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FRAGHL TSR 1 1l S RMA AR SR SR VAR

ol F OKR2, FEGELY, WAE Y, THRIY
(LILBHZRIRZ: 2% 0e, 10T TEFH 110016; 2. UG MEGRERNER AT, 28 508 230000;
3. WRIEZIRA R AR AR, HIBIT FA/RIE 150025)

B E: BR HISARSHerER BT BRSSO R A RS TN . B3R B
PR AL S KR AR A R A VR R R, SRR T W & AR T 28 . 43
R FREBUEM &% ik (ZAFD « ik 5 @SR B 1775 2 L A SRR
26 FORE A, SR P A70a - BE B A PP A B R 70 5 2 L R s P R 22 5, AT S M
JE# 12 o BEARE RSB A GER VE R A B RI 5 R 7705 2 LU D RE TR
ek > 50, FIBVENE A FHHIFIES HIFIRBOEEG (6 < 500 ; BURREZRILE R
Y, 2 R KA H B B R R R, B iR R B A SR A S R R A
Cimaxs AUCo+n AUCow ) 90% BEAZXIA7108 61.10 ~99.60. 80.01 ~95.78. 79.39 ~95.87,
BIGHHEEZE 24 BIF Cnaxs AUCon AUCo F 90% BEF X HIITE 80.00 ~ 125.00 [
W G IR B IR OE SRR ISR FE AR T2 LU, BRI AL 5 R85
BORAE 5 BT S 2 IR R BRI AR IS P GRS S AT B AT ik S
EIRHAT N R A AR 2, ARG M PR ARAE — @ HORE RN, AT v B B ey - 2 2 s
SMVPA 5 2 I 2 A AR AR AE — 8 R DR

X BT ER R TR BEUREREE: RRSMASCHE: RS REIRE
HPESHES: R4 XEkERERD: A
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JYREATIN. A EEH 1 RER, HIERUN, SO TR 25 A RSB R,
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BRI TR MBE IR R E . ibik. R R RE 2 i BEAT B AT 755 2 LE R S A
IVEVEAL, I DAS G -EE B 20 VE Al B RIS 2 L R B s B 1 22 e, S S R AR R IR,
SEAREI) IVIVC A, 7 25— BUE VR AR 250 R X R AT SR IVIVC 3. AW U] #ES)
IVIVC BRTH,  BEARIG RIS A, i 254 b i .

1 XB/BEHH

UltiMate 3000 77 80 A (i1 (2 E Thermo A W) , GC-2014C AU M i (HA
Shimadzu A#]), RT612-AT VA HIACAT RT7 BYimiEh GRYIT S B A IR AR, DGU-900
U SN GRINTHRIE TS A IR AT , system ADR-IT B AR (R A BR B % (i)
HIRAF], CT30K HJsit{% (EE Brookfield A7) , XSR104 B —FRKF [MEFRE#-FLF] 2 1048
(Lifg) GRAFT, Go BIEERA TR, P100 AU TERRINL. XYT-1 B AL R AL HL A
Labcoating I B =AML GRINTHE BEFRFRHE AR AR , ZP10A A% il (AERH#ear
BHEAWRARD .

ARV PR (52 100717-201904, 1[5 £ i 25 dhis e WF LR ), 25 LUl 7] (465 2106A22.
1901A10, [ AstraZeneca Aw]) , HiXfttIEid - P28 v CZikHlR, #5: 02308103) , FE
P (S 002-221205, WHLIRARHIZER AR , B TR (LIARMEPKHEHT IR
NED , BINA4EER (£ Ashland Specialty Ingredients G.P. ‘A#]) , FENHF44EE 60HDS0/ES0
CLURMIEERBRDERATD , HFRPALER VA 2MT (FERD GRAF], M4 E s
MR RAREF i CEMD FIRAR], KA QLapETaVaRARD , Z8kiE (HAE L
REL R4, RELIE 40 SALE R (FE[E BASF SE AR , RIREAEE GHRHLITZ
WAHRAT) , MFRE LR (EE MOEHS CANTABRA S.L. Ad) , HIEGKHIES (EiEFE
IRREARFEARARATD .

