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WEHH ZincamEzFmes i aﬁx@fu%ﬁﬂ HBA XD RO GHERMETE R, FoM AR E FiE E#EENNE
ChromCore AQ G, 4 (250 mm X 4.6 mm, 3 um) , 7 3h 48 A K — T (K E ML) ik A 1.0 mL/ min, &M % K % 280 nm, &£ %
30 °C,# AT H 20 pLo KA ik 88 MR fe At A MR B0 T T LM ALY RN R EZ ER Tl RRE%.
2,5 - BLA R AR whvh 5 - HF W AMERE REE 2 - FAaAE Wk -2 - WEE S5 - WA SR A A 0.20~3.30 wg/ mL,
0.20~3.00 wg/ mL,0.25~7.54 pg/ mL.0. 18~7.04 wg/ mL.0.25~10. 10 pg/ mL,0.25~10. 18 wg/ mL.0.25~10. 17 ug/ mL,
0.26~10.50 pg/ mL 7R B W 5% @mAREMEX R RAF(R220.999) ;480 k% 0.3~5.0 ng/ mL, ZZ A 0.7~20. 1 pg/ mL;# % &
A E B R IR SR RSD 3T 2. 0%;F 3 AR w i & 98, 24% ~ 101. 20%,RSD 73 0. 33% ~ 2. 19%(n = 9) . % "R %) # /ﬁfa
R AR FAH T GBEA R, Yl X RS ERRE RGN I T, B M (E AR T RN ok EIE EZF
AR A i&% A T R2AEE F AR A P R AT F AR A R BUEAL T E b R IR AR ), R A g
DRt e o - Dl B NS el 20 s B B e Rl e <
XKgid :ﬁ%@%%%@}% sHBARAN AME; HaamE itk HRXWA

Study on Related Substances of Glucosamine Hydrochloride in Glucosamine Indometacin

Enteric — Coated Tablets
XUE Qiaoru' ,LIU Bingying',ZOU Yu',LI Shuxian’, CHEN Hua'
(1. Guangdong Institute for Drug Control + NMPA Key Laboratory for Quality Control of Blood Products, Guangzhou,Guangdong,China 510663 ;

2. School of Traditional Chinese Medicine,Guangdong Pharmaceutical University ,Guangzhou,Guangdong,China  510006)
Abstract: Objective To establish a high — performance liquid chromatography (HPLC) method for the determination of related
substances of glucosamine hydrochloride in Glucosamine Indometacin Enteric — Coated Tablets, and to analyze their influencing
factors. Methods The chromatographic column was the NanoChrom ChromCore AQ C, column (250 mm X 4.6 mm,3 pm),the
mobile phase was water — acetonitrile (gradient elution) ,the flow rate was 1.0 mL / min,the detection wavelength was 280 nm,
the column temperature was 30 “C,and the injection volume was 20 pL. The accelerated stability test and excipient compatibility
test were used to analyze the influencing factors of related substances based on the production process. Results The linear ranges
of known impurities including fructosazine, 2, 5 - deoxyfructosazine, pyrazine, 5 - hydroxymethylfurfural, furfural, 2 -

methylpyrazine, pyrrole — 2 - carboxaldehyde, 5 - methylfurfural were 0.20 - 3.30 pg / mL,0.20 - 3.00 pwg / mL,0.25 -

