BAI NGHIEN CUU

DPdc tinh cap va anh hudng
dén chuc nang tao mau cda vién nang Linh qué
truat cam thang - Nhi tran thang gia giam

ACUTE TOXICITY AND EFFECT IN HEMATOLOGIC FUNCTIONS
OF LINH QUE TRUAT CAM THANG - NHI TRAN THANG CAPSULES

T6n Manh Cuting’, Nguyén Tuan Binh', Truong Viét Binh?, Nguyén Hoang Ngan?
"Hoc vién Y Duoc hoc ¢d truyén Viét Nam
2Bénh vién Y hoc c6 truyén B6 Cdng an
3Hoc vién Quéan y
TOM TAT

Dé ddm bdo tinh an toan ciia bai thudc khi tién hanh nghién citu hiéu qua ciia ché phdm diéu tri réi logn
chuyén héa lipid mdu, chiing t6i thyc hién nghién citu nay nhidm muc tiéu: Ddnh gid doc tinh cdp va dnh
huéng lén chiic nang tao mdu trén thuc nghiém ciia vién nang Linh qué trudt cam thang - Nhj trdn thang
(LQTCT-NTT).

Két qua va két lugn: Khong c6 doc tinh cdp ciia LQTCT-NTI khi dimng theo duong udng, vdi liéu LQTCT-
NTT cao nhdt c6 thé dua vao da day chudt nhit tring la 12,0g/kg trong higng co thé (gdp 25 ldn liéu ding trén
nguioi) khong gy chét chudt nhit trang thuic nghiém; LQTCT-NTT khong dnh hudng lén chiic ning tao mdu ciia
dong vat thuc nghiém & hai liéu 0,28g/kg TLCT va 0,84g/kg TLCT udng lién tuc trong 90 ngay.

Tii khéa: Roi logn chuyén héa lipid mdu, Vién nang Linh qué trudt cam thang - Nhj trdn thang.

SUMMARY

To ensure the safety of Linhquetruatcamthang-Nhitranthang before conducting effective studies of the
formular for the treatment of dyslipidemia. We carried this study with aims: Evaluate acute toxicity and effect in
hematologic functions in experimental animals of LQTCT-NTI.

Results and conclusions: LQTCT-NTI has not acute toxicity in the maximum dose of 12,0g in experiment
(25 times higher than the clinical dose) and LQTCT-NTT has not impacts on hematologic functions of
experimental animals at dose 0.28g/kg BW and dose 0.84g/kgBW, oral for 90 days.

Keywords: Dyslipidemia, Linh que truat cam thang - Nhi tran thang capsule.

ﬂi“ VAN BE hoi chiing nay xudt hién dong nghia véi viéc ngudi

R&i loan chuyén hoa lipid 1a danh tir dung dé€  bénh phai ganh chiu rit nhiéu yéu t6 nguy co mic
miéu td mot hoi chiing bénh man tinh dugc dic  cdc bénh ly nguy hiém nhu nhéi méu co tim, via
trung bai sy thay d6i cac chi s lipid trongmau. Khi ~ xo' mach mau.
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Thtt doc tinh tién lam sang la mot trong nhiing
noi dung quan trong trong nghién ctiu phét trién
dugc phdm. Thong tin vé doc tinh cta thudc can
dugc xdc dinh trudce khi thyc hién cac budc nghién
ctiu tiép theo [1-5].

Bai thudc Linh qué trudt cam thang — Nhi trin
thang c6 téc dung ha lipid mdu va gidam cin Theo
quy dinh nghién ctu thuéc thao dugc, thong tin
vé ddc tinh ctia thudc can dugc x4c dinh trude khi
thuc hién cic budc nghién ctu tiép theo [1-5]. Vi
véy, chiing t6i tién hanh nghién ctiu nay nham muyc
tiéu: Ddnh gid doc tinh cdp va dnh hudng lén chiic
ndng tao mdu trén dong vat thuc nghiém.

CHAT LIEU, BOI TUONG VA PHUONG PHAP
NGHIEN CUU
Chit liéu nghién ctu, trang thiét bi

- Thu6c nghién ctiu

Thanh phan bai thudc: Phuc linh, Qué chi,
Bach truét, Tran bi, Ban ha ché, Cam thao, Hoang
ky, Thuong truét.

Vién nang LQTCT-NTT dugc san xudt tai Vién
Héa hoc cac hop chit thién nhién

Dang bao ché: vién nang ciing, ham lugng
500mg.

