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Danh gia tac dung giam dau cua vién nang An Da
trén thuc nghiém
EVALUATING THE ANALGESIC EFFECT OF AN DA CAPSULES IN EXPERIMENTS

Vii Duc Lgi', Pham Thi Anh', Ha Quy Anh®
'Hoc vién Y-Dugc hoc ¢6 truyén Viét Nam
*Trudng Dai hoc Y Dugc Thai Nguyén
TOM TAT

Muctiéu:Ddnh gid tdc dung giam dau cGavién nang An Da trén thuc nghiém.

Déi tugng va phuong phdp nghién ciu: Nghién ciu tdc dung giam dau cda vién nang An Da béng hai phuong phdp:
mamnaéng, rékim trén chudt nhdttrdng chiing Swiss.

Két qua: Vien nang An Da liéu 528 mg/kg/ngay, 1056 mg/kg/ngay trong 7 ngay lam tdng luc gdy phén xa dau, thdi gian
ddp ting véi dau so véi trudic khi uéng méau tha, mic tdng so véil6 ching sinh hoc khéng c6y nghia théng ké. Vién nang An Da
liéu 528 mg/kg/ngay trong 7 ngay tdng thoi gian phan tng vdi nhiét dé so vai: Trude khi uéng mdu thd, 16 chimng sinh hoc
khéng co y nghia théng ké. Vién nang An Da liéu 1056 mg/kg/ngdy trong 7 ngdy tdng thdi gian phan ting véi nhiét do so vai:
Trudc khiuéng mau tha; 16 ching sinh hoc céy nghiathéng ké.

Két ludn: Vién nang An Da liéu 1056 mg/kg/ngay uéng trong 7 ngady trén chudt nhdt trdng c6 tdc dung giam dau trén
phuong phdp mdam néng, khdng cé tdc dung giam dau trén phuong phdp ré kim. Vién nang An Da liéu 528 mg/kg/ngay uéng
trong 7 ngay trén chuét nhdt trdng khdng tdc dung giam dau trén phuong phdp mdm néng va phuong phdp ré kim.

Tirkhéa: Vién nang An Da, giam dau, phuong phdp ré kim, phuong phdp mam néng, chuét nhdt trdng.

ABSTRACT

Objective: To evaluatethe analgesic effect of An Da capsules in experiments.

Subjects and methods: The analgesic effect of An Da capsules was studied using two methods: Hot plate and needle
prick on Swiss white mice.

Results: An Da capsules administered at doses of 528 mg/kg/day and 1056 mg/kg/day for 7 days increased pain reflex
force and pain response time compared to pre-treatment levels; however, these changes were not statistically significant
when compared to the blank control group. At a dose of 528 mg/kg/day for 7 days, An Da capsules increased the response time
to temperature compared to both pre-treatment and the blank control group, but this difference was not statistically
significant. In contrast, the 1056 mg/kg/day dose for 7 days significantly increased the response time to temperature
comparedto both pre-treatment and the blank control group.

Conclusions: An Da capsules administered orally at a dose of 1056 mg/kg/day for 7 days in white mice showed an
analgesic effect in the hot plate test, but not in the needle prick test. At a lower dose of 528 mg/kg/day, An Da capsules did not
have analgesiceffects in either the hot plate or needle prick test.

Keywords: An Da capsules, analgesic, needle prick method, hot plate method, white mice.

co ché tac dung gidm dau ctia Co rudi la bac (Murdannia
bracteata) qua co ché c ché san xuat NO vdi cac thanh
phan dugc phan lap turla cay [31,[4]. Tuy nhién, nghién cdru
tac dung gidam dau trén thuc nghiém va lam sang cta Cé
ruci la bac (Murdannia bracteata) hién chua cé nhiéu. Vién
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Chat liéu nghién ciu

M&u vién nang An Da (550mg/vién) gébm: 400mg Cao
khé Co ruci la bac (Murdannia bracteata), ta dugc (tinh
bot, magnesium stearate, talc, aerosil): Vira dt 550mg mot
vién (sdn pham clia dé tai ma s6 DTOL.CN-27/21 do Vi Dlc
Lgi chu tri dé tai, bao ché va cung cap). Liéu dung trén
ngudi du kién: 4 vién/ngay tuong duang 2200mg bét
duogcliéu/ngay.