TESWB A EFAFRAMILIAE[B2021404]; 77 & 4 2 o BHE AR 61477 A [2022TDB02 ],
F—AEEF BT, o AR A, 3] AT, BFR T w1 o 2o A2, (B F4247) 12236008@qq. com,
SEBIEE R, o, RFAH, ZEHT AR T @A SRR EEH, (B-TF424 ) gdchenhua@sina. com,
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causes Treg/ Th17 imbalance via NOTCH signaling in immune membrane vesicles ameliorates lung ischemia — reperfusion
thrombocytopenia[ J ]. Hematology ,2021,26(1) : 734 — 740. injury by regulating the balance of regulatory T cells and Th17
[14] LI Q, LIU Y, WANG X, et al. Regulation of Th1/ Th2 and cells through Tim — 3 and TLR4/ NF - kB pathway [J].
Th17/ Treg by pDC/ mDC imbalance in primary immune Inflamm Res,2021,70(8):891 - 902.
thrombocytopenia[J]. Exp Biol Med (Maywood),2021,246(15) [17] ZHONG W, LIU X, ZHU Z, et al. High levels of Tim — 3 +
1688 - 1697. Foxp3 + Treg cells in the tumor microenvironment is a
[15] =L hEm, £ I, 5 . ITP ZLLERFZ G HE @ prognostic indicator of poor survival of diffuse large B cell
LAER Th17/ Treg t9 KA #7[]]. EREF,2022,51(17): lymphoma patients [J]. Int Immunopharmacol, 2021, 96:
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7.54 pg / mL,0.18 - 7.04 pg / mL,0.25 - 10.10 pg / mL,0.25 - 10.18 pg / mL,0.25 - 10.17 pg / mL,0.26 -
10.50 wg / mL (R* = 0.999) respectively. The limit of detection was in the range of 0.3 — 5.0 pg / mL, the limit of
quantification was in the range of 0.7 = 20.1 pg / mL. The RSDs of precision,stability,and repeatability tests were all lower than
2.0%. The average recovery rate of the above known impurities was in the range of 98.24% - 101.20%,with RSDs in the range
of 0.33% - 2.19% (n = 9). The factors that affected the generation of related substances in the formulation were process,
temperature, and time; the factors that affected the growth rate of related substance content included process, excipients (mainly
sodium hydroxymethyl starch) and moisture. Conclusion This method is simple, accurate, and specific, which can be used for the
detection of related substances of glucosamine hydrochloride in Glucosamine Indometacin Enteric — Coated Tablets. We should

optimize the drying temperature and time in the process, improve the rationality of adding excipients, and control the moisture in

the tablets to further improve the uniformity and stability of the formulation quality.

Key words: Glucosamine Indometacin Enteric — Coated Tablets; glucosamine hydrochloride ; HPLC;related substances

BWEREHI R R IH R EIR 2, B &5 g W 56 =
25 mg FIEL R 2 558 #0575 me, I R H TR Y7 98 ELPE
HHES BUHERS B2 R TR 28 L X M B X M DG T %
AL g o 56 2 E SRR BT A B 24, 30 10 ) A 4
A TGP Ul F S R ER S, B 1k 28 M 2 4L b
22 S L, DT 00 ) 2 P S 1 2k TR 2 5 i e Wy
KR S HE BRERT AW, PR D — ) % 0 i 26 1R £
(GAH) ), a7 1 il OG5 2| v g B8 5 43 I8 2 11 il R il
FE Tt A O 4, 20 A2 40 240 B AR AR 1 jR R A A
N e JoT 15 3R 0 B 200 L ) L DT 8 il I S AR Bt
2 245 (A ng| e 56 = ) XA N 2 1 5T 220 5 il i 0 i AR
FH W5 o FEAR S RBT R 25 i A >4 F i) %) 2 Bk
A WE AT A RO 5 2 ) (0 LR AR T e AR S A 48
250 F L, DA IR0 % S8 3 38 B ) AN 3, 40 3 403
P05 S5 EE G v AT BT AR MR T
2020 4F Rz € rf [ 24 i (R ) 187, JH v e R R 2 KR
2 WEAT S TS A T £ 192 5 ) 40 W R} o i s o
W Z T USP43 — NF38°) | European Pharmacopoeia 11.0
(LAF fai #% EP) 100 British Pharmacopoeia 2022 (LA F i
PR BP) M R (R R 24 Sl b e b2 24 b A 1
FARME S 5 ME) )12 JEP il BP Hh £k i 4 5 7 24
TR AT SC ) J5T BR R D B B R 4% 51 0. 05% , 2% Joi sk
0. 2% , YA FH @ 52 0 e b SR TR s AL AR
A O BT I A A5 TR P e SO €815 1 AT
RN b R R B A A O o ) A A
D7 IFRE P ) TR DT AT T 5, A G
Wy B i 52 e PR 2R, SR 00 Ak R BT i B A 2 2 B TE
wmr.
1 NFEEKH
1.1 f4&=

