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KHAO SAT PQOC TINH CAP VA TAC PONG CHONG PONG MAU CUA NOC
RAN LUC PUOI PO VIET NAM TRIMERESURUS ALBOLABRIS VIPERIDAE

Nguyén Thi Thuy Trang'?, Hoang Ngoc Anh', Nguyen Ciru Khoa!,

TOM TAT.

Huyét khdi tdc mach dang la mdt trong nhiing
nguyén nhan gay tur vong hang dau trén toén thé gigi.
Cac nghién cfu ngoai nudc cho thdy noc ran luc dudi
do (Trimeresurus albolabris, ho leerldae) gay réi loan
dong mau keo dai, suy giam fibrin, glam tiu cau,... Vi
vay, noc ran T. aIboIabrls la nguyén liéu tlem nang
trong ngh|en cltu tc dong chéng dong mau, ngira
huyet khdi. Tai Viét Nam, T. albolabris phan bo khap
ca nudc. Tuy nhién, cac ngh|en cu‘u vé doc tinh cap va
tdc dong dugc Iy clia noc rén nay & Viét Nam van
chua dugc ngh|en ctu. Cac thr nghlem trong nghlen
ciu nay nham danh gid doc tinh cdp va tac dong
chdng dong mau cua noc T. albolabris Viét Nam. Két
qua thtr nghiém cho thdy LDsp noc T. albolabris trén
chudt Swiss albino la 0,45 — 0,57 mg/kg theo phuong
phap Miller-Tainter va 0,47 mg/kg theo phudng phap
Behrens-Karber. DGi v3i dudng tiém dudi da, két qua
LDso la 4,42 — 5,54 mg/kg theo phuang phap Miller-
Tainter va 4,47 mg/kg theo phudng phap Behrens-
Karber. Noc T. albolabris liéu 0,5 mg/kg va 0,25
mg/kg (tiém dudi da) giip kéo dai thdi gian dong mau
va chay mau trén chudt th& nghiém so véi nhém
chiing. Twr khéa: noc ran luc dudi do, Trimeresurus
albolabris, chéng dong mau, thgi gian chay mau, doc
tinh cap, LD50

SUMMARY

STUDY ON ACUTE TOXICITY AND
ANTICOAGULANT ACTIVITY OF TRIMERESURUS

ALBOLABRIS VIPERIDAE VENOMS IN VIETNAM

Thromboembolism is one of the leading causes of
death in the world. Foreign studies show that the
green pit viper (Trimeresurus albolabris, family
Viperidae) causes persistent blood clotting disorders,
fibrin depletion, thrombocytopenia, ... Therefore, T.
albolabris venom is a potential material in the study of
anticoagulant effects, preventing thrombosis. In
Vietnam, T. albolabris is distributed in the whole our
country. However, studies on acute toxicity and
pharmacological effects on them in Vietnam have not
yet been studied. In this study, we evaluate the acute
toxicity and anticoagulant effects of T. albolabris
venom in Viet Nam. The results showed that the LD50
of T. albolabris venom in Swiss albino mice was 0.45 -
0.57 mg/kg by Miller-Tainter method and 0.47 mg/kg
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by the Behrens-Karber method. For subcutaneous
injection, LD50 results are 4.42 - 5.54 mg/kg by the
Miller-Tainter method and 4.47 mg/kg according to
the Behrens-Karber method. T. albolabris venom at
doses of 0.5 mg/kg and 0.25 mg/kg (subcutaneous
injection) helps prolong blood clotting and bleeding
time in test mice which compared to the control
group. Keywords: green pit viper venoms,
Trimeresurus albolabris, anticoagulant, bleeding time,
coagulation time.

I. DAT VAN DE

Huyét khdi tdc mach 1a bénh ly chiém 25%
trudng hgp ti vong trén toan thé gidi va hién
dang tré thanh nguyén nhan gay tr vong hang
dau vi cac bénh ly lién quan nhu rung nhi, nhoi
mau cd tim, thuyén tdc phdi, dét quy va huyét
khéi tinh mach... [3]. Cac thubc khang ti€u ciu

(aspirin, clopidogrel, aggrenox,...) va thudc
chong dong mau (warfarin, dabigatran,
rivaroxaban,...) thudng dugc st dung dé phong

nglra, diéu tri va gidm su tai phat ctia bénh. Moi
thuéc déu cé6 mot co ché tac dung riéng va cd
chung mot s6 tac dung phu thuGng gap nhu
xuat huyét tiéu hda, xuat huyét noi so. Vi vay,
tim ra nhitng hoat chat c6 hoat tinh chdng dong
mau, nglra huyét khdi véi tac dung phu thap han
so vdi cac thudc hdéa dugc la van dé dang dugc
guan tam nghién ctu [1,2].

