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Figure 1 Scheme of activation and alkylation of darcabazine
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Figure 2 The process of 8-carbamoyl-3-R-imidazo[5,1-d]-1,2,3,5-
tetrazin-4(3H) -one from the reaction of 5-diazoimidazole-4-car-

boxamide and isocyanate
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tetrazin-4(3 H)-ones
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Figure 3 The mechanism of decomposition of 6 in aqueous solution
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Figure 4 The mechanism of action between compound 7 and DNA

:Nu—DNA

N2
NEQJ Hsy A H3;C—Nu—DNA



- 3412 - 22224 Acta Pharmaceutica Sinica 2024, 59(12): 3409-3412

HE AL (10, m°A) 17 9%, & BRI [ 06 2 fb (11,
0°mG) 1 5%, O°mG EIRA R E/N, HEZ |/ 2
] (Denny BJ, Wheelhouse RT, Stevens MF, et al. NMR
and molecular modeling investigation of the mechanism
of activation of the antitumor drug temozolomide and its
interaction with DNA. Biochemistry, 1994, 33: 9045 -
9051).

(@] C‘H3 NH, O/CH3
N7 = N 6
HNJE: > LT N7
)\ N K* N /k ‘ >
H,N" N N N N
H | § HNT N
CHj; %
9 10 11

3 A LR R R B I fg P s A FH A 24 AL 1, B
RTDNAWEDIMEBEE R O O°-H £ 5
15 -DNA- H 3£ 5 % g (MGMT), & A4 B #EF 1/
W, @ E A 3 O, FF DNA FO°-H
B WA () F BE A AL B | By 1) I R R A b, o
HC”LMEE DNA; @ A8 U2 5 (BER), H LAIEFR

HH T 4 A A B A 2 TR 5 RS 1K) DNA 45 1) 467
fi; ® B E (MMR), &8 E R E A 2 APk
5 DNA & il b= A A R AR A . MMR 1R A5 T Y
i M N - B R 3R i, O Bl R B R G BT D) 4
ST B R M AZ B R 7 41, T 2 TE A e e 471

B SLIE 0 DNA KA m’G Al m’A FJE AL, 7T BH
S 40 i BER I AL, % Ui Blam ERifG . ol 2
S 4 My T R R R AR A, IR B T Rk O°-H Ak
1 R R g ) MGMT BLAI, LR A 52 8RB 1 5 )
9 MMR AL o 5 5 e fl 1 BRe PR 7E T, B0 S IR
KA O-H AL B, B R 5%, 21 RHE T & 31
F, PR SR AR PR m®G AN P ) 7 C 6 1T A2 5 0
RS 25 4, 3K T B 1% T5C X 948 % 240 1) MMIR g 5%
SRR 2 4, X R S BT V) . Hl T S AN B
Hhof i R AL, JEEE G B, SO MMR R 3 T B
o SRR RR 2L 1) A2 Bl -45 TIC - BT 1), f ¢ 3 B500 40 i
T2, FERXANE L, B M0 1 e 40 L ) MMR Bl
#, 58 8 & M T (Tentori L, Graziani G. Recent
approaches to improve the antitumor efficacy of temo-
zolomide. Curr Med Chem, 2009, 16: 245-257),