Pong vat thi nghiém

Chuét nhat trdng chang Swiss, ca 2 giéng, thuan
chiing, khée manh, trong lugng 20 + 2 g do Vién vé sinh
dich té Trung uong cung cép.

Héa chat, dung méi, may méc, dung cuva thudc

Codein phosphat, c6n 70 do, May Hot Plate, May do
nguéng dau Dynamic Plantar Aesthesiometer 37450
(Ugo Basile, Y). Dung cu va vat liéu dung trong nghién ctru
(bong, khay, gac, kéo, panh...).

Dia diém va th&igian nghién ciu

Thoi gian nghién ctu: TU thang 05 nam 2024 dén
thang 09 nam 2024.

Dia di€ém nghién ctiu: Vién Nghién ctu Y Dugc cd
truyénTuéTinh - HocviénY - Dugc hoc c truyénViét Nam
va Trung tam Dugc ly lam sang - B& mén Dugc ly - Trudng
DaihocYHaNoi.

Phuong phap nghién ciu

Bdnh gid tdc dung giém dau bdng phuong phdp
mdmnéng:

Thiét k€ nghién ctru: Nghién ctu thuc nghiém, cé
nhém chidng.

Tac dung gidm dau cua vién nang An Da (Viét tat:
MNC) dugc danh gia bang phuong phap mam nong.

Cédmauvaphuong phdp chon méu:

C&mau: 44 chudtnhattrang

Cach tién hanh: Chuét nhat trdng dugc chia ngau
nhiénthanh cacld, méilé 11 con.

- L6 1 (Ching sinh hoc): Uong nudc cét liéu 0,2 mL/10
g/ngay.

- L62:U6ng Codein phosphat 20 mg/kg.

- L63:U6ng mau MNCliéu 528 mg/kg/ngay.

- L64:Ubng mau MNCliéu 1056 mg/kg/ngay.

Chuét cac 16 dugc uéng nudc hodc thuéc moi ngay 1
Ian vao budi sang, véi thé tich 0,2 mL/10g/ngay trong 7
ngay lién tuc. Do thai gian phan tng véinhiét d6 cia chuot

y;

trudc khiudng thudc va sau khiuéng thuéclan cudiciing 2
gio. Bdt chudt [én mam noéng (hot plate) luon duy tri &
nhiét d6 56°C bdng hé théng 6n nhiét. Tinh thai gian ti lic
dat chuét1én mam néng dén khi chuét liém chan sau. Loai
bo nhiing chuét phan tng qua nhanh (trudc 8 gidy) hoac
qua cham (sau 30 gidy). So sanh thgi gian phan tng véi
kich thich nhiét trudc va sau khi uéng thudc thir [6].

Ddnh gid tdc dung giam dau bdng phuong phdp
rékim:

Thiét ké nghién ctu: Nghién ctu thuc nghiém, c6
nhém chidng.

Tac dung gidm dau cuta vién nang An Da (Viét tat:
MNC) dugcdanh gid bang phuong phap ré kim.

C&mauvaphuong phdp chon méu:

C&mau: 44 chudtnhattrang.

Cach tién hanh: Chuot nhat trdng dugc chia ngau
nhién thanh caclé, méilo 11 con.

- L& 1 (Chuing sinh hoc): Uong nudc cat liéu 0,2 mL/10
g/ngay.

- L62:U6ng Codein phosphat 20 mg/kg.

- L63:U6ng mau MNCliéu thap 528 mg/kg/ngay.

- L64:U6ng mau MNCliéu cao 1056 mg/kg/ngay.