Ran luc dudbi dé Trimeresurus albolabris la
mét lodi rén thudc ho ran luc Viperidae. O nudc
ta, ching phan bd khap ca nudc. Cac nghién clru
trén thé gidi cho thay noc doc cta ching cé tac
dong lén qua trinh dong mau, suy giam
fibrinogen, gidm s6 lugng tiéu cau,...[4]. Tuy
nhién, thong tin vé doc tinh va déc tinh cta T.
albolabris & Viét Nam van con han ché. Tinh dén
thdi diém 4/2024, & Viét Nam van chua ¢ cong
trinh nghién clru vé tac dong dugc ly clia noc
doéc ran luc dudi do.

I1. DPOI TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. D6i tugng nghién ciru

V&t liéu nghién ciru. Noc ran luc dudi do
déng khdé dudc cung cap tir Trai rdn Dong Tam
thuéc Trung Tam Nudi trong Nghién cliu Ché
bién Dudgc liéu — Cuc Hau can — Quan Khu 9. Noc
dugc bao quan trong ngan dong tu lanh, nhiét
do6 -20°C.

Péng vat tha’ nghiém. Chudt nhdt trang
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duc chung Swiss albino, 4 — 6 tuan tudi, khoe
manh va khong c6 di tat do Vién Vac xin va Sinh
pham y t€ Nha Trang cung cap. Trong lugng moi
con khoang 18 — 22g. budc nudi 6n dinh 2 - 4
ngay trudc khi ti€n hanh th nghiém.

2.2, Phu‘dng phap nghlen c’u

Danh gia doc tinh cdp cua noc ran luc
duéi do trén chuot nhat trdng. Chudt thir
nghiém cho nhin ddi it nhat 12 gig trudc thor
nghiém, nudc udng day du.

Thur nghiém sd khai

Muc dich: xac dinh LDo va LD1oo

Dua trén nghién clfu da cong bd, chon liéu
0,1 mg/kg (dudng tiém tinh mach) va 2 mg/kg
(dudng tiém dudi da) lam liéu khai dau [5].

O cac liéu tiép theo, ti€n hanh chon theo
nguyén tac:

Xac dinh liéu LD1oo: néu liéu thr nghiém gay
chét 100% dong vat thr nghiém thi giam liéu -2
so vdi liéu ban dau va ti€p tuc cho dén khi xac
dinh dugc lieu khong gay chét 100% dong vat
th&r nghiém thi tdng liéu trd lai bang cach 1ay
trung binh cua liéu khong gay chét 100% va liéu
thap nhat gay chét 100% cd thé xac dinh dudgc
cho dén khi tim dugc liu thdp nhat c6 thé gay
chét 100% dong vat thir nghiém (LD1oo).

Xac dinh liéu LDo: giam V-2 liéu khong gay
chét 100% dong vat thir nghiém cho dén khi tim
dudgc lieu khong gay chét con nao. Sau do ti€p
tuc tdng liéu trd lai bang cach 1dy trung binh
gitta liéu khong gay chét con nao va liéu gay
chét thdp nhét c6 thé xac dinh dugc cho dén khi
tim dugc liéu cao nhat khong gay chét dong vat
thuar nqhiém (LDo).

Moi liéu khao sat ti€n hanh trén 3 — 6 chudt.

Thu ngh/em xac dinh: Chudt nhat trdng dat
tiéu chuan thtr nghiém dugc chia 1am 5 16. Mdi 16
it nhat 6 con. Cho sr dung thudc trong khoang
[iéu tur LDo va LD1oo theo mét cap sO Iua chon. O
nhifng liéu gan LDso tang s6 tha vat thr nghiém
lén dé su’ do ludng dugc chinh xac.

