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BT 52 o A BiOR 42 1%y O AT

KOE, KR, REmW, A&
(LARBZZEREEE, LR R HIR TAESRB LG, WRBER 250101)

FEE - LL=Jikeh B S PG ARZERE i Moxatag” (775 mg) NS IR, SRATR LR T 2 % Ik eh O B ik, $HigR T
% A U TR EARBOR B & Ko QM ph @I L. A2 RGN H 54605, RABHFE
TEYIEHER TP @ELGE BACZ R & Ikt @Ak @Rz i G A2 B B T a6 S 2
AR TR FE (775 mg) 45% . 30% K& 25% ket O B #EBRL, Sket @Akt @R oL LUGE BETERRE 5, R
HEEEER, BN BEEARHIAAHIZR)T . RAAME T (£ EW0 T BHIZ8E )T 5 Moxatag"™ B i £& (1941
Pho ZRRY, FAFURIEARB R YR A RAEER] s RHA] Eudragit L30D-55, 7RSS 20% ., QAW G2
FIMIEER = 288 5 T RAWE 30% &M, BelIf34E pH 4.0 /5 2 h FEAARZ . 7 pH 6.0 A B 15 min BZK
T 80% Rk @R R 5315 se Vs U IR A BOR AR, AESG T 40 % Y261 T, REHIASAE pH 6.0 A i 2 h FEACAEEZY
7 pH 6.8 /M5 15 min FE25 KT 80% [kt @AL. FTfS 1 H 22 /7 15 Moxatag” B LR AL, $-R — & IRk AM 2547
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Fi5Lpg ik (amoxicillin, 1) f&—F 1% B- PIEE
Febimidy, HORBWIER M, A REERRE It
s, RHATNHBRN ZHOREERZ . 18
T AU BT B 24, RV BT AR R T i 24 9
KT i/ MUEWEE (MIC) s fa] i R B . 2R
T AE K IR 8] 9 1 R S e R B0, 10 05 o) 7] 74D R 245
730 (BEH 3 804 K, &K 250 ~ 500 mg) KKFE
K7 BB AR, WM BPHREL, AR
SN A bt

2008 4= 1 H, FDA 4L Middlebrook 2 =] ()7
BK L kit v 7] ——1 B (775 mg) fE3£H
i, FSh4 N Moxatag®, S H B4 i S — 14
T HR 1K 1K kb7 Moxatag® MAEER
T AR PR By, VIR AE 8 ol i R 3
Aoy, Hrp45% R 1 LUK O Eoki 1 ¥ (A
B ARG I 2 vk GG B MIC PLLE ;s Bl
e B i sk, EAEMMEEER T, 30%5)

s HER: 2017-09-12

fE&EE: wk £1984—), L, AW, MGk Tk,
Tel: 0531-81213292; Fax: 0531-88904110

E-mail: hahatot@qq.com

XERHE: 1001-8255(2018) 05-0622-08

B UK @I O SAE pH 6.0 /A7 1 fliE
BETR 5 25 % 718 LUKt @ Iis oL 7 20HE pH 6.8
JE A W E ORI, IR 4E 5 1ML 25 9K A MIC LA
E R a], 5 A B E ), 53— O A 4E
RO o PR R IR ST LR
WEFE S« AEARNHE A Al B8 B AR A R I,
G DAt B S AR R, T HOR AR IR ZS S5 W46
6~ 8h WA 3~ 5 KIkMFEL, T KHRF TR
W HHETT TS s IWARATHE AR, — iRy
ik ek 4 245 AN AT 23 KB 25 1) 200 T AT B B b T 7 1 24
R B, 1T EL TR B2 R Y 1k
WBE, R PAREERGE, B2 RS 2 A 4ERE L
IR T MIC BRES 5 1 1A Py MRISORE 8 vy JEE At
THAEEBIETIAE, HAE+ IRk
Wk fieer, [l AR kb, G5B L BA BAR 2D
MRSE e AR B HRORRTON TS 7 AN A A 7
(B ARER 1 Bk roRE TBORT X 3 8 24 13k N RT3 3¢ 1
i N7/ S| LT € A DAIE T 7/ BEB U RANY: 7] ma L]
(3~ 5h) MM, 4 h it e s 2 FEs 3 Uik
{PRORE TIBCRT A5 24 ) B 22 i i B E /N i 9 DASRAS B i 1)
W o I AR BREGAIE R, 11750 B A 2 S 6 H A
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253 B 4 RN 2, (R 25 R D
[ I P 24 77 IS, Xt PR 2 i VO 1
FUATT

