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AR~ 23TEAIMENTHANR, BREE B # #10° £ K # &1 (Trypanosoma
evansi) G248, HEIBAARFBROIBREBIF—R, ARHiLNRBRARKEN_RRE
BaE (DFMO) &gk, %45 3R, &R %8, 1%DFMO +1.25mg/kg W JB /Ra 1%
DFMO +0,625mg/kg HB/RF0,5%DFMO +2.5mg/kg NB RINEMASR, LBTRY%
100%, th&BHRMERNTRASE B E O¥EER. B4 8 NIH/MR, BRE8pKEE
F10SF R dUS65/NN ( tIfIAEK1.5~2,5% 10%), 4Ef 1.5mg/kg MBRBRIT—K, 7R
BHENRARE0.5%. 0.75%. 1%F12% K DFMO Xk, #4838 R, £ RBR, 1.5
mg/kgllB/R+0,5%4DFMO, 1,5mg/kgMB/R+0.75%DFMO, 1,5mg/kg WBR+1%
DFMO 1 1.5mg/kg MR +2%DFMO HERMEE WXRFRERFGBERSEN
20%. 40%. 80%F1100%.

*x@i| FRER, HYEH, “HKPELER, ER, #MAUEM, NIHAR

FEHE R X A FHIR(Surra disease), BR—MEZNREFERAK D, BF
FHHKEEERERATR G, ANz RSUTZHRT, BIRETMNK BECIH
HEY, BEHIRD, FNBESEEFOAMTRT, EREXNEH 8 £, HiE
b B Z5m NE R (berenil), FHhB(suramin)fad2 4 $E(antrycide)E % HE
R, FHEKR, MANGHRFAEEREEZRAENEN, BHiit, SR, FEHFOEX
FERAERBHBRGEE, Bacchi FATIBELR_RFXESER (DFMO)%
LA R HE (T, brucei)F RIFHIGITRR ), HEERERK, RUERKNZY
RrUE A CY, ih, BT DFMO mERTRZ2E MG ODC WyfE BT &
RRRNBEREMEREERER, BREASBHERET Y, REEAKEE, FEEGERNE
HFEAh A, BT, REERE—FMREZBEHERNE—REKPRNE LSEH
{ monofluoromethyldehydroornithine, MFMO « CH,), ZFEIAIr LB RLB AR

Ar19884E 3 § 7 Hikc
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fpt, REFLDFMOER ), RIRBTMKER R (Plasmodium berghei) 4L4h
B, $FHELDFMORF0684AE 7, Bk, Fx MFMO iR E A 4
F ST R R MR AA R E AR SnUE/R%ES DFMO &/, dHF
REHIIRNA. BHERER WRATEENET, UXBIRBHME, DEEEAD
WL,

1 #BRAE

1,1 % %% DL-o-—HPFHBEFHKR(DL-a-DFMO)H%E Merrel Dow Research
Instituted®flts UBRERNEZHBI 0. '
1.2 & & ATBREAMDRBNRESE NIH SR, BTE4I34ETSR%5, &
H|20~237,
1.3 PREIHROABRSE FRERTISIEEEEHIERFRES Bk
g Ed, ZPRERERETERE. ZRW1RESR, BRS8N B & MR,
N REEERBIERENDE, YHMEKXI N, B ZERE, DERm, X8
&1 PRBHBOBRE K (PSG, pHe, 0)E, 71000 #/45hE.0 5 SbhAd, B
FERERRIS-BOE, AORHERTE F B bR
1,4 PRER5EA RANBSR¥BEEEREDIC, O5HANNI B E R E
24h, ¥BacchiFCINFHHES A NREARKRENDEFMO Kigk, E% 3 5
@ 3 ApREMEDRE2h, HHRAAAFNBRIBRIEIT—K, ARt /D BERRHE
ERDEMOKER, #£8:3 XK @4 A/PREREDS 24b, RREAEF BN IIBKREG
r—iks @4 ANFERES/S65h, BMAEKXL,5~2,5%X 100, RAPNRAERH 1.5mg/
kg MBIRIBIT—IR, 7T RKEHEiLEHANESRIK 0.5%, 0.75%, 1 %F12 %DFMOsk
wk, EHEIR, #AEL,

