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Tru’o'ng Dai hoc Dwoc Ha NGi

’Hoc wen Y Dwoc hoc cé truyén Viét Nam
3Vién Sé6t rét - KST- CT Trung wong
“Trwong Pai hoc Y Ha Noi

truvong dién. Hop chat (32) dwoc dung béng
duong ubng trén thé & 2 mic lidu 72 va 216
mg/kg/ngay x 28 ngay lién tiép. Tho nghiém
tién hanh song song v&i nhém ching. L&y méu
tinh mach tai thé dé xét nghiém sinh héa vao
cac ngay NO, N14 va N29. Mé 50% sb6 thé &
méi 16 vao ngay N29 (sau 28 ngay dung thuéc)
va mé nét thé & ngay N43 (sau 15 ngay ngirng
thuéc) dé quan sat dai thé va lam vi thé mé
gan. Céc chi tiéu danh gia gébm: chi sé sinh héa
(ham Ilwong AST, ALT, protein toan phén,
bilirubin toan phén), nhiing bién déi bat thuong
cla hinh théi dai thé va vi thé gan thé (néu co).

Két qué: Hau hét cac chi sé sinh héa gan
thé & hai 16 thi (32) déu khong khac biét co y
nghia théng ké so véi 16 chimg va két qua tai
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N14, N29 khéng khéc biét cé y nghia théng ké
so v&i NO (p > 0,05). Ngoai trir, & N14, ham
luong protein toan phén & 16 uéng (32) liéu 72
mg/kg/ngay tdng cé y nghia théng ké so voi
ngay NO (p < 0,05), tuy nhién sw khac biét nay
khéng c6 y nghia théng ké tai N29 (p > 0, 05).

Vé dai thé, nhu mé gan thé & tat ca cac 16
tai N29 va N43 déu binh thuong, gan mem
min, dong nhét, dé tuoi. O 16 chu’ng va ld uong
(32) liéu 72 mg/kg/ngay, céu truc vi thé té bao
gan binh thuong, khéng thoai hbéa hay hoai ttr,
bao twong sang. C6 1/5 thd 16 chirng va 2/5 thd
& mdi 16 dung thubc cé sung huyét nhe & tinh
mach trung tdm va xoang mach, khac biét
khéng cé y nghia théng ké (p > 0,05). Riéng 16
ther (32) liéu 216 mg/kg/ngay cé 2/6 thé
(33.33%) c6 thoai hda hat nhe & mot sé té bao
gan. Tai N43 céu truc vi thé gan thé & téat cé
céc 16 déu binh thuong.

Két lugn: Hop chat (32) voi liéu 72
mg/kg/ngay x 28 ngay lién tiép béng duong
uéng (twong duong liéu dang dw kién trén
nguoi) khéng énh huéng dén chirc ndng gan
thé thi nghiém. O liéu 216 mg/kg/ngay x 28
ngay, (32) c6 xu hwéng dnh hudng dén té bao
gan cua thé, nhung sau 15 ngay ngirng thubc
té bao gan hoi phuc trang thai binh thuong.

Tee khéa: 108-[(2'B8-hydroxy-3-imidazol)
propyl] deoxoartemisinin (32), thé, chirc nang
gan, chi sb sinh héa, AST, ALT, protein toan
phén, bilirubin toan phan, hinh théi dai thé, cau
trac vi thé.

SUMMARY

THE EFFECTS OF PROPYL 10B - [(2'8-
HYDROXY-3"-
IMIDAZOL)IDEOXOARTEMISININ  (32)
RABBIT LIVER FUNCTIONS

This study was conducted at the National
Institute of Malariology, Parasitology and
Entomology and Hanoi Medical University from
February to May, 2021. The compound 108-
[(2'B-hydroxy-3"-imidazol) propyl]
deoxoartemisinin (32) was ftreated orally in
experimental rabbits in order to examine
whether it affected rabbit liver functions or not.