2 FEESER

21 ERMTEERREIE
FBAL T BRREUR AR, FO. W 1 K SR T E S R, BERE AR TR 1L

KRR 40 SALEMM . BB TRAN. IS TFARESHERIMAN SIS, HiHEEEeR
VG . TURE: FIKILME. Madrgisn. Ak, BT A4E% (60HDS0/ES0) FIFR FH4F
4t (E10MD MMANIBRIRAHIRNL, BEBEE 100 rrmin, Y1J] 200 rmin?, JE#A 5min. JH3K:
WEBFEBFE 100 rmin’, $17] 1,000 rmin”, KKIIAER 1. &R 0. Bk nRaR, Wi
FEFE 200 r-min, Y)J) 1,500 r'min”, #KL 3 min. MEEEKL: CKHRBURLEL BN 2 x 2 mm 7 LI
P, HUOBE Tl RHRRRDINN AR, B E I XUREE 60 °C, it KR AL T R4 1
JEIRAS, VBRI E 45 ~ 60 °C, TR SRRy < 2.5%. THR: KB BRE A 1.0 mm
FIFLIR N . VA FBRLE TR0, B E SRR ER RGN, JREH®E 10 rmin', RE
Smino M HAEPE CEIRRRD S EIFTFENEFE, #TER, B &9 mm KM, fF



96 B 25 A A A O 2% RO 524 %

FEFEH] 5 ~9kge A KA TR/ E0 12% IINGEIK, e il 8, 4 TRUR ) /K VA VAR
BWEBENIRE < 65°C, HIKEFEEEHIN 40 ~50 °C, BRI LT RTINS,
BORBIOEMZE S, WHESR 3.5% F1EEK.

22 BHEREFER

ZIRARS M 2R v USP48 AnitE. ARISHI~FZ2RE v E R 25 fdndE (AR5 :  YBH00692021)
LS A SR JURE TN 52 7 ¥ R e AR E i v o 3 AN (R R AR W 2 5 230 A7 4 T 1 5 V38000
221 BAENMNE &

JREDE 0.4% kit = FIE ks (CTAB) pH 6.5 BERRERZZ MW FREUT /N pidt = Hidt
BALEE 20.0 g, TN 1mol-L! MR AN 206 mL. 0.5 mol-L™ MEERE 4N 196 mL, N
K#E 5,000 mL, #E5ZEE

JRE L 0.1% Nhi 80 AKVAWR: HU 1.0 g mhiE 80, HN/KZE 1,000 mL.

[ H 0.1% i 80 pH 4.5 BEMRERZZ M. PREXZFREN 2.99 g, MIAVKESER 1.6 mL, JH/K
MRS 1,000 mL, FRHL 1.0 g mhiE 80, N pH 4.5 BARRELZMRVAAIFFIFESE 1,000 mL, #22].

JREHE 0.1% iR 80 FHMRAW: B 1.0 g ik 80, N 9 mL FHEVAMMEEZE 1,000 mL,
5.

222 BAAEKEBERIT K

A tH R SR e i C (AR NRILANE 25 50) 2020 AERRPUFRIEMN 0931 3% , R
FIRB R CREH RS A NET & B 22 WK . ANERIT o BT 55, e TEEF 0 3.2 cm
A, FEEIRIRMAL TR B 1 om &b, BEAE R IR I R ZK IR R T FRCED

PLEAR 500 mL AR, A BUEEE N 100 rmint, HARA BN 50 rmin!, K
HRAE, SR IBIURE AU OB BGR S mL, FF B E B AR 2825 b A h 70 A [F)IRLEE « AH R AR B R T T
223 ARSI A &

ARSI~ IR S &, KSR, SRS, FREBON B BRI A | mL 28 3R
Hi~F 10 pg WV
224 RS L

S LA HURE S RIS, L 0.45 um JERRIES, HUSLUET.

