Nghién ctru khoa hoc céng nghé
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CUA VIEN NANG CUNG PINH THONG PHONG
TREN PONG VAT THUC NGHIEM
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1. PAT VAN PE

Gut 1a mot loai viém khép do su lang dong tinh thé acid uric & khép va thudng
¢6 mbi lién quan véi tinh trang tang acid uric huyét [1]. Cac thudc diéu tri gat hién
nay gom thudc @rc ché enzym xanthin oxydase, gifip giam san xuét acid uric hodc
thudc tiéu acid uric (enzym uricase). Cac nhom thudc nay c6 thé giy tac dung phu
nhu di mg, phat ban, hdi chiing Steven Johnson, dau khop, nhuge co, suy giam
chtre ning gan, than. Do d6, thudc phong va diéu tri bénh gut tir duoc liéu ngay cang
dugc quan tAm, phat trién nhd wu diém c6 thé dung lau dai véi tinh an toan cao.

Vién nang cimng Dinh Thong Phong (DTP) la ché pham dugc bao ché tir bai
thudc y hoc ¢6 truyén HPA c6 tac dung hd tro diéu tri bénh gut trén 1am sang (gém
cac dugc lidu: Nguu tat, ty giai, thd phuc linh, hoang ky, ich miu, thuong trudt, thién
nién kién, tran bi, pha cd chi, ké huyét dang, ha tha 6 do, ban ha ché, hoat thach) bd
sung thém cac vi thudc day gam, hy thiém thao, natri bicacrbonat. Theo quy dinh [2],
ché pham phai trai qua cac giai doan thir nghiém trudc khi c6 thé dwoc sir dung trén
nguoi, trong d6 thir nghiém vé doc tinh 1a thir nghiém dau tién. Nghién ciru nay
duogc thye hién nham danh gia doc tinh cip tinh va doc tinh ban truong dién cua vién
nang cimg DTP trén dong vat thuc nghiém nham cung cap co sé khoa hoc cho viée
sir dung ché pham nay trén 1am sang trong phong va/hodc diéu tri bénh gut.

2. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twgng nghién ciru

Vién nang ctimg DTP dat tidu chuin co s¢ TCQS 74:2023/NDVN la san pham
clia dé tai cap co s¢ Trung tdm Nhiét doi Viét - Nga: “Nghién ciru bao ché vién nang
ctmg Dinh Thdng Phong ¢c6 tac dung hd tro diéu tri bénh gut trén 1am sang”. Mdi
vién nang c6 khdi lwong 600 mg, chira 530 mg hdn hop bot cao khd PTP va natri
hydrocarbonat. Cong thirc bao ché cho 01 vién nang cting DTP nhur sau:

Bang 1. Cong thirc bao ché vién nang ctimg DTP

Thanh phén Khoi lwong
Hon hop bot cao khd DTP va natri hydrocarbonat 530 mg
Ta dugc (Lactose, avicel, magnesi stearat...) Vira du 01 vién

2.2. Pong vat thi nghiém

- Chudt nhat tNrZing ching Swiss, trong lwong 2042 g, ca 2 gibng, khoe manh do
Vién V¢ sinh dich té Trung wong cung cap.

46 Tap chi Khoa hoc va Céng nghé nhiét ddi, S6 33, 12 - 2023



Nghién ctru khoa hoc c6ng nghé

- Chudt cong tréng ching Wistar, ca 2 gidng, khoé manh, trong luong 180+20 g
do Trung tam Cung cap dong vat thi nghiém Dan Phuong, Ha Noi cung cap.

- bong vat dugc nudi dudng theo ché d6 tiéu chuéan tai phong thi nghiém Vién
Kiém nghiém, nghién ctru dugc va trang thiét bi y té Quan doi tir 5-7 ngay trudc
nghién ctru va trong sudt thoi gian nghién ciru duoc 4n bang thirc 4n tiéu chuan danh
riéng, uéng nuéc sach tu do.

