TAP CHIi NGHIEN CPU Y HOC
NGHIEN Cl*U TAC DUNG GIAM HO
CUA DUNG DICH XIT HONG YHN TREN THU'C NGHIEM

Pham Huy Tan"*, Tran Thanh Tung?, Nguyén Thi Thanh Loan?
Nguyén Thanh Binh2, Lwong Thu Phwong?, Dwong Thé Ngoc?

'Bénh vién Pai hoc Y Ha Noi
2Trwong Dai hoc Y Ha Noi
3Trwong Dai hoc Phenikaa

Nghién ctru duoc thuc hién nham dénh giéa tac dung gidm ho cda dung dich xjt hong YHN trén chudt nhét
tréng ching Swiss gay ho bang dung dich amoniac. Chuét nhét tréng duoc gay ho bdng dung dich amoniac
25% lidu 0,5 ml/chudt. Thoi gian tiém tang ho, sé con ho trong méi mét phut cho dén hét phit thir 5 va phan
trdm e ché sb con ho dwoc danh gia. Két qua nghién ctru cho thdy dung dich xit hong YHN xit 100 ul/
Ian, 1 ldn/ngay va xit 100 ul/lén, 2 IAn/ngay cé tac dung lam kéo dai thoi gian tiém tang xuét hién con ho va
lam gidm c6 y nghia théng ké sé con ho so véi 16 mé hinh. Khé ndng trc ché con ho cua dung dich xit hong
YHN xijt 100 ul/tan, 1 lédn/ngay va xjt 100 ul/ién, 2 lan/ngay tuwong tng la 33,22% va 41,96%. Nhuw vay, dung
dich xit hong YHN c6é tac dung gidm ho trén mé hinh gay ho bang amoniac & chudt nhét trdng ching Swiss.

T khéa: Dung dich xit hong YHN, giam ho, amoniac, chuét nhét trdng chiing Swiss.

I. DAT VAN DE

Ho 1a mot phan xa cla co thé nhdm loai bd
cac chét tiét, di vat cé & dudng hd hap." Cac
dang ho thwong gap la ho khan va ho c6 dom.
Nguyén nhan dan dén ho khan chu yéu Ia tinh
trang kich (rng dwong thé do cac tdc nhan nhw
virus, di (rng, khéi bui, khoi thube, trao nguoc
da day thwc quan... Ho c6 dom la triéu chirng
phd bién cia bénh dwdng hé hadp nhw viém
hong, viém phé quan, viém phdi, hen phé quan,
bénh phdi tdc ngh&n man tinh, gian phé quan,
lao phéi...2 Khi lwong dom ting lén cé thé gay
kich (rng niém mac dwéng ho hap va dan dén
ho. Trong mét sb trwdng hop, ddm nhiéu c6 thé
gay khé thé va tdc nghén. Mé&c du, ho & phan
xa bao vé quan trong cla co thé tuy nhién néu
tinh trang ho cé xay ra trong nhiéu ngay, mot
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con ho c6 thé ngén hodc cé khi kéo dai lam cho
bénh nhan mét méi, khé chiu, mét ngl va anh
hwéng dén sinh hoat hang ngay.?

Hién nay, bén canh cac thudc giam ho hoa
duwoc dang dwogc sl dung trén lam sang thi
viéc tim kiém va nghién ctru thubc c6 tac dung
gidm ho nguédn gbc tir dwoc liéu véi hiéu qua
cao, it doc tinh la mét van dé cép thiét.* Dung
dich xit hong YHN gém céac thanh phan 13 14
thwdng xuan, keo ong, kha tr, xa can, bach bo,
cat canh, son dau can,ngi vj t&¢ va cam thao.
Trén thé gidi, chiét xuat |4 thworng xuan chiing
minh cé tac dung gidm ho trén cac th&r nghiém
tién lam sang va lam sang.5 Ngoai ra, mot sb
vi dwoc liéu nhw xa can, cat canh, bach bd,
cam thao, son dau can, ngd vj tlr da dwoc st
dung tr lau trong Y hoc ¢b truyén véi tac dung
gidm ho.® Hon niva, dang bao ché dung dich xit
hong thé hién wu diém vé kha nang tac dung
nhanh va khu tri. Tuy nhién, dén nay chwa c6
nghién clru nao danh gia vé tac dung giam ho
clia dung dich xit hong YHN trén thyc nghiém.
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Vi vay, nghién ctru nay duwgc thyc hién nham
danh gia tac dung gidm ho cla dung dich xit
hong YHN trén chuét nhat trdng chiing Swiss
gay ho do kich rng béng dung dich amoniac.
Il. DOl TWVONG VA PHUONG PHAP
1. Déi twong