225 &itEk

Cosmosil 5C1s-MS-11 tifif, )\t kbt SR NIE AR (150 mm x 4.6 mm, 5um) ; it
A HEE- L JE-WEIR S rhiA T (HUBEIR 0.8 g WEIR &4 8 g, MUKIEMZE 1,000mL)  (fAF]
b 25:45:30) 5 RIS K: 362 nm; FEi: 40 °C; BEFERFN: 40 uL.

22,6 HEME

2 ARHA: R AR 204 mg, B 500 mL I, 4000 B S T R SR R R 2 %)
FE, RR5), JE, HSRUEW. BOMBREVER. SAEA. S AEENAR . AR RIETE 40 uL, ¥E
NBAREEAL . S5 RELH, 2 EARIA 2 3 IR LA BI04
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227 HMEHRE

I3 A A A B BCHIAE 24 T X6 SR T 0.509,64 2.038,26.114,6.8.152,9.10.191,1. 12.229,3 pg-mL"!
I, BU 40 pL, JENBAHEGEREA, @ik A/ ZREdT 4tk m= . S0 mat i
MAHRRENE 1. R REKY, SRBBATRF, £ 0.509,6 ~ 12.229,3 pg-mL" WKEFEHEIN, JE
BT U AR AR FE B RAF IR R

Table 1 Linear and range test results of felodipine in different media

£ 1 FRBTPEFRNRPOKESEERBRAER

I TR FHRREL r
0.4% CTAB pH 6.5 R E: 22 y =42,004.708,0 x + 392.848,0 1.000,0
0.1% iR 80 /K y=42,905.388,6 x — 835.404,8 1.000,0
0.1% iR 80 pH 4.5 FEERERLZ M ¥ =42,326.130,6 x — 190.326,0 1.000,0
0.1% mig 80 ELFERIAR y=142,383.905,8 x — 50.161,2 1.000,0

22.8 RiRAERM

B A B0 IRt S R VR S TRCEL, 0T 04 24 4. 8. 120 24, 48, 72h (INf[A] g
PASERRSLIGE AR ) BRI E, il AR, THEA A SR RSD. S REH, #ATEK
R, TE 72 h PR SO A I VR I THIAR. RSD 3/NT 2.0%, 72 h AR BRI VRORT A1 K
TIRVaST B = et
229 ELEKE

B S 5% 50% 100%. 120% WFEREM, [BISCRFE M. B B5EZ) 410 mg,
KR e, B 1,000 mL S, RN RN & 2.5 mL, DRBON 5 75 13 g - Rk 22 %1
FE, #RE), JER, EUEREETR. TATHIA 3 M. EURVEEAS 40 pL, ARG, D E g,
FA TSR IRIR A5 R IWAR 20 RN, SR BT T, S IREERE S SR IIAE 95% ~ 105%,
AN 101.0%, 12 BFESEE RSD ¥/hT 2.5%, RSD AN 0.74%, FFEERK.

Table 2 Recovery rate test results of nifedipine in different media

& 2 FRBPEFRNRPOEHRRREER

3 R E P [FNCR /%
PRI 5 RSD/%
5% 50% 100% 120%
0.4% CTAB pH 6.5 WER 28 i 99.9 10.7 100.2 100.3 0.66
0.1% iR 80 JK¥ETH 99.5 100.3 99.8 99.6 0.53
0.1% M35 80 pH 4.5 EER L% itk 101.0 99.7 99.9 99.5 0.76
0.1% MR 80 TLMRAW 100.8 99.9 99.6 99.9 0.52

2210 TEM
BCES 1, e RO 7 A S BN B A TR GR S, 3 1. 4. 7 h HURE
CASTRJESS 8] AR b S A [FDRE O 30474856 , 8, EXEERIEW . BN R S-FATHURE 6 1y, 1EN



98 hEZG R AR E (SRR D) 24 %

BER VA . BON IR AT AR VA 40 L, VENBHGIEA, ieSttikE . EE MR
BLE 3. RIGEEELH, SEBBNFREST, 6 mabRMmEmt, BBUEEL £ RSD B/ T
2%, FZAFAEF A A RSD AN 1.36%, /M 0.10%, FFEEKR.

