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Compatible Stability of Vidarabine Monophosphate for Injection and Aciclovir Injection
LIU Yuelin(The Chinese Medicine Hospital of Rugao, Jiangsu Rugao 226500)

ABSTRACT OBJECTIVE: To investigate the stability of Vidarabine monophosphate for injection combined with Aciclovir injec-
tion. METHODS: HPLC method was adopted. The content variations of two drugs in mixture were determined within 8 h at 5 C,
25 °C,35 °C under dark and light. The changes in appearance, property, pH value and insoluble particles (within 24 h) were inves-
tigated before and after compatibility. RESULTS: There were no significant changes in appearance and pH value at 5 C,25 C,
35 °C under dark, and insoluble particles were in line with Chinese Pharmacopoeia(2010 edition) ,and the relative content of vida-
rabine monophosphate and aciclovir were above 99% (compared with 0 h) within 8 h. Under the light conditions, as the tempera-
ture raised and the extension of storage time, the content of vidarabine monophosphate did not significantly decrease, but that of
aciclovir had declined significantly(4 h and after 4 h), while pH value also had a certain degree of rise; the insoluble particles had
no obvious change. CONCLUSIONS: The mixture of vidarabine monophosphate and aciclovir in 0.9% Sodium chloride injections

is stable under dark conditions within 8 h; it is suggested that the mixture should be used up within 4 h after mixing and protect

from light to guarantee the safety of drug use in the clinic.
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2.2.1 AEAMFSREEAERE ARG Dikxna Cis(250
mmx4.6 mm,5 pm) ; s K (kIR — 544 6.8 ¢ 5 10% 1
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Fig 1 HPLC chromatograms of vidarabine monophos-
phate and aciclovir

A.258 nm; B.254 nm; l.acyclovir; 2.vidarabine monophosphate
2.2.2 DEPASMIERE 43 5 FR HCAA B8 R BD i 6T B
By 3 55 Xof B 453 8, TR sl AV )5, T 200~400 nm i
[ A3, 450 B R B R T 4 258 nm I K AN fe ok
WA, BT  =5 7E 254 nm KA e Rl
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R IO AV S T SR R BT T T TS T X B A
F5642.2. 17N BG5S 5 ERE I E |, DA TET AR (4) g\ Alk
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B BL2.2.37 00 500 pg/ml (19 B 9% =5 X BE S VA, 77
“2.2.17 WU (A SR i SLEAE 6 IR, THIRAS I TH R ) RSD
0.76% (n=6).
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i 28 TOCEAL 5 P BT R 7 5 B 9% =5 BC(TLVR 5 ml, B &2 10
mlJG A IC SR IETI AR . 4528, B ITHE I 1 RSD 24 0.72%
(n=6), P #7%3F5 RSD }0.49% (n=6).
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Tab 1 The results of recovery tests(n=5)

2k AR, pg/ml W, pg/ml FE, % FEEEE, % RSD,%
BT 400 399.48 99.87 102.19 3.19
500 51655 10331
600 620.34 103.39
S 2000 2071.80 103.59 105.26 3.74
2500 2560.75 102.43
3000 3292.80 109.76
F0.1.2.4.6.8 h B HGEE DG B O T A R R 554 (5.

25.35 °C)WIFALH4S 5 ml, 205 & F 10 ml S, nw sh4d
FARE FEAT BIASRE AT, B R S o3 SRR 20
SRR 25 R LR 2 [R5 5% 0.9 % S AL AN I S %
&, LI 3, LLO h B 54y 100% , WA LA E & B b 224
BT 4O, G5 RFRW,5.25 .35 ClEt 41 T i rh B
A 2 B A 5 BT 34 5 19 1% i AE 0~8 h N34 TE I R A4k
5 °C J 25 CHEHREA T IZE AU HP BB 1 DA AR 5 BT %
F5 0 = AE 0~4 h JCHA BARML , 75 4~8 h B 3% 35 19 &
B TREAR ;35 CHEHRSA T B P BT 1 5 1) & B AE 0~
4 h WA R, 4 h AR O h B T 5.56% ,4~8 h I B F&AIK, 8
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Fig 2 HPLC chromatograms of vidarabine monophosph-

ate and aciclovir in misture
A.258 nm; B.254 nm; l.acyclovir peak; 2.vidarabine monophosphate
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Fig 3 HPLC chromatogram of 0.9% Sodium chloride in-
jection
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®2 CMBERGTEARPHESFHENEIIEEN
(% .x*s,n=3)
Tab 2 The relative percentages of aciclovir in mixture un-
der 6 different conditions(% ,x+s,n=3)

b, Bk AR
5C 25C 35%C 5C 25C 35C

0 100 100 100 100 100 100

1 99.87 99.88 99.86 99.85 99.86 96.58
2 99.89 99.87 99.88 99.87 99.85 96.18
4 99.85 99.84 99.87 99.85 99.83 94.44
6 99.86 99.85 99.84 91.84 91.86 85.97
8 99.85 99.86 99.87 90.83 90.82 84.62