Methods: The Vietnam Ministry of Health’s
and OECD’s guidelines for sub-chronic toxicity
testing were applied. The compound (32) was
treated orally in two different groups with the
dose regimens of 72 and 216 mg/kg/day x 28
consecutive days, respectively. A control group
treated orally with solvent was also tested
simultaneously. Two milliliters of blood were

ON

pulled out from each rabbit’s ear vein on day 0
(before testing), day 14 (the middle of testing)
and day 29 (after stopping taking 32) in order to
test for biochemical parameters including AST,
ALT, total bilirubin and total protein. Half of
rabbits from each group were operated on day
29 and the others were finished operations on
day 43 (after 15 days taking no (32) compound)
for general liver observations and microbody
structures of liver cells.

Results: Generally, most of the biochemical
parameters of rabbit liver of the two (32)-
treated groups were not significantly different
from the control group. Besides, those indices
on days 14 and 29 did not change significantly
compared to before taking the (32) on day 0
(the p values > 0.05). Nevertheless, with the
dose of 72 mg/kg/day, rabbits’ total protein
increased significantly on day 14 comparing to
that on day 0 (p < 0.05) and became in normal
limits on day 29 (p > 0.05).

Macroscopically, liver parenchyma of all
rabbits on days 29 and 43 were normal, soft,
smooth, homogeneous and brightly red.
Microscopically, most liver cells had no
necrosis and degeneration and liver textures
were in normal limits with bright cytoplasms.
There were 1/5 (20%) rabbits in the control
group and 2/5 rabbits (40%) of each treated
groups which had mild congestions in the
central veins and sinuses on day 29 (p > 0.05)
while the others had expected texture. In
particular, with the dose of 216 mg/kg/day, 2/6
of rabbits (33.33%) had slight granular
degeneration in some hematocytes on day 29
but hepatic microstructures of rabbits were
normal on day 43.

Conclusion: The compound (32) dit not
affect rabbit’s liver functions at the dose
regimen of 72 x 28 consecutive days.
Nonetheless, at the dose of 216 mg/kg/day x
28 consecutive days, the compound (32)
tended to affect rabbit hepatocytes but this
adverse drug reaction disappeared after 15
days stopping taking drug.

Keywords:  10B-[(2'3-hydroxy-3™-imidazol)
propyl] deoxoartemisinin (32), rabbit, liver
function, biochemical parameter, AST, ALT,
total  bilirubin, total  protein, hepatic
parenchyma, macroscopic, microscopic,
congestion, granular degeneration.
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DAT VAN BE

Sét rét |a bénh truyén nhiém do ki sinh tring
Plasmodium gay nén, trong sd céac loai gay
bénh & nguoi thi P. falciparum la loai nguy
hiém hon ca. Cho dén nay, sét rét van la mot
trong nhitng ganh nang gay ap lwc I16n cho nén
kinh té& va src khde toan cau. Thach thic Ion
nhéat trong kiém soat bénh sbt rét tinh trang
khang thuéc ngay cang lan réng & nhiéu quéc
gia va vung lanh thé. Pang lo ngai, P.
falciparum da ghi nhan dé khang véi hau hét
cac thubc diéu tri sbt rét hién co, dac biét la
artemisinin (ART) va cac dan xuét - nhém
thudc cé hiéu lwc diéu tri KST nhanh va hiéu
qua trong nhirng thap ky trwec 2. Vi vay, viec
nghién cru phat trién thudc sét rét mai cé kha
nang chéng khang thudc va hiéu qua diéu tri
cao hon dang la yéu ciu cip bach dwoc dat ra
v&i cac nha khoa hoc.

Vién Héa hoc Cac hop chét thién nhién da
tdng hop va tinh ché thanh céng hop chat 10p-
[(2'B-hydroxy-3'-imidazol) propyl]
deoxoartemisinin (dan xuat 32). Hop chéat nay
da dwoc Vién Sbét rét — KST — CT Trung wong
chu’n% minh hiéu lwc in vitro twong dwong
ART c6 tac dung chong sot rét tot in vivo véi
chung P bergei khang cloroquin trén chudt nhéat
trang ] va khong c6 doéc tinh cip duong
ubng!®. Cac nghlen ctu tién 1am sang noi trén
cho thay (32) c6 trién vong dé diéu tri sbt rét.
Hién chwa c6 nghién clru nao theo déi doc tinh
dai ngay cla (32) trén cac co quan cla dong vat
thwe nghiém. Nhdm tiép tuc phat trién hop chat
(32), nghién ctu nay duoc tién hanh nham danh
gia anh huéng cua (32) dén chirc ndng gan cua
thé khi cho ubng 28 ngay lién tiép.