2 B R

ERERBR, NRBRRFRERF24E, BH1 B FEDFMOZ S T3 R,
TRBHRORE, SHMERsmg/kg IBRGBT X EHRBA(REL )., A1 %
DFMO +1,25mg/kg J1 /& /R, 1 %DFMO +0.625mg/ke Il J& /R #10.5%DFMO +
2.5mg/kg MB/RIGIFGITREFRERG24AR, BRBL0DW BT X, T
LWEHERERNAABNRE. BT ERASA/DRESR B YBITRE b fEHRR T
(~10*), MEEEFNEBEERE, HTIHERDFMOSNB/REARELTEES
1) ERFRERROMR, RNENBRBREFRESRE 65h ( BNERARK B mE
¥1ik1,56~2.5X10%), £ f1.5mg/kg B REBIT—IK, BRRBAZBRERK %KB4H
ShE MR HE R, PIRANBIET:, NBREFT REHibXx®ENRBARKEYDFMO
KiFdk, 43K, BRNEBRREERAN/NEE D, BRKH, LL0.5%BH0.75%
DFMOfEF BT RAMN R, LHFNRBIZ60RI L4 Bl R #20%540%., B 1%
DEFMOEF BT H/NR, HEEREET60R ERA80%, T 2 ADFMO &iF
AR, BERMK00% (£ ),
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Tab, 1 Effects of DFMO and berenil on TrypanOsoma evansi infection in mice

Drug Treatment regimen Day of mice died No. Cured/Total
after treatment No.(%cured)
-Coatrol 2 0 3,3,3,3,3.5 0/10 ()2
3.5,4,4,4,4
DFMO 2 0.1% in drinking water,®- 3,3,3.5,3.5,3.5, 0/10 (0)
3 days 4,4,4,4,4
0.25% in drinking water, 3,3,3.5,3.5,3.5, 0/10 (o)
3 days 3.5,3.5,4,4,4
0.5% in drin‘king water,  20,21,21,21,22, 0/10 (0)
3 days 22,23,24,24,24
1,0% in drinking water, 10/10 (100)
3 days
2.0% in drinking water, 10/10 (100)
3 days
Berenil 2 0.625mg/kg, i, p. one dose 12,13,13,13,14, 0/10 (0)
14,14,16,16,16
1,25mg/kg i, p. one dose  16,16,18,18,18, 0/10 (0)
19,19,19,20,20
2.5mg/kg i, p. one dose 21,23,23 7/10 (70)
5.,0mg/kg i. p. one dose 10/10 (100)
DFMO +Berenit® 1.0% +1.25mg/kg 10/10 (100)
1,0% +0,625mg/kg 10/10 (100)
0.5% +2,5mg/kg 10/10 (100)
Berenil + DFMOS  1,5mg/kg +0.5% 21,22,22,22,22 2/10 (20)
22,24,24,
1.5mg/kg +0.75% 22,22,22,26,29,38, 4/10  (40)
1.5mg/kg+1.0% 22,24, 8/10 (80)
1.5mg/kg +2.0% 10/10 (100)

a. Mice (NIH, female, 20-23g) were inoculated with 10° trypanosomes, Treatment
began 24 hours after inoculation, Untreated infected mice died in 3 to 4 days
with trypanosome counts of>10%/ml blood,

b, DFMO provided in all instances in drinking water based on a daily intake of
5ml water/25g mouse (Bacchi et al., 1980),