Chuot cac 16 dugc uéng nudc hodc thuéc méi ngay 1
1an vao budi sang, véi thé tich 0,2 mL/10g/ngay trong 7
ngay lién tuc. Do thai gian phan tng véi dau clia chudt va
luc gay dau déi v6i chuét (sir dung may Dynamic Plantar
Aesthesiometer 37450 cta Ugo Basile) trugc khi uéng
thudc va sau khi uéng thuéc 1an cudi cung 2 gid. So sanh
thoi gian phan Ung véi kich thich dau trudc va sau khi
uéngthudctha[6].

Cdc chi sé ddnh gid:

Phuong phdp mdm ndéng:

- Thoi gian phan tng véi kich thich nhiét trugc khi
uéngthudcthi (s).

-Thai gian phan tng vdi kich thich nhiét sau khi uéng
thudcthi(s).

Phuongphdp rékim:

-Thai gian phan tng vdi kich thich dau trudc khi udng
thuécthi (s).

- Thai gian phan ting vai kich thich dau sau khi uéng
thudcthu (s).

- Luc gay dau trén may do ngudng dau trudc khi uéng
thudcth(gam).

- Luc gay dau trén may do ngudng dau sau khi uéng
thudcth(gam).
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Phuong phap xi ly va phan tich sé liéu

SO lieu dugc thu thap va xt ly bang phan mém
Microsoft Excel 2019, SPSS 22.0, Probit. Cac gié tri 8 méi 16
dugc tinh gié tritrung binh, d6 léch chudn (X+SD). So sénh
hai gia tri trung binh: Test t-student. Su khéc biét c6 y
nghiathdng ké khip<0,05.

Pao duictrong nghién ctiu
Nghién ctiu dugc thuc hién trén chudt, sé lugng chudt

KET QUA

st dung trong cac md hinh thi nghiém dugc han ché &
muc t8i thiéu, da dé thu dugc két qua dam bao d6 tin cay
vadauxulythong ke.

Viéc lua chon dong vat thi nghiém, diéu kién nuéi,
cham soc va strdung dong vat déu tuan thi chat ché theo
hudéng dan ndidung coban tham dinh két qua nghién cdu
tién lam sang thudc tan dugc, thudc ¢ truyén, vac xin va
sinhphdmytéctaBoYté.

Két qua danh gia tac dung giam dau theo phuong phap mam néng

Bang 1. Anh huéng cta vién nang An Da dén thoi gian phdn ting véi nhiét @6 ciia chudt nhdt trdng

L6 chuot Thai gian phan ting véi nhiét do (s) Ptrusc-sau
=) Trudc Sau
L6 1 (Ching sinh hoc) 16,36 £ 3,12 15,98 £ 2,41 > 0,05
L6 2 (Codein 20 mg/kg) 14,18 + 3,01 21,20 + 5,46** < 0,001
16,29 + 4,90 18,58 + 4,94 > 0,05
L6 3 (MNC 528 mg/kg/ngay) p3-2>0,05 p32>0,05
p3-1>0,05 p3-1>0,05
14,40 £ 2,98 20,03 +£4,16* < 0,01
A 3 p4-3>0,05 p4-3>0,05
L6 4 (MNC 1056 mg/kg/ngay) Pas <0,05 D41<0,05
p4-2<0,05 P4-2<0,05

(*p<0,05, **p<0,01, khi so sdnh véi nhém chiing)

Khong cé khac biét c6 y nghia thong ké vé thai gian
phan tng véi nhiét dé & tat ca cac 16 nghién ctu tai thoi
diém trudc udng thudc (p>0,05).

Codein 20 mg/kg/ngay c6 tac dung kéo daird rét co y
nghia théng ké vé thai gian phéan tng vai nhiét d6 cta
chuét so vdi thai diém trudc khi udng codein (p<0,001) va
sovéilé chiing sinh hoc (p<0,01).

Liéu 528 mg/kg/ngay: C6 xu hudng kéo dai thoi gian
phén (ing v&i nhiét d6 clia chuét so véi thai diém trudc khi
uéng thudc va so vai 6 chiing sinh hoc, tuy nhién su khac
biétlachuacoynghiathéngké (p>0,05).