DOl TUQNG, PHUONG TIEN VA
PHU'ONG PHAP NGHIEN CUU

1. Béi twong nghién cliru

Thudc thr nghiém: Dan xuat 10B-[(2p-
hydroxy-3’-imidazol) propyl] deoxoartemisinin
(32) do Vién Hoa hoc cac hop chat thién nhién
cung cép, do tinh khiét 99,98%.

bong vat thi nghiém: Thd trwdng thanh
(Oryctolagus cuniculus L.), tbng sé 36 con, can
nang trung binh 2,1+ 0,2 kg, 2 thang tudi, khée
manh, khdng phan biét dwc - cai, do Trung tadm
nghién clru D& va Thé Son Tay cung cép. Véi
dong vat cai phai khéng mang thai, khong nudi
con bu va chuwa sinh san 1an nao. Pong vat
dwoc nuéi 6n dinh 7 ngay trong diéu kién thi
nghiém trwdc khi tién hanh nghién ciu.

2. Phwong phap nghlen clru

Tién hanh theo hudng danctaBo Y té Mva
OECD s6 407 P Anh huéng cta hop chét (32)
dén chirc nang gan cua thd dwoc danh gia
théng qua viéc xac dinh cac chi s sinh héa
gan trwéc, trong va sau dung thubc, déng thoi
xac dinh sw bién déi hinh thai vi thé mé gan thd
& thoi diém sau 28 ngay dung thubc va sau 15
ngay ngwng dung thubc.

Thé sau khi nudi 6n dinh 7 ngay, dwoc chia
ngau nhién thanh 3 16, mdi 16 12 con:

- L6 1: chtng (n = 12): Uéng dung méi gém
arabic 1%, thé tich twong duong liéu diéu tri
thuéc x 28 ngay lién tiép.

- L6 2 (n = 12): Ubng hén dich (32) liéu
72mg/kg/ngay, (twong dwong lidu dung dy kién
trén ngudi) x 28 ngay lién tiép.

- L6 3 (n = 12): Ubng hén dich (32) liéu
216mg/kg/ngay, (twong dwong gap 3 lan liéu
dung dy kién trén ngudi) x 28 ngay lién tiép.

Trwéc udng thude, thd duwoc ldy mau tinh
mach tai dé lam xét nghiém sinh héa vao ngay
NO. Cho thé ubng thubc méi ngay mét 1an vao
budi sang bang kim dau tu, lién tuc trong 28
ngay. Cac ngay |4y mau tinh mach tai dé lam
xét nghiém sinh hoa tiép theo la N14 (sau khi
uong thubc 2 gi®) va N29. Sau 28 ngay cho
uong thudc lién tuc, vao ngay N29, mo 50% sb
thd & 16 chirng va cac 16 udng thubc, lay cac
moé gan dé lam tiéu ban danh gid anh hwéng
cia thubc. S6 thé con lai dwoc nudi binh
thwérng, sau 15 ngay ngirng thube, vao ngay
N43, md hét dé danh gia sw hdi phuc cta td
chirc gan. Cac méau tiéu ban gan & hai dot
dwoc x& ly nhw nhau.

Phuwong phap nghién ctru mé bénh hoc: Sau
khi giét dong vat thi nghiém, quan sat tong thé
cac mau gan mot cach so bo, roi lay dai dién 5
mau gan & mdi thd tai cac vi tri khac nhau. Cac
mau bénh phdm duwoc cat méng tr 3-5 mm, cb
dinh trong dung dich formol 10% trong 48 gio.
Sau d6, khir nwéc, duc parafin (khéi nén), va
cat mang 3um. Nhudém hematoxylin eosin (HE).
Dé xac dinh kha nang du tri¥ glycogen cla gan,
dung phuwong phap nhudém periodic acid Schiff
(phan trng PAS).

