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POC TiNH BAN TRUONG DIEN 90 NGAY BPUONG UONG CUA VIEN
NANG LINH PHU KHANG TUE TINH TREN DONG VAT THU'C NGHIEM

Pham Tién Diing’, Ping Thanh Chung? Boan Minh Thuy', Nguyén Hoang Ngan®

TOM TAT

Muc tiéu: Danh gig duoc doc tinh béan truong didn duong ubng 90 ngay trén chudt cong
trdng cda vién nang Linh Phy Khang Tué Tinh. Phwong phédp: Chutt céng trédng chia ngéu
nhién thanh 3 16: 16 chirng uéng nuéec cét, 16 trj 1 va 16 trj 2 ubng Linh Phy Khang Tué Tinh liéu
289,8 va 869,4 mg/kg/ngay (twong tng). Danh gid anh hudng lén thé trang, can nang, céc chi
s6 huyét hoc, sinh héa mau va mé bénh hoc gan, lach, than. Két qua: thé trang, can nang, cac
chi s6 huyét hoc, sinh héa méu va mé bénh hoc gan, lach, thdn cta chuét ¢ hai I6 diung Linh
Phu Khang Tué Tinh déu binh thuong, khéng khac biét so voi 16 ching. Két Iluan: Linh Phy
Khang Tué Tinh khéng gay déc tinh ban truong dién khi dénh gia trén chudt cong tring ubng
cac mire liéu 289,8 va 869,4 mg/kg/ngay trong 90 ngay.

Tt khéa: Linh Phy Khang Tué Tinh, doc tinh ban trong dién, chudt céng tréng.

1. DAT VAN PE

Tang san lanh tinh tuyén tién liét (TSLT-
TTL) 1a bénh hay gip nh4t & nam gidi trung
nién va tang dan theo tudi, anh hwdng dén
chét lwvgong cudc sbng clia ngudi bénh. Hién
nay c6 nhiéu phwong phap khac nhau dé diéu
tri TSLT-TTL v&i muc dich phuc hdi chtc
nang chirc ndng bai xuat nwoc tidu hon la
gidm kich thudc tién ligt tuyén [2]. Theo cac
khuyén céo hién tai van nén didu trj ndi khoa
ban dau, néu that bai thi sé dwoc diéu tri
phau thuat tiép theo. Didu tri ndi khoa bang
nhém thuéc e ché thu thé anpha, nhém e
ché enzym 5 alpha reductase... dang dwoc
trng dung rdng rai nhwng ciing c6 nhirng tac
dung khéng mong mudn nhw chéng mat, dau
dau, mét nhe, ha huyét ap tw thé, réi loan
cwong dwong, gidam ham mudn tinh duc va
gidm lwong tinh dich...Y hoc cd truyén cé
nhiéu cay thudc, bai thudc co hiéu qué va an
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toan trong didu tri TSLT-TTL, rat can dwgc
nghién clru danh gia. Vién nang Linh Phu
Khang Tué Tinh do Vién nghién ctru Tué Tinh
- Hoc vién Y Dwoc hoc cb truyén Viét Nam
bao ché tir cac dwoc liéu Nang hoa tréng, Cot
khi ct, Hoa xa thiét thao, Tam that, bwéc dau
str dung tai bénh vién Tué Tinh cho thdy c6
hiéu qua va an toan trén bénh nhan TSLT-
TTL. P& c6 co s& khoa hoc cho viéc ng
dung rong rai ché pham trong cong tac cham
soc strc khoé, nghién clru dwoc tién hanh
nham danh gia doc tinh ban trwdng dign cla
ché pham trén chuét cong trang.

