM s ROEAR G F& -

A ¥8 (level A): RAFRM ARG EBRABNG RIS R —HBH
Eh RMMA—H MG BEEROM GBI FERIERMY
TS - MEINF & RIEGTRESREHBEHEESE LR
HEN RS MEARSEEGRALY BLEAMMKE - EHSHF &
e, 3£ & Wagner-Nelson procedure7 » Loo-Riegelman method & &
deconvolution® % » W RN BH B R FHERK OB EK B



Wagner-Nelson procedure % & 88 P RE ik & vk B B8 ROl 69 38 & B s —
s A4 E 0 BB A deconvolution » #IEHIEFRM AR RE A FRER
HRERAEAANER BHTCRINRTEN AT RESGRIEES
BReMG o RE—EABAGRRBHBINERIL MG AL EHY
BOABNAEMMEIZIAEA TS BB BETUANARBISGERSERR
RAABAG LY RERIL AAFRAEZHMEMHAMRMRE - Bt BR
ERTEM-LRAIHEE  RAMMEERAGBE  BAREE > H
BBHBHRR ABEHNBEYE  BRLBUARTR RAEEEX
s ssma SR ARAHMINEMENLHES T RFE
GBS LA B R AR RLGEILHEN  HThUABHEZE AL
Bl THNBLRRARRGYE

B %% (level B) : Z#| A 43t ey BRI REIT 547 > AR M sb oy T34 nsend
Pt LS B ey TR GeFa] » RABMARM - FIHERIRE - &#
SRUE T ST 00 P A B S o B8 P9 49 BORAER ST A 3L AR ey B4 0 TR 84
RAA-HEHLHMHG BLEETHAREBENPRENRIL BAF
HEHBY BN TSGR TR 0 2R AR N BRI R
ZARABE 6 PRAKIE B SR MARENBRIIFER F SR HN
MEM AL BB EasBinamts Aam Laymalts
& VAR

CH#& (level C): RE T B e Bat $4F (fldo 1 /58 50957 B H8FR] -
BAL 4 NEHENEBRAE ) RERBHH A EEHM (Hlde P AUC
# Cmax) ¢hbidk > 3K C ERAELHMGAREREREN L PRAY
0 RBEARUEOARYNEFIHFINER  ARHNESN K G IEH



EEEGE -

3% CE& (Multiple level C): 2RI —~K 5y Bhdh L4
BAEFRI B0 S BB 2 PG Bl % AE BB A ERE Fo A SR —
WA RBBAED TR - REVEHZT S ECEANHG Hb
RTARTUARI A FRAHMIPB AR ME -

—RRABEIMPRAGIENYE > LA HIER RS AR RS K
WA BRBART G REEYAGHERRERC LR EHRBEHNTE
FAILARARBURLEEAFSHERENAY B2 ER S U ERT
B HAE—ERS AR TG LAEE - HAABRR Y &
PRIEA A HRE > —MAFIHRA LK (crossover) KBk - AR I A Y RE
ShEE P A8 B A5 0 A1 A deconvolution ¥945 357 s dh o P iR E dh 4245 5] B
NE R SR  FHRI b RIMMHMML b TRLA SR
ARSMENAEANE L REZRM OB BN NTRESLEARS®
gyt 0 A A 8 R 89 £ 3 (time scaling factor) RMMEE - ik
Mo m AR LAHL TR A (predictability) REGHRA > &
# P3¢ (internal ) AR nFosh3F (external) 4 ™" - ARy @ 0 &
AF R GE S AR B MR &Y BHE 0 TR L e BURBOL L o W s IR R AT R R
— b 5 o b BAE R MARB] 0 {BFR e ey B 6% & M (therapeutic
index ) #l » R AR AR MM EHEE A MAKF > X RA AR R B S
M FRIAR T MR -