ik b R 2 24 22 8 PR 5 Y A i PR I 9 1E 328

RO, ST 1 HEST 90% RS, HHT
WA EREZ80% 7, AWFILLL Moxatag” AS
5 I 1 P9 2 B i1 A el -1 QL DL TF YA 7 e
TRIENE ) 23 BN E LN 90% B AL AR
KEARM GNP ST, PRI ORBRL, ik
M. WAL SIRTE N AR & B i) & 5 2
Ft, BAREREZR A, IF5 Moxatag”® kT
WANEETBUZ I EERIE T, 9 Jim SR A S AE [ P 7l
1, VLB — 28 I Z H0 0 B 245 K Rk e ) 4 43
.

1 FE5RH

E-50/S-250 24 fli ) BB AT 55 AL - RIEINL (RGeS
PR ARG IRAT ) 5 G6 B SI6 7 &2 ThAE IR IR A filhk
L CRINTE BERRHAR AR )+ YK-160 BYRR 4% 2 WUk
ML E#EHLMHIZ5=]") ; DBL-1 L IhAEHIRI RN (&
PR 7 R ] 2 MBI 46 i B IR A R ) 5 SH-20 BUE A HL
(TR F T RN HE AR A ) + DP30 L& 4l
(et H 2R SL R A BR AR ) 5 LDCS BUSLE = R A A
£4; (5[ Freund Vector A %] ) ; ZRD-5110 B4 HBhHi Y
ST A (BRI BTG HE A PR A ) Complete
System 1EK 4413241 ({2 ystral A ) ; LC-20AT/SPD-
M20A RS RBesAH 4% ( B4 Shimadzu A7 ) ; RCZ-8M
RO IR (REETTR KR KEHEARAH )

VJE R 25 [ M 25 (WZEH) AIRAA, & &
100.5%, 5 160310210027 5 1 XF [ (p E £ 5 20 WA
SERFIERE, &5 85.8%, 1% C,H,\N,05S i, #t'5 130409-
201011) 5 1 JEHHHIF] (7654 Moxatag®, Z/K>% Pragma
Pharmaceutical LLC, #{#% 775 mg, L5 31024-9683A) ; &
W44z (HPMC E5, EEMKMAEAT) ;s BE LM
35 BRI (Cremophor EL35, fH[E BASF A+ ) 5 il 4r4E
# (MCC, PH-101, HAALMER 4L ) s REURRN L
4t (L-HPC, SH-LH22) FIREMGEREE (el 2 e
Wt A RRAF ) o IR NIEER - 8RR £ 6L SR /K o BdA

(Eudragit L30D-55, #&[H Evonik Rohm A ) ; MR =2,
B (TEC, dbnt#ssRICLAHRIHUELAT ) : WAk () mk
M AT RAIRAT )+ S5 v i B M A0 A TtV 77
(Eascol EOBS68 PBO1A, REZHHEAMEIHRAR ) ;
AR AT 4% (Prosolv SMCC90, f#[E JRS AF] ) ; 2Bk
B4k (Kollidon CL, f#[E BASF A ) 5 W EACH A
TIRA (YS-1-19025A J% 03B60725blue, b iR iR BEAACH,
ARERAF )

