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(1.EXAEMKFHF AR, X 400016;2. Wl A F #3Fre, Wi A4 610041)

1 E. X LEF5BAAEA &S (Antineoplaston A10) K R &) —FrrEM =4, B — ZALE 694
MR ER, ARG HERT LM ELBRFLSEABRBELE S HUARXERMBER, 68 FXA
BB ESHT, ARBERENS L- 588 v L EARTENL, BLE—F S RBFLEH, REEH B,
KRS, RS HEMEZ IRVHNMR A5 EE, T4 At BAFLG SO R BERLA
MTT i& s RSP SR e SR B m AL R E R H AT T MR, M R B FTH — LI Bampe A E91Em

XN X LHFLERE; S R
FhE2HS R4

FHREREE RARFRETEAY—ERA
1155 718975 ], Greenstein 28 A\ & B 0 4 B B A S
TEVERCIE ¥ A B, Eagle 25 A M9 50 50 VF 9 8 B B
RFEEMEAMRAE KA LT R, AMKE & GRS
B A E B, T8 40 8 E K 0 7 09 B S B RE I 25
RETE E 4242 5 % E Burzynski BFZTFT AT 3 - %
%3 - 2,6 — Wk 8 (Antineoplaston A, ) B H &
EVDPIMEENE, FEREEHEDY, #—HRE
B AR YR LB AR R LB o & B
FEAL R A R FEERE TR S D . RAT R X 2
WWEHHITTHIR . BT EBIEAM YA
LEBAERBAELBR S EB RS YN S
R Bk B 1S T, AT ek 40 A 9 A R 8 R 14 1 )

ER .

0 (6] R
4 -HNV\(IU(-Hz
5 —-HN —N/_—\N - ‘< > e

H1l FZIBRREBRBRELEGWNHI FEN

« W AH2002-01 - 31

EEARIREG A

AREEASYHNBBRMMMENREER, FE
HZEAYHE RE TR, ROTBIHHERT — K%
MELBRCABERRLSH(E ), FH#ITTHS
IR

1 A%k
1.1 AR vy PERNH A REB L
EMHESRMET

o C

HOWOH

NH;3

XAEG o A7 MR RE N T B, BT AT £ 4%
PERUXS v PLEATREIL, KA TR BERIB AL 145 5 4t
BEREM y PEs.

(o] o}

o on AcCUMeOH e C-OJ\/\)LOH el
NH, RT 48h NH,
o o
Ll HC.
_— o OH
NH,

H2 A8E-v- PEANEE

1.2 bttt &R

HERT-FZHB(1954- ), B BERA BEXENKFRIBER B, HRSA . HYERS5&HT
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O/\rNHI\iU CHs _ RiRaNH/CH:Ch
° 0” “oH DcC

NHI\iUCHJ
(o)

G” TNR,R:
NRiR=R KL& 1

H3 BHRTYHISK

2 LR
2.1 HLBEFEMBE

1E 100 mL BURESRP AR LR 4.4 ¢(0.40 mol),
FALTEH 60 mL(0. 83 mol) , e WA F LS TR BRI B
R B, A A B, SRR 5E B, E G B EAE
PR, U TR 7548, 4 4 98 ~ 102 C/1.3 kPa(9 mmHg) 1%
43 ISR B 60.0 g(RF ) 403 97. 1%, SCARTRIE UL
#89.5%",
2.2 L- 2R v - PERHE

£ 500 mL B R, A B BE 250 mL, ZBER
20 mL, ZiRWHE 0.5 h, REREMA L- #EFL36.8 ¢
(0.25 mol) , ¥A#RJS ,BR B A8 h, AiMtiE 1, B 20h 7
38, EHARICBE . By E T, T4, 55, HH
F70% HBEE 45 54, ISR 61 21.0 g, 0E 2.1% 5B 5
180 ~ 181 C(CUHRIRIE, #4182 C, Ml Sh UL ZE 42.0% ~
54.7%), JCEMT:C:44.52%; H:7.02%;N:8.51% (i1 &
{H:C:44.72%; H:6.8%;N:8.0%). IR:w. 4340 cm™',
vo_u3 M0 em™ 5ve.01 730 em ™' ,1 640 em™',1 620 em ™,
2.3 N-¥ZBk-L- &8 v - PER%E

FE 500 mL A=V, IMA L- 8Bk v - HRE 3.0
(1.43x 107 mol), Z%187K 310 mL, BREREEY 42.0 (0.5 mol),
Pk VKB HI T DA 2.8 g BB, R R SRS ,

N:5.02%)0 IRux 43336 em '5v,.,1 720 cm ™' ,1 2 em™'
2.4 HEFEALADRHMER(N-FELZE-N,N - (1,5
R—#) - L- OB ¥ - PER)

