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Distribution of harringtonine positively and nepatively
charged liposome in rat tissues

WU Huai~-Liang. WENG Guo-Ying. ZHOU
Xue—Min, CHENG Da—Dun (Namjing Institute of
Muateria Medica, Nanjing 21000%. China)

ABSTRACT Distribution of haringlonine positively
and ncgatively charged liposome (HL{+). HL({—))and
harringtonine {ree drug {FH) in rat tissucs were mcas-
ured by HPLC. Their LD, in mice were comparcd.

The resuls showed that distribution of HL(+), HL{—)
In vive may be changed, that the amount of HL(+).
HL(~) was increased in the liver, lung, and spleen
and in these tissues it was 2—-30—fold higher than that
of HF after iv 2 h. HL(+}, HL{—) may aid to perme-
ate through the blood—brain. blood—testicle barrier.
and to reduce acute lethan toxicity, Areas under the
time curve of HL{+}, HL(~) in brain a nd testis within
2 h were 2—4.5 times as much as those of HF. There
were significant differcnces in the fate between
negatively and positively charged liposomes in vive.
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METHODS AND RESULTS
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Wistar A B, 1. 3—4 A & 205 sW g
HL(+)} HL{—)f1 HF & 6 A, W4 3 H. iv
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Tab 1. Tissue distribution of harringtonine positively, negatively charged liposomes and barringtonine free—form
(HL{D), HL{-} andHF)4mg- kg™ eachinratsafteriv. n=3, ¥t s

P> 005 T“TP<005 "“TP<001vsHF

Time/ T
min pe Hean Liver Lung

Concentration of harringtonine in tissues, ng./ g wet weight
Spleen

Kidney Brain Muscle Testis

HF 2350% 70 40001 400 10401 70

HF 1 520+ 50
7T HL{#) 1730+2300°

4 400+ 300 I 850= 60

HF 1840+ &0 53004 500 8731 20

47001 400
3 HLi{+) 2890+ y70°"" 12 700+ 1 100°""6 780+ 180" " 5] 000+ 400°"°
HL{(~) 3070+ 90" 159202 160°™ 3340+ 300°"" 29900+ 200°*" 22000+ 1100° 108+ 117" 1270= 160"

3400t 400
14 700 1500" 6 600+ 300°"" 56 000+ 3 700""7 7790+ 170" 167+ 7°°' | 280+ 50" 2041 17°'°
HL{=) 2580% S0F™" 17900+ 1 500"""3 100+ 210°7" 40300+ 100077713 900 600" 106+ 977" 1370+ 307"

5170 170
15 HL(+) 1380%50°"" 13700+ 400" 5370+ 230°°7 47 000% 4 800°7" 5 E90+ 200777
HL{(=) 1600x 230°° [9400% 1000™"" 1 4402 80" 356 000t 3000"™" 7 7001 3007

21500+ § 230 54t 4 1403+ 27 3111
B920+ 138777 216+ 377" 1 124% 1977 176z 6"
102£ 7°"

8970+ 220 46+ 4 1 4%4+ 23 42+ 1

97+ 97

§ 500+ 400 S22 2000 140 5B+ §
T1000x 60777 [80% 1377

891 7777 1200 50777 94t 9C°

HF 120 o0 [ 690+ 80 402x 25 [ 940 100 3050+ 240 454 1 4]+ 24 44+ 3

30 HL{(+) 689z 127 9800+ SO0°T" 2690 150777 42000+ 200077 2730 26077 1502 977 200+ 2277 165t 4777
HL(=) 373z 12777 10000L 600°7" L 140+ 807"° 17 ROOL 300°°" 1530+ (077 86X 6™ 260+ 29°°° 90+ 107"
HF 399+ 7 930+ 30 158+ 10 1 2904 100 [ 040 70 40+ | 258+ |B 33+ 2

60 HL(+) 420+ 507 3700+ TOOTTT 120+ 100777 3B Q00L FO00°TT 930x 707 92+ 4777 1134 12" jé2+ 477"
HL{(—) 1572 17°7" 8000 6007 400+ 40777 {5400+ 1 500°°7 397+ 2077 63+ 577 120 15777 642 3777
HF 187 12 550= 30 %ot 6 Bi81 50 3let 28 28+ 1 122+ & 313

120 HL(+  252x 207" 5750z 20077 800 40°"" 24000+ 1200°7° 2501 5077 6+ 3 9+ 10" 159t 12
HL{-) g2= 8" SO00E 400777 0= 30777 13500x= 1 700°%° 161+ 44777 38% 3777 6= 2777 So= 47"
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Tab 2. Areas under the time curve of HL{+).
Hl{-). and HF in brain and testis of rats within 2 h.
a= 18 Tt s "TP< .01 vs HF.

Arga, min* pg /g wet wi

Brain Testis
HF 398+ 0.18 425020
HL(+) 12,1 06" 1972 0.7°°"
HL(-} 8.4+ 037" 88037

DISCUSSION
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