EARRTY  $M1EA gliclazide REMEIBIBARAAM M OB E &
1L X % 1-(3-azabicyclo(3.3.0)oct-3-yl)-p-tolylsulphonylurea» & B % & — X,



ty sulfonylurea % o AR &4 % f 4% 8 > A R4 % JE 8 & ¥ %48 & (non-insulin-
dependent diabetes mellitus * NIDDM ) #9# fkk » THRMB EBR L EH Y
S H AR & F 94 H (resistance) s S B I A0 0 dBin 4] 2o A R 4P Y
it 2t (tolerability) » MmEAKRZE 5 3l fe M mBeg it 4 » FIBT o A
HREERY  MUATAREMENZHIER G ERBYOBAR A B
Do ¥RBE KA 40-80mg - K 5T wE| 320mg - E4k A B EAA
160mg » Rl % F e R REEERA - gliclazide &£ B F & 56 59 R PRAR R L
It BB BATEARS  HEBRFNES VRSO RAEE B a8 d RN
MeOMRE—B & 40-120mg 2 H K & Hh FIRE(Cmax)H 2.2 2] 8 ug/ml-
HP R B PIRAMER (Tmax) & 2-8 /8§ » £ 48 | ed 2 48 €3 248
R PEE  BAHEREHE W Cmax EFEE Tmax AEE G L4
£ B 85-95%  FRIA G A HAE (Vo) R4& > # 13-24Le o ¥ £ Z A A 8.1-20.5
e e Gliclazide #9 B &% % » @45 % diabrezide » diamicron » diaprel »
diabezid ¥ » 32X 2F 4 gliclazide 9 R &) > A BH AL RT R R85
HARBAIRE 0 B B gliclazide & & #4754 & 848 4 37 "CF»100ml
o) SR KR RS AR 3.9mg'S BT B B e MBI € B A AR B K W AR e R
FImPBEAGERARE  E— S eUFRLAB T HARI » MERKRFA
HAEBTAEATEGHBEREaBEIR - AAEARET T RIVKIESHT
RAERREEAFNRY LR BBINERARABNN D T REE
ft > R gliclazide £ MMM UMz HEFRRLELLE -



PRk
HAFT A A AR AT A gliclazide A LA R AKAT
A4 4 % Hydroxypropyl methylcellulose (HPMC) #u % #% Lactose %3t &
ZHMARBBERFORY  MAERLATHGR c B ARRBRTEH P
REGREBOG N R LM - Fo R HBINERRRFH N AR RS
PO RN MAFR CERGBBARMNY  REAHE L LA H
AR RIS TRAR AARR] > UEZ AR A MESNREHIZE -

(—) BRERR

gliclazide ) EHEZ L S E R Y

B 10 mg gliclazide LA &4 water : Ethanol=1 : 1 £ & % 100 ml - 1§ ;2 & #
£ 4 100 pg/ml &9 4545 8% (Stock solution ) » B& tb4p) 84 gliclazide ££ %

» B4 water ! Ethanol=1 : 1 £ € £ 10ml #E YR T 7 KT
BAZREIER BESR A 24510202428 g/ml o A FRABH
SIER RSNy AR E TS JELF{:‘RSE% 227 nm o

#:& (medium) #g8 %

B 1 g Sodium Lauryl Sulfate (SLS) % 20ml &8 * AR FE pH & (1.2~
26-40-45-56~68-72) 244 (Buffer) #BZHRM LKL 5%
SLS Zf#iER » RIS HBREFARREBERBE F —HHLR& -
BR & Lh 5] 89 5 % SLS S 8k 7 10ml 58 #K » HURE pHE (1.242.6
40-45-56-68-72) x4 (Buffer) HEEHMA  EHENS02%
0.5% 1%~ 2% SLS th4i% -



VS YR W
BRif & % gliclazide # kRN M4 L # R E# % (Eppendorf) ¢
(n=3)+ B EIRIEIYHHEBNAN 3T TR £31 24 )8 - TRAK - &
B2 NEFRE R BERYRDERABANRY AERMRBIER -
24 PR VES AT ARET SRS BKEREA 2T 0m - 54 R S8
B ARE B MEE B e B s AR B RT -