2. POl TUQONG, VAT LIEU VA PHUONG
PHAP NGHIEN CclU

2.1. Boi twong, vat liéu nghién ctru

* Ché pham nghién ctru: Vién nang Linh
Phu Khang Tué Tinh do Vién nghién ctru Tué
Tinh - Hoc vién Y Dwoc hoc cd truyén Viét
Nam cung cép, dat tiéu chuan co s&, thanh
phan gdm: bdt alcaloid toan phan Nang hoa
trdng 5,0mg; bot cao Cét khi ci 100,0mg; bot
cao Hoa xa thiét thao 90,0mg; bdt Tam thét
150,0mg; ta dwogc (avicel aerososil) vira du 1
vién. Lidu dung tinh theo lidu bét dwoc lidu
trong vién nang. Méi vién nang chira 345mg
bot dwoc liu. Liéu dy kién s dung trén
ngwoi la 6 vién nang/nguwdilngay, twong trng
2070mg/nguoi/ngay. Tinh quan binh mot
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ngudi 50kg thi liéu dung dy kién trén ngudi
sé l1a 41,4 mg/kg/ngay. Quy dbi theo hé sb
quy dbi tir ngudi sang dong vat thyc nghiém
[11], thi lidu dy kién c6 tac dyng trén chudt
cong 1a 289,8 mg/kg/ngay (hé sb quy ddi 1a
07). Bot thudc dugc hoda tan trong nudc cét
va cho chudt udng bang kim cong dau tu.

* Doéng vét thi nghiém: Chudt cbng tréng
trwdng thanh, dong Wistar, sb lwgng 24 con,
khong phan biét gibng, can néng 160 - 180g,
do Ban cung cép dong vat thi nghiém - HVQY
cung cép, dwgc nudi trong phdng nudi dong
vat thi nghiém mot tudn trwéc khi nghién ctru
bang thirc &n chudn danh cho dong vat
nghién ctru, nuéc sach ubng ty do.

* Dung cy thi nghiém: May xét nghiém
sinh hoa 3000 Evolution (cong ty Biochemical
Systems International Srl, Italia), héa chét cta
héng; May phan tich huyét hoc Humancout
30TS (Human, Buc), s*r duyng phdn mém
phan tich huyét hoc danh cho chudt thi
nghiém, héa chéat cla hang; Can phan tich
10-4, model CP224S (Sartorius - Buc);, B
dung cy md ddng vat c& nhd va cac dung cu
thi nghiém khac.

2.2. Phwong phap nghién ctru: Theo qui
dinh clia Bo Y té Viét Nam [1), hwéng din cla
T chirc Y té thé gidi [3), [5] va huéng dan
cita OECD (Organisation for Economic Co-
operation and Development) [4] vé danh gia
tinh an toan va hiéu lwc cla thudc Y hoc cd
truyén.

Chudt cdng trdng dwoc chia thanh 3 16,
méi 16 8 con. Chudt dwoc cho udng thube thir
hodc nwdc cét lién tuc trong 90 ngay, thé tich
cho udng 1a 5ml/kg/24h.

- L6 chirng sinh ly: ubng nuwéc cht.

- L6 trj 1: ubng Linh Phy Khang Tué Tinh,
liéu 289,8 mg/kg/ngay.

- L6 trj 2: ubng Linh Phy Khang Tué Tinh,
liéu 869,4 mg/kg/ngay

Céc chi tieu danh gia:

- Sinh ly - duge ly: theo ddi hoat dong, an
udng, can nang ca chuét.

- Huyét hoc: héng cau, hemoglobin, bach
cau, tiéu cau.

- Sinh héa méu: nbdng dd AST, ALT,
creatinin, cholesterol TP, albumin huyét twong.

- M6 bénh hoc: vao ngay thee 90, giét
chudt, quan sat hinh anh dai thé gan, lach,
than. Lam tiéu ban nhuom HE danh gia hinh
anh moé bénh hoc cua cac chudt. Tiéu ban mé
bénh hoc duoc thyc hién va doc két qua tai
Khoa Giai phu bénh va Phap y (Bé&nh vién
Quén y 103).

LAy mau xét nghiém céc chi s sinh héa,
huyét hoc, xac dinh can nang cta chuét tai 3
thoi didm: xuét phat diém, sau 45 ngay, sau
90 ngay uéng thubc.

2.3. Xir ly s6 ligu

Cac sb lieu dugce xtr ly theo cac phuong
phap théng ké y sinh hoc, str dung phan mém
SPSS 16.0. Sy khac biét c6 y nghia théng ké
khi p < 0,05.