Thermo Scientific Ultimate 3000 Y 55 %4 & #H {4 1%
AL, it & Chromeleon 7 6,35 T /E 44 ( Z€ [ Thermo Fisher
Scientific 22 7] ) ; CPA225D A o 7 K- (1% [F Sartorius 2>
A, K5 B4 0. 01 mg) 3 IKA Tube Mill Control il fiff 5 {3
(8 [E TKA A F]) 5 UV - 2550 AU AN 66 BT (H A
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Shimadzu 23 7] ) ; BINDER KBF240 % {8 & 15 % 15 3% 46
(7% [& Binder 23 1] ) 5 HX204 %I 5 25 7K 43 i 52 A2 (B 1
Mettler Toledo A H] ) o
1.2 %4

TR A 214, il A - G(4534) . N
2022 4F [ Z IR PE MY AR b, DL 1] SRR & e A b
X R 5 (FHE5 8 1140649 - 202007, & # 100%) ,5 - 12
O3 B 6 BB S (AL 5 oh 111626 - 202215, &
99.5%) ,2 — H 3L e XF BE &L (At 5 o 140849 -
201901, ¥ 5 99. 5%) , ¥ F v [ 8 i 2 5 A B 58
B 5 S M R X BE O (L5 o8 21 - 06 - 1515, & &
92.23%),2,5 — i 48 SR 0 X BEL A (FiE 5 21 - 06 -
0922, % & 98.32%) , Mtk X% IR 4 (L5 20 - 03 -
0401, 7 & 99. 74%) , #ft [ X B (4L S 18 - 10 -
2125, 56 99. 45%) LM% — 2 — FEEXS B 5 (L5 20 -
06 — 0303, 51+ 99. 31%) ,5 — F HLHERE XRS5 (L5 K
20 - 02 - 2704, & 2 95. 87%) , #41y [ % [H Sinco Phar-
machem 28 7] 3 LI R TE 4G, 7K M EEAEK

F1 HEFKE

Tab.1 Source of samples

ek HSpg | bl HFRsts | k. HedS
A 201005 210704 20210301
210503 210901 F 20210902
210701 D 207210321 20220405

B 2108304 207210821 20210903
2109034 207211021 G 20200903
20211004 E 20211001 20210301

C 210802 20201101 20210302

2 HEEER
2.1 BXRYREENE
2.1.1 BiE4&H

O 455 ChromCore AQ C,gFE(250 mm X 4. 6 mm,
3 wm); F s K (A) — ZE (BB VR (L2 2) 5 3t
1.0 mL / min; &0 % K < 280 nm; A i : 30 C 5 #EAE
#7:20 pl.
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Tab.2 Program of gradient elution BITER S, BfE .
((min)  A(%) B(%) | t(min)  A(%) B(%) FRYGEIE M - R R 2 B A A B0t BT 20 meg,
0 100 0 26 50 50 K pRE , BB P, K 10 mL %, 98 ‘CKIA N
10 96 4 27 100 0 3 h, 15, RIS

20 90 10 35 100 0 2.1.3 T ERFEE

2.1.2 EIRH & A0 MRS 2. 2T R G IE R TR

ZR BT PR VAR UM (2,5 — WAAURBHIE 0k A MR VA TR B s IR A L F 2. 1 IR (Bl A
R 5 — o ELRREE BRI 2 — T JENRIR g — 2 - 1 UEREINAE 0 SR 0% 1 O 45 R AR g0l A TR TR (0 [
P 5 — HIERERE (DL R MIARA R 1 - )X IR 4G, 2,5 — A SRR SAHABIE (1 = 5. 952 min) 943 B N
K% FRE Ko S AR 1 mL 5 0. 1 mg AYBA—XFIR 12, BB R T 5 000; 25 1A TR TE S 1R 4 0 R
Al VA T o G f K, BB AR | mL A3 S we B VAR (0335 R B AsF ) T[] A O 400 T DL IR 1
TRA N R SV T SR S 0 - AW 25 2 I U 1 26 i 25 S 300 T 4