2 HiEEER

2.1 ik QOBURL I 1) 2%

& & HPMC, InAgifboK, fiHefdsmg, &
B3 %6 S . BT R 2 0E et 80 H I, A
Hsh 3 J5 1 kL 24 300 g EIRvESRIALH, A b
R 50 g M, TZESEON : BiFEE=E 5 o/s,
HRE R 30 ~ 35 r/s, 1847 3 min, FEFTEM
ZREARARCRNLEEAT IR, TR LR 24 H. 1B
FiT 45 CTHREKD/NT 15%, 1t 20 Atk ¥,
2.2 FAEIH &

FREUE £ Cremophor EL35, hnA4ifhk, fidk
TV, W 3% A W1 ERZEE, o
80 H ¥, FREUL 37 i 1 R AL 2 540 g MCC (8@ )
g L-HPC ( #1852 ) 30 g« HPMC 12 g Tkl
HLHEE%5), M ik Cremophor EL35 VAWK 160 g
(FEQ@) 5 180 g( Fth @) WA, TESHON:
PP 4 ~ 6 r/s, HlKIEAE 25 ~ 30 r/s, HF[H
4 ~6min"', K FIREAEER EH LTS L
LA 0.5 mm, PRSI RV BER BN AT
BRIRAERE, TESHCN « $rHAiE 25 ~ 30 Hz,
EIFTHEZ 1200 ~ 1 500 r/min, RG] 15 ~ 30 s,
HEOMHIEQBIE 45 CHAM T 2K A
it 15%, Wetk 30 ~ 40 HI#H .

2.3 ikt @R &

HEAS 5] J5 2 L PR EX Eudragit L30D-55. ¥4 %5
TEC J4ifbA (D 20% : 3% : 1.2% : 75.8% ;
@20% : 3% : 1.8% : 75.2% ; ® 20% : 3% :
2.4% 1 74.6% ), HHAEIINERRARE, I
80 H i H 100 AREUA 25 A0 (AL @Bk ALt
@) 120 g B Z IhReHRAANLF, KRB 5
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K. LZZEON : XA 32 °C, HRGEE 25 ~
28 °C, AWMLAIA 20 ~ 25 Hz, {HIEHHE 8 ~ 15 Hz,
FAES7 1.0 ~ 1.5 kg/em®. AR R b 75 R a4 4
AR, WARTERGE, T 40 CLELE T 30 min,
2.4 BT @R R &

FRIUE 2 5 15 v By i B s A A SR 7, N
80% LW, FHE BN M EAW, T80 H
it e FRELE RS (FLEOEE® ) 120 g B
ZIoRedR AR, RAKRB AR, T23
B BRI 36 ~ 38 °C, HXEE 28 ~ 32 °C,
KA 23 ~ 28 Hz, {HHEFHE 7~ 11 Hz, 5
B 77 1.0 ~ 1.6 kg/em®. AR T Fr 0
K, BARTERSG, T 40 CHRLET% 30 min.

2.5 1 2RI %

3 AREUK P ORFURL (£ 1 348.75 g) « kb @
AL (512325 g) ki@ (8119375 g) (%
5 AT 45% . 30% M1 25% ), AL
FYEZ 400 g FIZIEERYERR 60 g fEVR A HLHIRG Y
5], FREAEARRREE 15 ¢ IAFRA MRS 2 min.
¥ BRI SR R AL B R, R RN
(130.0+20.0)0N, Jv #H 2 H4%HI{E £3.0%, Hofili&E
RR AR YS-1-19025A /KPEGLAH, [ & &N 8%,
W RO E A EARNL R HATEK, OARIGEE 1%~
2% 5 FEHCHIE B R EAE 03B60725blue 7K 1AL A,
E &N 15%, X EREEAK TR, TZES
Hoh - #ERRE 60 °C, BAEFEIE 15 ~ 20 r/min ;
FAE S 0.2 MPa, BRI E 2 2%, il & AR
1.5kg, HLH 1000 H.