3. KET QUA NGHIEN cUPU

3.1. Anh hwéong cua Linh Phy Khang
Tué Tinh Ién tinh trang chung va sw thay
ddi thé trong ctia chudt céng trang khi
dung dai ngay.

a. Tinh trang chung: Chuét cbng tréng
duwoc theo déi hang ngay vé tinh trang chung
gdm hoat ddng, an udng, tinh trang 16ng, da,
niém mac, chét tiét. Cac chuét & ca 16 chirng
va cac 16 ubng Linh Phu Khang Tué Tinh déu
hoat dong binh thwdng. Chudt I16ng muwot, da
niém mac binh thwdng, &n udng binh thwéng,
phan thanh khudn.

b. Sw thay déi thé trong ctda chudt

Két qua dwoc trinh bay & bang 3.1. So
sanh gitra cac thoi diém sau so voi trwde thiy
can nang chudt cia ca ba 16 nghién ctru déu
tang (bang 3.1), sy thay ddi cé y nghia théng
ké véi p < 0,01. So sanh tai cung thoi diém
do, can nang cua chudt & hai 16 udng Linh
Phu Khang Tué Tinh so vé&i can nang cua
chudt & 16 ching sinh Iy khéng thdy cé sw
khac biét cé y nghia théng k& (p > 0,05). Nhuw
vay Linh Phy Khang Tué Tinh v&i cac murc
lidu va thoi gian st dung trong nghién clru
chwa thdy gay ra cac thay dbi trén sy phat
trién thé trong ctia chudt.

3.2. Anh hwéng cia Linh Phy Khang
Tué Tinh déi véi mét sé chi tidu huyét hoc

Két qua dwgc trinh bay & bang 3.2. So
sanh cac 16 vdi nhau trong cung mét thoi
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diém, ciing nhw so sanh trong tirng 16 gitra
cac thoi diém thi nghiém, cac chi s6 huyét
hoc cta chudt thay ddi khéng cé y nghia
thdng ké (p > 0,05). Nhw vay Linh Phy Khang
Tué Tinh voi cac murc liéu va thoi gian st
dung trong nghién ctru chwa gay ra cac thay
ddi vé chi sé huyét hoc ctia chudt.

3.2. Anh hwéng cua Linh Phu Khang
Tué Tinh d6i véi mét sé chi tiéu sinh hoa
mau cua chuét.

Két qua dwoc trinh bay & bang 3.3. So
sanh cac 16 v&i nhau trong cung moét thoi
diém, cling nhw so sanh trong tirng 16 gitra
cac thoi diém thi nghiém, cac chi s sinh hoa
mau cua chudt thay ddi khéng cé y nghia
thdng ké (p > 0,05). Nhw vay Linh Phy Khang
Tué Tinh v&i cac mae liéu va thdi gian s
dung trong nghién clru chwa gay ra cac thay
dbdi vé chi sé sinh héa mau ctia chudt.

Bang 3.1. Anh hwéng ctia Linh Phy Khang Tué Tinh d6i v&i can nang chudt (n = 8)

Thoi diém XN

L6 ching (1) ot 12 Lot 2 (3) D
Truec TN
((y:) 169.88+4,29  169,13+3,18  16975+3,77  p,,>0,05
= p32> 0,05
Sau 45 ngay (b) 191752599 102132685 19275560  *F o
Sau 90 ngay (0) 21188636 212,38 +7,27 212,50 5,76 S

p

pb-a S 0!01; pc-b < 0101; pc-a < 0v01

XN: xét nghiém; TN: thi nghiém

Bang 3.2. Anh hwdng cla Linh Phu Khang Tué Tinh d6i véi mot s6 chi tiéu huyét hoc cia

chuét (n = 8)
Tho)zg'em Chi s6 XN L6 ching (1) Lo tri 1 (2) Lo tri 2 (3)
BC x 10°/L 6,85 + 1,31 7,06 + 1,55 7,28 + 1,36
RBC (10™/L) 8,11 £ 0,89 8,08 + 1,59 8,04 + 0,68
Trwéce thi HGB (g/L) 154,13 £ 21,92 144,25 + 3,65 143,00 + 11,70
nghiém (a) HCT (%) 42,06 + 3,81 42,96 + 3,53 42,87 + 3,89
MCYV (fl) 53,13 + 3,44 51,75 + 2,55 52,13 + 3,27
TC x 10°/L 598,38 + 87,75 577,50 + 81,80 551,25 + 76,40
BC x 10°/L 7,04 + 1,42 7,32 + 1,84 7,33+1,78
RBC (10™/L) 8,28 + 1,20 8,33+ 1,87 8,29 * 0,66
Sau 45 HGB (g/L) 160,13 + 11,43 143,75 + 27,16 145,00 25,92
ngay (b) HCT (%) 44,52 + 2,62 44,86 + 6,19 44,86 + 6,91
MCYV (fl) 52,13 + 3,87 51,38 £ 2,45 53,50 + 3,89
TC x 10°/L 528,00 + 78,23 523,38 + 140,19 565,75 + 140,21
BC x 10° /L 7,01+ 1,53 7,15 + 2,26 7,25 + 1,91
RBC (10™%/L) 8,35+ 1,62 8,29 + 1,78 8,25 + 1,67
Sau 90 HGB (g/L) 158,38 + 28,65 246,88 + 26,21 144,75 + 29,18
ngay (c) HCT (%) 46,25 + 9,02 45,44 + 4,89 45,82 + 5,91
MCV (fl) 53,00 % 1,69 52,25 + 4,06 52,38 + 2,62
TC x 10°/L 586,63 + 148,26 548,50 + 191,62 511,88 + 148,57