(=) ®xmmRH HPLC) o¥f ik Z Mo RAEK

W 3F42 % % (internal standard ) &k 2 S8

Bt 10 mg glibenclamide LA;E 4 Methanol £ & £ 10ml » Hdy sk 10ml BUH
Iml i A5 4% Methanol £ &% 20ml - A EMHES SOug/ml &8EH %
d& v LA gliclazide ey AR B LB E 2 A -

gliclazide 9 ER B L S ERZ HHE

B 10 mg gliclazide ¥Ai& 4% Methanol £ & £ 10ml » #REMHEA | mg/ml
B BRI o IR & L] 49 gliclazide M 7Bk » B BB Methanol € 8 2
10ml B R FTAHANMRESBELZR  REFTHAL 05125
10+20~ 50~ 100 ¢ g/ml & = # quality control (QC) 12 # &E AR E 1 1.5
40 ~ 80 y g/ml -

gliclazide &) f 42 ¥ B2 Ao

R E&ARE LK 0.1 ml £ 50 1 g/mi PERA% B S Z BEH A 0.1 mi
g ] ml i o R &g 2 gliclazide t d ERE R BARERRAH 0.05 -



0.1~02-~05~1~2~5-10gg/ml & =4#£ quality control (QC) £ % &%
BB 10154 8y g/ml o

24 154

4t gliclazide A & IR E 04 F A2 MEF & # A S20RAA B %847
o R P2 gliclazide ER L4 F 1 B Iml 4 gliclazide # o 8§
Ae 0.1 ml )3R42 8 &35 5% (glibenclamide » 50 pg/ml) » 38434 £ 1% B fo
A 5 ml Dichloromethane (DCM ) £ #54 » RIER D S 548 N BFTE IR o
AIg B 3000 rpm 10 4548 » RTRZAMBBREZ A —RE > 2H XL
R KB (55C) R AREHB EL - BRTEF B
A 250 ul # 48 (mobile phase) E& » i 2 ml Hexane b2tk
Z e RIERES 2 e84 8O 2L 3000 rpm B 5 4EE R E 5 ag B
# o 2B RTRE 244 (mobile phase) % Spin-X centrifuge tube filter -
PR1% 8.0 6000 rpm S 248 - REUEF R4 100 pl ;A HPLC & 40303847
# o # A SYNERGI Polar-RP 80A > 4 um #9445 £ 4% » mobile phase 4
phosphate buffer (0.08% ammonium acetate #% 0.15% triethylamine » pH =3) :
acetonitrile = 55 1 45 (v/v) » iRik 1 ml/min > ¥4 A% XL 227 nm * P A
HREEAMUARFIARAERE ARG EEE AREEREBERARE

(Z) RA %t

AEXBTRBGEBABBAEEZRY ' R R UEAIRAT AL
15 B 421 (controlled release) MM A » L A BIE ARHRER - BHsA
% & 240mg> N4 80mg gliclazide & 160mg MM Al - £ A Aikdrse ey A
BREEARL09cm 942 h - BHBRHE =ML AFBREFZRF



(m) #Msbaapag

BARARHRY  ARBBETHRRBTEHRRGHE - REZHH
FTOBZEARGSERLE AR AR EHEE U 109 LR -
RIRFZBRBE P LR A PSR RS E = #ik S0rpm » 54
& A 900ml > B 37 CHEs#R  BaER A A pH12 -pH4A5+ 1%
SLS - pH 6.8 a4 17i% » BRAkBF R4 F 1 0~ 15+30~60 90 120~ 180 ~
240 ~ 360 ~ 480 ~ 600 ~ 720 ~ 960 ~ 1440 (minutes) o 45 — &2 75 & X SR 4F 47
NEREER BN %R 14 (coefficient of variation ) R1F43iB 10 % »
RETHIN=ZARFEHERR I BBESHE -

(R) B AR

BhBIERRBRABELOZAREASREEHR S K EFARRR -
MBI PRESL  TRUYESHACARRBEZE 24T
FRAZAH BRURAGTREEE IR A BR6 A BITRXR
Mo BALZRA LR EIRA 80x3 mg 8y gliclazide o H R F FR ¥ 69 Ak %
M- B 2REAFBH0RNAEAREARESN R ERBRER
& AR RBIRGEILRE  BEAT - BRAER - AR
RE A SRR EY - ELHATE M 105 b FRAE4A 200ml
iy K (T gl i AR IR debE 69 % & > ST 20 209660 B B MR AR A 84 ) -
AR 4 a2 %o RA—RESFR AR 12 i a2k
BRA %S BRGRBIEE 10ml > £ARA B AT (predose) AR # 4y
#02505°1+15~2+3-4-6-8-10 124024 Jbfita> B> B
EIASBRGBHME  LEFIFIRPERES (intravenous bolus) s 7 RIE
RB 2B PRE  AURAEREESXRALEBH ARBBRMG - SR