2.3. M4y moc, trang thiét bi, dung cu
- May xét nghiém huyét hoc tw dong Coulter LH 780;
- May xét nghiém sinh hoa tu dong AU 5800 cuia hang Beckman Coulter;
~ -Bom tiém 1 ml va 5 ml; kipl uéng thqéc dau tu; dao md, kep kocher, chay
01, coc c6 mo, gang tay cao su, khau trang y te...
- Ong xét nghiém huyét hoc, sinh hoa, dau con cac loai.
- Hoé chit xét nghiém sinh hoéa: ALT, AST, cholesterol, albumin, creatinin:

Hang Erba Lachema s.r.o- Czech Republic. Hoa chat xét nghiém huyét hoc cua hing
B&E Bio-technology Co., Ltd- Trung Quodc.

2.4. Phuong phap nghién ciru
2.4.1. Pjc tinh cdp tinh

Panh gia doc tinh cap tinh cia c~hé pham trén chudt nhét tring, theo phuong phap
cua Litchfield- Wilcoxon [3], huéng dan cia OECD [4] va cia B Y t€ Viét Nam [2].

Chu6t nhit tring ca 2 gidng duoc chia ngdu nhién thanh 6 16, mdi 16 10 con.
Chudt dugc nhin an 12 gid trude khi thi nghiém. Cho chudt uéng ché phém v6i lidu
tang dan véi cing mot thé tich (0,2 ml/ 10g thé trong) tur lidu cao nhat khong giy
chét toi lidu cao nhat c¢6 thé cho chudt udng (co thé phén tan dugc trong nudc va
chudt c6 thé uong duoc). Theo doi tinh trang chung va so lugng chudt chét & mdi 16
sau 24 gio va sau 72 gid dé xac dinh LDsy (néu co). Tiép tuc theo ddi tinh trang
chung ciia chudt dén hét ngay thir 7 sau khi udng.

2.4.2. Pjc tinh bdn truwong dién
banh gia dgc tinh ban truong dién ctia ché pham dugc thyc hién theo hudng

dan cua Bo Y té [2]. Chudt cong trang dat yéu cau thi nghiém dugc chia ngau nhién
vao 3 16, mbi 16 10 con, udng thude cu thé nhu sau:

- L6 1 (16 chimg): Udng nudc cit véi luong 4 ml/kg/ngay.

- L6 2 (16 liéu 1): Ubng vién nang cimg DTP lidu 500 mg/kg/ngay.

- L6 3 (16 liéu 2): Udng vién nang cing DTP lidu 1500 mg/kg/ngay.

Liéu dung dy kién cua vién nang cing DTP trén ngudi (can ndng trung binh
50kg) la 6 vién/ngay, tuong duong vdi 72 mg/kg/ngay, nén lidu thtr doc tinh ban
truong dién (hé s6 quy doi liéu tir ngudi sang chudt cong trang 1a 7) duoc xac dinh

1a 500 mg/kg (twong duong véi liéu ding trén nguoi) va 1500 mg/kg (gip 3 lan lidu
dung trén nguoi).
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Chudt dugc cho udng nude cét (16 chimg) hodc vién nang cing DTP 01 lan/ngay
vao budi sang lién tuc trong 56 ngay.
Chi tiéu danh gia:
- Tinh trang chung, trong lugng cta chudt, cac diu hiéu ngd doc, ty 1¢ chuot
chét dugc theo doi trong suot thoi gian nghién cuu.

L Cac mau mau duoc lay Véu? cac thoi diém: Trude khi u6~ng thudc, sau khi
udng thude 28 ngay va 56 ngay ¢ tat ca cac 16 nghién ctru. Cac mau mau duoc phan
tich cac chi s6 huyét hoc (s6 luong hong cau - RBC, hemoglobin - HBG, hematocrit -
HCT, s6 luong bach cau - WBC va s6 lugng tiéu cu - PLT) va cac chi s6 sinh hoa
(alanin aminotransferase - ALT, aspartat transaminase - AST, cholesterol toan phan,
albumin va creatinin).

- Sau khi lay mau vao ngay 56, glet chudt dé danh gia dai thé cac co quan:
gan, lach, than. Kiém tra ngiu nhién ciu trac vi thé gan, lach, than cia it nhat 30%
s6 chudt & mdi 16.