2.6 rENETTE
2.6.1 (HilafF

&, 384 Tsk-gel® ODS-100V #% (4.6 mm=250 mm,
5 pum) ; FAEHAE 0.05 mol/L R — A M (
2 mol/L E AL AAWIR A pH 5.0) © 25 (97.5 -
2.5) ; Ak 1.0 ml/min; A& 30 C; A0k ¥k
254 nm ; #HAEF 20 pl ',

2.6.2 FrifEh e )2zl

Fs S PREL 1 % IR 4 254 mg (4R T 1 =K

A 25 mg) B 25 ml P, TSR E 2
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WA, kS ER L, 2, 4.5817.5ml B 10 ml
BEH, ARSI ER, 5. ¥ LR RS
WA MR E, RS UETIAR Ao LA AR,
1IRFE c NREAAFREBEAT 61BN A (L5 0 £1), 15
FrufE 2 771 A 4=3.423x10°%+36 779, R=0.999 6,
R 1LIREEAE 0 ~ 1.0 mg/ml 5 Fl A 5 I TR AR
UFERVE R R AVENG % B AN RIS IR 45 AT 6 40
PrEisR,
2,63 SEINE

B L BRI AR 2R 7 10 F (3 ik vb @O 5
ki, EFEAE, K@, OMALERE ), R,
FEEMPUERE (LS T 1 =KEW25 mg), B
50 ml &5, HnpH 6.8 1) 0.05 mol/L iz — &4
WA R e BB R Z 5 1 0.5 mg/ml [REWR,
g, BUEEUEVR R “2.6.17 TH T O 4 AR RE I
o W1 RN 254 mg (LS T 1 =KEW
25 mg), & 50 ml &)+, N pH 6.8 1] 0.05 mol/L
BRI — SR T E S, B, FEREIE. %
HFRE DA TR V5, B4 .
2.7 ARAMEEIRREN E T i
2.7.1 k@R

BUA GG & (A3 T 1 =/KE) 348.75 mg),
HE A [ 24 0 2015 A Rl DY FBIE ) 0931 28 — ik (%
), UL pH 4.0 £ 0.05 mol/L B B2 — & 41 ¥4 W
900 ml AR T, #iE R 100 r/min, HIEHERAE,
AT 6 43, 3T 15, 30 F1 60 min £ HUE R
6 ml ( EPE#h 78 [F) R S5 SR i ), 48 0.45 um JE
R UE, BLERIEME “2.6.17 TN (il S A HE AR
Eo S IR NZ) 254 mg (LS T 1 =KEW
25 mg) & 50 ml S, 0 BIREETBON BT E
2, BRA), [FENEDE . FAMprik DL T AR v SR AR
AN B[R] SRR TS . AR 7E pH 4.0 /5 15 min
BB N M 2R 85 % LA EIN RS EESR .
2,72 FHHG

BUGE AN (L4 T 1 =/KEY 42625 mg),
PLpH 6.0 [ 0.05 mol/L B4R — Z#HA 900 ml Ay
B, BB “2.7.17 TR RVEERAE, HUSRIER
P “2.6.17 U N SRR E . S EL 1 R
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FHAE RL A J52 i) O B S, [ o $ bRy
DA e T AR T B LA AN [R] ) IA) 5 IR RS TR . AR A TE
pH 6.0 /i 15 min BEE N2V E ) 85% LA
R ER
2.7.3 Bk @A