12



4 R AR S 48 3000rpm B 10 548 0 B LR dE EAKRE20 CH
BT E oM iF 7 ¥ Gliclazide 48 3] € 463 A L ol B 55 69 & 20 ik 48
/& #7 4% (High Performance Liquid Chromatography » HPLC) 47447 - &
B 48 M oy 2 BOE A :@’é‘.‘éﬁ AH AR 0 AT A PR E SmeF R 2 8L
R AT E 0 3 H 95 H 846 Cmax * Tmax » AUC(0-t) » MRT % -

A0 3 Al b P9 AE B

L2y CERAMARANBMEN 28 CEaMBBAE LSS
AR B R F 4 Gliclazide + 34 Cmax f» AUC tb E B4 R E S5 R 26938
BBt EFOFRES R ARG P A ESFNS
iy A7 R4 0 B KB5S R IB BT 2 b S 34 Cmax Fo AUC R 31 ) # 4 69 48
JI& o

2 BRI AFRAMSMMAAMRK AR FARBBIBRGGPRA
Ry A B ERE S HSHOBRT ARG ERT R
1 T B8 9 R e SR 0L JR N o P IR OEL #F 85 R 69 & 43 38 & deconvolution 3 K
B h KA o HNgM A& 4 (linear system) fE » B e d FIEE ()
B e RIL At) » T4 & convolution &4 §il 4 X, R E 3 2 M a4 B4

c©) =c; (O f(O) = [ e, ) f (¢t - u)edu (1)
() LR ORBI A b F 698K 0 ”"+" & convolution 893 H » ()
RBAEME T RE  f(0R B4R RIS B P K

o AR RESRTHAREBA TN LPREBRELd LK

13



deconvolution 432 o B stk A E@RMABABNAMBE X KT HBI S
BHGABNRKBE MG - EABMRANGFN AR BEMERS
Bldo | BIMEBER A ORI RLATRMABAN 2 BN MBRGRIL
A E L RBER 10-20 /N BF 2 R 0 EERE B0 F B85 ) 8¢ T (time scaling
factor) &y V>

I= BPMRI S0% A E ey fl/BEshinde S0%MEEmeEr  (2)

BBFHSPHSLEHAZRBIEANEHER T HE N HBERBRK
Bt ET S BEBZ MMM -

(&) sissb Mt masgZan Y

L AL CHERZBIMARAMRA b LA kB e A%
T T T2 da 48 BB K P AT TR 69 F 34 Cmax Fv AUC » 8 H A8 #0 T R AT
#3824 Cmax fo AUC Aa Z eb 8 ¢ B 745 B TR R 2 B 4 tb (percent
prediction error * 9%PE ) »

wopp = R AT )\, (3)

B E

2. AR A ERZ MMM
T dT X RMAIETER S 7H14E



)= [ Canlt =) gy (1)l 4)

c, T FFMR MR JE 4 (intravenous bolus) &K ORI R B2 4 PR E » 5T
HZATH S XA BARBRBRAE > rn TTRBGBNRREE > T
FA®MH

_ %EBPIRIEL(r,) - YRR (1) (5)

pred=-viva ([2 _ f])

c() R AL t BT AR TARI 9 o P iR B > u & dummy convolution variable  # #
DHATLFE HRLHAFR2BMBNBHEI AR T RE I
BT st B4R B TR 69 F 3 Cmax fv AUC » #o3f4E C B8 F 486 @ 4%
EREFRBESERANEC)X > THEBRBREET b (%PE) -