San pham nghién ctu

Dung dich xit hong YHN dwoc san xuét
b&i Coéng ty dwoc phdm VNPhar. San pham
nghién clru dat tiéu chuén co s&. Thanh phan
cho mdi 5ml dung dich xit hong YHN gém
100mg la thuwdng xuan (Hedera helix) c6 ham
lwong hederacosid C > 10%, 80mg Keo ong
(Propolis); 15mg kha t& (Terminalia chebula);
15mg xa can (Belamcandae chinensis); 13mg
bach b6 (Stemona tuberosa); 13mg cat canh
(Platycodi grandiflori); 13mg son dau can
(Sophora tonkinensis Gagnep); 10mg ngi
vi t&¢ (Fructus Schisandrae); 7mg cam thao
(Rhizoma Glycyrrhizae). Cac duwoc liéu dat tiéu
chuén Duoc dién Viét Nam V. Sé cong bd san
pham: 240000811/PCBA-HN.

Quy trinh bao ché dung dich xit hong YHN:
Cac duoc liéu gdm kha tr, xa can, bach bo, cat
canh, son dau can, ngl vi t&¢, cam thao dwoc
ngam trong ethanol 70% trong 12 gi®, thu dich
chiét, loc, co bay hoi dung méi. Sau d6 hoa tan
cao khé la thwdng xuén trong nwéc dwge dung
dich (A). Hoa tan keo ong trong nuéc, khudy
déu, dun néng & 50 - 60°C trong 20 phut dén
trong sudt dwoc dung dich, sau d6 phéi hop tir
tlr vao dung dich (A) dwgc dung dich (B). Sau
do cac ta dwgc cua dung dich xit hong YHN
duwoc phdi hop tir tir vao dung dich (B). Dung
dich cudi cung duoc loc, bd sung di thé tich va
déng vao o xit.

Doéng viét thwere nghiém

Chudt nhét trdng ching Swiss, ca 2 giéng,
khoé manh, trong lwong 20 £ 2 gam do Vién
Vé sinh dich t& Trung wong cung cap. Chudt
dwoc nudi 7 ngay trong phong chan nubi véi
didu kién nhiét do duy tri 25 + 1°C, d6 4m khong
khi va anh sang thich hop bang thirc an chuan
danh riéng cho chudt, uéng nwéc tw do theo
nhu cau tai phong thi nghiém ctia B6 mén Duoc
ly - Trwdng Dai hoc Y Ha Noi.

2. Phwong phap

Chuét nhét trdng dwoc chia thanh 4 16, mébi
16 10 con:

-L6 1 (mé hinh, n = 10): Ubng nwéc cét, thé
tich uéng 20 ml/kg.

- L6 2 (chirng dwong, n = 10): Ubng codein
liéu 30 mg/kg.

- L6 3 (n = 10): xit hong dung dich YHN 100
ul/lan (twong duong véi mot nhét xit), 1 1an/
ngay.

- L6 4 (n = 10): xit hong dung dich YHN 100
ul/lan (twong duong véi mot nhét xit), 2 1an/
ngay.

Chudt dwoc ubng nuwéc cat/thudc chirng
dwong hoéc xit thubc thir lién tuc trong 3 ngay
vao cac budi sang. Vao ngay the 3, sau 1 giov
ubdng codein hodc ngay sau khi xit dung dich
YHN, tién hanh gay ho cho ca 4 16 chudt bang
dung dich amoniac 25% (Xilong, Trung Quéc)
liéu 0,5 ml/chudt.” D&t mdi chudt vao 1 binh
chira gac tdm 0,5ml amoniac 25%, dém sé con
ho trong méi mét phut cho dén hét phuat ther 5
(trinh bay tai Biéu d6 1). Sau 1 phut, gép bong
ra dé han ché chét chu6t. Con ho duwoc xac dinh
khi chudt ha miéng di kém véi co tiéng ho, co
that cac co & nguc, & bung va giat than truwéc.
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Uéng codein/Xit hong YHN

l l

Ngay 1 Ngay 2

Ngay 3 60 phat

- Thoi gian tiém tang ho
- S6 con ho trong méi phut

A A

A JA

T dén phat thiy 5
- Phan tram Gc ché con ho
Géy ho
bang
amoniac

So d6 1. So’ do nghién ciru tac dung giam ho cua dung dich xit hong YHN

Cédc chi sé nghién ctru bao gém:

- Thoi gian tiém tang ho 1a thoi gian tinh tiy
khi tha chuét vao binh dén khi chudt xuét hién
con ho dau tién.

- S6 con ho trong méi mét phat cho dén hét
phut thi 5.

- Phan tram Gc ché sb con ho dwoc tinh
theo cbng thirc:

% W ché con ho = (C,-C)IC_ x100%

Trong do:

C,:s6 con ho & 16 1 (md hinh).

C; s6 con ho & 16 xit chirng duong/san
pham thcr.

Céc chi sb nghién clru dwoc so sanh gitra
cac 6.

Xt ly s6 liéu

Phan tich thdng ké duoc thwc hién bang
cach st dung SigmaPlot 12.0 (SYSTAT
Software Inc, Richmond, CA, USA). Két qua
dwoc biéu thi dwdi dang gia tri trung binh +
SD hoéc trung vi (tr phan vi thi nhat; t& phan
vi thir ba). Sy khac biét gilra cac nhom dwoc
danh gia bang phan tich One-way- ANOVA sau
do6 st dung test hau kiém Student-Newman-
Keuls d& so sanh ting cap hodc st dung
Kruskall-Wallis test.

Su khac biét c6 y nghia thdng ké khi p <
0,05.

Ill. KET QUA

80 Gay viém ho bing dung dich amoniac

o2}
o
L

40 -

(gidy)

Thoi gian tiém tang xuét hién con ho
8

M hinh

Codein

Xit hong YHN  Xijt hong YHN
1 14n mdi ngay 2 IAn moi ngay

Biéu doé 1. Anh hwéng cua dung dich xit hong YHN
dén thoi gian tiém tang xuat hién con ho gay ra do amoniac trén chuét nhat trang
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Két qua dwoc biéu thi dwdi dang gia tri trung
binh £ SD (n = 10). 'p < 0,05, "p < 0,01, ™p <
0,001 so v@&i 16 md hinh

Két qua Biéu dd 1 cho thdy: Thoi gian tiém
tang xuat hién con ho gay ra do dung dich
amoniac 25% & 16 ubng codein liéu 30 mg/kg
kéo dai ro rét so v&i 16 mo hinh, sw khac biét cé
y nghia théng ké v&i p < 0,01. Dung dich YHN

xit 100 pl/lan, 1 1an/ngay va 2 lan/ngay lam kéo
dai thoi gian tiém tang xuét hién con ho so véi
16 m6 hinh, sy khac biét cé y nghia théng ké voi
p < 0,05. Khéng cé sy khac biét gitra thdi gian
tiém tang xuét hién con ho gay ra do amoniac
gitra 16 udng codein liéu 30 mg/kg va 16 st dung
dung dich xit hong YHN 100 pl/lan, 1 lan/ngay
va 2 lan/ngay (p > 0,05).

Bang 1. Anh hwéng cta dung dich xit hong YHN dén téng s6 con ho trong nam phut
cua chuot nhat trang va kha ning trc ché con ho

Téng sé con ho

L6 chuot n . i % tprc ché con ho
(so con/5 pht)
L6 1: M6 hinh 10 28,60 £ 7,11 -

L& 2: Codein liéu 30 mg/kg 10 13,90 £ 5,09*** 51,40%
L6 3: Dung dich xit hong YHN

- —ung cieh Xt 1oNg 10 19,10 + 5,55** 33,22%

xit 100 pl/lan, 1 1an/ngay

L6 4: Dung dich xit hong YHN

10 16,60 £ 5,52*** 41,96%

xit 100 pl/lan, 2 1an/ngay

Két qua duoc biéu thi duwdi dang gia tri trung
binh £ SD. p < 0,05, "p < 0,01, p < 0,001 so
voi 16 mé hinh