BUEEA S (LS T 1 =/KE1 232.5 mg),
M “2.7.07 TR J7iaddE . WIBHRI BN pH 4.0
[ 0.05 mol/L g —F AW 900 ml, 5% 2 h i}
HOFE 6 ml CE4FiHR ), #RJ57E 2 min WA 2 mol/L
SEN RO A U 2 pH 6.0, 74N E pH 6.0
MRE 900 ml, P4k (ki) . %+
2.25, 2.5, 3 f1 4 h BEURE 6 ml ( [R]B)%h 78 [A] 1R 4%
& pH 6.0 /Ml ) o AT AR A Eoc 8 5 XS 1%
“2.6.17 TUF AR AR BEREI 2 o 53 B 1 X R
pH 6.0 A RIEEIFMRE, FVEINGE . 324 Mrik L
THAR VTS AR AN [F] I [8] s R . AR 7E pH 4.0
AR 2 h BN S 25 B 10% L 7E pH 6.0
i 2.25 h B (BPTE pH 6.0 /M J5iH 15 min
RETCR ) A ZWER) 80% UL ERTFF &K,
274 KO

BUE AT (A5 T 1 =/KE5% 193.75mg) ,
HR“2.7.07 TR J7E3AE . VIG5 pH 6.0
1) 0.05 mol/L g — A 900 ml, {4 2 h K
HUORE 6 ml (IR ), SR/EH A i % pH 6.8,
A7 pH 6.8 /M4 900 ml, F4kLERE (gk4kit
). 25T 2.25, 2.5, 3 A4 h BURE 6 ml ( [A)i)
w7 AR S5 pH 6.8 )it ) o FrAFEM A L yEE
ISR A% “2.6.17 TN ik 2 AF A 2« S R
1 %G pH 6.8 I LA R IF MRS, [RVEIIE . 4%
A bRiZ: DAV T RS T S SLAE AN [F) i ) s R T B . AR
i 7E pH 6.0 /i 2 h B E A T S 2 = 1)
10%, 7£ pH 6.8 /5 2.25 h BjiE ( EI7E pH 6.8
B 15 min PPRERCE ) A2 &1 80% LA L
FrEEsk.
275 15BA

AR “2.7.07 TR J78AE . WIER
J5i N pH 4.0 1] 0.05 mol/L g — S AP 900 ml,
51T 0.25, 0.5, 112 h I EURE 6 ml (7 MK

RAMER A pH 6.0 417 ), 2 h HUFE 58 B )5 4
i, [F KA R E pH 6.0, FEAMNEZE 900 ml,
SRIG ARSI 2300 F 2.25, 2.5, 3 F14 h K HUE
6 ml ( TAME, RUKMECKH pH 6.8 /151 ), 4 h i
PSRBT, A A A £ pH 6.8, b
#53EE pH 6.8 /14 900 ml, SRJ5 4RSI Fio
BT 425, 4.5 5 A6 h FEURE 6 ml ( F54hk ), AT
AR b3 g8 B E “2.6.17 WU %
PEREREDE DY, SHER 1 RIS pH 6.8 AR
HMRE, [FVENE. $AMRE AT AR
[ o T 7 R TS o

2.8 SN 2 RE TR ) DR 35 7 4%

2.8.1 FfRAS AL I K@M 2
iopAl!

5% MCC F1 L-HPC % BI1E A FL AR 38 571
X “2.27 TR A5 B B 2R “2.8.37 T
T4k 8 h Bk @ AL “2.8.6” T N[ 4k 4 h
WK @ F AL AR s . g5 (E 1) &
TN, AR 250 15 min BECE EARIITE
85% LA I, {H L-HPC fill s (19 25 W) R JEOA %6 I . B
T 3 Foft 5 1 48 fif1 22 Jik @ M@ T L. LA L-HPC
SN BSCRLARE J3E 7R AT R R A A R, R BLPE R
pH U B 1 25 W R JEUE 5 2R IR R85 1 A 1
SEIMAS R, PRI RO 77 B L-HPC.