Céac s6 liéu nghién ciu dwoc xi ly bang
chuwong trinh Excel 2016 theo phwong phéap
thdng ké y hoc véi ¢& mau nhé (< 30), st dung
t-test Student va Fisher's exact test dé so sanh
céac sb ligu trwdc, trong va sau thir nghiém va
so sanh gitra 16 dung thudc va 16 chirng.
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KET QUA NGHIEN cUru

Anh huéng ctia hop chét (32) dén chirc ndng gan cua thd dwoc danh gia thdng qua viéc xac
dinh céc chi sb sinh héa gan trwdce, trong va sau khi dung thuéc, dong thei xac dinh sw bién déi
hinh thai vi thé mé gan thé sau khi dung thudc va sau khi ngirng thubc 15 ngay.

Bang 1. Ham lwong AST (U/L) trong huyét thanh thé tai cac thdi diém nghién ciru

L6 NO N14 N29 p (NO-N14)|p (NO-N29)
L6 1: chirng (n = 12) 22,5+796 |20,33+8,48|24,42+6,30| >0,05 > 0,05
L6 2: udng (32), 22,00 £ 12,40 | 16,75+5,12 20,08 +7,28 | > 0,05 > 0,05
72 mg/kg/ngay x 28 ngay (n = 12)
L6 3: udng (32), 19,33+6,44 |17,92+5,70|21,50+£9,79| =>0,05 > 0,05
216 mg/kg/ngay x 28 ngay (n = 12)
p (1-2), p (1-3), p (2-3) > 0,05 > 0,05 > 0,05

Nhan xét:

Ham lwong AST trong huyét thanh thé tai N14 va N29 & cac 16 ubng (32) liéu 72 va 216 mg/kg
x 28 ngay lién tiép khac nhau khéng cé y nghia théng ké so véi truwdc khi ubng thude (NO) va so
v&i 16 chirng tai cung thdi diém twong &ng (cac gia tri p > 0,05).
Bang 2. Ham lwgng ALT (U/L) trong huyét thanh thd & céc thdi diém nghién ctu

L6 NO N14 N29 p (NO-N14) | p (NO-N29)
L6 1: ching (n = 12) 45,17 £ 15,97 | 51,67 + 16,72 | 50,33 + 7,75 > 0,05 > 0,05
L6 2: udng (32), 54,58 £ 9,18 | 56,75+ 9,47 | 49,83 + 10,65 > 0,05 > 0,05
72 mg/kg/ngay x 28 ngay
(n=12)
L6 3: udng (32), 49,75+ 13,01 | 52,08 + 8,73 | 47,75+ 9,63 > 0,05 > 0,05
216 mg/kg/ngay x 28 ngay
(n=12)
p (1-2), p (1-3), p (2-3) > 0,05 > 0,05 > 0,05

Nhan xét:

Ham Ivgng ALT & cac 16 uéng, (32) liéu 72 va 216 mg/kg/ngay x 28 ngay lién tiép tai N14 va
N29 thay d6i khéng cé y nghia théng ké so véi NO va so véi 16 chieng tai cung thoi diém (cac gia

tri p > 0,05).
.pBéng 3.)Hém lwong bilirubin toan phan (umol/L) trong huyét thanh thé tai cac thdi diém nghién
ctru
Lo NO N14 N29 p (NO-N14) [ p (NO-N29)
L6 1: chirng (n = 12) 5,50+ 1,57 [4,50+1,83| 525+1,72 > 0,05 > 0,05
L6 2: uong (32), 4,58 +1,24 14,92+1,08| 4,67+ 1,56 > 0,05 > 0,05
72 mg/kg/ngay x 28 ngay (n = 12)
L6 3: uong (32), 483+1,59 |525+1,36| 5,17+ 1,34 > 0,05 > 0,05
216 mg/kg/ngay x 28 ngay (n = 12)
p (1-2), p (1-3), p (2-3) > 0,05 > 0,05 > 0,05

Nhan xét:

_Ham Iwong bilirubin toan phan trong huyét thanh thé & cac 16 ubng thudc tai N14 va N29 thay
doi khdng co y nghia thong ké so vai trwde khi uong thuoe (NO) va khdng khac biét cé y nghia
thong ké so v&i 16 chirng hay so gilra cac 16 udng thudc véi nhau tai cung thoi diém (cac gia tri p >

0,05).
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Bang 4. Ndng do protein toan phan (g/L) trong huyét thanh thé & cac thoi diém nghién ctru