2.5. Xir Iy s0 liéu

Céc két qua dugc trinh bay dudi dang gia tri trung binh + SD. So sanh su khac
nhau vé& gia tri trung binh giita cac 16 sir dung phan tich phwong sai 1 chiéu (One-
way ANOVA) va Post Hoc least significant differences (LSD) test véi truong hop
phuong sai dong nhét; One-way ANOVA va Dunnett’s T3 test voi truong hop
phuong sai khong ddng nhat. So sanh su khac biét vé gia tri trung binh gitta cac thoi
diém trong cung mét 16 s dung phep so sanh theo cép (Paired sample T test). Cac
két qua thong ké dugc tinh toan trén phan mém IBM SPSS Statistics 20.0. Sy khac
biét c6 y nghia thong ké khi p < 0,05.

3. KET QUA VA BAN LUAN
3.1. Poc tinh cép tinh

Két qua xac dinh doc tinh cip tinh ctia vién nang cing DTP dugc thé hién
trong Bang 2.

Bang 2. Doc tinh cap tinh theo dudng udng cua vién nang cimg DTP

Lochuot | SOMwomg | Lidusir dung S0 chudt song/chét
' chugt (mg/kg/ngay) Sau 24 gid Sau 72 gid
Lo 1 10 1638 10/0 10/0
L6 2 10 2048 10/0 10/0
Lo 3 10 2560 10/0 10/0
Lo 4 10 3200 10/0 10/0
L6 5 10 4000 10/0 10/0
L6 6 10 4800 10/0 10/0
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Qua Bang 2 cho thy voi cac mirc liéu khac nhau tu’ 1638 mg/kg/ngay dén
4800 mg/kg/ngay (4800 mg la lidu ti da <6 thé cho chudt udng, hé s6 quy doi lidu tir
nguoi sang chudt nhit tring 1a 12), tai tat ca cac 16 khong c6 chudt nao chét sau 24
gior va 72 gid udng thude. Ngoai ra, khi theo ddi dén 7 ngay, chudt & cac 16 déu khoe
manh, khong xuét hién céc triéu ching bat thuong hodc dau hiéu ngd doc nao.

Nghién ctru vé doc tinh cap tinh 1 nghién ciru duge 1y dau tién can phai duoc
tién hanh nhim x4c dinh doc tinh xay ra sau khi dung thudc mot lan duy nhat hodc
c6 thé vai ba lan trong ngay [5]. Vi cac muc lidu da sir dung & trén cho thiy vién
nang cimg DTP chwa xuét hién doc tinh cép tinh.

3.2. Poc tinh ban truong dién

Doc tinh ban truong dién duoc tién hanh sau khi c6 dit liéu vé doc tinh cip
tinh ctia ché pham; Nghién ciru doc tinh ban truong dién nhim dénh gia kha nang
dung nap cta dong vat khi tiép xtic nhiéu lan véi thude. Trong thoi gian ding thude
¢6 anh hudng dang ké nao dén chirc ning hodc co quan khong? Nhimng doc tinh cd
thé quan sat dugc 1a gi? Va kha nang hoi phuc ra sao? [2]. Thoi gian thir nghiém lya
chon trong nghién ciru 1a 56 ngay.

o 321 Anh huéng téi thé trang chung, diu higu ngé dpc va trong lwong co
thé chugt

Trong sudt thoi gian nghién ciru, thé trang chung cuia chudt binh thudng,
khong thay bat ky chudt nao c6 dau hi€éu ngd doc hoac chét ¢ tat ca cac 16; chudt an,
uong binh thuong, mat trong, 16ng muot, phan kho.

Trong lugng co thé chudt duoc trinh bay trong Bang 3.
Bang 3. Trong lugng co thé chuot (g) ¢ céc 16 theo thoi gian (n = 10)

Thoi diém Lé chirng L liéu 1 L liéu 2 p

Ban diu 1883842 | 1902+688 | 1903+ 8,65 0,825
Sau28 ngdy | 2223+6,74 | 2262+1028 | 224,1+561 0,543
Sau 56 ngdy | 242,1+4,08 | 2457+501 | 244,8+6,92 0,335
fhgiiﬁ; ;’;" <0,001 < 0,001 < 0,001 < 0,001

Qua két qua trén cho thdy, khong c6 su khac biét c6 ¥ nghia (p > 0,05) vé

trong lugng co thé chudt gitra cac 16 ¢ cing thoi diém nghién ciru.
3.2.2. Anh hwéng téi mét sé chi so huyét hoc
* Mot s chi sb vé hong cau:

Anh hudng cia vién nang cing DTP t6i sd luong hong cau, hemoglobin,
hematocrit mau chut dugc trinh bay trong Bang 4.
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Bang 4. Anh huong cua vién nang cimg DTP 1én RBC, HBG va HCT (n = 10)

Chi s Lo chirng L licu 1 L licu 2 p
RBC (T/L) | 8,58+0,54 | 8,64+0,74 8,77+0,83 | 0,843
ggfll HGB (/L) | 165,80+ 7,41 | 167,00 £ 11,55 | 166,00+8,16 | 0,953
HCT (%) | 45,11+1,78 | 4440+£2093 | 44,59+235 | 0,793
RBC (T/L) | 838+0,60 | 8,67+1,39 8,4440,74 | 0,780
sr?;zys HGB (/L) | 159.20 £ 9,80 | 158,90 + 18,42 | 159,90 =22.80 | 0,992
HCT (%) | 44,142,355 | 4421+355 | 44,11+£590 | 0,805
RBC (T/L) | 8814076 | 892131 8,73+0,76 | 0,902
S§§a§6 HGB (g/L) | 163,80 + 7,47 | 164,20+ 12,20 | 165,90+ 6,33 | 0,859
HCT (%) | 46,16 £3,93 | 46224566 | 4572+3,64 | 0,964

Két qua trén cho thdy khong c6 sy khac biét c6 ¥ nghia vé RBC, HGB va
HCT giita cac 16 & cung mot thoi diém nghién ciru (p > 0,05); dong thoi khong co
su khéc biét co ¥ nghia (p > 0,05) vé RBC, HGB va HCT giita céac thoi diém trong
cung mot 16.

Su san xuat héng cau duge diéu hoa bai erythropoietin, mgt hormon dugc san
xuét chi yéu tir than (80- 90%, phan con lai & gan) [6]. Trén ngudi, hong cau ting co
thé do mot sb nguyén nhan nhu: Hut thudc, thiéu oxy dong mach man tinh, khéi u
(tang hong cau do khéi u), st dung steroid hudng thuong than, sir dung erythropoietin,
cac bénh huyét sdc td ¢o ai luc voi oxy cao, cac dot bién véi thu thé cua erythropoietin,
cac shunt phai - trai dong tinh mach phdi; ngoai ra, ting hong cau gia c6 thé xay ra véi
su cO ddc mau (do bong, ti€u chay, hodc su dung thude loi tiéu) [7]. Sb lugng héng
cau, HGB va HCT giam c6 thé do giam san xuat hong ciu (giam sinh hdng cau), ting
pha hity hong cau, mat mau, hodc phdi hop cac yéu té nay. O cac 16 ding DTP khong
c6 su khac biét c6 y nghia vé RBC, HGB va HCT so vdi 16 chimg va & céc thoi diém
sau 28 ngdy va 56 ngay khong co su khac biét co y nghia véi thoi diém ban dau; do do,
vién nang cimg DTP lidu 500 mg/kg/ngay va 1500 mg/kg/ngay trong 56 ngay khong
lam anh hudng t6i RBC, HGB va HCT.

* S0 lugng bach cau va so lugng ti€u cau

Anh hudng cuia vién nang ctimg DTP téi s6 lugng bach cau va sb luong tiéu cau
mau chudt duoc trinh bay trong Bang 5.
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Bang 5. Anh hudng ciia vién nang ctimg DTP 1én WBC va PLT (n = 10)

Chi s Lo chirng Lo lidu 1 L liéu 2 p
WBC (G/L) | 8,59+1,55 8,23 +0,82 8,18+ 0,97 0,690
Ban diu
PLT (G/L) | 529,0£57,19 | 498,9+73,58 | 497,8+70,13 | 0,510
WBC (G/L) | 8,78 +3,73 8,18 £ 0,85 8,37 +0,94 0,837
Sau 28
ngay
PLT (G/L) | 530,1 £92,82 | 503,9 +120,81 | 515,3 £ 159,49 | 0,899
WBC (G/L) | 8,46+ 1,65 8,37 +£0,95 8,06+ 1,32 0,778
Sau 56
ngay
PLT (G/L) | 522,1 £98,71 | 508,7+77,54 | 516,2+91,63 | 0,946