2.8.2 HUACHY HN K i @ AR 24 R M 1) 5

f “2.3”7 TN L@ Eudragit L30D-55 f4<
W, HIEHIRKQMAL CRASZHIE®), &
BT AT AN 20% . 30% F1 40 % I ik @
OB 2. 20 (B 2) WL, ARG
K @ ALAE pH 4.0 A5 0 2 h (25 W0RE TR
BY/NT 10%, 16 pH 6.0 h 2R 5 A8 1
HEAASE, ALK @R ALTE pH 6.0 /i H
2.25 h MBI KT 80% R, AR ERE N
20%~ 30%, 25 RS Rz A ML ] Ak 2= AL 2% 2 W I B
BOEZR Y, AR EIE 20%

2.8.3 AL b 2% A X0T ik i @)k FURE 247 5 1k 1) 5 i)

B “2.8.27 TR EACHYE 20 % KK @,
FZGHAE 40 CorRIELL 4. 8. 12 Fil 24 h [RBE254F
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100 100 100
< 80 < 80 < 80
;%_ 60 E_ 60 E_ 60
E'HZ 40 E'HZ 40 E'HZ 40
&k 20 Bk 20 Bk 20
u . . . ) 0 . . : o . . .
0 0.25 0.5 0.75 1 2 2.5 3 3.5 4 2 2.5 3 3.5 4
t/h t/h t/h
a b c
o-MCC; =L-HPC

1 AR HFIT R (@)« FOPORAL (b) « BFGRAL (o) BIAFFMRISNE (1=6)
Fig.1 Influence of Pellet-forming Enhancer on the Release Characteristics of Drug Containing Pellets (a),
Pulse @) Pellets (b) , and Pulse ) Pellets (c) (n=6)

100

80

60

40

RBVBIE%

20

2 25 3 3.5 4
t/h
O-3EH20%; -1 30%; A-HEE40%

2 GIREENHOFORABRGFERRMN (1=6)
Fig.2 Influence of Coating Weight Gain on the Release
Characteristics of Pulse @) Pellets (n=6)

o R (E3) Bor, AN LB a0 kb @74
FB R PE IR EE I LE pH 6.0 AR 2.25 h,
B 25 [ AL ) 28K, 2.25 h [ 25 4R I B ik /s
HEBTRE, £ 8 hFiEEEE, BilEY
KT 80%, HTEpH 4.0 A 2 h (IRAE /N T
10%. Bk, Bkt @5AL Bk £EAE 40 CHEFE [

£ 8 h,
2.8.4 I AR Bk R QRO B R R 2R
A

% “23”7 WRETO. @, @b Hm (3
i TEC %3 %) 5 Eudragit L30D-55 /K43 #iAk b5
EYE20%. 30%. 40% ) 4 B FEiH] Eudragit
L30D-55 A, HEAANE 20% K TEC A
[F & e e kP QoL (GRS ALG® ) B
ZPREPERI I, R AL TSR 2,57 TR S
B, ik R FH 45 24 & 1 ik b O JkE B 4K

BRI %
P e NN |
o O O O

T

20 ¢ 2 22525275 3 32535375 4 425

2 225 25 275 3 325 35 375 4 425
th
0-40 'C, 4h; 440°C, 8h; ¢40°C, 12h; =40 C, 24h

3 BREMEE RO AFE SRR
(n=6)
Fig.3 Influence of Curing Condition on the Release
Characteristics of Pulse @) Pellets (n=6)

R (K 4) 77, %4 TEC &5 Eudragit L30D-
55 TREWE30% L LI, A LE pH 4.0 A+
IR CRA I 73% (BkppOFRILE pH 4.0 /)i
W2 h DA, HULEIR I 3 % &t kel
@RI =R 1 5 % Bk OFRL 5 70%, ik
MOMAL A 30%, H 10% FI=EIF B 2498110 3%,
FFEr “27.27 TR pH 4.0 A b 2 h B At
HEZYER 10%KEK ), Bk Gkt @i
FI A B R 2R AE P 32 Y0 Bl Py, B =357E pH 6.0
i 225 h BIREIITE 94% UL (A L, iz
MR B @ R G TE 24 % UL b, R A
“2.7.2”7 TR pH 6.0 /1 FiH 2.25 h BECR AT 80%
2Kk ) o Ak, TEC A& &7 Eudragit L30D-55
FREWRERNED 30%.,
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BERACE%
0 O (=3
=] =] (=]