Quan sat cac biéu hién cta thd thir nghiém
va ghi nhan s6 lugng thd séng, chét & moi 16 sau
24 gio dung thudc. Tiép tuc quan sat trong 14
ngay. M& va quan sat dai thé clia nhiing con
chudt con song.

 Khdo sat tac déong chéng déng mau noc
ran luc duéi do trén chuét nhat trang. Chuot
thi nghiém dugc phan thanh céc 16 sau:

- L6 chiing (n = 8): dung dich NaCl 0,9% (SC).

- LO th& nghiém 1 (n = 8): dung dich noc
ran luc dudi do liu 1/10 LDso(SC).

- LO th& nghiém 2 (n = 8): dung dich noc
ran luc dudi do liu 1/20 LDso(SC).

Thoi gian chdy mau: cdm chudt bdng cach
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ndm gilr phan da dau va da lung chudt tranh tac
dong vao dudi chudt. Dung kéo st cat mot doan
dudi dai khoang 5 mm tinh t&r dau mdt ngoai,
dudng kinh dudi khoang 1,5 mm. Ngam phan
dudi con lai vao dung dich NaCl 0,9% & 37°C.
Tinh thdi gian tUr IGc bat dau chay mau dén khi
mau ngirng chay & cac thdi diém 0, 5, 10, 20,
30, 60, 90, 120 phut sau khi tiém thudc.

Thdi gian dong mau: hirng mét giot mau tur
du6i chudt 1én lam kinh dudc dat trong dia petri
(d€ tranh tac dong cua cac yéu t8 anh hudng),
dudng kinh giot mau khoang 6 - 7 mm. Theo doi
thdi gian tur Iic 1dy giot mau ra khdi dudi chudt
dén khi giot mau dong hoan toan tai cac thdi
diém 0, 5, 10, 20, 30, 60, 90, 120 phut sau khi
tiém thudc.

2.3. Phan tich thong ké két qua. Két qua
vé gia tri LDso noc ran trén chubt dugc tinh theo
02 phuang phap: phuong phap Karber — Behrens
va phuong phap Miller — Tainter, dLIdng biéu
dién ty 18 (%) chudt chét theo lidu dudc vé bang
phan mém Excel 2016.

Cac s0 liéu vé thai gian chay mau, thai gian
déng mau dugc trinh bay & dang so trung binh +
SEM (Standard error of mean — sai s8 chuan cla
sO trung binh). Su khac biét gilra cac 16 thir, 16
ddi chirng so v6i 16 chiing dugc kiém tra, phan
tich bdng phép kiém Mann-Whitney vé&i phan
mém Minitab 16.0, p<0,05 dudc cho la khac biét
cd y nghia thdng ké. Bi€u dd dudc v& bang phan
mém Excel 2016.

II. KET QUA VA BAN LUAN

3.1. Két qua thir nghiém ddc tinh cdp
noc ran luc dudi do dudng tiém tinh mach
trén chuét nhat trang

_ Biéu hién cda chudt sau khi tiém noc
ran luc duéi do. Sau khi tiém tinh mach & cac
litu khac nhau, nghién citu ghi nhan dugc cac
biéu hién cua chudt trong 24 gid nhu sau: chudt
tr vong trong 1 dén 3 gid. Sau vai chuc giay dén
vai phit sau khi tiém thu6c, chudt bét dau giam
hoat dong, thd gdp. Sau dé chubt nam im mot
chd, cb xuét hién tinh trang co that co hoanh.
Liéu cang cao thi su co that cg hoanh cang rd ret
va tan sut xudt hién nhiéu hon. Biéu hién cla
chudt trudc khi chét: chudt thd rat gdp, mat mé
to, hai chan sau dudi, thinh thoang dap manh
hai chan sau, thinh thoang nhay Ién, mat hét
phan xa, du0| thang chéan, uGn ngudi vé phia
trudc. Hién tugng nay thu‘dng xay ra to 7 — 30
phut trudc khi t vong. 24 giG sau khi tiém
thudc, chudt con séng phuc hoi hoan toan va
dugc theo doi dén hét thdi gian quan sat. Nhiing
ngay dau sau khi tiém thudc, chudt cd bi€u hién
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Ir d&r, mét moi, chan an trong 3 dén 4 ngay dau,
sau dé hoi phuc, tang can trd lai. Mot tuan sau
tiém, xudt hién hoai t& vung chdp dudi. Liéu
cang cao, ty lé va mic do hoai tir cang tang. Cu
thé, liéu 0,52 mg/kg cd ty Ié hoai t&r 14,29%
trong khi liéu 0,61 mg/kg ti Ié nay la 50%.