WBC giam khi tiy xuwong giam hodc nging san xuit bach cau [6], diéu nay c6
thé xudt phat tir viéc dung thudc, nhiém trang va phan tmg mién dich, qua trinh tham
nhidm tiry xuong. Trong do, phd bién nhét 13 giam do thudc. Thude c6 thé lam giam
qua trinh san sinh bach cau thong qua cac co ché giy doc, dic ing hodc qua man;
hodc chung c6 thé lam gia ting sy pha hay bach cau trung tinh ngoai vi thong qua
céc co ché mién dich. WBC ting c6 nguyén nhan phd bién nhat 14 do co thé gip phai
tinh trang nhidm trung, do bénh bach ciu (ung thu mau) ngoai ra con gip trong mot
s6 bénh 1y tim mach, bénh nhan chay than nhén tao [8].

Tiéu cau giam co the do céac nguyén nhan: Giam tiéu cau gia (la hién tuong
trong d6 sd luorng tiéu cau duoc dém bai may tu dong thap hon nhiéu so véi sb
luong tiéu cau thyc sy luu hanh trong co thé; nguyén nhan do chat chong dong
EDTA do tiéu cau vé tinh va do tiéu cau kich thude lon) [9]; giam sy san xuét cta
tleu cau; ting pha hay cua tleu cau (trong do co nhleu thudc lam ting sy pha huy cua
tiéu cau) hodc bit thuong vé sy phin bd cua tiéu cau [10]. Viéc giam tiéu cau gia
thuong xay ra trong thyc hanh 1am sang khi viéc phan tich tidu cAu duoc thuc hién
cung véi bach cau (bang may tu dong) [9].

Két qua tir Bang 5 cho thdy khong cé sy khac biét co y nghia vé WBC va
PLT giita cac 16 & cing mot thoi diém nghién ctru (p > 0,05) va gitra cac thoi diém
khac nhau trong cing mét 16. Nhu vay vién nang cimg DTP lidu 500 mg/kg/ngay
va 1500 mg/kg/ngay trong 56 ngay khong lam anh huong t6i WBC va PLT.

3.2.3. Anh hwong téi mét sé chi sé sinh héa mdu

* Hoat d6 enzym AST va ALT

Anh huéng ctia vién nang cing DTP tdi s6 hoat d6 enzym AST (U/L) va hoat
d6 enzym ALT (U/L) mau chudt dugc trinh bay trong Bang 6.
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Bang 6. Anh hudng cua vién nang cimg DTP 1én hoat 46 AST va ALT (n = 10)

Chi s Lo chimg L licu 1 L liéu 2 p
AST (U/L) | 86,9+ 11,40 | 96,5+9,08 | 94,9+ 1250 | 0,950
ALT (U/L) | 903+7,51 | 883+7,69 | 8521051 | 0,428
Sau28 | AST(U/L) | 82,0+2531 | 91,5+11,06 | 88,7+19,32 | 0,956

ngay | ALT (U/L) | 89,7+16,66 | 88,8+9,33 | 849+11,93 | 0,684
Saus6 | AST(U/L) | 953+16,73 | 104,7 +22,00 | 104,0 + 34,22 | 0,894
ngay | ALT (U/L) | 87,0+16,11 | 862+13,35 | 86,1+16,28 | 0,990

Ban dau

Két qua cho thay, khi so sanh giira cac 16: khong c6 su khac biét co y nghia
thng ké (p > 0,05) vé hoat d6 enzym AST va ALT & cing mét thoi diém nghién
ctru. Khi so sanh giita cac thoi diém khac nhau trong cing mot 16 ciing nhan thay
khong co su khac biét co y nghia (p > 0,05) vé hoat 46 enzym AST va ALT.