P S BORE A TORE, AT R L B2 0.2 g(FH2Y By (L5 2072110210 #EA TR IR 0560 (LI 2) o 1) FR
TEMR AT HNE 75 mg, TR R BEWE, B25 mLE R HEER A 20.2 ¢ W EFRE , B 25 mL A &

IR KA T E R RS IS H, K 2 mL s, 1 mol / LERRRIAWE 1 mL, ALHE 1 h

2 HIE WA AR AL T il s B R A 5 AT mol / LU SRR B 1 mL R AL, K E 28
A/ mAU 4 A/ mAU A/ mAU
3 14.923 L5 4 0.3

l 14. 800
2 6.138 1; 1.0 5 20.7680 s 0.2
8. 848 16,025 |
1 | ! ‘ 11670 | 5 7 0.57 3 ;515.939 3 ,16_5676 25'\934 0.1
355850052 | 16,176 20. 648 ‘ JERCEU N ‘ SN
0\ \T "C" "" & j\;T \T \7 \7 t/ min 0‘ - ‘- ‘“ “7 T t/ min 0‘ ] “‘74<77 ”‘7 7‘77 ‘\‘ 4/7‘ . t / min
0 5 10 15 20 25 30 0 5 10 15 20 25 30 0 5 10 15 20 25 30
A B C

1. Rk 2.2,5 - BLARMER 3.k 4.5 - AVEMB S B 6.2 - Ttk 7.0b% - 2 - WE 8.5 - TR
A ARERBRER B REFBRER C 29E&(4LLD)
E1 REEAttRReaEE
1. Fructosazine 2.2,5 — Deoxyfructosazine 3. Pyrazine 4.5 — Hydroxymethylfurfural 5. Furfural 6.2 — Methylpyrazine 7. Pyrrole — 2 — carboxaldehyde
8.5 — Methylfurfural
A. System suitability solution B. Mixed reference solution C. Blank solution (enterprise D)

Fig.1 HPLC chromatograms of the system suitability test

A/mAU A/ mAU A/ mAU
0.3 0.3 0.3 2
] 5. 955
0.2 0.2 0.2
] 2
1 |
0.1 0.1 2 | 0.1 |
1 5.801 8.632 i 11. 505 3
T 798711507 4 | 5.7968. 630 4 \ /5.0598 63111517 21. 960
Ot bt oAt — h—
K T T T t/ min I T T T ¢/ min T ————————( / min
0 5 10 15 20 25 30 0 5 10 15 20 25 30 0 5 10 15 20 25 30
A B C
A/ mAU A/ mAU A/mAU
0.3 0.3: 0.3
0.2 0.2 0.2
2 % 2
0-1 | 12.707 0-1 i 4 0-1
5.7958. 623 12 1 | 11.482 .567
[l :97_97311.516 4 s S 157788 591 | i’ 7%%(,’ 11.453 4
0 i I S ey O v S\
! T T T - t/ min T T T T ¢/ min T T T T T t / min
0 5 10 15 20 25 30 0 5 10 15 20 25 30 0 5 10 15 20 25 30
D E F