Table 3 Results of repeatability test
* 3 EEMREER

- RSD/%
BRI TR
1h 4h 7h
0.4% CTAB pH 6.5 TR £ 22 i 0.25 0.35 0.10
0.1% Mg 80 /KAl 0.13 0.12 0.14
0.1% iR 80 pH 4.5 EEERELZE M 1.36 0.80 0.23
0.1% M 80 EHFRVA 0.46 0.17 0.16

2.3 BN REERBEZNE

INZ IR (M5 2106A22) BRSSPSR (b5 . 02308103) , EHF “2.2.17 Il
NIRRT, “2.227 BUNEBCREE KI5, WERAE, NSO RO SO S mL, I
ANFEAR RN EE AR R BRI BT . EVIRI 00 5 2 L) 3 A BURE SOt R ARLR 7 LR 4. &
I J5T B W R 5 2 R RSO Ao EE LI 1 ~ 4.

Table 4 The similarity factor f> between the dissolution curves of self-developed formulations and reference

formulations for each medium (n =12)

® 4 BNRETHFRSSHEHFRRHEZEUET 0=12)

RETBA I f

0.4% CTAB pH 6.5 B2 2R 78.3
0.1% M 80 7KV 78.3

0.1% M5 80 pH 4.5 EERR L2 80.9
0.1% Mg 80 hERVEN 84.4

120

100

- .
T
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* - —e— il #12106A22

_. F1 fffiil 702308103
20 /
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Fig.1 Comparison of dissolution curves between self-developed and reference formulations—0.4% CTAB pH 6.5
medium/paddle method (n = 12)
1 BN 52 L HR ek 3 LEEl—0.4% CTAB pH 6.5 T R/RE (n=12)
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Fig. 2 Comparison of dissolution curves between self-developed and reference formulations—0.1% Tween-80 water

medium/paddle method (n = 12)

E 2 BfEFSSLHFRREALE—0.1% iR 80 KAR/EZE (n=12)
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Fig.3 Comparison of dissolution curves between self-developed and reference formulations—0.1% Tween-80

hydrochloric acid medium/paddle method (n» = 12)

3 BFFIN S SRS E—0.1% Wl 80 BRMAREE (¢ =12)
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Fig. 4 Comparison of dissolution curves between self-developed and reference formulations—0.1% Tween-80 pH4.5

medium/paddle method (n = 12)

4 BWHEFSS RS LB —0.1% MR 80 pH 4.5 AR/EZE (n=12)

BFIRLs RARYT, LRI R b BRI S S IR 2L > 50, BIRMRIFIRE L AR

HHOBE T N EE AL
24 FEE

RAEAT BN 2R SR TR A 25 K TR A SEBRIRISGER R, T 25 A4 SRR TG 2 5 1R Y I
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H

2y 2 (4RO %24 %

WOHE R BRI, TVIVC B

Tk HRA R SR RUE M e vk CCh AR N RSN E 25 80) 2020 4ERRPUFGEN] 0931 575,
BN R, EERN (37+£0.5) °C, Lh 22.6 mm BEAREMAEAFE S, BB TR S 0.1%
iR 80 KA -

Ry id: BRI By ¢ ChAe NRFEAEZ8) 2020 FERRPYHEN 0512 ) J5E .

B BN Venusil XBP Cig (100 mm x 4.6 mm, 5 pm) ; JaIAA FHEE- 2 5E-B R 28
SR CHUBEER 0.8 g BEIR SN 8 g, NMI/KEMEZ 1,000 mL)  (AAFALL 25:45:30) 5 Kl K
4 362nm; KRN 40 °C; VREY 1.0 mL-min™'s 3RS 40 pL.