AST va ALT néi chung la nhitng enzym hiru ich nhét dé xé4c dinh su hién dién
cua ton thuong té bao gan. AST va ALT duogc tim thdy trong mot sé mod nhung chii
yéu va nhiéu nhat la & gan [11]. Su ting hoat 6 AST va ALT phan nhiéu do su tén
thuwong ciia té bao gan, sy giam hoat d9 cac enzym nay c6 thé do tac dung bao vé té
bao gan clia ché pham nghién ctru. Trong nghién ctru nay, hoat d0 AST va ALT cua
cac 16 dung ché pham nghién ctru khac nhau khong c6 ¥ nghia so vai 16 chting. Nhur
vy udng vién nang cting DTP liéu 500 mg/kg/ngdy va 1500 mg/kg/ngay trong 56
ngay khong lam anh hudng t6i chirc ndng gan chuot.

* Nong do cholesterol
Anh huodng cua vién nang cing DTP t6i sb ndng do cholesterol toan phin

(mmol/L) méau chudt dugc trinh bay trong Hinh 1.

Nong d6 cholesterol toan phan

003
002 e
001
000 B \ - R0
Ban dau Sau 28 ngay Sau 56 ngay
OL6 chimg OL6 lidu 1 OLH lidu 2

Hinh 1. Anh hudng cua vién nang cing DTP 1én ndng do cholesterol toan phan (n = 10)

Khéng co su khac biét c6 y nghia vé ndong d6 cholesterol toan phan mau chudt
gilta cac 16 & cing mot thoi diém (p > 0,05). Pong thoi, khi so sanh gitta cac thoi
diém nghién ctru khac nhau trong ciing mét 16 ciing nhan thay khong c6 su khac biét
¢6 ¥ nghia (p > 0,05) vé& ndng do cholesterol toan phan mau chudt. Nhu vay, vién
nang cimg DTP khong 1am anh hudng t6i nong do cholesterol toan phan mau chudt.

52 Tap chi Khoa hoc va Céng nghé nhiét ddi, S6 33, 12 - 2023



Nghién ctru khoa hoc c6ng nghé

* Nong d6 albumin

Anh hudng ciia vién nang cimg DTP t6i sé nong d6 albumin (g/L) mau chudt
duoc trinh bay trong Hinh 2.

Nong d6 albumin

NI PN

Sau 28 ngay Sau 56 ngay

OL6 chimg OL6 lidu1 OLS liéu 2

Hinh 2. Anh huéng ciia vién nang cting DTP 1én nong d6 albumin (n = 10)

Tai cac thoi diém nghién ctu, khong co6 su khac nhau vé nong d6 albumin trong
mau chudt gitra cac 16 (p > 0,05). Dong thoi, khi so sanh trong cung mét 16 clng
khong c6 sy khac biét vé nong do albumin gitra cac thoi di€m nghién ctu (p > 0,05).
Nhu vay vién nang ciing DTP khong 1am anh huong tdi nong d6 albumin mau chugt.

* Nong d6 creatinin

Anh huéng ctia vién nang cimg DTP t6i s6 nong do creatinin (mmol/L) mau
chudt dugc trinh bay trong Hinh 3.

Nong do creatinin

INT FINM - EIN

Ban dau Sau 28 ngay Sau 56 ngay

100
050
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Hinh 3. Anh hudng ciia vién nang ctiing DTP 1én ndng d6 creatinin (n = 10)

Creatinin 14 san pham cua su thoai hoa creatin trong céc co, dugc dao thai qua
than. Khi chtc ning than bi suy giam thi kha ning loc creatinin giam dan t6i ndng
d6 creatinin trong mau sé& ting cao hon binh thudng. Nong do creatinin thap thuong
gip & ngudi cao tudi; suy dinh dudng ning; sut can nghiém trong hodc cac bénh
man tinh kéo dai ma khdi luong co ¢6 xu hudng giam dan theo thoi gian [12]. Két
qué trén cho thiy khong c6 su khac biét c6 ¥ nghia (p > 0,05) vé ndng do creatinin
mau chudt giita cac 16 tai mot thoi diém va gitia cac thoi diém trong cung mat 16; do
vdy, vién nang cimg DTP ¢ 2 muc lidu nghién ctru khong lam anh hudng dén nong
d0 creatinin mau chudt.