~J
(=

325 35 375 4

60 1 1 1 I
2 22525 275 3
t/h

0-20%; ®-30%; A-40%

E 4 BEFAENERBEKAORMABEARFEN
20 (n=6)
Fig.4 Influence of Amount of Triethyl Citrate on the
Release Characteristics of Pulse ) Pellets (n=6)

2.8.5 CUACHY FENH K G AR 24 R I 1R 5

% “2.47 TN J7iER & K @ROAL GRS
AR ), FHETHRMEES RN 30%. 40%,
50% I Bk AL R 2GR . S5 (B 5) o,
BEEACHE H I, Z5%1E pH 6.0 /v 2 h (R
R BT D, 2 2 R S R R A AN T
10% LR, ALK H VAR 40% B b, T a3
H52W7E pH 6.8 /it i h IR IUE Z £ AR, N
SEILZGWIALE pH 6.8 )i 2.25 h 1 RARE IR K T
80% P EEk, QA H 5 A 40% .

TR/ %
2 o
S 3 3

3]
S

(=]

2 2.5 3 3.5 4
t/h
O 30%; W3 E40%; A-HEHES50%

E5 BREEXHORCOMABFLLFFERIFME (1=6)
Fig.5 Influence of Coating Weight Gain on the Release
Characteristics of Pulse 3 Pellets (n=6)

2.8.6 1A [E 4k S A kb AL 24 R 1 i B2 i
HY “2.8.5” T NALACHY & 40 % [ k@M,
FELH T 40 CHr R4k 4. 8. 12 Fl1 24 h IR 254r

Peo S5R (B 6) o, [E A X ik ik @ RO R
PRI T B, BkF @R B FETE 40 CHE
Firh e 4 ho

80 1 1 1 1 1 1 1 J
2 22525275 3 32535375 4 425

2 225 25 275 3 325 35 375 4 425
t/h
#-40°C, 4h; a40°C, 8h; e40°C, 12h; ¢-40C, 24h

E 6 BREWEGITEOROMATFE ARSI
(n=6)
Fig.6 Influence of Curing Condition on the Release
Characteristics of Pulse 3 Pellets (n=6)

2.9 EHIER A5 TSR IR AN U 5%

HE“2.6.37 TR 7y Ul e Bk ORURL .
250 BRI @R Bk @M ERE A 1
i, RN (99.340.2) % (n=2) . (91.240.2) %
(n=2). (76.4+0.3) % (n=4). (64.5+0.9) % (n=4)
A (54.1£1.1) % (n=4) .

¥ E R A5 1R T (Moxatag®) 1%
“2.7.57 TUF J7 R0 E RBERRE, P8R A AR A I ]
R RRB R IF IR it 2 . 45 5 W 7. mT 0,
HHI R 5 1 SR 5 R it 26 35 B = i
FCED 3 Rk IR TS . RIE AR 5 1R
BFHIFIEE 0.25. 2.25 J 4.25 h [ BB T 540
BUET (fy), 455N 70.9(>50), FB —FHRh
AL
3 Wit

A EVE NI 2, BEHLE] S Moxatag® f-F
— 3, FIFERTE B O B ERRL, ik @Ak
OMHE AL 3 Bkt B, Hodr, kb @ R ik
MEMIE WL — € JE B 1) pH BUBRBL G R,
TEAR N i ia BI0E B I W IE SR ( RIRRIA 20 s 44 k)
VAR ) pH IAEE ) Fh il R AR B i 5 1R 240
A BE 1 Rk R EE Bkt ORI/ o (pH<4.0)
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0om . . . . . . . . . . ,
0 050 1 15 2 25 3 35 4 45 5 55 6
t/h

