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Study on Stability of Raltitrexed for Injection
JU Jing(Anging Hospital Affiliated to Anhui Medical University, Anhui Anging 246003, China)

ABSTRACT OBIJECTIVE: To investigate the stability of Raltitrexed for injection, and to provide scientific basis for storage and
utilization of drugs. METHODS: The appearance, pH, related substances and contents of Raltitrexed for injection were investigated
by influential factor test [high temperature test (60 °C and 40 °C ), high humidity test (25 °C, relative humidity 92.5% ) and
(4 500 +£500) Ix strong light test], accelerated test [40 °C (relative humidity 75% ), 30 °C (relative humidity 65% )] and long-term
test [25 °C (relative humidity 60% ) for 12 months], according to the guidance for stability test of preparation stated in Chinese
Pharmacopeia (2010 edition). HPLC was used to determine its contents and its related substances. RESULTS: Results of influen-
tial factor tests showed that the contents of raltitrexed decreased and related substances increased markedly under 60 °C and strong
light conditions. Results of accelerated test and long-term test showed that no significant change was observed in quality specifica-
tions. CONCLUSIONS: Under the condition of strong light and high temperature, Raltitrexed for injection is not stable. It should
be kept in light-resistant, sealed container at 20 °C.

KEY WORDS Raltitrexed for injection; Stability tests; HPLC
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Fig 1 HPLC chromatograms
A. substance control solution; B. sample solution; 1. raltitrexed
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x1 SRIREERELER(60 C)
Tab 1 Results of high temperature tests(60 °C)

W L etk o %ﬁ,%
60 0 AGSRRY 762 026 0.59 993
5 ARy 768 030 140 98.9

10 AfgndRy BE%ES 764 L7 197 9738

40 0 AGSRERY 762 026 0.59 993
5 [EsRRY 77 022 0.64 98.8

0 AGERURY BEESE 763 024 065 9.1
®2 BEAEERER(2 C,AMNEER25%)
Tab 2 Results of high humidity tests(25 °C, relative humidi-
ty of 92.5%)

; \ HRYIBL, % -
fifle],d Ak pH . %%; = et %
0 H gy 7.62 0.26 0.59 99.3
5 BRLNTLNSR N 7.68 027 0.62 99.1
10 BRSNS 7.61 027 0.63 99.0

#3 BARKBERER
Tab 3 Results of strong light tests
H A, %

I, d E2IN pH Fme o L%
0 Agmmeky 7.6 0.26 0.59 993
5 Ay 750 158 422 95.7
10 EHAHRRRY 732 3.88 8.74 87.9
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Tab 4 Results of accelerated tests
oy L A,
i e 2}% P %ﬁ;
FEHERIRY 765 0.12 037 974
Fegmnike 760 026 055 970
Fasmnieiky 761 032 081 967

40 C,HIXRERE 75% 111219

111222 HEgmseRy 771 013 038 973
FasmEuky 765 027 056 972
HAEgEmIRY 768 033 081 963

111226 Hammky 774 013 034 980

HEmnRkg 767 029 058 984
HEGRERY 769 034 094 976
FEgmgeRy 765 012 037 974
gy 761 016 038 980
HEmmkg 766 019 049 972
HEFRERY 760 015 055 976
HAEgEmeRy 767 023 062 978

30 C,AIHEE 65% 111219

111222 FAegmsskg 771 013 038 976
HEmnkg 760 017 038 976
Fasmgeky 770 019 05 981
FAEgmeRy 768 015 056 977
ey 771 023 062 976

111226 Fagmiiy 774 013 034 980

FasmEeky 760 017 035 985
HEgmgeRy 775 019 050 98.1
FEsmRy 770 016 056 985
HEgnikg 778 023 063 981

56 KHIKIELER (25 C,HMEE60%,124A)
Tab 5 Results of long-term tests (25 °C, relative humidity of

DN 2 D D N W D —m D N W R —m D R D —m D — O

60% , 12 months)
. KW, % o
K OHAAR o D
111219 0 AfgEmseky - 7.65 0.12 037 97.4
3 ey 758 034 0.65 976
6 HasmeRky - 7.6 0.30 0.62 96.4
9 ARy .67 0.12 043 98.0
12 AfgEmeky 7.6 027 0.60 982
12 o BRSNS/ I 0.13 0.38 97.6
3 BagEneky 767 0.34 0.67 97.8
6 ARy 770 031 0.64 97.0
9 Aty - 775 0.14 0.46 975
12 Hasmeky - 7.68 021 0.69 976
111226 0 ARy - 774 0.13 034 98.0
3 Aagmsky - 770 035 0.68 983
6 ARy 775 032 0.66 97.4
9 Hegmsiky - 780 0.12 0.38 983
12 Hasmeky 773 0.16 0.57 98.7
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