XN: xét nghiém
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Bang 3.3. Anh hudng ctia Linh Phy Khang Tud Tinh ddi véi chi tidu sinh héa méu (n = 8)

Thoi didm

XN Chi 86 xét nghi¢m L6 chirng (1) LOtrf 1 (2) Lo trj 2 (3)
AST (UIN) 06,88 26,39  97,25+12,98 99,63 + 13,95
ALT (UI) 90,50 £ 21,50 89,50 £ 11,69 91,25 + 22,19

ng:’;‘:; '("a') Creatinin (pmol/l) 43,50 £ 6,09 46,25+ 4,10 46,88 + 5,89
Albumin (g/l) 27754212 28384092 28,00 + 2,00

Cholesterol TP (mmoll) 0,96 # 0,32 1,04 £ 0,09 1,03 £ 0,24
AST (UIN) 92,75+2259 93,50+ 11,45 93,63 £ 20,04
ALT (UIN) 81,38+ 18,09  88,00%515 89,134 1938

nsg:L; l(le) Creatinin (umol/l) 4625+333 43,63 +6,41 45,75 + 3,58
Albumin (g/l) 27,75+266  27,50£220 28,13 £2,90

Cholesterol TP (mmolfl) 1,03 £ 0,28 0,95 £ 0,14 0,94 0,19
AST (UI/l) 95,00+ 24,61 99,88+12,36 95131 12,80
ALT (UI) 86,50 + 13,43  92,13+992 92,38 £ 16,61

nsg‘:;?g) Creatinin (pmol/l) 47,38 + 4,41 48,88 +587 47,75+ 5,31
Albumin (g/l) 2763+160  29,13+2,36 28,63+ 1,60

Cholesterol TP (mmoll) 0,93 + 0,14 0,99 £ 0,23 0,95 0,21

Anh 3.1. Hinh anh mé bénh hoc gan, lach, than cac 16 chudt nghién ctru
G1, G2, G3: mb bénh hoc gan 16 chirng, trj 1, trj 2, twong umg; L1, L2, L3: mé bénh hec lach 16
chimg, trj 1, trj 2, twong (ng; T1, T2, T3: mé bénh hoc thén 16 ching, tr 1, trj 2, twong tng.
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3.3. Két qua dai thé va md bénh hoc
gan, lach, than ctia chudt thi nghiém.

Céc tiéu ban mdé bénh hoc doc tai khoa
hinh thai giai phau bénh, bénh vién 103. Két
qua nghién ctru vé md bénh hoc gan, lach,
than chudt cho thay Linh Phu Khang Tu@ Tinh
ding dudng ubng voi ligu 289,8 mg/kg/ngay
va lidu 869,4 mg/kg/ngay lién tuc trong 90
ngdy, khong gay tdn thwong trén gan, than,
lach cha chudt (anh 3.1).

Quan sét dai thé bang mét thuwdng va duwéi
kinh lp c6 @6 phong dai 25 1an thay: mau
s&c, hinh thai ciia gan, lach va than & hai 16
dung Linh Phy Khang Tué Tinh khéng khac
so voi ¢ 16 chirng.