Céc duoc liéu dat tiéu chuin Dugc dién Viét
Nam IV; Cao kho dugc liéu dat tiéu chuan dugc
dién Viét Nam IV.

Vién nang cting 500mg, v6i nguyén liéu la cao
kho duoc liéu, thude dat tiéu chuidn co s3 dua trén
tiéu chuén cao thuéc trong Dugc dién Viét Nam IV.

Dung méi duing lam chiing la nuéc cit.

May xét nghiém huyét hoc tu dong Humancout
30TS hang Human (Ptc) héa chét ctia hang.

Doi tugng nghién ctiu

Tha doc tinh cdp: 100 chuét nhit tring Mus

muscullus chung Swiss ca duc va cdi, 6 tudn tudi,

thuan ching, trong lugng 18,0-22,0g.

Y,

Dénh gid anh hudng 1én chic ning tao mdu:
30 chudt cong tring trudng thanh, dong Wistar,
khong phén biét giéng, dat tiéu chuén thi nghiém,
cin nang moi con tai thoi diém bat dau thi nghiém
14 160 - 180g,

Ca hai loai chut dugc cung cép bai Trung tim
Dong vat thi nghiém Hoc vién Quan y.

T4t ca chudt dugc nudi trong diéu kién chuén
tai phong chin nudi thyc nghiém ctia B6 moén
Dugc ly - Hoc vién Quén y véi cling diéu kién vé
nhiét do, do dm, ty 1é thoi gian sing t6i la 12/12,
nuéc udng sach, thic an do Trung tim Ddng vat thi
nghiém Hoc vién Quén y cung cép.

Phuong phap nghién ciu
Chi tiéu nghién cifu

Xdc dinh doc tinh cép.

Chiic ning tao mau: s6 lugng héng cau, ham
lugng hemoglobin, hematocrit, s lugng va cong
thic bach cau.

Tién hanh nghién ctiu
a) Doc tinh cdp

DPugc xac dinh trén cac nhém chudt nhit tring
theo duong udng, bang phuong phdp Litchfield-
Wilcoxon theo quy dinh ctia T chiic Y té thé gisi,
OECD, quy ché danh gia tinh an toan va hiéu lyc
thudc ¢6 truyén ctia BO Y t€ Viét Nam. Tinh liéu
LD, theo phuong phap Behrens - Karber.

Chuot dugc chia thanh 816, m6i16 10 con.

Céch pha thudc: thuéc dugc pha trong nudc
tinh khiét tao thanh dung dich, d6 ddm dac ting
dan dat dén khi khong bom dugc qua kim dau tu
thi ding lai.

Chudt dugc cho an vao 16 gi¢ ngay hom
trudc, vao 8 gid¢ sing ngay hom sau cho uéng
thuéc bang kim dau tu véi cdc liéu khic nhau tang
dén tir liéu cao nhit khong gay chét (g/kg) dén
liéu thdp nhit giy chét 100% chudt, trong cling
mot thé tich 1a 0,2 ml dung dich thudc/10g trong
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lugng co thé (TLCT) chuét, 1-2-3 lan trong 24
gi®, khoang cach gitta hai lin uéng thudc la 2h,
chuét dugc cho 4n sau khi uéng thudc lan cuéi.
Chuot dugc theo doi tinh trang chung trong suét
7 ngay va ty 1é chét trong 72 gio cta tiing nhém
déxac dinhliéu LD,
b) Chiic ning tao mdu

Duigc thyc hién trén chudt cong trdng cd hai giong
ducva cdi

Vi vién nang da dugc stz dung trén nguoi, nén
liéu thudc nghién ctiu dugc ngoai suy tir liéu trén
ngudi (6], c6 tham khao liéu chét 50%.

Chuét cong dugc chia ngdu nhién thanh 3 16,
moilo 10 con.

L6 chuing: uéng nudc cit; Lo thi 1: uéng thudce
LQTCT-NTI, liéu 0,28g/kg/ngay (tu’dng duong
v6i liéu dung trén ngudi); Lo tha 2: udng thude

LQTCT- NTT, liéu 0,84¢/kg/ngay (gip 12 lan liéu
dung trén ngudsi).

Nudc cit va thudc thir dugc dua thing vao da
day chuét bang kim cong dau ti1 vao cac budi saing
tr 8-10 gid, 114n/ngay véi cling thé tich 0,2ml/10g
thé trong, udng lién tuc trong 30, 60, 90 ngay.