Liéu 1056 mg/kg/ngay: Kéo dai cd y nghia thong ké thoi
gian phan tng véi nhiét do cia chudt so véi thai diém trudc
khi u6ng thudc (p<0,01) va so véi 16 chiing sinh hoc (p<0,05).

Két qua danh gia tac dung giam dau theo phuong phap ré kim

Bdng 2. Tdc dung giam dau ctua vién nang An Da trén chuét nhdt trdng bdang mdy do phdn ung dau

L6 chuét Lucgaydautrénmdy psuthayddilucgdy  Thoigianphaning  psuthay doithoi gian
(n=11) do ngudng dau dau so v@i 6 chiing dau (s) phan ting dau so véi
(gam) sinh hoc 16 chiing sinh hoc
Trudc Sau Trudc Sau
Lo 1
(Chiing sinh hoc) 812+1,29 8,09+£1,26 4,68+0,84 4,66+0,78
L62
(Codein 865+1,12 10,11+ 1,48 <0,01 4,93+0,67 581+0,92 <0,01
20mg/kg/ngay)
Ptrudc-sau <0,01 <0,01
L63
(MNC liéu 528 726+185 8,67x2,04 > 0,05 411+£1,12 497+£1,23 >0,05
mg/kg/ngay)
ptru‘éc-sau < 0,05 <0,05
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y;

Lo 4

(MNC liéu 1056 737+091 894+1,28 > 0,05 4,11£0,59 515+0,77 >0,05
mg/kg/ngay)

Ptrugc-sau < 0,05 <0,01

Khéng o6 su khac biét vé luc gay phan xa dau va thoi
gian dap ung vai dau clia chudt G tat ca cac 16 nghién ctu
tai thoi diém trudc udéng thudc (p>0,05).

Codein 20mg/kg/ngay cé tdc dung lam tang ro rét cd y
nghia thong ké luc gay phan xa dau va thoi gian dap tng vaéi
dau trén mdy do ngudng dau clia chuét (p so véi 16 chiing
sinh hoc va p so véi truéc khi udng codein déu c6 p<0,01).

MNC & ca hai liéu nghién ctiu déu lam tang c6 y nghia
théng ké luc gay phan xa dau va thai gian dap tng vai dau
trén méy do ngudng dau clia chudt so véi thai diém trudc
khi uéng thuéc (p<0,05), tuy nhién muic tdng nay chua khac
biét coy nghia théng ké so véi 16 chiing sinh hoc (p> 0,05).

BANLUAN

Codein la mot dan chat ctia phenanthren, cé tén khac
la methylmorphin, nhém methyl thay thé vitri ctia hydro &
nhém hydroxyl lién két v6i nhan thom trong phan t
morphin, do vay codein ¢é tac dung dugc ly tuong tu
morphin, tuc la c6 tac dung gidm dau va giam ho. Codein
bi chuyén hoéa & gan bai khir methyl (tai vi tri O- va N-
methyl trong phan td) tao thanh morphin, norcodein va
nhiing chat chuyén héa khac nhu normorphin va
hydrocodon. Suchuyén héa thanh morphin gian tiép chiu
téc dung clia cytochrom P450 isoenzym CYP2D6 va tac
dung nay rat khac nhau do anh hudng clia cau tric gen.
So v6i morphin, codein dugc hdp thu tot hon & dang
uéng, it gay tdo bén va it gay co that mat hon. Codein va
mudi clia né cé tac dung gidm dau trong trudng hgp dau
nhe va vua [7]. Trong nghién ctu nay st dung Codein
phosphat lam thuéc déi chiing nham danh gia tac dung
gidm dau cla vién nang An Da trén mo hinh ré kim va
mamnoéng.