Két qua Bang 1 cho thay:

Téng sé con ho trong 5 phat ctia chudt nhat
trdng & 16 udng codein liéu 30 mg/kg gidm rd rét
S0 v&i 16 md hinh, sw khac biét cé y nghia théng
ké v&i p < 0,001. Dung dich xit hong YHN xit
100 pl/lan, 1 lan/ngay va 2 lan/ngay lam gidm
ré rét s6 con ho trong 5 phat so véi 16 mé hinh,

s khac biét c6 y nghia théng ké véi p < 0,01.
Khoéng c6 su khac biét gitra sb con ho trong 5
phut ctia chuét nhét trang gitra 16 ubng codein
liéu 30 mg/kg va 16 xit dung dich YHN & ca 2
murc liéu (p > 0,05).

Kha nang (rc ché con ho cla codein liéu 30
mg/kg la 51,40%. Kha n&ng trc ché con ho cla
dung dich xit hong YHN xit 100 pl/lan, 1 l1an/
ngay va xit 100 pl/lan, 2 lan/ngay twong ng la
33,22% va 41,96%.

Bang 2. Anh hwéng caa dung dich xit hong YHN dén sé con ho trong méi phit
cutia chuét nhat trdng gay ho bang amoniac

S6 con ho
L6 chudt
0 - 1 phat 1 -2 phut 2 - 3 phut 3 -4 phuat 4 - 5 phut
. L. 3 5 8,5 7,5 4,5
L6 1: M6 hinh
(2; 4) 4;7) (5,75; 11) (5;9) (2,75; 6,25)
L6 2: Codein 1 2,5 5 3 2
30 mg/kg (1; 2,25)* (2; 4)* (3; 5,25)* (2; 4)*** (1; 3)*
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S6 con ho
L6 chudt
0-1phat  1-2phat  2-3phat  3-4phat  4-5phat

L6 3: Xit hong
dung dich YHN 2,5 4 55 3,5 3

100 pllian, (175;325)  (3; 4,5)™ (2,75:8)*  (2,75.525)* (2 5)*

1 14n/ngay
L6 4: Xit hong
dung dich YHN 2 3,5 5 3 3

100 pi/ian, (1; 3) (2; 5)* (4; 6,25)* (1,75, 5)*  (1,75; 3,25)*

2 lan/ngay

Két qué duoc biéu thi dudi dang gié tri trung
Vi (ttr ph&n vi thtr nhét; ti phan vi the ba), p <
0,05, "p < 0,01, "'p < 0,001 so v&i I6 mb hinh

Két qua Bang 2 cho thdy: Sé con ho cla
chudt nhét trdng gay ho bdng amoniac trong
thdi gian tlr 0 - 1 phat & 16 udng codein liéu
30 mg/kg gidm co y nghia thdng ké so véi 16
mo hinh (p < 0,05). S6 con ho cla chudt nhat
trdng gay ho bang amoniac trong thoi gian tw
0 - 1 phat & 16 xit dung dich YHN ca 2 mic
lidu cé xu hwéng gidm so véi 16 mé hinh, tuy
nhién sw khac biét khéng cé y nghia théng ké
v&ip > 0,05. Trong thoi gian tr 1 - 2 phat, 2 -3
phat, 3 - 4 phut, 4 - 5 phat sau khi gay ho béng
amoniac, s6 con ho clia chudt nhét trdng & 16
udng codein liéu 30 mg/kg va 16 xit dung dich
YHN ca 2 mic lidu gidm rd rét so véi 16 md
hinh, sw khac biét c6 y nghia théng ké v&i p <
0,05. Khéng cé s khac biét vé sé con ho trong
mdi phut gitra 16 ubng codein liéu 30 mg/kg va
16 xit dung dich YHN (p > 0,05).