Cac thong s6 theo doi dugc kiém tra vao trudc
udng thudc, sau 30, 60, 90 ngay uéng thudc.

Dia diém nghién ctiu

Dé tai dugc thuc hién tai B6 mén Dugcly - Hoc

vién Quanyy.
X1y s6 liéu
Céc s6 liéu nghién ctiu thyc nghiém dugc xtr ly

bang phan mém...

KET QUA
Doc tinh cip

Bdng 1. Bjc tinh cdp theo duong udng cia vién nang LQTCT — NTT trén chudt nhit tring

X X S6chuot | Liéu dl‘mg(g/ . ) $6 chuotséng/ | S6 chudtsong/
Lochuot | ~ ~ R Thétich cho uong . ~ ) )

thinghi¢m | kgthétrong) chétsau72gi6 | chétsau7ngay

Lol 10 3,6 0,2mL/10gx 3 lin 10/0 10/0

Lo2 10 4,8 0,2mL/10gx 3 lin 10/0 10/0

Lo3 10 6,0 0,2mL/10gx 3 lin 10/0 10/0

Lo4 10 7,2 0,2mL/10gx 3 lin 10/0 10/0

LoS 10 84 0,2mL/10gx 3 lin 10/0 10/0

Lo6 10 9,6 0,2mL/10gx 3 lin 10/0 10/0

Lo7 10 10,8 0,2mL/10gx 3 lin 10/0 10/0

Lo8 10 12,0 0,2mL/10gx 3 lin 10/0 10/0

Nhdn xét: Chua tim thdy LD ctia vién nang LQTCT- N'IT theo duong udng trén chuét nhit trang.
Véi muic liéu cao nhdt c6 thé cho chudt udng trong 24h 1a 12,0g/kg thé trong khong xudt hién doc tinh cép.

Anh huéng cia vién nang LQTCT- N'TT d6i v6i mot s6 chi tiéu huyét hoc ciia chudt

Bang 2. Anh hudng ciia vién nang LQTCT- N'IT lén 6 lugng hong cdu chudt (x107g/1) (n =10, X +SD)

Th(‘ji diémXN I‘A)Chl’fng(l) Lé tl'i l (2) Lé tl'l 2' (3) psos:'mhgiﬁacécl(‘)
Truc thi nghiém (a) 728+ 1,10 7,16+0,77 715065 P,,> 005
Py, 0,05
Sau 30 ngay (b) 702+326 721+0,89 7,19+0,33 p,,>003
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— .
Sau 60 ngay (c) 703+2,93 724+1,13 7144090 p, > 0,05
p,,> 005
Sau 90 ngay (d) 7,32+0,60 6,86+ 0,58 724+0,73 p,>005
pso sanh trong ciing 16 Pb,c,d—a > OJOS;Pc,d—b > O’OS;Pd—c> 0,05 5

Nhdn xét: Vién nang LQTCT- N'TT véi cdc muic liéu va thoi gian st dung trong nghién citu chua thiy
gdy ra cac thay dai trén cic chi tiéu vé s6 lugng hong ciu trong mau chuét.
Bang 3. Anh hudng ciia vién nang LQTCT- N'TT Ién ham ligng huyét séic t6 trong mdu chuét (g/dL) (n = 10,
X +SD)

Thoi diém XN Lo chiing (1) Lotril(2) Lotri2(3) Pro i gincicto
Trudc thi nghiém (a) 1329+1,76 13,02+ 0,93 13,11+14S
Sau 30 ngay (b) 1315£1,21 1321£1,39 13,19+095 P, 005
Sau 60 ngay (c) 1321151 13,10+ 1,13 1325+ 1,53 P17 005
Sau 90 ngay (d) 13,18+ 1,07 1241£0,76 13,18+ 1,42 Ps1” 005
Poosénh trong cinglo Ppeg.> 0055 p_ 4, > 008; p, > 0,05 3

Nhdn xét: Vién nang LQTCT- N'IT véi cdc muic liéu va thoi gian stz dung trong nghién citu chua thay
gdy ra cac thay dai trén ham lugng huyét sic t6 trong mdu chudt

Bang 4. Anh hudng ciia vién nang LQTCT- N'TT lén s6 lugng bach cdu chuét (G/1)(n = 10, X +SD)