% FDA 898 F - €3F& REFAR A 6F - Fa Cmax Fv AUC 8549 -F 34 65

TARREE S RTARB 10% B HNE—HEARNGR S LRARBRLESE
MR TARR 1596 » ERERTH T ERAMRI MR AN -

15



o 3RS

(—) BREARK

Table 1 #v Figl £ F) A fd] > Table2 fv Fig2 R E B R 2 B GFE AR X &
# F.18 quality control REH A A MEEREHAEEATHLEBN - £ d
Fig3 Z R FE] pH A8 M B A5 B 7T 4o > gliclazide £ pH 1.2 82 7.2 83758 &
BkF MLk pHA.S 58 B AL i £ o B 3 5 Ao SLS 89 bL 4934 Ao » gliclazide
W R AR LR K o 0 E A 5% SLS &1k BhiE B85 0 gliclazide &9 8BR E
FAKIGRI - SLEEMENPILTHELR gliclazide 4 azabicyclo group
#1 sulfonyl group’ & azabicyclo group £ # Nitrogen® £ T4 B4 8okt 4
fe s esgn (pH=1.2) T8 THABKRD - B4 F gliclazide 895 M A
A&+ 5 M sulfonyl group B B F 58 E » B b AsktiRE (pH=7.2)
8% » 1% 45 gliclazide &9 5  E K 1E4RH o

(=) &BHZRBEM (HPLC) 44 ¥ A2 H & RAEX

Table 3 #v Fig 4 & F) 8 ] £ B M 2 sE#3F 44 ) A X €4 .18 quality control
MEHEEABHBERBERETETHEXEEA - &d Fig 5 XBHME®ET
4o » ] B SYNERGI 4p Polar-RP 80A & #7 % 4 T % 2 & 8 gliclazide & £ 7
P42 & & (glibenclamide) » A FGoR 571 % 8.7 4485 144 548 0 & —
ST BB RSN EABRRRZ o BB HZ 54 o o Fig 6 Ffx
EhmzBE e R AR THAZ S - AT EH @ RIATRSF
0.05 pg/ml z & R » BAT ¥ gliclazide R A4 E4F 2 HHA -

(=) RAwst
BRABRIUBEAEEATRAEEE (HPMC) K AEEBRM B - 1L AL E



BHER - B4k 8 F 240mg » I 4 80mg gliclazide # 160mg B 7 &
ERAEEIT ST BEH AR 09cm s8R » B2t 2 B sk 4E &
e THEL=ZHABRFRRRBZAS (FI1-F2-F3) W FrT - Lixs
Z 8 R w38 588 S0 IR B SR ER PR R

Gliclazide HPMC 50cps HPMC 4000cps Lactose

(mg) (mg) (mg) (mg)
F1 80 60 100
F2 80 30 30 100
F3 80 60 100

(m) M SRR
KHARE pHAEZEEESERZAE  wFig7- 97~ b ZHRE) LA R
oo Rl pH=12 B 68 8% THBMAEHNSRI X EHREZRMA 10 %
BYEFE > EpH=450% > & TEHA 10 %th £ 5E A F 2 ey £56#8;
dve By Fig 7-9 TA W » Fl B8 R gk F2 B8k 2 E ¢ » M F3
BB EER RRAR - LA RAR T ERYLHARRES - BARERFRE
%5 5 05 HPMC % Ve 35 288 7 8] » 14 HPMC 50 cps &9 %6 & #1& » HPMC 4000
cps B935S 0 LS R A HPMC 50 cps £k #Emm# (F1) 5 R
RELGBATE  Bobéth RKMERME » ESABANEHRERFTE
Blox R Rk E 4 BB 4E A Mis sk 3% HPMC 4000 cps #w > B H 3
EREG EHREAEAGRRE Bl KSsEARRE Al F2 e B 3ER
BELEERE . Mg R4 R HPMC 4000 cps £k B H (F3)
PRI R 2058018 - Bt bR yamibfl i misstsg
THRZRAREHRRZRY  UBTZHZ ARRR  UARHNE I

17



MM ER -

BEBEE > REE 2050 R 80% FAEENBR LA G ZERL (FI-
F2-F3) =R E e a8 ER (pH=12,45+1%SLS, & 6.8) ¥4
EEEG G NIEEE AR CER Bz - MZE
AREVR B ob = HE 75 MR R e MR At 40 0 BB R B 55 R 13K B R
R-B O AUREBABNGRESBREST A SR BB EI T
ZH e