Phuong phap ré kim st dung tac nhan gay dau la yéu
t6 ca hoc théng qua thai gian phan tng véi dau va cudng
dé luc gay dau dé danh gia tac dung giam dau cda Vién
nang An Da trén chudt. Két qua nghién ctiu cho thay vién
nang An Da liéu 528 mg/kg/ngay va 1056 mg/kg/ngay
trong 7 ngay lién tuc déu lam tang cé y nghia théng ké luc
gay phan xa dau va thai gian dap Uing véi dau trén may do
nguéng dau clia chudt so véi thai diém trudc khi uéng
thudc (p<0,05), tuy nhién muc tang nay chua khac biét rd
rét so véi 16 ching sinh hoc (p>0,05). C6 thé két luan vién
nang An Da liéu 528 mg/kg/ngay va 1056 mg/kg/ngay
trong 7 ngay trén chudt nhat trang khéng c¢é tac dung
gidm dau vai tdc nhan co hoc khi danh gid tdc dung giam
dau dau bang phuong phéap rékim.

Phuaong phdp mam néng dung nhiét tdc dong vao da

va bd phan nhan cdm giac dau gém cac loai thu cdm thé
nhan kich thich nhiét. Khi kich thich bang nhiét, c6 sudan
truyén tir ngoai vi vé tly séng, tur tdy song kich thich 1én
né&o, chudt c6 phan xa li€ém chan sau. Két qua nghién ctu
cho thay, vién nang An Da liéu 528 mg/kg/ngay c6 xu
huéng kéo dai thoi gian phan Ung véi nhiét dé ctia chudt
50 Vi thoi diém trudc khi udng thudc va so vdi 16 ching
sinh hoc, tuy nhién sy khac biét la chua c6 y nghia théng
ké véi (p>0,05); Vién nang An Da liéu 1056 mg/kg/ngay
udng 7 ngay lién tuc ¢ xu hudng kéo dai thai gian phan
ing vGi nhiét d6 ctia chudt so vai thai diém trudc khiudng
thuéc co y nghia théng ké (p<0,01) va so vail6 chiing sinh
hoccéynghiathdngké (p<0,05).

Két qua nghién ctu trén déng thuan vai hudng gidi
thich vé tac dung gidm dau cta thanh phan chinh vién
nang An Da la Co rucila bac (Murdannia bracteata). Khi cac
dai thuc bao dugc hoat hda, viéc sdn sinh qua muc nitric
oxid (NO) thdng qua NO synthase cdm ung (iNOS) la mét
trong nhiting yéu t6 gay viém, ngoai ra nitric oxid (NO) la
mot phan tu truyén tin da nang 6 tac dung thu gian noi
mo cé vai tro trong su nhay cdm véi con dau [1]. Nghién
cu danh gia dugc ly ctia cac déng dang synthase oxit
nitric va su da dang ha luu cua tin hiéu NO trong viéc duy
tri tinh trang qua man cam vé nhiét va co hoc sau chan
thuong day than kinh ngoai bién & chuét da chi ra nNOS
va iNOS déu tham gia vao viéc san xuit NO dé duy tri can
dau than kinh [3]. Trong nghién cru phan lap cac hoat
chat va thir tdc dung trén iNOS & cac dai thuc bao dugc
hoat hoa béi lipopolysaccharid (LPS) ctia Co ruci la béc
(Murdannia bracteata), cac thanh phan hoa hoc dugc
phéan lap tu l1a cta Cé ruci 14 bac (Murdannia
bracteata)gébm bracteanolid A, bracteanolid B, va
isovitexin (ic ché su san sinh nitric oxid (NO), han ché cac
tén thuong viém khac nhau 8 mé khi dai thuc bao san xuat
quanhiéuNO[4].

KET LUAN

Vién nang An Da liéu 1056 mg/kg/ngay uéng trong 7
ngay trén chudt nhat trdng co6 tac dung gidm dau trén
phuong phdp mam néng, khong cé tac dung gidam dau
trén phuong phap ré kim. Vién nang An Da liéu 528
mg/kg/ngay udng trong 7 ngay trén chuét nhat trang
khong tac dung gidm dau trén phuong phap mam néng
vaphuong phap rékim.

LGICAM ON
Nghién ctu nay dugc tai trg bai dé tai cap Nha nudc,
ma s6: DTDL.CN-27/21.
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