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Optimize the Compatibility Condition of Vidarabine Monophosphate for Injection by Orthogonal Test

WANG Huipin(Pharmacy of the Third Hospital of Zhengzhou, Zhengzhou 450004, China)

ABSTRACT: OBJECTIVE To investigate multiple factors on the compatibility stability of Vidarabine Monophosphate for
Injection mixed with different solvents. METHODS L4(3°) of orthogonal design was used with five factors: temperature,
illumination, storage time, solvent and amount of solvent. With the content of vidarabine monophosphate, pH value changes of
the compatibility solution and the insoluble particles as indexes, the content of vidarabine monophosphate in the mixture was
determined by HPLC, the change of pH value before and after compatibility determined by pHs-2C type precision acidity meter,
the insoluble particles were observed by GWIJ-4 type particle analyzer. RESULTS There were no significant changes in
appearance and character of the mixture in the inspection time. The temperature and time showed significant effects on the
contents of vidarabine monophosphate in the mixture, and illumination could influence the number of insoluble particles. The
solvent and amount of solvent had no significant influence on all indexes. CONCLUSION The optimal compatibility
conditions as follows: temperature of 25 °C, under the incandescent lights, compatibility time of 4 h, and 100 mL 0.9% sodium
chloride injections as the solvent.
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2.8.1  FERAKCFHE  DUR TR HA RO (1
B R HE I ) & &L BORL(10, 25 pum)E & pH fH
A TR, R IEAZ WSS, WER . ik
PR BCERT R IR WA 5 AR,
FAEEXSE 3 MKF. B Lig(3)IER AL
RAT 5.

®1 EEATPEL

Tab.1 Factors level Table

ES
7K
A B C D E Wi
/T Panii i8] /h paaid AA/mL
1 5 G 0 0.9% AN 31 100
2 25 EIRAT 4 5% 1 21 T SR 250
3 35 He%ssk 8 10% % % HaVE S 500

2.82 WIRAVR KM SRIRATR IR 2, Xt lls
gE AT E WA BT R Z 08, IR 3~4,

Fz2 BWARKRER
Tab. 2 Compatibility test results

- =10 pm/  =25um/  HBERRRT
PR ABCDE it et gt T
I ABCDE, 507 305 10051 0
2 AB.GDE 406 29.1 99.87 001
3 ABGDE; 375 28.7 99.56  0.02
4 ABCDE, 452 302 100.10 0
5 ABGDE: 461 28.1 99.01  0.03
6  ABGDE, 127 9.2 98.89 0.1
7 ABGDE 158 1.7 97.89  0.02
8  AB,CDSE; 209 15.3 96.79 001
9 ABCDE, 228 15.8 9959 0
10 ABGDE 489 35.4 99.95 0.0l
11 ABCDE 493 33.1 99.65 0
12 ABGDE 108 6.8 98.89 0.2
13 ABGDE, 362 325 9925 001
14 AB.CDE, 343 272 97.68 001
15 ABCIDE; 305 25.5 9956 0
16 ABGDE 527 318 96.87  0.03
17 AB.C/DE, 508 29.9 9887 0
18 ABGDE, 304 257 9825 0.2
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Tab. 3 Intuitive analysis table

= A B C D E
=10 um
K, 237.8 249.5 249.3 193.2 182.1
K, 39.6 41.6 41.6 322 30.4
K> 205.0 242.0 179.9 200.7 2222
K, 34.2 40.3 30.0 33.4 37.0
K; 193.4 144.7 207 2423 231.9
K, 322 24.1 34.5 40.4 38.6
R 7.4 17.5 11.6 8.2 8.2
=25 um
K, 163.6 172.1 165.0 137.4 124.2
K, 273 28.7 27.5 22.9 20.7
K> 152.7 162.7 133.9 138.7 163.4
K, 25.4 27.1 223 23.1 27.2
K3 130.2 111.7 147.6 170.4 158.9
K, 21.7 18.6 24.6 28.4 26.5
R 5.6 10.1 5.2 5.5 6.5
B B R Y
K, 598.43 59457 59828 59623  593.20
K, 99.7 99.1 99.7 99.4 98.9
K> 594.49  591.87  593.16  592.87  595.44
K, 99.1 98.6 98.9 98.8 99.2
K; 588.26 59474  589.74  592.08  592.54
K, 98.0 99.1 98.3 98.7 98.8
R 1.7 0.5 1.4 0.7 0.4
pH
K, 0.06 0.09 0.05 0.06 0.06
K, 0.010 0.015 0.008 0.010 0.010
K> 0.07 0.04 0.1 0.07 0.05
K, 0.012 0.007 0.017 0.012 0.008
K3 0.09 0.09 0.07 0.09 0.1
K, 0.015 0.015 0.012 0.015 0.018
R 0.005 0.008 0.009 0.005 0.010
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RS AR FE XS =10 pm. =25 pm ORI TC 520
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Tab. 4 Variance analysis table

5N B 285 7 Rl H F P
=10 um 176.76 2 1.00 >0.1
1139.25 2 6.44 <0.05
407.78 2 231 <0.1
233.20 2 1.32 >0.1
232.34 2 13.1 >0.1
R 2 1759.26 7
=25 um 96.70 2 0.343 >0.1
352.08 2 1.250 <0.1
80.98 2 0.287 >0.1
116.42 2 0.413 >0.1
153.39 2 0.544 >0.1
iR 985.99 7
SRR 8.765 2 0.017 <0.01
R 0.864 2 0.002 >0.1
6.158 2 0.012 <0.01
1.619 2 0.003 <0.1
0.770 2 0.002 >0.1
iR 1782.58 7
ApH 0.000 2 0.000 >0.1
0.000 2 0.000 >0.1
0.001 2 0.017 >0.1
0.000 2 0.000 >0.1
0.000 2 0.000 >0.1
I 0.20 7

283 IEXHBRMELE R LEMWDHT T ZE 7S
BT I 455 S PR TARNE 0L, 19 A R P B0 Tl 1 o]
R B AR BCAT 26 A N IRIE 25 'CL = A FIRIT IR S
MG e PR AN SR 100 mL AEVASE, I [H) 4 h
SRTTETWE S

2.84 ikl Rl a R, Bl 3
BrFEdt, 3 AERE S =10 pm, =25 pm BiRE
B, DU R B iR 5 B AT ApH. 45 R LK 5.
RS A LFBRIIERF R LSS

Tab. 5 Compatibility results of Vidarabine Monophosphate
for Injection

. =10 um/ =25 um/ P 2 T
B O U pH
-mL -mL R /%
61.7 423 99.28 0.01
1 55.3 40.4 98.79 0.03
52.7 435 100.12 0.02
52.7 473 100.21 0.02
2 59.2 59.1 97.87 0.02
483 435 99.58 0.04
543 413 101.27 0.02
3 612 40.9 100.11 0.04
495 52.1 99.46 0.03
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DUTR R T F s ma B, LI BT At HE A 5
AR, Fk, FAAEEERE 25 C.

PC ALV VI R Ok 1 B S B SR s,
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ST T ) S A B BT R T A A 2K
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T S D T R W AR AT B R I LA 4h
NH

VI A W R ok B RN R, X
BRI S A —EEm . 2550
BT, DA B AN B Vs iy o VS IR
FONT pH 5202 B R I, AR A 2 35 M,
FAR R 28 W FE AT 20 . 228 3 O FH SR IR
o A i EF G BA 1, VAR R 100 mL.
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