(5) M AMRER

BZMAE RN I8 MERERAKRZ o b IRES S FIH Z AP S
Heeskskz HPLC Hi:&4To# 0 A& R4oE 10 FAEAT - Gt IRE
BoTAd MERARYAEHEERE  Cmax BB TF % Tmax ¥
& @ AUC (0-t) A 2 BARZAB S o ok 18 4% 3 AR A =8 7 14 48 AR
Wy 6% 4 3 3% Cmax Tmax & AUC (0-t) 43It H 5% > BRI L
My C ¥ 8 tapittx A - 4 A Wagner-Nelson ik
SR EZEBRIBRAANSREE NG EMRK S F (Fraction
absorbed ) » s VE A A RRAMABIMMMMEZA -

(X)) st RABMHE

B 24 C FROBAMSMEMMEEE 2B RSESHY
Tmax » Cmax + & AUC(0-t) # A AR B EEBROERBE TR A
2050~ & 80% Z iBBREFRI/EE L - HAR MM ST & RET - Cmax &
Tmax #Z#E8E 5 R Mg A R > @ AUC0-) =& F )48



e B A R AL 6y - M LB T A T #22] - 8 Cmax % &4k 6948 ML sy 88 oh
TRFRABEBEAH 1.2 B 68 iR v a8 REREMERE M 24
BAERTRIARE Cmax FRENBMM - BY Tmax M T > Al AAMKKRE
B L2 R A5 hiEBEREE  REREMERI SR BB
Tmax F#iEehrafite - BPENBEES 12 5B E» %8 Cmax &
Tmax #FEEasEME  EAEMAREERNENRKR ) TiERS
HWRATE - A @ AUC(O-t) A2 ZAMMMARETAERZRBRKAE
EHGBRNFARARERE  ARABRIEEOR IR R RBEMEER
Mo FRUEREGME 24 C FRAOBNBIIEMMETIAESE Cmax &4
BRAR A 6.8 ZIEMROERE 7% 0 XAEE Tmax SMAMMKMES 4.5
ZIBBERO BB F o

12 323 A¥80RNBIAMEEEE  BA SSRGS RR 0L
HRABE  AMUEABRBF_HARZHEEIRE THOLEREAA
Wagner-Nelson £ it B o) R RIS % (fraction absorbed) 43|14 =
AR B EEGPERYE S BSEBTHB LS B REg
Ao AEHERES 1264E8RY Fl RF2 58 ERRUL R HBHE
ABEEEABERE F3e9ra it MARKEAS 4.5 9ER8R T > L=1@
RANEHERRU S RAOBMBLERMLES A LABBES 68 &)
BERY ZEARFTAMMBTURBE;HELEEM - RN BBEA 6.8
WEREAWBERBRARKEBESTREL B4R %2R S & X
BEGHGHTRAEETERSEE > ARAERFLEHBEISHE &
BRAA A 6.8 8975 B R REE A FRAAM AR INEBERF Z B4 RT o



#] M point-area deconvolution F xi#/TEMEHE N B IMEMME N4 > ity
Excel Macro 4w @] 13 AT R P BREIASLEEERUIBEHAL
RATSTHFE BANEARLEBL BB OREEE  RELRYB
EZMB% A 2% > ¥ 88 L point-area deconvolution #) Excel Macro # &
TRMFE A FROMABIMEMIML - 24 B A b2 XN AR HIR
B BB o TAAIFAERARBRE > B A BRI 0 RR
BAXBRRHMFEEAL COMFEAER  HAERESAFST  of
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Table |. ZAERBZ RIAGM A2 F B M E#EREEE (n=6)

Spiked Calculated b ¢
concentration concentration SD* gy) F(lf/E
(ng/ml) (pg/mi) ° )

2 2.106 0.087 4135 5.321

4 4012 0.143 3.569 0.293

10 9.822 0.298 3.034 -1.784

20 19.974 0.522 2.614 -0.129

24 24.012 0.402 1.674 0.049
28 28.026 0.513 1.831 0.092

Table 2. 5 AR A Z RN ES 47 F A2 £ B ] B2 E fh 2k F (n=6)