A RBIR B B C AR D BALEIR  E. m#aEOR FRREUR
I R#E%k 2.2,5 - BLARM%R 3.9% 4.5 - 27 R
B2 wftidiaiEE
A.Non - destruction B. Acid destruction C. Alkali destruction D. Oxidative destruction E. Heating destruction F. Light destruction
1. Fructosazine 2.2,5 — Deoxyfructosazine 3. Pyrazine 4.5 — Hydroxymethylfurfural
Fig.2 HPLC chromatograms of the destructive test
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FE5T A Ry T e PR AR T A o 2) B IR o BBURE 5 440 H
290.2 g AEHFE, B 25 mLA R, K 2 mL %7,
H11 mol / LEEALANWE 1 mL, B 1 hj5, A 1 mol / L
ERFRVSW 1 mL AT, IR E 2 FR AT AR R B IRt
I 3) AL IR S HORE S 29 0.2 o, KB PR
B 25 mL AR, INK 2 mL %, I 30% i3 E Ak A
100 L, HCE 1 h 5, K& 25 850 1E AL A it
T VSV o 4) IR IR CIURE A 29 0. 2 g K B FRE , T
80 ‘CHLAE NI 1 h ), B 25 mL 2 H L, K is I
25 FR5) A R AR R A A . 5) G IR IR S IBORE
250.2 g KEHRE, B 25 mL AR, BB 48 h, ik
VIR 28, R0 AR RO R SRt 3K i VA 8 B ik
SFPUE VAT, 4% 2. 1T LG AR AR E | SR 6
T AR R A A B RE R oy B (O B > 1.5),
Tk I Pk R R S B S5 R A Sk R
BRURR, Z 5 0 A BRI S mE XA s

M RH I 2. 2700 T B — X R A T A
S, KB A 7] S5 5t v B2 118 2R 471 B — X6 RS R
Fie 2. 10T €0 3% SR A AR 5, LA 157 D0 B 43 %) Jo o v
JE (X, wg / mL) R AR bR TR (Y) S AR bRt A T2
[l S5 R L% 3,

RI GUXRERER

Tab.3 Results of the linear relation test

=R
LEEN
2

BAS 7 R ZEER(ug/ml) BMR(g) ZERng)
R% F=057092K, + 2481 1000 0.20~3.30 0.6 1.3
2,5-HARHEE V,=0812830,42287.8 0.9 0.20~3.00 0.6 1.2
ok =580, 426971 LOO0 0.25~7.54 5.0 0.1
S-ZTREE V= 1459BK 4172363 1000 0.18~7.04 0.3 0.7
i V=161 680X, +12400.3 1000 0.25~10.10 0.4 1.0
1-PAME T =2660K-40912 100D 0.25~10.18 2.0 5.1
WA-2-FH  F=15571800+23409.6 1000 0.25~10.17 0.4 1.0
S-FARE  V,=054006. X+ 110753 1000 0.26~10.50 0.4 L1

R PR 5 fE PR A2 AW i B 2. 2 I MR & 44
Xof HE VARG B IR A FRR RS, 5 2. 1 3 T G A
HEREMNE , DA HGAR I EG 43 5100 321,10 145 R5 0 AR 2 11
ot Ay R R R PR 2 AR LR 3

KR BRI RS R 2. 2 R IR A0 BRI O
LA 2. 1T g A R SRR R 6 IR, D SR
Pl o &5 2% BT 1 - 8 W 1T AL RSD 43 il 4 0. 22%,
0.31%,1.38%,0.26%,1.06%, 1. 04%, 1. 27%, 1. 35%
(n=6) RN LRI

R 5 - Bt W (5o 207211021) 1%
2,00 T EIRFE0,6,12,18,24 hisf#%2. 1. 13 F
TSR A, T SR S ] 2 R R A 2,5 -
ARG T AR RSD 43 00 1. 51% F11. 20%(n = 5) ,
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FEIAMER A TR IR T RCE 24 h AR AE .

