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Synthesis of Melitracen Hydrochloride
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ABSTRACT:OBJECTIVE To synthesize melitracen hydrochloride. METHODS

The target compound was prepared from o-

benzoylbenzoic acid as a starting material via seven steps including reduction, esterification, methylation, cyclazition, oxidation

condensation, anhydration and saltlization. RESULTS  The structure of the compounds was confirmed by IR, NMR and MS.

CONCLUSION  Some improvements for the synthesis of melitracen hydrochloride were made and the synthesis route was feasible.
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Fig 1 Route for preparing melitracen hydrochloride
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WEIR 23l 2 O K BREREE | 4 4M T4, F 25 A 3 I
iR 2T AR, Finnigan LCQ Jii%{Y; Varian
INOOVA-300 #4743 ( TMS 1E P45, DMSO-d, fE
R s WRS — 1 B8 mU GREETHREALE) .
2 PFEERR(2)MHE

7E 1 000 mL = FU A I ACGR 2R B BER R 75
2(0.332 mol) , #4547k 500 mL, Bifa4 15 g, 7K 150
mL, 73S 150 g(2.29 mol) , J5 THE % 85 C
JIE 72 Y 205U, UE M FR AR pH =3. 0, #7 i
KEEER, L8, WYL 5% Bk R A0V T Ff, 3L g
BRI, U8R LR ER BRI pH =3. 0, 81 K A
o [ A, 10, A A 36. 5% Z RIS 200 mL, il
AR, P UK B IR , AR S A A i A, 08, U
WS CURCE Ve 20, Bt A g, 8 s Ik i, T
7850 g, mpl16 ~117 C K 71% , SCHkP mp117
C UK 50%
3 BFEXRRBE)MWHE

7250 mL = FURH AL S (2)40 (0. 187
mol ) , FIEE 100 mL, YA R 2 mL $iit $ 5 % , S i 7
B 6 h, 5 SN S 1, TREZE B 25V 1, Skar
A 200 mL 2B, K GER, AALZ LA 5% NaOH
VEIRUETS , FRKYE, JOK MgSO, T4, e 445 41 g il
K. W#93.8%
4 2-FE-a,0c ZHEFFE4)WHE

TE = A INA 48 %6 TG 7K 2.k 500 mL, 43
JEH 6 g(0.870 mol ) Fl/ 5 flll, i i/ 1/F L HH Ao, ¥
G & M s 717 ¢ (0. 5 mol) , R4 A #A 111
i, o AR RSN SE HE, 18 A 22,6 (0. 1 mol )
&% 3 19 100 mL Jo/K ZEEE R INERENR 3 h,
B BIAEAZR VKA, B0 30 min, 43 AL
JZ KA QAR S IFAPIUZ, T, 0k, w4
1521 g kY. A MRS, 515 19.8 ¢ (@A,
mp64 ~66 C % 87.6% , k™ :mp66 ~67 C,
R 96.9% .
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7E 250 mL = H WA IA 70% iz 90 mL,
PN 18 ¢(0.5 mol) fb-&H 4 (19 LBV W, I
B SR 12 he B PIEA 500 mL 7K Hr,
FH R AR, A ILZ FHIK B L5 % Hike BR A1V W V% 35 )5 P
IRV, T, R 22 08 28 18, i 4R bp115 ~ 120 °C
(1 mmHg) B3, 45 13 g kY. IR 78.5%
6 10,10-—FAEEE(6) HH&

AP RO MR 13 g(0. 063 mol ) , KT 2
130 mL fin A R Wi AT, FHR 2 55 ~58 C 6 10 g
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(0. 1 mol) =4 L% T 450 mL pK W2 % WK
(50% ) v i 2 s WO i 8 Be T 55 ~ 58 C
SV 4 b TREZEBR KU, AR AR P A K 130 mL, 4
FER A, fff [ A 42 43 WO, F9 17K 130 mL, $ii$f: 10
min , 1398 , KBk, B 580 B A, A HLZ KBk,
THE AT BRI ClE-K (30 1) 455, 14
10.2 g [5G, BOR 73.5% . mp99 ~ 101
C . 3k mpl01 ~102 C
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il &

% 1.35 2(0.056 mol) £ .50 mL JG7K PU A Ik
MR 3 ORE AT A S O, i GO, A 6. 84 ¢
(0.056 mol ) N, N-— H1 JL-3-S A Jig, ik} 58 e, THil
[l 2 h, ¥ A0 2 54 8. 3 2(0.038 mol) {54 6
A EaR s b, 2R 30 min, iITA 35 mL K,
S AU, KA 35 mL SR 20, G AL
FH, TOKGRIRE: TH Wi &= 1, 1381 10. 1 g fb &Y
7, 00% 87. 1% ,mp85 ~87 °C ,

8 ENERERI (1) MH&E

#10 g(0.032 mol ) fL& 97 23.5 mL 5 H &
6.7 mL YRERFRANA SR, FHE N 1 h, 4]
B RAE 2T 1R 26.7 mL PR,
TRV ik, UG 2 TR AT o A o U8 A Y R R
U3 7.3 g ERERFE AT, IR 68. 6% , mp246 ~
248 G5 (3CHE™ mp245 ~248 °C 0% 50% ) . 4li i
99. 6% (HPLC H — fb ), J6 & 4 #r
(ClezsN : HCI) SE(WU {E% (fi I/I:\» {E,%): C77. 08
(76.92), H8. 02 (7. 99), N4. 33 (4. 27), Cl10. 75
(10.81), MS-ESI m/z:292 [M + H]*.' H-NMR
(DMS0)3:1.53(s,6H),2.76(s,6H),2.96(q,2H) ,
3.30(t,2H),6.06(t,1H),7.28 (m,1H),7.31 (m,
1H),7.33(m,1H),7.36(m,1H),7.53(m,2H) ,7.57
(m,1H),7.61(d,d 1H) ,11.14(brs,1H) ,
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