Spiked - Calculate-d . cv® RSE*
concentration concentration SD (%) (%)
(pg/mi) (ug/ml)
2 2.099 0.085 4.073 4.941
4 3.993 0.046 1.164 -0.176
10 9.915 0.070 0.711 -0.855
20 19.856 0.090 0.454 -0.722
24 24.107 0.113 0.469 0.444

28 28.048 0.186 0.664 0.171
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Table 3. gliclazide Bk R A2 RO MBEE B M2 B ERMER

(n=6)

Intra-day (F) 8 )

0.05 0.15 4 8 10
Nominal Cone. (ug/mL)
Mean 0.0439  0.1595  3.8956 7.9374 10.0751
Sp* 0.0034 0.0091  0.0330 0.0871 0.0660
CV® (%) 7.64 5.72 0.85 1.10  0.66
Relative Err (%) -12.19 6.31 -2.61 -0.78  0.75
Inter-day (RBR) 05 415 4 8§ 10
Nominal Conc. (pg/mL}
Mean 0.0562 0.1368  3.8709 8.0317 10.0357
SD 0.0009 0.0074  0.1063 0.2486 0.7950
CV (%) 1.53 5.41 2.75 3.05 7.92
Relative Err (%) 12.50 -8.79 -3.23 1.97 0.36
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Table4. (A) Cmax~(B) Tmax-(C) AUC(0-t) £=#RF) PH {4 (1.2 -
45-68) ZRFIEMELE (20%-50%-80%) Z FHHEAMBRLET 4Lk
( percent prediction error » 9PE)

(A) Cmax
PH=1.2 PH=4.5 PH=6.8
20% | 50% | 80% | 20% | 50% | 80% | 20% | 50% | 80%
F1 36 | 45 | 45 | 64 | 60 | 64 | -43 | 42 | 24
F2 6.2 9.4 324 | 234 | 254 | 222 8.4 7.7 3.7
F3 | 40 | -57 |-30.1}-205|-2221|-193}| -6.1 | -6.1 | -1.8
(B) Tmax
PH=1.2 PH=4.5 | PH=6.8
20% | 50% | 80% | 20% | 50% | 80% | 20% | 50% | 80%
F1 | -23.7 | -198 | 34 20 | -1.0 | 45 | -20.8 | -21.7 | -27.2
F2 | 241 | 199 | -5.7 3.4 1.4 45 | 21.1 | 21.7 | 280
F3 | -45 | -4.8 4.3 -14 | .07 | 23 | -46 | -46 | -3.6
(C) AUC(0-1)
PH=1.2 PH=4.5 PH=6.8

20% [ 50% | 80% | 20% | 50% | 80% | 20% | 50% | 80%
F1 | -74 | -78 | 46 | -73 | -69 | -7.5 | -7.7 | -7.8 { -6.8
F2 | 124 | 146 | 28.1 | 23.8 | 248 | 23.1 | 140 | 13.5 | 103
F3 | -59 | -79 | -240|-17.6 | -188 | -16.7 | -7.3 | -6.9 | -4.1
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Fig 1. gliclazide /2 2 E 82 F B M B EHEE 2R EH (n=6)
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Fig 2. gliclazide ;5 A2 X8k 2 B B I B2k B # #k & 24 & 4(n=6)
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Dim Time(20) As Integer

Dim Character(20), Response(20), Transfer(20) As Variant
Dim x As String

Sub pointarea()

X=InputBox (#ij NI = T 1F &)

Sheets(x). Select
Numcount=0
For Each cell In Columns(“A”). Cells
If IsNumeric(cell) Then
If [sEmpty(cell) Then Exit For
Numcount= numcount+1
Time(numcount)=cell. Value
Character(numcount)=cell.Offset(0,1).Value
Response(numcount)= cell.Offset(0,2).Value
End If
Next cell
Transfer(1)=Response(1)/Character(1)
Range(“D2”). Value=Transfer(1)
For I=2 To numcunt
Transfer(I)=Response(I)
For J=1 To I-1
Transfer(I)= Transfer(I)- Transfer(J)* Character(I-J+1)
Next J
Transfer(I)= Transfer(I)/Character(1)
Range(“D”&I+1). Value= Transfer(I)
Next 1
End Sub

Fig. 13 E % (Excel Macro) for Point-Area Deconvolution
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