IV. BAN LUAN

Ho la phan xa dwong thé quan trong nhét,
bao vé dudng thé va phdi khoi cac di vat, chat
kich thich hit vao va dich tiét tich tu.! Theo Y
hoc hién dai, viém hong va viém phé quan la
nhirng nguyén nhan gay ho thudng gap. Nndm
danh gia tac dung gidm ho, mé hinh gay ho thuc
nghiém dwoc tién hanh. Dya trén co ché cla

phan xa ho, hién nay cac mé hinh gay ho trén
thwec nghiém déu cé nguyén ly 1a st dung cac
tac nhan gay ho dé kich thich lén cac receptor
nhan cadm ho & hong, thanh quan, phé quan.
Céc kich thich nay dwoc dan truyén Ién trung
tdm ho & vo nao, tr d6 hinh thanh nén cac dap
&ng ho théng qua cac day than kinh van dong.”
Hién nay, cac tac nhan gay ho dwoc chia thanh
ba nhém gdm dong dién mét chiéu, co hoc,
héa chét. Trong d6, viéc sir dung héa chat lam
tac nhan gay ho gdm acid citric, acid sulfuric,
amoniac dugc st dung phd bién hon. Trong
nghién ctru nay nhém nghién ctru Iya chon tac
nhan gay ho la dung dich amoniac dam dac
25%.” Amoniac la chat gay kich (rng duwdng hod
hép va gay phan xa ho khi chuét hit phai. Hon
nira, mé6 hinh ho dwoc tién hanh trén dong vat
tinh, khong gay mé dwoc cho la mé hinh phu
hop nhat dé danh gia tac dung cta thubc thir.
Két qua nghién ctu cho thay 16 mé hinh c6 thoi
gian tiém tang ho bi rut ngan, sé lwong con ho
trong nam phut tang ro rét. Két qua nay twong
tw v&i két qua da nghién ciru trwdc day vé mod
hinh gay ho trén thyc nghiém.® Nhw vay, trong
nghién ctvu nay mé hinh gay ho trén chuét nhat
trang duoc thue hién thanh cong.

Thudc gidam ho trung wong c6 tac dung gidm
ho manh théng qua (rc ché trung tdm ho bang
cach kich thich cac thu thé opioid & trung tam
nay, lam nang cao nguwdng kich thich cta trung
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tam ho & hanh tuy, déng thdi cé tac dung an
than, &c ché nhe trung tdm hd hép.° Codein,
ching dwong dung trong nghién ctru, 1a thube
tac déng 1én con dwdng ho trung wong. Két qua
nghién clru cho thay codein liéu 30 mg/kg lam
kéo dai thoi gian tiém tang ho va gidm sé lan ho
c6 y nghia théng ké so vé&i md hinh. Kha nang
rc ché con ho cla codein trong nghién ctru nay
la 51,4%. Két qua nay twong tw véi két qua thu
dworc trong cac nghién clru tredc day.

Két qua nghién cu cho thay dung dich xit
hong YHN véi liéu xit 100 pl/lan, 1 lan/ngay
va 2 lan/ngay lam kéo dai thoi gian tiém tang
xuét hién con ho, gidm s con ho trong 5 phut
cé y nghia théng ké so v&i 16 mé hinh trén
chudt nhat trdng gay ho bang amoniac 25%.
Kha& ndng (rc ché con ho cla dung dich xit
hong YHN li&u 100 pl/lan, 1 1An/ngay va 2 1an/
ngay twong wng la 33,22% va 41,96%. Mot
sb thanh phan trong dung dich xit hong YHN
da dwgc nghién clru tac dung gidm ho. Th
nghiém lam sang nam 2017 cua Ali va cong
sw cho thay mirc do cai thién dang ké dbi voi
tinh trang ho va cac triéu chirng khac sau khi
diéu tri bang chiét xuat 14 thwdng xuan so voi
nhém gid dwoce." Mot nghién ctru khac & Blrc
cho thay sau 7 dén 10 ngay diéu tri bdng cao
la thwdong xuan cac trieu chirng nhw ho, khac
dorm dwoc cai thién hodc chiva khéi & phan Ion
bé&énh nhan tré em bi hen phé quan man tinh.
Trong mét nghién ctru hdi quy, sau 5 - 8 ngay,
cac triéu chirng ho cép tinh & 50 - 75% tré
em dwoc cai thién hodc bién méat. Sau 1 tuan,
khodng 50% bénh nhan da hét triéu chirng ho
va khoang hon 90% bénh nhéan co triéu chirng
ho da dwoc cai thién.® Hon niva, tdc dung gidm
ho clia cao chiét cdn clia bach bo thé hién tac
dung gidm ho trén mé hinh chu6t gay ho béng
amoniac théng qua viéc lam gidm sé con ho.™
Theo mét nghién cru khac, stemonin da dwoc
chng minh la thanh phan c6 tac dung gidm ho
cla bach bd.™