TE SO mL M =V, A 1.0 g(6.2x 107° mol)
N-ZZB-L-#&EMv- FE8,20 L ZF B 52, K
B3, A 0.35 mLUKEE,0.8 gDCC(ZIFC £k —
MWL), T 3 CUUTRLL 3 h, I ®, A DEH
B, =iRBiFE | he FUk, EERADVFZEH R k.
VBB SRR EIHE, BT B AR ORER
3 ARG AR EIBRIER 3K  REAKER
ik, EREN, FRVMHAIBRIBES &, HE6E
i ZEVKFE P AE 3 h, o1 iE, B OB O ERE X, T,
T4, 154 5H 0.7 g, 1K 56.0% 45 5 124.5~ 127 C, H
IR BRES G, FRHHA, BA 124.5~125.0 C,
[a]¥ = —6.96°(NEH,C=1.08) ,JTCEDHT C:65.78%;
H:7.88%;N:8.22% (it {H C:65.87%;H:7.57%;
N:8.09% )0 IRy 43280 cm™ ' v.., 1740 cem™' ,16M0cm™ ',
NMR 8 5 (d, = NH), 8,5 (s, 5&HEE ), 8,2 (m,CH),
83.63(5’0C§3)83.23(S’ CsH;CH, . )&.n(q, -CH, - N-
CH, - )80 12 (m, FEKHFE LHE).

KA R 78 B M 4 B R, IR F
A . [o]) (EtOH) . JTTE 7 BGiERIEME 1 ik,

R1 HRHEERMEER

FAZE W LR (25 mL x 2), R/G @1 pH = 2, 4 di, REE  WE/9 ¥ 25/ °C (o] (EtOH)
KETHE 3 h, S8, BAEARMBAKKRIK, 1 56.0 124.5~ 125.0 -6.96(1.08)
T, TH#, B33, 2g WHS3. 0%, HMES 2 3.4  157.0-158.0  —34.40(0.97)
MZBEsTEESEHHS, B 134. 5~135. 0C, 3 34.0 162.0~163.0 - 15.0021.52;
n_ . ~ _ ' . 4 54.0 119.0~120.0 - 13.60(1.84
[a)y = -9. 37 (EtOH’Cf L.6)TLHR T C:60.42% ; 5 52.6 137.0~138.0 -15.30(1.03)
H: 6. 29%; N:4.91% (i1 & {H C:60.21%,H:6.14;
%£2 HRAHTESTRAISNIE
o vem™ (IR) SRS (GBS XITEE) /%
o C=0 N-H C-H c=C C H N
1 1 740 3280 2980 1 550 65.78 7.88 8.22
1 670 2 940 1 495 (65.87) (1.57) (8.09)
2 1720 3275 3020 1 540 68.33 6.49 7.44
1 620 2970 1520 (68.40) (6.51) (1.60)
3 1720 3280 3 040 1 600 67.58 6.17 7.70
1 660 3 020 1530 (67.80) (6.21) (7.9
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xR
.y wem™ ' (IR) AESHEERITAEAE)/%
Ae Cc=0 N-H C-H C=C C H N
4 1730 3 280 3 080 1590 62.29 6.97 6.80
1620 3020 I 505 (62.20) (6.79) (6.33)
5 1738 3288 3074 1 540 61.69 7.48 8.00
1 664 3218 2 951 1 495 (61.97) (7.80) (8.37)

3 WIS

A MBS Pk b g 78 tE R A MTT 31T
W5k, 3 E X 2L R IR BR 100% BB BT /AL SR
W, LR RIE 3,

&3 HadIREEKEY
B S 3R BB ¥R 100 % /N 9B B/ (pumol/L)

1 14.4
2 13.2
3 5.2
4 2.5
5 11.7

BRI RY, ZALE VX FLRE R BR 100% 5K
SR BB, FF A RS 3.4, HiWEREHE
R, B R — 2RI R
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The Studies of Syntheses of Phenylacetyl Isoglutamines Derivatives
and their antineoplastic activity

LI Qing -geng', LUO Yong-peng', CHEN Jie', JI Qing-gang', YANG Shan -bin*, JIN Chu - rong’
(1.Dept. Pharmacy, Chongging University of Medical Science, Chongqing 400016, China;
2. School of Pharmacy, Sichuan University , Chengdu 610041, China)

Abstract: As one of degradation products of Antineoplaton Al0 in vivo, Phenylacetyl isoglutamine shows some antitumor

activities. According to these, we designed and synthesized some novel phenylacetyl isoglutamine derivatives for researching

their antitumor activity. In the syntheses of these compounds, in the acid condition, the ¥ — carboxyl group of L — glutamic

acid was selectively transformed to carboxylic ester first, which was then transformed continually to the target molecule. The

mild reaction conditions and good yields are the merits of this method. Evaluation of antitumor activity of the target molecules

was carried out by MTT method to breast cancer cell strains. The results showed some compounds can inhibit growth of the

cancer cells.

Key words: Isoglutamines; Synthesised; Antitumor
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