L6 NO N14 N29 p (NO-N14) | p (NO-N29)
L6 1: chivng (n = 12) 52,91+7,82|56,93+558 |58,58+6,37| >0,05 > 0,05
L6 2: udng (32), 53,40 £ 3,98 | 57,59+ 4,32 | 56,12 £ 3,60 | p =0,0217 | >0,05
72 mg/kg/ngay x 28 ngay (n = 12) (<0,05)
L6 3: udng (32), 53,76 £ 4,55 | 56,33+ 5,90 | 55,77 £ 7,17 | >0,05 > 0,05
216 mg/kg/ngay x 28 ngay (n = 12)
p (1-2), p (1-3), p (2-3) > 0,05 > 0,05 > 0,05

Nhan xét:

Ham lwong protein toan phan cta thé & 16
ubng (32) liéu 216 mg/kg/ngay x 28 ngay thay
ddi khéng cé y nghia théng ké & N14 va N29
so v&i NO va so v6i 16 chieng tai cac thoi diém
twong (rng (cac gia tri p > 0,05). O 16 udng (32)
lidu 72 mg/kg/ngdy x 28 ngay, ham lwong
protein tdng cé y nghia théng ké & N14 so voi
ngay NO (p = 0,027), nhung sw khac biét nay
khéng c6 y nghia théng ké & N29 (p > 0,05). So
véi 16 chirng va 16 dung thubc con lai, ham
lwong protein cta 16 2 & cac thdi diém nghién
ctu déu khac nhau khéng cé y nghia théng ké
(cac gia tri p > 0,05).

O ngay N29, 50% sb thé dwgc md (hinh 1)
va 50% s6 thd con lai dwoc nubi tiép 15 ngay
sau khi ngirng udng thuéc. Ngay N43, mé tiép
50% sb thd con lai dé quan sat dai thé gan. Két
qua cho thay, khong co bat thuweong vé hinh thai
dai thé gan & tat ca cac 16 thi nghiém.

e *

b

Hinh 2. Gan thé 16 chirng (HE x 100) ngay N29

Hinh 1. M6 thé thi nghiém & 16 udng thuéc (32) liéu
216 mg/kg/ngay x28 ngay

CAu truc vi thé gan thé (duwoc danh gia boi
TS. Tradn Van Minh, Trudng Khoa Giai phau
bénh, Bénh vién Pai hoc Y Ha N&i) nhw sau:

Céu trac vi thé gan thé 16 chieng:

O 16 ching, cac thd dwoc md (6 con) co té
bao gan trong gi¢i han binh thwdng, nhu md
gan khéng cé 6 hoai tlr, bao twong sang co cac
hat nhd déng déu, 1/6 thd cé xoang mach va
tinh mach trung tdm sung huyét nhe; PAS
dwong tinh, vira, déng déu; khodng clra khéng
viém (hinh 2).

-

1. TT,nh mach trung tam;
2. Té bao gan: Binh thwong; )
3. Xoang mach: Khéng sung huyeét.
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Céu tric vi thé gan thé ubng (32) liéu 72 mg/kg/ngay x 28 ngay lién tiép:

Té bao gan khong thoai hoa hay hoai ttr, bao twong sang, giau glycogen, PAS dwong tinh. Cé
2/6 thd c6 sung huyét nhe cac tinh mach trung tdm va xoang mach (hinh 3), cac thé khac binh
thworng (khdng sung huyét xoang mach).

Hinh 3. Gan thé uéng (32) liéu 72 mg/kg/ngay x 28 ngay (HE x 100)
1. Tinh mach trung tdm: C6 rat it hong cau; )
2. Té bao gan: Binh thwdng; 3. Xoang mach: sung huyét nhe.

Céu truc vi thé gan thé ubng (32) liéu 216 mg/kg/ngay x 28 ngay lién tiép:

Té bao gan sang, giau glycogen, PAS (+++), khéng cé hoai ti té bao, khéong sung huyét & 4/6
thd. Tuy nhién, 2/6 thd c6 sung huyét nhe & tinh mach trung tdm va xoang mach, thoai hoa hat
nhe & mot sb té bao gan (hinh 4).