| {

(A) (B)
Hinh 1. Hoai tir duéi chudt d (A) liéu 0,61
mg/kg (IV) va & (B) liéu 0,52 mg/kg (1IV)
Chudt ngay sau khi tir vong va sau 14 ngay
theo d&i dugc md va quan sat cac cd quan. Nhan
thdy khong c6 bat thutng vé mét dai thé.

-~ e —

Hinh 2. Giai phau dai thé chudt sau 14
ngady thu’ nghiém

(A) Chudt tiém tinh mach noc ran

(B) Chu6t sinh ly

Két qua thur nghiém xac dinh LDso

Két qua thr nghiém so khai

Sau khi th&r nghiém & cac liéu khac nhau,
thu dugc két qua sau:

- LDo = 0,34 mg/kg

- LD10o = 0,7 mg/kg

Két qua thr nghiém xac dinh LDso

Bang 1. Phadn suét tu’ vong cua chudt &
cac 16 thua nghiém tiém tinh mach noc ran
luc duéi do

Liéu (mg/kg) 0,34/0,43/0,52/0,61/0,7

SO0 tha vat/16 6 (14/24|16| 6

S0 tha vat chét/1o 02 |17(12| 6
Phan suat tir vong (%) 0 | 14| 71| 75 [100

<Phuadng phap Behrens — Karber:

A 0 1 9,5 14,5 9
b 0,09 | 0,09 | 0,09 | 0,09 | 0,09
ab 0 0,09 10,855 1,305 | 0,81

66
Zab= 3,06 n= ?= 13,2

LD., = D; — Zab
Cong thiic tinh LDso: > n
3,06
LD.,,=07——= 047
Suyra: 13,2 (mg/kg)

Vay LDso cia noc rén luc dudi dé dudng tiém
tinh mach trén chudt nhat trdng Swiss albino la
0,47 mg/kg.

<+Phuaong phap Miller — Tainter:

> Tinh LDso

Bang 2. Bang két qua theo phuong
phap Miller — Tainter (1IV)

Liéu S5 thi So tha| Phan |Phan suat
(mg/ vat/16 vat (suat ta| tir vong [Probit
kg) | chét | vong |diéu chinh
0,34 6 0 0,00 0,04 3,27
043| 14 2 0,14 0,14 3,92
0,52| 24 17 0,71 0,71 5,55
0,61 16 12 0,75 0,75 5,67
0,70 6 6 1,00 0,96 6,73
y=11.767x + 8.4405 Duong thoai dan
R?=0.9641
£
o 35
-0.50 =045 -0.40 =035 =030 -0.25 -0.20 -0.15 -0.10 =0.05 0.00
Log liéu _ _
Hinh 3. Budng thodi dan biéu dién ty Ié
(%) Chy{)‘t chét (1V)

TU dudng thoai dan, ta suy ra:
- Probit 6,0 (84% chét) = 0,62
- Probit 4,0 (16%) chét = 0,42

- 25=0,20

- N’ = 14+24+16=54
E = ;_5'_ =

Suy ra vaN 0,03

Vay LDso = 0,51 = 0:03 (mg/kg)

» Tinh khoang tin cay 95%

Ap dung cong thirc: p =t x E

VIiN' =54 néns6bactydo=N—-1=54-
1=53

Tacot=196038P =0,05vap=1960 x
0,03 = 0,06

Do do:

- Is+=0,51-0,06 = 0,45

- It+=0,51 + 0,06 =0,57

Vay vdi khoang tin cay 95% thi LDso clia noc
ran luc dudi dé dudng tiém tinh mach trén chudt
nhdt Swiss albino la 0,45 — 0,57 (mg/kg)