AR OB (L5 20721102138 0,
WRRAE 45 60y, 18 2. 2 0 F Jy i il £ MK o VS L, ¢
2. 1300 gk S5 e R S e S TR A, R
SRR 2,5 - AR 5 540 51 0. 002% Fl
0.05%,RSD H 1.15% F10.33% (n = 6) , Hi4x 6 Fh E %0
B BIARA R A A R AT

i R - % 52 [F] A5 (499335 ChromCore AQ Cg)
OB A R HEYR (17338 = S01017.,17338 — S01018) .
AT i [ Agilent Pursuit 3 Cg A% (250 mm X 4. 6 mm,
3 ) X ARG 5 R 1 5 ) 4 SR A SR ) I (8 L T 2
T ARG R B ) B i — 8, RS R A
— o TR AR AR, AR O ik e i R e R, i
R4f.

TIEE SRS 2 Alb D FE S AL T BURTRLO. 1 ¢,
I 8 Fift 2 Jo o) HE it 3 o, K s B 1mL 435310 5 |
RARFA 4 wg/ mL.5 pg/ mL.6 wg / mL RS 310
Fi2 2. VIR (O3S A5 R E AR DN 2 |, e S G T AR, O H 3 [
ORI LR 4,

4 MEEURIEER(%,n=9)
Tab.4 Results of the recovery test (%,n = 9)

Rl A X RSD Rl A X RSD
Rk 99.04  0.98 | #kE: 98.24  1.03
2,5- BARAE  100.84 054 |2-ThAwE 10024 1.26
Wk 100.37  2.19 |wwk-2-Fa 98.99  1.28
S-HTAMRE 1020 0.99 |5- MR 99.09  0.33

2.1.4 FEA XN E

B2 1 HEAE S R A o RS PR K 2. 2300 N T
) £ AR VA TR, $ 2. LIRS AR R 2 L T
SRV TR A, THAR & & (EP ih AR A 4= T DL 2 — H JE ks
T, BT R R R IZ OIS A T 5 2 -
W B A IE DR AR — 0, B LSRR 1) o 5 SR UG HE 2R
BEGEFN 2. 5 — W AECRMHIRE , A o P I I Rk
X 7 AT A IR IR ) S HEIFURRIEA T2 58 45 T H R AG
RS FHELANZL T, 2 /N T 0. 01% PRI 5
2.2 BXRYRHWEZSH

g AR PR BT S Ak A5 LHERE A JBRAT
Efude O AR A e R VR AR R 40 °C LR
75% ), TR 15 2 5 34 H BUREIISE 45 3 LI 3
REAS Hh H & R A AR 24 R 2,5 — AR B
5 — FR P LM GBER ;A2 P A s B S (] 1) SE K
P AN [ 2 B A 385 o, 8 £l R 5t v SR A /i
B Bk G, A6 R FEMTERE 1N H )5
2,5 - AR R & BT 0. 2%, 255 3 H =ik
0.8% ({2 E)
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x5 HREXYWRNEER(%)
Tab.5 Results of content determination of related substances in

samples (%)

F6 HWHEARMKEER

Tab. 6 Results of the excipient compatibility test

W% Rik 2,5 - HAR % R RS EMNER EREE
1 0.011 0.125 0. 020 0.199
2 0. 006 0.077 0. 009 0.117
3 0.007 0.170 0.018 0.223
4 0.014 0. 186 0. 004 0.214
5 0.011 0. 150 0. 005 0.176
6 0.003 0. 158 0. 005 0.173
1 0.101 0.292 0. 009 0.424
8 0.077 0.296 0. 007 0.403
9 0.081 0.312 0. 009 0.412
10 0.003 0.121 0. 009 0. 155
11 0.007 0.116 0.010 0. 148
12 0. 002 0. 067 0. 005 0. 085
13 0. 009 0. 140 0. 006 0. 157
14 0.003 0. 106 0. 006 0. 115
15 0.003 0.122 0. 007 0. 136
16 0.004 0.088 0. 005 0.098
17 0.001 0.029 0.002 0.032
18 0. 001 0. 037 0. 002 0. 041
19 0. 005 0.114 0. 006 0. 139
20 0. 004 0. 098 0. 005 0.120
21 0.003 0. 111 0. 009 0. 139
ik /%
1.0 —e— GLping
0.8 —e— 2,5 - A SR
5 - YIS
0.6 e R AN
0.4 f —— % JT
0.2
. | STl S tam lea FHL
1234 1234 1234 1234 1234 1234 1234
T"HA I"%B I"xKC %D JKE J"HRF %G