Hinh 4. Gan thé uéng (32) liéu 216 mg/kg/ngay x 28 ngay (HE x 100)
1. Tinh mach trung téam;
2. Xoang mach: Sung huyét;
3. Té bao gan: Thoai hoa hat nhe
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S6 thdé dwoe mb & ngay N43 cho thdy té bao gan binh thuong, khong thodi hoa,
tinh, tinh mach trung tam va xoang mach khon

PAS duong

! u,Y .('hlnh5}-

Hinh 5. Gan thé udng (32) liéu 216 mg/kg/ngay x 28 ngay, sau 15 ngay ngirng thuéc (HE x 250)

1. Tinh mach trung tam;
2. anng mach;
3. Té bao gan.

BAN LUAN

Trong co thé, gan ddm nhan nhiéu chic
n&ng quan trong trong dé c6 chirc ndng chuyén
héa va thai trir cac chat. Khi dwa vao co thé
mot lidu thube 16n hodc kéo dai ¢ thé 1am ton
thwong cac té bao gan hay lam suy giam chic
nadng gan. Gan chra rat nhiéu enzym lam
nhiém vu xdc tac cac phan (rng chuyén hoa
cac chét trong té bao. Khi t& bao gan bj tén
thwong, moét lwgng enzym sé dwoc gidi phéng
vao huyét thanh. Do dé, viéc xac dinh hoat do
nhirng enzym nay trong huyét thanh sé giup
danh gia duoc cac tbn thwong cia gan, néu
tbn thwong cang rong, cang cép tinh thi luong
enzym gidi phéng vao mau cang nhiéu. Trai lai,
néu tén thwong man tinh am 7 thi gan chi giai
phéng mét lwong enzym vira phai vao mau.

Dé danh gia mrc dd6 anh hwéng cta hop
chét (32) t¢i chirc nang gan thd, chang tai tién
hanh xac dinh ham lwgng cac enzym AST,
ALT, néng dd protein toan phan, bilirubin toan
phan trong huyét thanh thé tai cac thoi diém
NO (trwéc udng thubc), N14 va N29, déng thoi
xac dinh sy bién ddi hinh thai vi th& mé gan
thd & N29 va N43 (sau khi ngirng dung thudc
15 ngay).

Két qua nghién ctru dwoc thé hién & cac
bang tr 1 dén 4 cho thdy hau hét cac chi sb
nhw ham lwong AST, ALT, néng doé protein
toan phan, bilirubin toan phan trong huyét
thanh thé & cac 16 thir khdng cé sy khac biét
so v&i 16 chirng va két qua thu dwoc tai N14,

N29 khéng c6 sy khac biét so véi NO (p >
0,05). Chi c6 ham lwgng protein cla 16 thir (32)
lidu 72 mg/kg/ngay x 28 ngay tai N14 t&ng co y
nghia théng ké so v&i ngay NO (p = 0,027), tuy
nhién sy khac biét nay khéng cé y nghia théng
ké tai N29 (p > 0,05).

Tinh trang tang ham lwong protein trong
mau & N14 cd y nghia thdng ké so véi NO 1a
hién twong réi loan sinh ly thwérng gap & tho,
tai N29 chi s6 nay lai tr& v& mc binh thwong
va khac biét khéong c6 y nghia théng ké so v&i
NO, cho thdy hop chat (32) khéng lam anh
hwédng t6¢i khd ndng san xuat protein cta gan.

M6 thd, quan sat hinh thai dai thé gan & tat
ca cac 16 thi nghiém quan sat dwoc & N29 va
N43 déu khoéng ghi nhan bat thwong.

CAu tric vi thé gan thd tai N29 cho thdy: O
16 chirng cho két qua binh thuong, 1/6 thd cé
xoang mach va tinh mach trung tam sung huyét
nhe. Céac 16 thr (32) v&i liéu 72 mglkg/ngay x
28 ngay va 216 mg/kg/ngay x 28 ngay co6 2/6
thd (33,3%) c6 sung huyét nhe tinh mach trung
tdm va xoang mach, riéng 16 3 c6 2/6 thd cod
thoai héa hat nhe & mot sb té bao gan.

