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Anti-toxoplasmosis Effect that was Separated in Artemisin annula
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The Chinese medicinal plant Artemisia annua is the source of the antimalarial compound artemisinin. By the way,
Artemisin annula was known have endoperoxide ring structure is included and has anti-malarial effect. Malaria and
Toxoplasma gondii (T. gondi) is belong to Apicomplexa genera. So, confirmed whether we go compound

1,5-bis(4-methoxyphenyl)-6,7-dioxa-bicyclo[3.2.2]nonane

that

have endoperoxide ring structure and there is

anti-toxoplasmosis effect. The efficacy of 1,5-bis(4-methoxyphenyi)-6,7-dioxa-bicyclo[8.2.2Jnonane alone was examined
in vitro and in a murine model of acute toxoplasmosis. In vitro studies were performed with Hela cell cultures, with
quantification of Toxoplasma growth by a cell proliferation assay. Selectivity of 1,5-bis(4-methoxyphenyl)-6,
7-dioxa-bicyclo[3.2.2]nonane was 4.9 in vitro cell proliferation assay, this is higher than sulfadiazine (selectivity was
1.63). For in vivo studies, mice were acutely infected intraperitoneally with 10° tachyzoites of the virulent RH strain and
then treated perorally for 4 days from 6 hours postinfection. Efficacy was assessed by sequential determination of
parasite burdens in peritoneal cavity. /n vivo, 1,5-bis(4-methoxypheny!)-6,7-dioxa-bicyclo[3.2.2]nonane inhibited Toxoplasma
growth at a concentration of 150me/kg of body weight per day, the inhibition ratio was estimated to be 85.72%.
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1. Az 7R
2 Aol AIER 43X AE[RH strain of Toxoplasma
gondii, ATCC, No.50174)9] & KP100 CD-1
QA ul2A(female mouse)oljA] FETh 1x 1070 EATAE
9] Jorl S 458 KP100 CD-1 ¢ nis BEzbo] Felsh 9,
44 MRAE AFEE AMGARICE 22l 2%8)
FBS(GIBCO, Lot No. 1315128)& &rEF RPMI 1640
media(GIBCO Lot No. 1346255) 5m{ & =20 UG 12 30
B¢ 7PEA TR aiErk DW g 10mAeE] FA)
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Al 2400RPMollA] 1027 48] oith fdEede s
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1,5-bis(4-methoxyphenyl)-6,7-dioxa-bicyclo[3.2.2]nonane2 O}
9] Fig. 18] 72 & 7IXI Urh
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Fig. 1. 1,5-bis(4-methoxyphenyl)-6,7-dioxa-bicyclo[3.2.2Jnonane, Cz1Hz40s
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Table1. Selectivity of compounds for anti-Toxoplasma gondii effects
EC50 In Hela EC50 In T.

cells(el /m)  gondii(e /ml) selectitly
15-bist4-methoxyphenyl)-6,/-dioxa-
bicyclo[3.2.2Inonane 511 17 19
Sulfadiazine 4202.3 2575.3 163
244 W Add
AT HolA P ZiolA] SI8HE 1,5-bis(4-methoxyphenyl)
-6,7-dioxa-bicyclo{3.2.2]nonane2 &TICIOIA|S) A 819 MH S

Ert =2 HUE S HIECE AA oAl BEAEAES g3}
2I57] 5l MR ARSSIH 447 AAUEE DI
318HE1,5-bis(4-methoxyphenyl)-6,7-dioxa-bicyclo[3.2.2]nonane
47 ¥ KP100 CD-1 ¢4 o220 150mg/ ke (<= 4470
2ol ¢t A ZT FOBICE BZUY SLa2AEY SUE
BT 9o} AYs] BUTIL) 85.72%2) AR EE HIir) o]
Esiclobia Fofdh 2BO71%)3 & siciolA et lzlvE)
S otlsld RS 28(99.77%)HCks GUXnk mlEwER]
-.—oiol IE(E7.68%) T =2 AX 80IUriFig. 2).
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Inhibition ratio of tachyzoites(%}

Fig. 2. Inhibition ratio of tachyzoites of T. gondii in mouse
peritoneal cavity. Negative control: * and after 2nours given distiled water orally,
Sulfa only: * and after 2hours given sulfadiazine sodium saltt50mg/ke) Only. Pyri only: *
and after 2nours given pyrimethamine (12.5me/ke). orly Sulfa+Pyn: * and after 2hours given
combing these two drugs orally. 1.5-bist4-methoxyphenyl)-6,7-dioxa-bicyclof322nonang: * and
after  2hours given  15-bistd-methoxyphewh)-6,7-dioxa-bicyclol322lnonane  orally.  *:
T.gondii (1x107) Infected by peritoneal cavty.
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