H W75 2 Lo ) R st 26 o L I LK s

60

Release/%

40 r —e— Ll 7)2106A22

[ fFfil 771/02308 103
20 F
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Fig.5 Comparison of dissolution curves between self-developed and reference formulations-flow-through cell (n = 12)

5 B¥HRSSERFIRRE LE-TEE (n=12)

BRI, 2 LR 3R I H LG ) S PR AR O e . R ZRARULER 7 2 O 43.0 (B
T 500, S LU AR TS0 P AE R TS S 3 PR A - P SR R 8 8 T B R R T e 3 B0 E R R A
URINNFZHE S HIFEE— B ZE R
2.5 {ESEE

KRN R 78 (0 45 B A — B, 48 B SCHRISORIE AT 2 1 e % T 22 2R o 70 A2 4K
YIRS S5, 5 HL AT DA € 05 250 R ST, WO B 52 FRTV2 AT A P9 48 J5 AR 6 T Ak A1 A
KMEVEA

AR SCHRU R B S A 7 BRI R SRR g i C (P NRILAIE 27 50) 2020 4R
PUERIEM 0931 E-LiE) , AKIIREEA 37 °C: AAEHFA 10 dpm; N BUAFN 250 mL. HUAE
PR 12 ol B TAERAE D, FEMES 1 HFFESE 03% MR 80 FhERVE BRI
iR 2h J5, BEEES 2 HE, ERESEL 03% MR 80 1Y pH 6.5 ZZURIIUN T Hh 4k 4k
AEELBEER, 5T 2. 4. 8. 12, 16 Al 24 h BUFE 2 mL, JEE, HREEIERAME A MR MR
Xof AT I T R & B, B RRE , IR B AR T BRI 1 mL A7 48 pg
IV o

R v Mmoo i O (R NRIEMEZ8) 2020 FRPYEBEM 0512 O Wiz

i 2 Cosmosil 5Cis-MS-TT 3 FE, + )\ Bedbrdbetd & fER NIEFR (150 mm x 4.6 mm,
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5um) 5 WMBIHN ZHE- P EE-ERS SR 2R (pH 3.0, fRFRLE 2:1:2) 5 Wi#E N 1.1 mL-min'; A:EA
35°C; KKy 362 nm; BEREAFN 20 uL.
157 5 2 b ) 70043 2 1 s h 2o EL IR LI 6.

100
90
80
70 r
60
50 |

Release/%

—e— B[ ifill7)2106A22
[ Hffifill 7102308103

.
0 s 10 15 20 25 30
t/h

Fig. 6 Comparison of dissolution curves between self-developed and reference formulations-reciprocating cylinder (r = 12)

6 BWFFHSSEHFRRERHENLE-EERE =12

WL R, AR BOR R SRR S S A — . B HUET A N
76.9 (KT 500 , FRAFWH IS EEINARRRBUAT HIEA—E, BRI O S A P T2 Lo
ST APRINECE Sk T
2.6 BREEE

SRR Py VI T R AR Hh i SR I K R D[R] B s PR, AR M 230 A K 1 2 4 R A% fg o
IKBEF B GRS, A i 6 B 0 I Pl B 2 P VA e RN A 85 3t P 7 B 5 e 2) s G (1 s o 5
SN ZG IR OH A, ORI I F )5 2 L RURE O R o A 2 RSB, 2B
PSR, BELAR A AR SME .