B3 mEitERnER
Fig. 3 Results of the accelerated stability test
FRPAR AP - 7 AP Rl I BRI 11 A,
IR BORTERS IR TE by IR S IS RN
YR BEARIREE RBUORIN AT 4ER 2 BTk 4
FER R YER K30 AR A 2R 4E R 3% 245 (Fh PR = i 4
B 5B = 1:1Gm / m) WY HLBTR S H2) )5, B R FR
(LA M 25 mm x 25 mm) H, P, A6 o 1 TR TE
8 IR 40 °C X EE 75% ) 1, 3 d J5 BURE 5 [ of e
i TR 2 L A 2 R JURLAE o B 25 2R s R N AT 4
2R T LS R A R SR L I K 30 Rl N 2 R 2 L
P e, L o 8 T 3 A X £ R A AR G
JoE A B8 s i fie R (W3R 6) , FLAR iR AR DL 2% B 1
(1 <0.003%) .75 All 3 FHHPERRINE L3R 7.
1l 70 7K 23 W R < RS Al A L ST, R
F K3 R ASCHREE I E R K 3 AR LR T

W OBK 3Bk SRR
Riik 25-HARHEE  AHAA
EREE > ST 4 0.1 0.01 <0.003
AVAEHH 88 kid 0.3 1.1 <0.003
RAMKN @ MkEEL <0.003 0.1 0.02
x®7 #HFEER
Tab.7 Information of formulations
A FRFA FREE(CC)  FRER i &4 (%)
A BA 70 0.5~1h - 4.44
BB 55 4~5h AR 1.78
€ BH 60~ 65 5h AR 2.48
D B 40 Ih - 3.74
B ARE  45~65 30 min AT RRAM, RERAK0 4.9
Foogik  30~50 40 min AT RRAH RERK0 2.9
G AR 35 30~40min  BATHEE 278
E: - RTEARMBERTHEE BT RIS R EH K30,
Note : — indicates that hydroxypropyl methylcellulose , sodium

hydroxymethyl starch,and polyvinylpyrrolidone K30 are not been added.

AT T AT 2 T R A MR S 09 oes 1 R R ol
R, A7 TR X R T AL X Rt
B 25 R UL 7
3 it
3.1 R FMAIEEF

AT . H T, W R R 22 ) A A O i
SRR C B (HATH ASREXT R Goal PR WA 6
Yy B AT RO B AR AR, HIBTE 2 )5 A8 Ak
R HOR TR 25K A C g oS4

TS BFSE IR, U S A R IR AR 25 T 195 nm
WA A ) AR R S LA A BRI S EP IR ik,
H g6 vh 25 82 1A Rk BE 5 % %) W 1Rk 2 o
W IR R 28 MR RN K o 45 AW R A8 92 PP FE 3 ~ 6 min
BB 2 R0 S e R R RN 2, 5 — I AR SR R 1 DO
FE 15 LIUK — S A sh AH OB B2 VR ) AT 3 e 13k
(B, [ B, 040 R 52 T i s AR A Ll (£ 2% ) .
pH(5.2.6.2) %% (0. 8 mL/ min. 1.2 mL / min) Fl{: iR
(25 °C.35°C) 5 R_ T ik ket RAr.

o 0 9 K < R R 2 A A W T SR AR I, N g R
H B XF BEGL T35 44 0 1) % 2 o R4 70 o Sk i
I35z K SR 195 nm 4 - 150 {H 208 56 3 7 v v SR H RER
YER KA, 7E 195 nm K ANE W, 5 508 H 647
EEA, THME  HL 5% T 200 ~ 300 nm U 4 3 [
NHEAT A Bt A5 2% 5T 1 — 8 1S5 R W 4
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