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Stability of Pemetrexed Disodium for Injection in 0.9% Sodium Chloride Injection or 5% Glucose Injection
with Different pH

LI Bo-le',ZHENG Shuang’, WEI Chun', WANG Chen' (1. Dept. of Pharmacy, Cancer Hospital of Tianjin Medi-
cal University & National Clinical Research Center for Cancer & Tianjin Key Lab of Cancer Prevention and
Treatment, Tianjin 300060, China; 2. College of Pharmacy, Tianjin Medical University, Tianjin 300070, China)

ABSTRACT OBIJECTIVE: To observe the stability of Pemetrexed disodium for injection in 0.9% Sodium chloride injection or
5% Glucose injection with different pH under different temperatures and light conditions. METHODS: HPLC method was estab-
lished to determine the contents of pemetrexed disodium in different mixtures; the pH, insoluble particles and appearance of the
mixed infusions were detected. RESULTS: Within 6 hours, the variety of pH of pemetrexed disodium in 0.9% Sodium chloride in-
jection or 5% Glucose injection with different pH was smaller than 2% ; within 8 hours, the variety of relative contents was also
smaller than 2% ; however, more than 8 hours, the changes mentioned above were larger than 2% under different conditions. Un-

der all conditions, insoluble particles were corresponding with the requirements of Chinese Pharmacopoeia (2010 edition). CON-

CLUSIONS: Pemetrexed disodium for injection should be used up within 6 hours after compatibility under room temperature.
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Tab 1 Results of recovery tests(n=3)

50.9% F S (pH=6.12) L

559 BB (pH=4.76) LR

5 5% 8BS (pH=6.50) R

Uk, AL, i, lﬁlﬂg%, FHEICE,  RSD,

FUak g, A, W, WeR, PHEEE, RSD,  BORE, AR, W

B, FREeR, RSD,

mg/ml mg/ml mg/ml % % mg/ml mg/ml mg/ml % % % mg/ml mg/ml mg/ml % %o %
0.0102  0.008 0.0177 9836 00103  0.008 00181 97.84 0.0101  0.008 00175 9831
00174 96.88 00182 9838 00174 9773
00176  97.67 0.0179  96.76 00175  98.32
0.0102 0010 00193 9637 00103 0010 00202 99.51 00101  0.010 00196 96.08
00192  9.14 96.46 1.28 00202 99.50 91.72 1.27 0.0198  97.06 96.98 113
00195 9734 0.0199  98.03 00194 95.10
00102 0012 00210 9545 00103 0012 00219 9648 00101 0012 00217 96.88
00211 9545 0.0218  96.04 0.0215 9598
00208  94.44 0.0220  96.92 0.0218 97.32
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Tab 2 pH value of Pemetrexed disodium for injection in different solutions under different conditions

pH
T8, h 509% AR (pH=6.12) (R 5 SRR (pH=4.76 )it 5 SRR (pH=6.50) ALfh
25 CHM 25 CRHE 40T 40 CEBE 25 ORI 2SCEBE 40 TR 40CEDE 25O 25 TR 40 OB 40 CRbE
0 6.02 6.04 6.01 5.99 5.66 5.65 5.64 5.68 6.36 6.35 6.38 642
1 6.06 6.05 6.00 5.98 5.66 5.65 5.64 5.67 6.34 6.35 6.38 643
2 6.05 6.06 5.98 6.00 5.68 5.66 5.66 5.68 6.36 6.36 6.39 641
4 6.02 6.04 5.98 6.01 5.68 5.67 5.67 5.66 6.36 6.37 637 641
6 5.94 5.93 5.92 5.90 5.0 5.67 5.65 5.65 6.24 6.28 621 6.29
8 591 5.87 5.83 5.82 5.69 5.63 5.60 5.60 613 6.15 6.06 5.99
24 5.84 5.78 5.76 573 5.61 5.55 5.51 5.48 573 578 545 5.37
48 5.52 5.53 5.46 539 5.39 5.38 539 5.35 5.18 5.19 497 485

MAATME P EANA SR, SRR BENMEZMY SR 8 hAHRT 0 h & A8 b4 <2% ;111 24 hAHXS 0 h i & =728
0.9 % AR TE SR 2 B A0 E AR X 1 2075 i 0~8 h G 2 R 25 CHLREGAE T , AR 2% ;24 h 4 P& 2540 R 43
AL, AT S hAHRT 0 h B AR <2% ;M 24 hAHXT O b JIE EEAHRT 5 1.96% .2.57 % .2.16% .2.55% - %25 pH 6.50
O S iR AR 29% HBCHIR ; 24 h 4 FIECE 25000 T & it 53] 1) 5% 7] %3 W 10 560 V0 20 A 1 G ARV TE 0~24 h P TG B i A
AR I 1.85% .2.23% . 1.33% .2.30% ., 1% 2455 pH 4.76 1) b, >24~48 hAHXT B 73 & A8 b i i 2% 548 h 4 Flilc & 454
5% 4 AW SR VR 2H B RCA TR R REAE 0~8 h TG W] i A8k, 4% TR0 h & BT 2.51% .3.16% \2.15% .2.65% , 3% 3.
®3 AAEMARPEEHEZPNENESSE(=3)
Tab 3 The relative contents of pemetrexed disodium in different solution(rz=3)
XS4, %

T 8, h 50.9% FLHIESE (pH=6.12) 5 S SRR (pH=4.76) BL{R 559 B (pH=6.50)FLfh
25CHM 25 THBE 40T 40 CHEBE 25 OISR 40 TR 0GR 25O 25 CEBE 40 ORI 40 Gt

0 100.00 100.00 100.00 100.00 100.00 100.00 100.00 100.00 100.00 100.00 100.00 100.00

1 99.90 99.74 99.84 100.06 100.34 10055 99.63 99.11 99.89 99.89 99.82 100.17

2 100.65 99.91 99.65 100.54 100.64 100.97 99.76 100,31 99.77 99.80 99.92 100.13

4 100.98 100.66 99.70 100.10 99.42 101.52 99.49 100.04 100.06 99.85 99.60 100.30

6 100.06 10045 99.37 99.93 99.22 100.38 100.29 100.25 100.13 99.98 100.10 100.43

8 10151 100.51 99.66 99.32 98.85 102.10 99.98 100.25 99.96 100.16 100.13 100.58
2% 101.85 102.23 10133 102.30 101.96 102.57 102.16 102.55 100.41 100.26 100.04 100.34
48 104.55 106.12 104.72 106.87 105.28 105.76 106.17 106.53 10251 103.16 102.15 102.65
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MR b I SE S L T, B A Ae TR R AR RS S T A [7]. B FRAF 8 5 22 &, 2013,40(2) - 123,

WA LI, HARIE R A R 8, %255 pH 6.50 1 5% [2] BRLM.ESVUMRENAE AR pH A 5 % 3 AP SR P s
AR SR A B T ATORTE 24 h AR T 405 i i A8 Ak 9 Ah FEPERFFE[I]. P #1255 ,2011,13(8):587.
PRI/, AT RE S5 1% pH T _EaR S50 v i e S 25 o, 1w [3] BEAE, XA R RO (o s I 5 15 95 i 28 AN Y
SRR I 5 R[] E 25 $3R,2010,29(8) : 1 080.
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