Vi thé gan thé & ca 16 chirng va 16 thir déu cd
xuét hién tinh trang xuét huyét & xoang mach va
tinh mach trung tam. Tuy nhién, sb lwong thé
gdp phéi tinh trang nay va mac dd tén thwong
tang dan theo lidu cla hop chat (32) chirng té
hop chét (32) cé thé gay ra cac tén thwong nhe
trén gan méc du hoat dd cac enzym do gan tiét
ra van trong gi&¢i han binh thuwong.
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CAu trc vi thé gan tho tai N43 (15 ngay sau
khi ngrng thuéc) & ca ba 16 cho két qua hoan
toan binh thwdng, khdng cé thoai hda hat, PAS
duong tinh, tinh mach trung tdm va xoang
mach khéng sung huyét.

Nghién clru ddc tinh ban cip cua
trifluoromethylhydroartemisinin (BB101) trén khi
cho két qua: Liéu 4mgl/kg va 8 mg/kg x 30 ngay
bang dweng tiém bap lam gidm rd ham lwong
SGPT tai cac thoi diém N14 va N30 véi 16
chirng Bl Mot nghién cru déc tinh ban trwong
dién khac trén khi cia BB134 - dan xuét gan
Fluor cta artemisinin thi chi ra rdng hop chét
BB134 vdi liéu 9 mg/kg/ngay x 28 ngay khéng
lam thay d6i ham lwong SGOT SGPT ham
Iwgng bilirubin va protein cla tho

Papiya Bigoniya va céng sw khl nghién ctru
vé doc tinh ban trwong dién cua Artesunate da
nhan thdy Artesunate |lam gia tang dang ké
SGOT, SGPT, ALP, TC va TG & liéu 8
mg/kg/ngay x 45 ngay. Hinh dnh mé hoc gan
than cho thay: Artesunate liéu 2mg/kg/ngay, té
bao gan binh thwérng va c6 tham nhiém viém
nhe. Liéu 4 mg/kg/ngay cé xay ra su bién dang
té bao, tao cac khoang tréng trong té bao chét.
Liéu 8mg/kg/ngay, cho thay trén gan c6 hoai t&r
khu tra, sung huyét va viém nhiém rong )

Nhw vay, hop chét (32) & liédu 72 mg/kg/ngay
x 28 ngay (twong dwong liéu dung dw kién trén
nguoi) khéng &nh huwdng dén chirc nang gan. O
murc lidu 216 mg/kg/ngay x 28 ngay (liéu cao
gap 3 lan liéu twong duwong dung dw kién trén
nguoi), (32) c6 xu hwéng lam tdn thwong gan &
cau truc vi thé, gay thoai hoa hat nhe & té bao
gan. Tuy nhién céac ton thwong nay con nhe va
chua anh hudng téi cac chi s6 sinh héa cia gan
(AST, ALT, bilirubin va protein trong huyét
thanh) va déu phuc hdi sau mét khoang thoi
gian 15 ngay ngirng thuéc. So véi cac dan xuét
khac cua Artemisinin nhw BB101, BB134 va
Artesunate, hop chét (32) thé hién tinh an toan
cao va it anh hwéng t&¢i gan cta dong vat thi
nghiém hon.

KET LUAN

Pa nghién clru anh hwdng ctia 10B-[(2'B-
hydroxy-3'-imidazol) propyl] deoxoartemisinin
(32) dén chirc nang gan cua tho thyc nghiém
véi hai liéu dwo’ng uong 72 va 216 mg/kg/ngay
x 28 ngay lién tiép. Két qua cho thay:

Céc chi sb sinh héa phan anh chirc ndng
hoat dong cla gan (AST, ALT, bilirubin toan
phan, protein toan phan) & céac 16 thir nghiém

déu binh thwéng, nhin chung khéc biét khéng cé
y nghia théng ké so vé&i 16 chirng va gia tri tai
N14, N29 khéng khac biét so vé&i NO (p > 0,05).

Tuy nhién, lidu 216 mg/kg/ngay x 28 ngay
lién tiép (twong dwong lidu gap 3 lan liéu dw
kién dung trén nguoi) co xu hwdng anh hudng
nhe t&i ciu tric vi thé gan thd (33,33% thoai
héa hat nhe & té bao gan) va sau 15 ngay
nging thude, vi thé gan & sb thd nay tré veé
binh thuwdng.
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