3.2. Két qua thi nghiém doc tinh cap
noc ran luc dudi dé dudng ti€m dudi da
trén chudt nhat trang

Biéu hién ctua chudt sau khi tiém noc
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ran luc duéi dé. Sau khi tiém dudi da & cac lidu
khdc nhau, nghién c(tu ghi nhdn dudc cac biéu
hién clia chudt trong 24 giG nhu sau: chudt tur
vong trong 2 dén 6 giG. Triéu chirng cua chudt
xay ra tudgng tu nhu duGng tiém tinh mach
nhung chudét & dudng tiém dudi da cd hién
tugng tang hoat dong, chay nhay, tim tai tai
vlng tiém sau khoang vai chuc giay sau khi tiém.
Xuat hién tinh trang chét rai rac, kéo dai dén
ngay thir 4 thi két thdc. biéu nay khong xay ra &
dudng tiém tinh mach, c6 thé do kha ndng hap
thu cla dudng tiém dudi da cham hon dudng
tiém tinh mach nén chubt dugc tiém noc ran
dudng tiém dudi da xay ra hién tugng nay.
Nhiing con chudt con s6ng phuc hoi khoe manh.
Sau khoang mot tuan theo doi, chudt rung long
vung da tiém. Li€u cang cao dién tich ving da
rung léng cang I6n. O liéu 4,65 mg/kg, ti 1€ la
37,5%, & lieu 6,75 mg/kg ti 1€ xudt hién la
100%. Sau 14 ngay quan sat, cling tién hanh md
va quan sat dai thé nhitng con con séng. Két
qua thu dugc khong cé bat thudng vé mat dai
thé tuong tu nhu két qua thu dugc trén chudt
dudng tiém tinh mach.

Két qua thu’ nghiém xac dinh LDso

Két qua thr nghiém so khai

Sau khi th&r nghiém & cac lieu khac nhau,
thu dugc két qua sau:

- LDo = 3,60 mg/kg

- LD1oo = 7,80 mg/kg

Két qua thr nghiém xac dinh LDso

Bang 3. Phadn suat tu’ vong cua chudt o
cac 16 tha’ nghiém tiém dudi da noc ran luc
dudi do

Liéu (mg/kg) 3,6]4,655,7]6,75]7,8

So tha vat/1o 612 (12|16 | 6
Sothuvatchét/lo |0 | 4 |11 15| 6
Phan suat tr vong (%) 0 | 33 |92 94 |100

Bang cach tinh tuong tu trén duong tiém
tinh mach, két qua nghién cttu cho thay LDso cla
noc ran luc dudi dé dudng tiém dudi da trén
chudt nhat Swiss albino 1a 4,47 mg/kg (phuang
phap Behrens — Karber) va 4,42 — 5,54 (mg/kg)
(phuong phap Miller — Tainter).

Két qua nghién cltu cho thdy noc radn luc
dudi doé Viét Nam dudc xép vao loai cuc doc theo
bang phéan loai doc tinh. K&t qua nghién clu
tugng dong véi cong be cla Jia Lee Liew va
cdng su trén noc doc ran luc dudi do Thai Lan
[5] va cbng bd cia Darmawan trén noc dbc ran
luc dubi dé Indonesia [6]. K&t qua nghién clu
gop phan khdng dinh doc tinh clia noc ran luc
dudi dé & cac vung dia ly khac nhau. O Viét Nam
chua c6 cong b8 nao vé LDsy noc ddc loai ran
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nay. Vi vay, két qua nghién cttu la tién dé quan
trong cho viéc xac dinh liéu cho cac thr nghiém
dugc ly tiép theo.

3.3. Két qua khao sat tac dong chdng
dong mau cda noc ran luc dudi do trén
chudt nhat trang

Khado sat thoi gian chdy mau. Két qua
khao sat thdi gian chay mau cla noc ran luc dudi
do (dudng tiém dudi da) trén chudt thir nghiém
dugc trinh bay & hinh 4

800

=
S

Thét gian chay mau (giay)
=
(=]
S

Ophat  5Sphat 10 phat 20 phat 30 phat 60 phit 90 phat 120 phut
Thén gian thnr nghiém
—+—chimg —e—Liéu 0.5mgkg —+—Liéu 0.25 mg/kg

Hinh 4. Thoi gian chay mau cla cac 16 tha
nghiém & cédc thdi diém khao sat

(*¥) p-value <0,05; (*¥*) p-value <0,01; thé
hién su’ khac biét cé y nghia thdng ké so vdi 10
chling & cling thdi diém