<. Sixty-five hours after inoculation (10° trypanosomes/mouse), the parasitaemia
of all the mice reached 1,5-2,5% 10% trypanosomes/m! blood, all the mice were
treated with 1,5mg/kg berenil, Seven days after berenil treatment, the mice were
treated again witk 0,5%, 0.75%, 1,0% or 2,0% DFMO in drinking water
respectively for three days,

d. Considered curative: Cured animals remained aparasitaemia for>30 days (the
groups with marka) or>60 days (the groups with markc ), and the blood, brain

homogenated from these animals failed to infect health mice,
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HER. FRPFREANE RFAE HERNSY, AdRTEMNRLLE R
B p(blood-brain barrier), MABERMBARKARKERBRGNE SR, H i ¥ilk
&, BacchiFBiil M P £ EER(DFMO)T i 77 K # th Sy B A0 5 B se
AR R EBHHEREFRT R, BE, ERZATRITBHAERSRA, THRETR
FRIRR O, REDFMOGA MBI X A MAS, XKERKER, HE, AT
AHBRRK. TEKK(00mg/keg/day, HE: 6 & U), BARAFTT Ziir &M,
Hit, BB LT aMAADFMOfHZubE S xR ER A, § &k 5DFMO
HH, BRRVESHYNAE, BETE, XEAROUERTENE RN SYy, B5
BT A ZkE. BHRHE, $X8%E (bleomycin), 7 & & F(formycin)fl 9 —
deazainosine% & ¥ 5DFMOE M, BE#IERAXEAYAIEBIRIE H, B B fBk
RAMGEERAERXEEF AT RRENEHE R, BTFFRE BERE
KEFRTE, STF. DEREOAAMIET, BERBEA K R L, Hit, FR. &
WA ERFOHERSERELESEENANMER, Ak, HIMRXADFMOSE™
MBRERBTERFRE R, HEREH, MRERFRERE 24/, 4 3 H
0.625mg/kg, 1.25mg/kgR12,5mg/kg B IUB/RIEIT—IK, FEikXB/NFEL IS 1 %
F10.5%H¥DFMO, #%: 3K, HANAEEHEI0%, tb&HBMERATREHF
R hm A R BB, B2, 7/ BUSAP CH thF 65 N ( A 1.6~
2.5%x10%), BARML.5mg/kglNBRIGT—REBLEARITHMEA MBNEER K, T
BENRBREBT TRXEXA DFMO #£/T=X, HERPFOENEE M & =5
24N FIDFMOF DB /RECH G T 2 R, H,1.5me/kg DUB/R +0.5%DFMO
HA, RAE20%/NRAFER EEL60R by 1.5mg/kg JUB/R +0.75%DFMOH R
H40%/NFETFR R HEE60RYL L. BIEZ1.5mg/kgll/B/R+ 1 %BDFMO 4, HEFR
A 60K A LRI R E80%, #EILF 1, &I, HIALANERESEER
. YPHEEFEHMER, #SARSEHANRELTEEHEY Lo K&, Bk, 4
DFMOMBEMERRE, ATrERETERFENINILRE, 5IRE &, F % /DE.
FET.
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Effects of Drug Combination DL-alpha-Difluoromethyl-
ornithine With Berenil on Trypanosoma evansi in Mice

Lun Zhaorong®* K, -P, Chang Cyrus J, Bacchi
Abstract

Three groups of inbred NIH mice which had been infected with T. evansi (10%
parasites/mouse) for 24 hours were then treated with berenil for one dose and with
DFMO in drinking water at the same time for three days. The results show that
the combination of 1% DFMO +1,25mg/kg berenil, 1% DFMO +0,625mg/kg berenil
or 0,5% DFMO +2,5mg/kg berenil all give curative rate of 100% when examined
30 days after the therapy. The curative rate of above drug combinations was higher
than that of them when they singly used.

In the other four groups of mice also inoculated with 10° T. evansi/mouse, Sixty-
five hours after inoculation (the parasitaemia of these mice reached 1,5-2,5 x 10%
trypanosomes/ml blood), all the mice were treated with 1,5mg/kg berenil. Seven
days after berenil treatment, four groups of mice were treated again with 0.5%,
0.75%, 1.0% and 2.0% DFMO in drinking water for three days respectively. The
results show that the curative rate of these drug combinations is 20%, 40%, 80%
and 100% individually when examined 60 days after the therapy, We consider that
the above drug combinations DFMO with berenil are not very effentive for
treating the late-stage (CNS) T'. evansi unless the dose of DFMO is increased up
to 2,0%,

Keywords Trypanosoma euvansi, drug combination, synergism, difluoromethyl-

ornithine, berenil, NIH mice
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