WA 0 Lo chiing (1) Lotri1(2) Lowri2(3) | S—
Trudc thi nghiém (a) 707+132 6,92:+3,00 692+322

Sau 30 ngay (b) 7024326 6954236 697+348 P> 005

Sau 60 ngay (c) 7,03+2,93 697+128 7,02+3,78 s, 005

Sau 90 ngay (d) 7,06£2,10 649+ 145 7054122 1> 005

e N 0,05; 181555 0,0S;p, > 0,05 _

Nhdn xét: Vién nang LQTCT- N'TT véi cac miic liéu va thoi gian st dung trong nghién ctiu chua thay
gdy ra cdc thay dai trén cdc chi tiéu vé s6 lugng bach cau chuét thuc nghiém.

Biéng S. Anh hudng ciia vién nang LQTCT- N'TT Ién s6 luong tiéu cdu trong mdu chuét (G/1)(n = 10, X +SD)

Thoi diém XN L6 chiing (1) Lotril(2) Lotri2(3) Po sinhgitacicto
Trudc thinghiém (a) $23,5018881 | 4983015120 | 5038010044

Sau 30 ngay (b) $5330+13584 | 4949011860 | 50600+11138 P,,> 005

Sau 60 ngay (c) 506,50+15296 | 473,60+124,82 | 489,50+11133 l; “i ggz

Sau90 ngay (d) 4957048419 | 4916049374 | $3910+9976 o

P o sinh trongcinglo By 0,05;p_y,>005;p, > 0,05 -
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Nhdgn xét: Vién nang LQTCT-NTT véi cac
muc liéu va thoi gian st dung trong nghién ctiu
chua thdy géy ra cdc thay d6i trén cac chi tiéu vé s6

lugng tiéu ciu trong mau chudt.

BAN LUAN

LQTCT-NTIT van dugc cic thdy thuéc lam
sang dung dé chita chiing réiloan lipid mdu 6 ngusi
thuta can, béo phi. Céc vi thudc dugc lua chon theo
tiéu chudn Dugc dién Viét Nam IV va bao ché theo
phuong phép Y hoc ¢ truyén trudc khi bao ché
duéi dang vién nang cting.

Vién nang LQTCT-NTT dugc thi nghiém doc
tinh cdp, tim LD_ tai BO mén Dugc ly — Hoc vién
Quén y. Két qua theo doi lién tyc trong 72 gid &
diéu kién phong thi nghiém tiéu chudn cho théy:
T4t ca chudt thi nghiém déu dn uéng va sinh hoat
binh thudng, anh mat linh hoat, phdn mém khong
kho khong nét, khong cé chudt nao biéu hién ngd
doc du liéu thudc 16n nhat trén chudt gap 2S5 liéu
tuong duong trén ngudi (1a thé tich t6i da ma chuot
c6 thé dung nap dugc). Do d6, thudc khong c6 doc
tinh cdp va khong xdc dinh dugc liéu LD,

Danh gia cic s6 Iugng hong cau, bach cau cing

dinh lugng hemoglobin chudt nghién ctu trén ba

16 gom 16 chiing, 16 thit nghiém I va 16 thu nghiém
IT cting mot thoi diém tai cdc mdc thoi gian trude
nghién ciu, sau 30 ngay, 60 ngay va 90 ngay.
Nghién ctiu nay chi ra céc chi s6 trén khong c6
su khac biét khi so sanh tiing cap va so sinh ngau
nhién gitia cic cip. Két qua nghién ctiu cho thdy
céc vi thudc c6 nguodn géc tir thio moc thudng
Ia an toan va khing dinh thém vé sy an toan ctia

thudc nghién ctu.

KET LUAN

-Khong c6 doc tinh cip ctia vién nang LQTCT-
NTT khi dung theo dudng udng. Vi lugng cao
nhat c6 thé dua vao da day chuét nhat trangla 12g/
kg trong lugng co thé (gip 25 liéu dung trén ngudi)
khong gdy chét chuot nhit tring thuc nghiém.

- Vién nang LQTCT-NTT khong anh huéng
1én chiic ning tao mdu ctia ddng vét thuc nghiém &
hai liéu 0,28g/kg TLCT va 0,84g/kg TLCT udng
trong 90 ngay.

KHUYEN NGHI

Can tiép tuc nghién cttu doc tinh ctia thudc trén
gan, thin va hiéu qua trén thyc nghiém trudc khi
tht nghiém lam sang trén ngudi.
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