(#) p-value <0,05; (##) p-value <0,01; thé
hién su khac biét cd y nghia thdng ké so vdi 16
0,5mg/kg & cung th&i diém

Két qua thdr nghiém cho thay:

Chuot 6 16 thir nghiém liéu 0,5 mg/kg cé thai
gian chdy mau dai han cé y nghia théng ké
(p<0,01) so v@i 16 chirng trong tat ca cac thdi
gian khao sat. Vay noc ran luc dubi do liéu 0,5
mg/kg co tac dong kéo dai thdi gian chay mau.
Thoi diém cé thdi gian chady mau dai nhat la &
thdi diém 30 phdt véi 16 ching, gap 15,30 [an so
vdi 16 ching.

Chudt & 10 thir nghiém liéu 0,25 mg/kg co
thai thdi gian chady mau dai han cd y nghia théng
ké (p<0,01) so vGi 16 chirng trong tat ca cac thdi
gian khao sat. Vay noc rdn luc dudi do liéu 0,25
mg/kg co tac dong kéo dai thdi gian chay mau.
Thoi di€ém cé thdi gian chdy mau dai nhat la &
thdi diém 30 phat véi 16 ching, gap 12,43 [an so
V@i 16 chirng. So vdi liéu 0,5 mg/kg, chudt & 16
thr nghiém liéu 0,25 mg/kg cé thdi gian chay
mau thdp hon & tat ca thdi diém khao sat. O 10
phdt dau cla qua trinh khao sat, su khac biét
nay chua c6 y nghia thdng ké. TUr thdi diém 20
phat dén hét thai gian khao sat, su’ khac biét nay
c6 y nghia théng ké. Vay noc ran luc dudi do co
tadc dong kéo dai thdi gian chady mau phu thudc
liéu, lieu cang cao thi tac déng kéo dai thgi gian
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chay mau cang manh.

Khao sat thoi gian déng mau. Két qua
khao sat thgi gian dong mau cua noc ran luc
dudi do (dudng tiém dudi da) trén chudt thd
nghiém dugc trinh bay & hinh 5

250 q

=
:E 200 ok
= T
= *x
2 150 I\\ i"\ % -
ol ~ ~ * &
= 100 T B ;&_7# *ray ey
8 4 - — 2T ey
B ~— 3
B T
g% s .
0 T T T T T T T 1
Ophat  5phat 10phat 20 phat 30 phit 60 phat 90 phat 120 phat
Thoi gian

—— chimg
Hinh 5, Thoi gian déng mau cua cac 16 tha
nghiém & cdc thdi diém khao sat

(*) p-value <0,05; (**) p-value <0,01; thé
hién su khac biét cé y nghia thdng ké so vdi 10
chirng & cung thoi diém

(#) p-value <0,05; (##) p-value <0,01; thé
hién su khac biét cé y nghia thdng ké so vdi 16
0,5mg/kg & cling thdi diém

Két qua th nghiém cho thay:

Chuot & 16 liéu 0,5 mg/kg cé thgi gian déng
mau dai hon cd y nghia thong ké (p<0,01) so vdi
16 chirng & tat ca cac thdi diém khao sat. Vay
noc ran luc dudi do liéu 0,5 mg/kg cb tac dong
kéo dai thdi gian dong mau.

Chuot 6 16 liéu 0,25 mg/kg co thai gian dong
mau dai han cd y nghia thong ké so vdi 16 ching
& tat ca cac thdi diém khao sat. VAy noc ran luc
duoi do lieu 0,25 mg/kg cd tac dong kéo dai thai
gian dong mau. So vdi liéu 0,5 mg/kg, chudt & 16
0,25 mg/kg c6 thai gian dong mau thdp hon &
tat ca cac thdi diém khao sat. O cac thoi diém 5
phat, 20 — 120 phut, su’ khac biét nay cd y nghia
théng ké&. Vay noc rdn luc dudi do cé tac dong
kéo dai thdi gian dong mau phu thudc liéu, liéu
cang cao thi tac dong cang manh.