BRSO EE M E i KBS EHl (S 2106A22) S5Z LA (LS 02308103) 435
ANBEA G B4 0.1% MR 0.1 mol- L 3hEVEHD 1, 47T 1. 2. 3. 4h Huh, FHIE
AR TRIK Sy, B8 TSR 7, B BCE I RSO i CInZeRe B2 s
TR S2AAE R, SERHE R (g, B4 @) S (BEE, #BA7: mm) FIARfL, 28] ffr-
PREGHhZE W 7~ 100

350
300 —2106A22 2308103

i /g
— — J [3v]
(=] o (=] L
o (=] o o

wh
=]

=]

[ ES/mm

Fig.7 Comparison of 1 hour load distance curves between self-developed and reference formulations

B 7 BEfHFISSEHF 1h Gf-EEEE
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Fig.8 Comparison of 2 hour load distance curves between self-developed and reference formulations

8 BFHIFISSELFIF 2h Gf-EEiZXtE

20

—2106A22 2308103

/g

= O M v o= - O o= Ovova o= O\QPIWVTO‘OF‘ID@gO\OFlWVH
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Fig. 9 Comparison of 3 hour load distance curves between self-developed and reference formulations
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7 85 fmm
Fig. 10 Comparison of 4 hour load distance curves between self-developed and reference formulations
10 B#HIFISSEEHR 4 h fAfF-ERhg b E
WEREE IR, FEFEIR S 2 HIFRIE R 40 0.1% i 0.1 mol- L #hMRVEWRH, 1h St
HFRI AR BERL B AR, 2 h S e ns e s R BRI L /N T B A7), 3 h A1 4 h il
FERHRKACTE I T, IR A S B SR AR RAR T, WO AT AT TE AN B RS o 19 o ot 750 ) 472
fir-PE RS M 2R APTE — B I ZE 57, W0 7% BN DR AL
27 EPFHERE
EFES LR (R 25, #it%5: 2106A22) 5 BT altArs - am i Gl T 25, #its:
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02308103) , FREZME/AG BENL. FFS AR BRI, B XA SR A (B3 %
Rttt 5. (202203887 (004 %) , 12 Gl REEESFHRAZIESEH (T 1 K k.
Smg) EZLHIF (R) 1 f (a4 WIKE: Biks: Smg) , SEWEN. MIFES 131 E:
SKH LC-MS/MS 12005 1127 H AR5 - A 250V B2 o AR WIRE AR o3 AT SR of I SRR AR EAT TR 2,
SRIG FHER IR ) LC-MS/MS J7 VRSN 43 A7 A3 M T R I 25 4R B o AR PRE A 43 AT B 6 1 25 % it A=
Vo AT BB AT RS, B A TR . S IRARSC VR AR R AT LC-MS/MS R ifi 3
R S 25 IR FE S M 5 B AIE . S RAROCHR 5 SR AT B g i3l
IR SRS R WK 5. WG H81 245 9 B - ] B 2R B LK 11

Table 5 Statistical table of pharmacokinetic parameters under fasting conditions (» = 12)

® 5 EEARPAFESUEITR n=12)

24 T-Tmaxh T-Crax/(pg-mL") R-Tmax/h R-Crmax/(pg-mL™") T/R-Crnax

Mean 2.958 2,005.671 3.271 2,507.597 0.857
SD 1.196 1,179.451 1.782 1,183.229 0.413

CV/% 40.4 58.8 54.5 472 48.2

Mean vs NORTIME

——R =T
4000

3000

2000

Mean/(pg-ml-')

1000 4

r———— L)
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76

Nortime/h

Fig. 11 The curves of mean plasma concentration over time under fasting conditions

B 11 =T mARE-EE & E
BIRHREN ARG SR 6. &5 T 25 - [A] th 26 I DL 12

Table 6 Statistical table of pharmacokinetic parameters after a meal (n = 12)

® 6 BREHABAZESELEITR =12

ZH T-Tmax/h T-Crax/(pg-mL-1) R-Tmax/h R-Cax/(pg-mL") T/R-Crnax
Mean 4208 7,393.093 4.542 6,531.874 1.194
SD 2.083 3,616.661 2.005 2,455.110 0.409

CV/% 49.5 48.9 44.2 37.6 342
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Fig. 12 The curves of mean plasma concentration over time after a meal
12 RIEFI50 257K EE B i) e 2
T ERSEJUFTEELLER 90% EEXE, HEMAKT 80.00%, HAME 125.00%. %
MRV RNEAIR R 7. BInEMEBIES R WK 8. it B EEIf )5 Gt Ja BV Ak 45 2R
WK 9.