3.2.4. Hinh dnh dai thé, vi thé mét sé co quan
* Hinh anh dai thé

Hinh anh dai thé gan, lach va than chudt & cac 16 dugc thé hién trong Hinh 4.
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Ghi chii: (a): 16 chimg; (b): 16 liéu 1, (c): 16 liéu 2

Quan sat dai thé bang mét thudng dudi kinh lap, cho thay: mau sic, hinh thai cia
gan, lach va thén ¢ hai 16 dung vién nang cimg DTP (anh b va anh ¢) c6 mau nau do
tham dong déu, bé mat nhan, khong c6 u cuc hodc xuat huyét, c6 dan hoi khi an xuong.
Khong c6 su khac biét khi so v6i hinh anh gan, lach, than cta chudt ¢ 16 chiing (4nh a).

* Hinh anh vi thé

Hinh anh vi thé gan (Hinh 5): O céc 16 déu thay: cac bé gan, tiéu thily gan va té
bao gan binh thuong, khong c6 hinh anh thoai hoéa hoac viém, tinh mach trung tdm

Ghi chii: Nhuém HE (400X); (a): 16 chitng; (b): 16 lieu 1; (c): 16 liéu 2

Hinh anh vi thé lach (Hinh 6): Tai tit ca cac 16: lach rd céu triic ving vo va
vung tuy, vung vo ¢ cac nang lympho 16n véi dong mach but long. Khong c6 xuat

huyét, hoai tir.

h 6. Hinh anh vi thé lach chudt & cép 16 i
Ghi chu: Nhuom HE (400X); (a): I6 chung; (b): 6 liéu 1, (c): 16 liéu 2

Hin

Hinh anh vi thé than (Hinh 7): O tat ca cac 16 déu thay: Cac tiéu cau than voi
mao cudn mach rd, cac té bao ong than binh thuong.

54 Tap chi Khoa hoc va Céng nghé nhiét ddi, S6 33, 12 - 2023



Nghién ctru khoa hoc c6ng nghé

Hinh 7. Hinh anh vi thé thin chudt ¢ céc 16 ‘
Ghi chu: Nhuém HE (400X); (a): 16 ching; (b): 16 liéu 1, (c): 10 liéu 2
Nhu véy, vién nang cimg DTP ¢ 2 mirc lidu nghién ctru khong anh hudng toi
hinh anh vi the gan, lach, than chugt.
4. KET LUAN

D3 danh gia duoc doc tinh cdp tinh va doc tinh ban truong dién cua vién
nang cimg DTP trén dong vat thyc nghiém. Két qua cho thay, khi ding dén lidu
4800 mg/kg, vién nang cing DTP khong xuét hién doc tinh cép tinh & cac muc lidu
da thir nghiém, chua xac dinh duwgc LDsg trén thyc nghiém; véi 2 muc liéu 500
mg/kg va 1500 mg/kg trén chudt cong trang trong thoi gian 56 ngay da khong lam
anh huong tdi trong lugng co thé; cac chi sb huyét hoc; hoat 36 enzym AST, ALT;
néng d6 albumin, cholesterol toan phén, creatinin; hinh anh dai thé va vi thé gan,
lach, than chuot.
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SUMMARY

STUDYING ACUTE AND SUB-CHRONIC TOXICITY OF
DINH THONG PHONG CAPSULE IN EXPERIMENTAL ANIMALS

Research to evaluate acute toxicity and sub-chronic toxicity of Dinh Thong
Phong capsule (DTP) in experimental animals. Acute toxicity was evaluated in mice
follow the method described by Litchfield- Wilcoxon, the OECD guideline and the
guideline of Ministry of Health of Vietnam; sub-chronic toxicity was evaluated in
rats according to OECD 407 Guideline. In acute toxicity study, no death or toxic
signs were observed with DTP capsule administration, DTP capsule did not exhibit
acute toxicity up to a dose of 4800 mg/kg. In sub-chronic toxicity, DTP capsule at
doses of 500 mg/kg and 1500 mg/kg were had not affect to the body weight; some
hematological parameters; AST, ALT, albumin, total cholesterol and creatinine
levels; and macroscopic, microscopic images of liver, spleen and kidney of rats
when taken continuously for 56 days.

Keywords: Acute toxicity, sub-chronic acute toxicity, Dinh Thong Phong capsule,
doc tinh cap, doc tinh ban truong dién, vién nang cung Pinh Thong Phong.
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