Nhu vay, noc ran luc dubi do Viét Nam co
tac dong chéng déng mau phu thudc liéu trén
dong vat th nghiém. O Viét Nam, chua cd cong
bd nao trudc day Ve liéu cd tdc dong chdng dong
mau cla loai ran nay. Vi vay, két qua clia nghién
cllu gilp ddt nén mong cho cac thir nghiém
dugc ly ti€p theo nham tach chiét cac hoat chat
thuc su' co hoat tinh. K&t qua nghién cltu trén
cling tuong dong vdi nghién clru trén mo hinh in
vitro clia Rojnuckarin va cdng su’ trén noc ran luc
dudi dé & Indonesia [7]. Vi vay, két qua nghién
clru khdng dinh tac ddong chdng ddng mau cla
noc ran luc dudi dd & cac vung dia ly khac nhau.

—®—Liéu 0.5 mgkg —*—Liéu 0.25 mg/kg

IV. KET LUAN

Nghién c(ru cho thdy noc ran luc dudi do Viét
Nam dugc x€p vao loai cuc doc theo bang phéan
loai doc tinh vGi LDso dudng tiém tinh mach trén
chudt th nghiém la 0,45 — 0,57 mg/kg theo
phugng phap Miller-Tainter va 0,47 mg/kg theo
phuong phap Behrens-Karber. D6i vdi dudng
tiém dudi da, két qua LDso la 4,42 — 5,54 mg/kg
theo phuang phap Miller-Tainter va 4,47 mg/kg
theo phucng phap Behrens-Karber. Bong thai
nghién clu cling khdng dinh noc ran luc dudi do
Viét Nam liéu 0,25 mg/kg va 0,5 mg/kg dudng
tiém dudi da co tac dong chong déng mau théng
qua viéc kéo dai thdi gian dong mau va thdi gian
chdy mau so véi 16 chiing. Dén thdi diém thang
04/2024, chua cd nghién clu trong nudc nao
cobng b6 vé doc tinh cdp va lieu cod tac dong
ch6ng déng mau noc doc ran luc dubi do Viét
Nam, két qua nay gép phan tao tién dé cho cac
thi nghiém tiép theo dé tach chiét cac hoat chéat
thuc su c6 hoat tinh chéng déng mau tot va it
tac dung phu.
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KHAO SAT NONG PQ HEPCIDIN HUYET TUONG
O’ BENH NHAN BENH THAN MAN TiNH GIAI POAN CUOI

Bui Vin Tuin!, Ping Thanh Chung!, Lé Viét Thang!

TOM TAT

Muc tiéu: Khao sat nong do Hepcidin huyét
tugng va mai lién quan véi mot s chi s6 1dam sang va
can lam sang & bénh nhan bénh than man tinh giai
doan cu6’j. D6i tu'gng va phuang phap: Nghién cau
mo ta, cat ngang tren 157 bénh nhan bénh than man
tinh giai doan cu0| va 54 ngudi blnh thu‘dng tudng
dong vé tudi va gIO'I tai Bénh vién Quan y 103 tu
thang 1 nam 2022 dén thang 12 nam 2023. Thu thap
déc diém Iam sang, can lam sang cla déi tugng
nghién ctru, nong do HepC|d|n huyet tuong dudc dinh
lugng bang phucng phap ELISA. Két qua: Nong do
Hepcidin huyét tuagng & nhdm bénh la 3,14(2,17 -
11,05 ng/ml) cao han nhém ching 13 2,8 (1,27 - 3,86
ng/ml) véi p < 0,005. C6 tGi 35,0% bénh nhéan tang
nong d6 Hepcidin so vGi nhdm ching. Ty |é tang
Hepcidin 8 nhdm loc mau la 40,9%, nhoém chua loc
mau la 19,0%, su khéc biét co y nghia th6ng ké vai p
< 0,05. Ty lé tang nong dd Hepcidin huyét tuang &
nhom hét nudc tiéu ton du 13 47,1% cao hon nhom
con nudc tiéu ton du 1a 21,4% vd| p < 0,05. Nong do
Hepcidin huyét tucng tu‘dng quan nghlch véi ndng do
Hemoglobin (r = - 0,207, p < 0,01), Hematocrit (r = -
0,166, p < 0,05) va vGi MCHC (r = - 0,238, p <
0 005) Nong do va ty 1é tang Hepcidin & nhém tang
nong do CRP va nhom qua tai sat cao nhém khong
tang CRP va khdng qua tai sat vdi p < 0,05. Két
luan: Néng dé Hepcidin huyet tudng tang cao & bénh
nhan bénh than man tinh giai doan cudi. Nong do
HepC|d|n huyét tu‘dng liEn quan dén tinh trang qua tai
sat, tang CRP va lugng nufdc tleu ton du. . Trong khi do
tuagng quan nghich vaéi cac chi s6 Hong cau.

