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Abstract: Objective
stability. Methods
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To optimize the formulation of artemether colorectal site — specific release tablets and investigate their
The tablet formulation was optimized by single — factor experiment. The cumulative release rate, content, and
appearance were selected as evaluation factors,the tablet stability was investigated by light exposure,high temperature,high humidity,

and accelerated tests. Results The artemether pH - dependent solid dispersion and the other excipients were separately granulated
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and then compressed into tablets, the pH selectivity was improved. The optimal formulation for tablets with colorectal release
characteristics was ultimately screened. The optimal formulation was as follows; containing 100 mg of solid dispersion (containing
50 mg of artemether), 112.5 mg of lactose, 36.3 mg of microcrystalline cellulose, 7.5 mg of hydroxypropyl methylcellulose, and
1.2 mg of magnesium stearate per tablet. under the conditions of light exposure, high temperature, and accelerated tests, the
content and cumulative release rate of tablet showed no significant changes compared to initial values. However, high humidity
caused pitting on the tablet surface. Conclusion The preparation method and formulation for artemether colorectal site — specific

release tablets are successfully screened. The obtained tablets possess good colorectal drug release characteristics and should be

stored under dry conditions.

Key words:artemether;colorectal site — specific release tablets;cumulative dissolutionrate ;stability
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1 XE5RKHE
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PTWS 1210 B G A (72 E Pharmatest A H] ) 5
1200 #9755 280 A €235 43 (56 [8] Agilent 22 w] ) 5 XP205 #Y
HLF K CREBE 4 0. 1 mg) \PE20 &I pH R £, ¥4 [
Fit -1 Mettler Toledo 23 ] ; BT — 1001 %1% AE A A5 1
FEA PR EFRRGER A PRA R s MA3S U HRH K 300 52 A
(1% [ Sartorius 227 ) ; WK — 50 BUFEFE AR AL (=M 1T
S = HIZGHI) ) 5702 — 4 T e BRGER XS (R S50 15 4%
)5 7P — 10A A X AL (b o ) 245 0 7 B A B
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22 DFE Pharma 23 A , #6524 23115P2001) ; T h 4T 4E %
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A 3EFE : Agilent Poroshell 120 EC — C;g (250 mm x
4.6 mm,5 wm) ;T : LI - K(75:25,V/1 V) 3 ik
1 mL/ min; £ 0 3% K 2216 nm; $E 7R . 25 °C; HEAE & .
20 pL.
2.1.2 EWH %

Xof Lt R < IS F i X I 30 mg RS B RRE L B
50 mLAIRH A  IRAEAE I B2 , BAs.

PRV R URE S 6 R B PR 30 mg, A PR
FE LB S0 mL AR, N NG , #E (T3R 200 W A %
40 kHz) AP 30 min, RHE IR, NG ES,4:0. 45 pm
DENE g, 195 3225 0. 6 mg / mL AL AT
2.1.3 T ERFEE

2R B K« B Y T TR o o R R E
BT O RE 22 (10 pg / mL) s BGE =, DL
CIE A3 514 10,50, 100, 150,300,600 pg / mL
B ZR B0 B 20 L, 3% 2. 1. 130 R (g st
FEI A, e SR AR, LA s F b B B R B (X, g / mL) SR
A TR CY) AR BR HEA T Lk [ T A5 [l )3 A
HY =664. 86X — 1. 661 3(R>=1) 45 RF07 385 H ik 5
WRPETE 10 ~ 600 g / mL [ N S IETFRZME OC R R 47
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A M U O RS R E L S 61, K
2. 1. 2300 F 7 il A IR il VA R, PR 2. 1L 1T R i
AR A , T S e T RO 1AL B o & L FR kT
Y& 58 99.74% ,RSD M 1. 18%(n = 6) , KW ik HE
PER AT

e [l S - B A B A A i, R 9y, 41
SIS | Fv s o e 5 1 7 Y ok R A, #2 2. 1. 2
TR T i A AR S R, B 2. 1. 1 IR g SRt
FEIAE T SR U T AR TR I e 38 25 SR L3R 1 (3R
R 4 R T S A v R R ) .