4. BAN LUAN

Trong nghién ctu ddc tinh ban trwdong
dién cla Linh Phu Khang Tué Tinh, ching toi
danh gia vé tinh trang chung (gdm hoat déng,
an udng, tinh trang l6ng, da, niém mac, chat
tiét) va sw phat trién can ndng cla chuét, 1a
nhi*ng chi s6 co ban d& dang quan sat va do
dwoc, nhwng cé y nghia trong danh gia vé
tinh an toan cha thudc [8], [7]. Ngoai ra,
nghién ctru cling chi trong danh gia cac co
quan dé bj tdn thwong (nén dé quan sét thay
doc tinh cta thubc néu cé) la gan, than va co
quan tao mau [3]. Hoat dd cac enzym AST,
ALT trong mau nham danh gia sy tén thwong
té bao gan. Albumin huyét twong va
cholesterol toan phan nham danh gia thém vé
chirc nang gan [5]. Linh Phy Khang Tué Tinh
khong lam tang AST, ALT, khong anh hwéng
dén albumin huyét twong va cholesterol toan
phan trong mau, chirng té thubc khong gay
tén thwong té bao gan, khong anh huwdng dén
chrc nang téng hop clia gan. Than la co
quan bai tiét cla co thé, khi than bj tdn
thwong thi ndng dd creatinin ting sém [5], [8].
Linh Phy Khang Tué Tinh cho chudt udng
khdong gay anh hwdng dén creatinin mau,
chieng 6 thube khdng gay tén hai dén than.
Két qua dwgc khang dinh thém khi hinh anh
dai thé va mé bénh hoc ciia gan, than binh
thwong. Co quan tao mau dwgc danh gia
théng qua cac chi s6 huyét hoc va danh gia

dai thé, mo bénh hoc lach [5], [8] cling cho
thdy khéng c6 bién dbi gi khac biét, chirng to
Linh Phy Khang Tué Tinh cho chudt uéng
khéng anh hwédng dén co quan tao mau. Cac
duwoc liéu trong vién nang Linh Phy Khang
Tué Tinh d&u hAu nhw khong thay bao céo vé
doc tinh [4], do d6 két qua nghién ciru khong
thdy doc tinh ban tredng dién clia vién nang
Linh Phu Khang Tué Tinh la hoan toan phu

hop.
5. KET LUAN

Trén cac 16 chudt céng tréng cho udng
Linh Phy Khang Tué Tinh liéu 289,8
mg/kg/ngay va liéu 869,4 mg/kg/ngay lién tuc
trong 90 ngay, cho thay:

- Tinh trang chung gbém hoat dong, &n
ubng, tinh trang 16ng, da, niém mac, chat tiét
ctia chuét binh thwdng.

- Khéng 1am anh hwédng dén sy tang trong
lwgng co thé.

- Khong lam thay ddi cac chi sé huyét hoc
(hdng ciu, huyét sic t6, hematocrit, thé tich
trung binh héng cau, s lwgng bach cu, sb
lwong tiéu cau).

- Khéng lam thay ddi cac chi tiéu sinh héa
mau bao gdm hoat dd cac enzym AST, ALT,
creatinin, albumin va cholessterol toan phan.

- Khéng gay tén thwong md bénh hoc gan,
lach, than.

Nhw vay, Linh Phy Khang Tué Tinh khéng
gay doc tinh ban trwdng dién khi cho chudt
cbng tréng udng cac murec liéu 289,8 va 869,4
mg/kg/ngay trong 90 ngay.

L&i cam on
Chung t6i xin chan thanh cdm on can bd,
nhan vién B6 moén Dwoc ly, Hoc vién Quan y

da giup d& chung téi hoan thanh nghién ctru
nay.
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Acute and subchronic toxicity

SUMMARY

SUBCHRONIC TOXICITY OF LINH PHU KHANG TUE TINH CAPSULE ON
EXPERIMENTAL ANIMALS

Pham Tien Dung', Dang Thanh Chung?,
Doan Minh Thuy', Nguyen Hoang Ngan2
'Vietnam University Of Traditional Medicine
2Military Medical University

Objective: To evaluate the 90-day oral subchronic toxicity on Wistar rats of Linh Phu
Khang Tue Tinh capsule. Methods: Wistar rats randomly divided into 3 groups: control group
drinking distilled water, treatment group 1 and treatment group 2 oral administration of Linh Phu
Khang Tue Tinh at doses of 289.8 and 869.4 mg/kg/day (respectively). Assess effects on
physical condition, weight, hematological indexs, blood biochemistry and histopathology of liver,
spleen, kidney. Results: physical condition, weight, hematological indicators, blood
biochemistry and histopathology of liver, spleen, kidney of rats in two groups using Linh Phu
Khang Tue Tinh were normal, no difference compared to control group. Conclusion: Linh Phu
Khang Tue Tinh was safe when evaluating on Wistar rats oral administration with doses of
289.8 and 869.4 mg/kg/day for 90 days.

Key words: Linh Phu Khang Tue Tinh, chronic toxicity, Wistar rats.