®3 6 MMERG TRMARDABRITERTHENESS

BTW (%, xts,n=3)

Tab 3 The relative percentages of vidarabine monophos-
phate in mixture under 6 different conditions (% ,
Xts,n=3)

GILTIR i34 i

h 5C 25C 35C 5C 25C 35C

0 100 100 100 100 100 100

1 99.87 99.88 99.86 99.85 99.86 99.58

2 99.89 99.87 99.88 99.87 99.85 99.68

4 99.85 99.84 99.87 99.85 99.83 99.91

6 99.86 99.85 99.84 99.84 99.86 99.97

8 99.85 99.86 99.87 99.83 99.82 99.44

24 99.84 99.83 99.85 99.72 99.61 99.62

2.4 pHE

IR AR T 0.1.2.4.6.8 h B2 pH, B FEA 34

M3V BOFH . 2551, 5.25.35 CREOEAMF R XL

AL pHTE 0~8 h b JE ) 52514 T 76 MU P 4O pH

TEO0~1h T Bk, 1 hG , pH A B B A F T, g5 5L 00
%%40
R4 6T EEHTERMARNpH T (n=3)

Tab 4 pH change of mixture in 6 conditions(n=3)

TUREITIE], s B

h 59 25 359 5 BT 35T
0 6.85 6.84 6.83 6.86 6.83 6.84
| 6.82 6.83 6.84 6.92 6.92 6.91
2 6.83 6.84 6.83 7.84 791 7.90
4 6.82 6.85 6.82 7.85 7.88 7.89
6 6.85 6.83 6.83 7.87 7.89 7.88
8 6.84 6.82 6.84 7.85 785 7.86
2.5 NEERIRL

B2, 1735 B e 3 % 0.9 %% S AL T S R0 7 R 1 1
S L PR BB A BT 9% 5 T ST 0.1.2.4.6.8.24 h
e v R 24 3L (2010 45 ) — 38 M0 ARG 35 F ) Y LT 46 25
R, 2 SR T TR 24 T A 8 T O B o, 45 S
%5,
3 ITig

SRR B2 RS TE 0.9 %0 AL AN SR i AR
£, EHY BN T SRR IR TS5 BT T 7E 0.9% 54k
BRI PRORA R YE . RIS UL, SRR SRR T 5 B
LR BB 7085 B 3R EERE B0, 8 h A BT Y
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®5 MAEARE MR AR
Tab 5 The number of insoluble particles of mixture at dif-

ferent time points

W, EGDTABETAPTRRR T PRI EANR DT bR R + ik T

h Zl0pm 225um Z210pm 225pm Z10pm 225w m

0 8.2 0.5 17 0.1 153 0.5

1 83 03 8.2 03 16.2 04

2 73 04 5.6 02 12.6 0.6

4 5.5 0.5 5.1 0.3 10.7 0.7

6 48 0.5 43 03 8.9 0.8

8 34 0.1 38 05 6.7 0.5
24 42 03 32 02 7.1 0.6

pH M AT E SR 41 E B B AR Ak , SR BT AR 1S5 BT
KB I E A WL R e G REAR R T Bl RE
BTG, B R A A AR P BT = ) B i R
B8 (4 WS ), W] D 52 M B R BT B 1 5 B 3 5 e (AR
SIS i P i o P 7 [ R L R = RS R D
AEXT A T B E,  CR BRI R 24 09 2 4tk | it R A
A SR BB R 5 BT Y S ARG 19 4 h T o8, U
W
O RS S AR TR T 18T, 255 25 TS PR R D BT 5 Bl
A A A SR E TR AR SR L, TR AT AR Lk K (B
6.8 g MR A5 10% DU T L A AU 15 ml, fiiZK 2 1 000
ml)-HEE(85: 15, /W) (R IR BT R 2 00 00 1) 3 50
FRAZCA) VR AR 1 T Bh A o 224 36 428 BT 9% 35 5 0
TR SAH SRR - 7K (10290, V/V) TR, 6 33 ] o 3R
TARZ AN 2% 0, LB mi R BT IR ) i RS TT, i RS A ™
PR T RE T
RGN 9 K B3 4% 7 T, MAIRT 1.2 AT AR, 2K I 3
258 nm (LT BT AR 1 114 J5c K58 SN0 ) BT, BRLARAE R BT R
5 BT T I RN, A 1 BE AT G EOK , HAAsg B s
HH S A 06 5 7 244G I 30 KR 254 nm (P 3% 35 0 fie R 22 4l
OB, g BT 2 AR BI A, 3] RESE BT E R R
A AR AL RS A, {H BT 9% =5 7E 254 nm i < Ab 1) i 7
TR 2 K7 258 nm I AR AU TR, BT UL Y 3 A7), ]
SR FH AU B AR I 3 43 53000 S 2 A AS T) D K A Ry e v L, A
ARt 5 0] SR LYK (258 nm) Kl
S 3k
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