Table 7 The results of bioequivalence under fasting conditions (n = 12)

*7 THEPEIHER n=12)

ZH JURIHME EL/% 90% TFHR/% 90% BR/%

Crmax 78.01 61.10 99.60
AUCo. 87.54 80.01 95.78
AUCo-0 87.24 79.39 95.87

Table 8 The results of bioequivalence after a meal (n = 12)

R 8 BEEPEHHER n=12)

ZH JUFTAME /% 90% FBR/% 90% FR/%

Crmax 113.18 97.12 131.91
AUCo 102.20 91.30 114.40
AUCo-0 102.59 91.42 115.13

Table 9 Expected post meal bioequivalence results after doubling the number of cases (n = 24)

® 9 FIHHIEBEEREEDEIMER =29

2 JUFT 58 /% 90% T FR/% 90% LFR/%

Cinax 113.18 102.64 124.81
AUCo- 102.20 95.10 109.83
AUCo-- 102.59 95.31 110.43
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Preparation of felodipine sustained-release tablets and evaluation of in

vitro and in vivo correlation

XU Ru'?, LIJie?, LIHongwei"*", TAO Chunlei*; WANG Dongkai'”

(1. College of Pharmacy, Shenyang Pharmaceutical University, Shenyang 110016, China; 2. Pharmaceutical
Laboratory of Anhui Wanbang Pharmaceutical Technology Co., Ltd., Hefei 230000, China; 3. Harbin Medisan
Pharmaceutical Co., Ltd., Harbin 150025, China)

Abstract: Objective To prepare felodipine sustained-release tablets and evaluate the in vitro-in vivo
correlation between the self-developed preparation and the reference preparation. Methods The
self-developed felodipine sustained-release tablets were prepared by the wet granulation process, using two
types of hypromellose in combination as the sustained-release material. The similarity of the in vitro release
profiles of the self-developed preparation and the reference preparation was evaluated by the dissolution
test methods such as paddle method (multiple media), flow-through cell method, and reciprocating cylinder
method. The difference in the gel strength between the self-developed preparation and the reference
preparation was evaluated by the load-distance curve, and a bioequivalence test was conducted on 12
healthy subjects in the fasting state and 12 healthy subjects in the postprandial state, respectively. Results
In the paddle method and reciprocating cylinder method, the similarity factor f> of the dissolution profiles
between the self-developed preparation and the reference preparation was greater than 50. In the
flow-through cell method, the dissolution rate of the self-developed preparation was slower than that of the
reference preparation with /o < 50. The gel strength test showed that the hydration rate of the reference
preparation was faster than that of the self-developed preparation, while its gel strength was lower than the
latter. In the fasting bioequivalence test, the 90% confidence intervals of Cmax, AUCo.x and AUCo.. were
61.10 — 99.60, 80.01 — 95.78 and 79.39 — 95.87, respectively. In the postprandial state, the 90% confidence
intervals of Cpax, AUCy. and AUCq.. were all within the range of 80.00 — 125.00 after doubling the number

of cases. Conclusion In the fasting test, the absorption rate and extent of the self-developed preparation are
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lower than those of the reference preparation, and the two formulations are not bioequivalent. After
doubling the number of cases in the postprandial test, the self-developed preparation is bioequivalent to the
reference preparation. This study finds that the in vitro evaluation methods using the paddle method and
reciprocating cylinder method for felodipine sustained-release tablets shows poor in vivo correlation under
fasting conditions but a certain correlation under postprandial conditions. In contrast, in vitro evaluation by
the flow-through cell method and load-distance curves show a certain correlation with in vivo results under

fasting conditions.

Key words: felodipine sustained release tablets; flow cell method; gel strength; in vitro-in vivo correlation;

bioequivalence trial