Ngoai ra, nghién clru ctia Ta Van Binh va
cOng sy danh gia tac dung gidm ho, long dom
ctia thubc HL trong diéu tri viém hong dd cap,
thanh phan ché phadm thubc cé chtva xa can,
cam thao va mét sé dwoc liéu khac. Dung dich
HL ubng liéu 18 g/kg/ngay c6 tac dung lam ting
thoi gian tiém tang xuét hién con ho ré rét so voi
16 md hinh.™ Nghién ctvu ciia Kuang Y cho thay
chiét xuat cam thao c6 hiéu qua gidm ho va long
dom véi mire liéu 200 mg/kg trén md hinh gay
ho bang amoniac.”® Cung v&i d6, nghién ctwu
khac ctia Mayuri S. lai cho thdy chiét xuat cam
thao co6 hiéu qua gidm ho vé&i mire liéu 200 mg/
kg trén md hinh gay ho bang acid citric.'® Nghién
clru clia Gabriela N va cong sw da chi ra chiét
xuét nwdc clia qua kha t& co hiéu qua gidm ho
trén mo hinh gay ho bang acid citric v&i murc liéu
50 mg/kg, hiéu qua gidm ho nay cao hon tac
dung gidm ho so vé&i codein liéu 10 mg/kg.”® Bén
canh do, nghién ctru clia Rizwan ul Haq ciing so
sanh hiéu qua gidm ho clia chiét xuét kha tt v&i
codein va dextromethorphan théng qua hoat tinh
chéng co that ctia kha t&r.52 Zhong S va cong sw
da chi ra rang chiét xuét ngi vi t& c6 tac dung
chéng ho dang ké trén lon théng qua co ché
chéng viém, chdng oxy héa va gidm biéu hién
mRNA cla céac thu thé ho trong duwéng thé."
Thém vao do, nghién clru clia Hee SC ciing chi
ra chiét xuat cé chira ngii vi t& cling c6 tac dung
gidm ho va long dom trén chuét.’® Nhw vay, tac
dung gidm ho cuta dung dich xit hong YHN la do
tac dung gidm ho cla tirng thanh phan trong
dung dich tao nén.

V. KET LUAN

Dung dich xit hong YHN xit 100 pl/lan, 1 1an/
ngay va xit 100 ul/lan, 2 1an/ngay trong 3 ngay
c6 tac dung gidm ho trén md hinh gay ho bang
amoniac & chudt nhét trdng chiing Swiss théng
qua kéo dai thoi gian tiém tang xuét hién con
ho va lam gidm ro rét sd con ho so v&i 16 mo
hinh. Kha ndng &rc ché con ho clia dung dich xit
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hong YHN liéu 100 pl/lan, 1 14n/ngay va 2 lan/
ngay twong &ng la 33,22% va 41,96%.
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Summary

EVALUATION OF ANTITUSSIVE EFFECTS OF YHN THROAT
SPRAY SOLUTION IN EXPERIMENTAL ANIMALS

The study aimed to evaluate the antitussive effects of YHN throat spray solution on ammonia-
induced cough model in Swiss mice. Swiss mice were induced to cough with a 25% ammonia
solution at a 0.5 ml/mouse dose. The latency period of coughing, the number of coughs per minute
up to the 5th minute, and the percent inhibition of cough frequency were assessed. The results
showed that YHN throat spray solution, administered at 100ul per application once daily and 100 pl
per application twice daily, prolonged the latency period of cough onset and significantly reduced the
number of coughs compared to the control group. The percent inhibition of cough frequency of YHN
throat spray solution at 100ul per application once daily and 100ul per application twice daily were
respectively 33.22% and 41.96%. Thus, the YHN throat spray solution exhibited antitussive effects
in the ammonia-induced cough model in Swiss mice.

Keywords: YHN throat spray solution, antitussive, ammonia, Swiss mice.
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