Tu khoa: Bénh than man tinh giai doan cudi,
Hepcidin, Thi€u mau.

SUMMARY
SURVEYING THE CONCENTRATION OF
PLASMA HEPCIDIN IN PATIENTS WITH

END-STAGE CHRONIC RENAL DISEASE

Objectives: To evaluate plasma Hepcidin
concentrations and its relation with some clinical and
subclinical indicators in patients with end-stage
chronic renal disease (ESRD). Subjects and
methods: A cross-sectional, descriptive study on 157
patients with end-stage chronic renal disease and 54
healthy controls matched for age and gender at 103
Military Hospital from January, 2022 to December,
2023. All above patients had measured plasma
Hepcidin by ELISA method. Results: The
concentration of plasma Hepcidin in the group of
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patients 3,14 (2,17 — 11,05 ng/mL ) was higher than
in the control group 2,80 (1,27 — 3,86 ng/ml), p <
0,005. Up to 35,0% of patients had elevated Hepcidin
levels compared to the control group. The rate of
Hepcidin elevation was 40,9% in the dialysis group
and 19,0% in the non-dialysis group, with p < 0,05.
The rate of increased plasma Hepcidin levels was
47,1% in the group with no residual urine, higher than
the 21,4% in the group with residual urine, with p <
0,05. Plasma Hepcidin levels were inversely correlated
with Hemoglobin levels (r = -0,207, p < 0,01),
Hematocrit levels (r = -0,166, p < 0,05), and MCHC (r
= -0,238, p < 0,005). The concentration and rate of
increased Hepcidin levels in the group with elevated
CRP and iron overload were higher than in the groups
without elevated CRP and without iron overload, with
p < 0,05. Conclusion: Plasma Hepcidin levels are
elevated in patients with end-stage chronic renal
disease. Plasma Hepcidin levels are associated with
iron overload, increased CRP, and residual urine.
Meanwhile, it is negatively correlated with red blood
cell count. Keywords: End-stage renal disease
(ESRD), Hepcidin, Anemia
I. DAT VAN DE

Thiéu mau |a bién chitng phé bién & bénh
than man tinh (BTMT) giai doan cuGi lam tang
bién chirng tim mach, tdng ty Ié t&r vong va lam
gidam chat lugng cudc s6ng [1]. Cd ché thi€u
mau do nhiéu yéu t6 bao gom gidm nong do
Erythropoietin (EPO), thi€u st tuyét déi hoac
thi€u sat chirc ndng do tdng ndng dé Hepcidin
huyét tuang...Thi€u sat lam giam hiéu qua diéu
tri thiu mau bang Erythropoietin tai t6 hgp &
bénh than man tinh giai doan cuGi [2]. Vi vay,
danh gia tinh trang sat & bénh nhan BTMT giai
doan cudi cd vai trdo quan trong trong diéu tri
thi€u mau. Theo HOi Than hoc Hoa Ky (KDIGO)
st dung xét nghiém ferritin va do bdo hoa
transferrin (TSAT) dugc tinh qua chi s sat huyét
tuong va TIBC (kha ndng gan sat toan phan
huyét tuong) dé danh gid trinh trang st [3].
Tuy nhién, & bénh nhan BTMT, chuyén hda sit
bi gidn doan théng qua nhiéu cd ché anh hudng
dén cac thong s6 danh gia tinh trang sat bao
gom ca ferritin va do6 bao hoa transferrin.
Hepcidin la mét peptid do gan tiét ra co vai tro
trung tdm diéu hoa ndéng do sat trong huyét
tugng [4]. KEt qua cac nghién clru trén thé gidi
cho thdy nong do Hepcidin huyét tugng tang cao
G bénh nhan bénh thdn man tinh giai doan cudi.
Co nhiéu yéu t6 lam tang nong do Hepcidin
huyét tuong & bénh nhan BTMT giai doan cudi
bao gom thira sdt, tinh trang viém, giam do