1 MEEKIRBER(n=9)

Tab.1 Results of the revovery test(n = 9)

HHhE(ng) MAE(ng) MWEE(ng) WHE%) X(%)  RSD(%)
15.09 9.00 24.39 103.32
15.09 9.00 24.49 104. 43
15.07 9.00 24.25 102. 02
15.12 15.00 30.24 100. 78
15.06 15.00 30. 11 100. 28 101.34  1.56
15.09 15.00 30.21 100. 76
15. 06 21.00 36.15 100. 41
15.10 21.00 36. 06 99. 85
15.10 21.00 36. 14 100. 20
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Fig. 1 Cumulative release rate curves
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H0.5%.
2.4 ERBRGEEEMRERFEEMELER-

e BRI < URE ol 1, 76 25 °C L (4 500 + 500) 1x 6
HE B R R 10 do T4 5 RAIEE 10 KA EURE , PFA%
A FIAMRIE A B, e & IR 7 h N BRI
JE 25 JRE S AL SR RRURE IO A JC B B AR Ak B
W32,

P R A8 - B AE B, 7E 60 CTREEL 10 do TR
5 KA 10 K3 B, PFAL R FIAMOIEAS (B, D
TRIFTHA T h N BRI A R AL L R
TR AN JC R AR h PR IR 2

TR R B BURE S B, 7F 25 °CL92% AR 4%
PR ECE 10 do T2 5 R AE 10 K437 U, PEAL F 551
HMERIEAS B e & BT 7 h R BBUREIUE .
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x2 REMKBER(n=3)
Tab.2 Results of the stability test (n = 3)

B erE(d) S 52 (%) RREHRE(%)
P 0 e e 99. 74 108. 27
g me¥Hs  102.71 98.28
10 bé mes  101.65 99. 43
&8 0 BeE ey 99.74 108. 27
& mEHs  100.58 98. 34
10 ae My 91.15 97. 67
5 % 0 aé meEHs  99.74 108. 27
e ey 100.69 98.90
10 e BIRE 99,10 85. 45

TR RAE R 6 A, T450,1,3,6 1 A BHHUEE,
MEE R FIANIE S (B, I & i IF 1A BB i
JE A R SRR SR UL ARk (B 24
FE S FE RS 34 H B AU BRR 4 o TR L2 3.

£3 MERBRER

Tab.3 Results of the accelerated test

A5 HE(A) I 4% (%) RRERE(%)
1 0 a6 meHs  99.74 108. 27
1 aeé meHs 102.23 104. 25
3 ge HImE 9767 99. 87
6 G HIRE 97.54 99. 69
2 0 e meEHs 9861 99. 45
1 e meEHs  99.01 98. 89
3 aé BRI E 97.78 99. 12
6 Gé HIRE 97.64 99. 05
3 0 & mEHs  98.69 99. 39
1 ae mes 99.45 98. 74
3 e meEHs  98.34 99. 65
6 G HImE 98,27 99. 51
3 itig

PR 25 245 i@ A2 B B T TS BIFIE ) , 52 31 28
AR AR TESE H IR YT b D IR pH BUR G W7
765 R PR AN 8 1 38 6 T 88045 25 4 A A B
il B A IR pH AT, ELIE AL B 77, 2
{3 2 2 Wy B PE RN E — 2D 52 2R A 115 T R it , 45
L R AL TR M X T4 L g IR T R G AR
W5 bR OCDDS A 56 S B K 18 H Ak pH i 284 SD
RS 590, SR FH 43 FF DR B8 O 125 88 5 Sk R i
T HAWEEE SD 23 HOIRZS RS2, CRAEIEsR T SD iy
pH PEFENE , R FHEA R B0 AT A 7 DAk, i i 17 45058
KGR T R RN SO R AR TR
ik 45 B o SR B e AR AL T 2 B 7 SD 100 mg (757
B k50 me) , FLAE 112. 5 mg, fHEF4E 2 36. 3 mg, 72
WHAHEE 7. 5 mg, WERREE 1. 2 mg.
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