O-F il 2R 1 s

iR T

E 7 BHIERRSEMEFINFEAZ (=06)
Fig.7 Release Curves of Self-made and Commercially
Available Extended-release Tablets (n=6)

RERCSE I B 24 L0 2E RS R I N AR A7) eI R 2454
B H B, R S B A S AL 75 A B UK pHL Y
A RERE N H 2 0 HE 2. L-HPC 7R3 M
O A A e ) IR T B2 S Rk R B P A R, T
HTHFHEREATZ, HEEARSBEEARHER. &
fn R ER 2 R A S K v @O SE I, B pH B
A M R REAE I E H (pH 6.0) Wk, G &
ISR AR R . ARG 1 KB 2k
Bk r)~F & SR 26 B, Bk @O g i AR
EH IR HEREE . ST APk ER
FUAIT H B B s A4 kL 75 RS ELAE pH 6.0 A1 i R A
fift 1E pH 6.8 S5t U A LS EILES 3 Ik ioR:
TRHIER, BTk s a4 Rl B SR 515 50
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Preparation of Amoxicillin Pulsatile Extended-release Tablets

ZHANG Wen, CHEN Chao, ZHAO Aili, YAN Zhimeng

(Shandong Provincial Engineering Research Center for Sustained-release Preparation of Chemical Drugs,

Shandong Academy of Pharmaceutical Sciences, Jinan 250101)

ABSTRACT: Based on the formulation of tripulse extended-release tablets Moxatag” (containing amoxicillin
775 mg), the pulse @ gastric soluble granules were prepared by wet granulation technology, and the pulse @) and pulse
(3 enteric-coated pellets were prepared by fluidized bed coating with the high drug-loading cores obtained by extrusion-
spheronization technology. The composition of drug-loading cores, the amount of plasticizer (triethyl citrate, TEC) in the
enteric coating layer of pulse @) pellets, the weight gain and curing condition of enteric coating layer of pulse @ and pulse
(3 pellets were optimized by single factor test with the cumulative release as the index. The uniform mixture of pulse @O
granules, pulse @ and pulse @) pellets in which the content of amoxicillin were separately equivalent to 45%, 30%, and
25% of 775 mg and suitable excipients were compressed into tablets, then coated with Opadry (gastric) to produce the
final product. The similarity of release profiles between the final product and Moxatag” was evaluated by the similarity
factor (f;) method. The results showed that the drug-loading cores was preferably chosen low-substituted hydroxypropyl
cellulose as the pellet-forming enhancer. The pulse @ pellets had no drug release basically at 2 h in pH 4.0 phosphate
buffer, and more than 80% release at 15 min in pH 6.0 phosphate buffer, when Eudragit L30D-55 was chosen as the
enteric material, in which the amount of plasticizer was at least 30% of dry polymer content, and with weight gain of
20%. The pulse 3 pellets had no drug release basically at 2 h in pH 6.0 phosphate buffer, and more than 80% release
at 15 min in pH 6.8 phosphate buffer, when Eascol EOBS68 was chosen as the enteric material and with weight gain of
40%. The release curve of the resulting pulsatile extended-release tablets was similar to the commercially available tablets
(Moxatag"), indicating the in vitro release of both were consistent. In self-made amoxicillin pulsatile extended-release
tablets, low-substituted hydroxypropyl cellulose was chosen as a pellet-forming enhancer, which could ensure the rapid
release of the drug from the cores after dissolution of the entric-coating layer, and was better than the microcrystalline
cellulose reported in the literature. The selected Eascol EOBS68 as the coating material for pulse 3 pellets had a
legitimate qualification, simple preparation method and high production efficiency, which was also better than the mixture
of a certain ratio of Eudragit L100 and Eudragit S100 reported.

Key Words: amoxicillin; multi-pulse; gastric soluble granule; enteric-coated pellet; pellet tableting; release
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