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Tom tat

Nghién cizu dueoc tién hanh nham ddnh gid tac dung giam ho, long dom
cua Chanh girng dwong phen trén thuc nghi¢m. Tac dung giam ho cua Chanh
Qung duong pheén dwoc danh gid trén mo hinh gay ho bang amoniac trén chugt
nhat trang. Tac dung long dom cua Chanh girng duwong pheén dugc danh gid
dira trén nong dé phenol do cua dich ria khi quan chugt nhat trang. Két qua
nghién cizu cho thay Chanh girng dwong phén ca 2 liéu 12 mL/kg va 24 mL/kg
cé tac dung lam giam S6 con ho va khd néng vc ché con ho ré rét, xu hwéng
kéo dai thoi gian tiém tang xudt hién con ho. Vé tac dung long dom, Chanh
Queng dwong phén liéu 12 mL/kg/ngay xu hwéng lam ting nong dé phenol do
trong dich ria khi qudn, trong khi do, Chanh gimg duong phén liéu 24
mL/kg/ngay lam tang nong do phenol do tiét ra ¢ khi qudn co y nghia thong ke
S0 Vi 16 doi chirng. Nhu vay, Chanh gung dwong phén 1 thusc thi nguon goc
tir diroc liéu thé hién tac dung giam ho, long dom rd rét trén thuc nghiém.

Tar khoa: Chanh gung dwong phen, giam ho, long dom.

EVALUATION OF ACUTE TOXICITY, ANTITUSSIVE AND
EXPECTORANT ACTIVITIES OF “CHANH GUNG DUONG PHEN”
IN THE EXPERIMENT

Abtract

The study aimed to evaluate acute toxicity, antitussive and expectorant
activities of “Chanh gung duong phen” in the experiment. The antitussive
effect of “Chanh gung duong phen” liquid extract was measured using a
murine model of ammonia-induced cough. The expectorant effect of “Chanh
gung duong phen” liquid extract was evaluated by measuring mice's tracheal
phenol red output. “Chanh gung duong phen” liquid extract at both doses of
12 mL/kg and 24 mL/kg significantly inhibited the cough frequency, increased
the inhibition of cough, and tended to increase the latent period of cough. In
terms of expectorant effect, “Chanh gung duong phen” at the dose of 12 mL/kg
tended to enhance mice's tracheal phenol red output while “Chanh gung duong
phen” at the dose of 24 mL/kg significantly improved mice's tracheal phenol
red output as compared with the control group. In conclusion, “Chanh gung
duong phen” was a product derived from herbal medicine, and posed
remarkable antitussive, expectorant effects in the experiment.

Keywords: “Chanh gung duong phen”, acute toxicity, antitussive,
expectorant.
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I. PAT VAN PE

Ho & mot triéu chang thuong
gap khién nguoi bénh dén cac co s
chim séc stc khoe ban dau va chuyén
sdu dé chan doan nguyén nhan va diéu
tri. Mac du ho la phan xa bao vé quan
trong caa dudng hd hip, tuy nhién, doi
voi ho kéo dai, ho lam anh huong
nhiéu dén sinh hoat hang ngay thi nén
duoc thim kham va didu tri s6m.[1]
Tinh trang ho kém theo dom la triéu
chirng pho bién cia cac bénh duong hd
hap. Khi luong dom ting 1én co thé
gay kich ang niém mac duong hé hap
va dan dén ho. Trong mét s truong
hop, dom nhiéu c6 thé gay kho the va
tic ngh&n.[2] Cho dén nay, ty Ié mac
cé&c bénh ly duong hod hap dang ngay
cang tang cao. Trén thé gisi, tinh dén
nam 2017, c6 khoang 545 triéu nguoi
mac cac bénh 1y duong hd hap man
tinh (chiém 7,4% dan sé thé gisi),
trong do c¢6 3,9 triéu nguoi tir vong do
cac bénh Iy nay.[3]

Bén canh cac thuéc giam ho,
long dom c6 ngudn géc téng hop
thudng duoc dung trén 1am sang, cac
thudc ¢ nguon goc tu nhién ciing
duoc sir dung nhiéu theo kinh nghiém
dan gian cho thiy hiéu qua cao, tuy
nhién, chiing chua dugc nghién cau
mot cach hé théng dé ching minh tac
dung. Vi vay, viéc tim kiém va nghién
cau nhitng thudc cé tac dung giam ho,
long dom tir nguén duoc lidu véi higu
qua cao, it doc tinh, chi phi thap la mot
van dé cap thiét c6 gia tri khoa hoc va
thuc tién.[4]

Chanh gung duong phén la mot
ché pham gém c6 cac thanh phan
chinh 1a Chanh, Gung va duong pheén.
Hi¢u qua giam ho va long dom khi
dung riéng r& cac thanh phan nay da

duoc chang minh trong nhiéu y van;
[5],[6] tuy nhién, cho dén nay chua co
cong trinh nghién ciru danh gid vé tac
dung khi phéi hop cac thanh phan nay
trén thé gisi cling nhu & Viét Nam. Vi
vay, chling t6i tién hanh nghién ciu
nhim danh gia tic dung giam ho va
long dom cua Chanh gung duong
phén trén chudt nhat tring thuc
nghiem.

II. POI TUQNG VA PHUONG
PHAP NGHIEN CUU

2.1. San pham nghién ciru

Chanh gung duong phén dugc
san xuat boi Cong ty TNHH Y Duoc
Vi Digu Nam. Thuéc thir dat tiéu chuan
co'sd. Dang bao ché: cao long. Quy cach
dong goi: Hop 1 lo x 500mL. Thanh
phan gdm c6 Chanh, gumg, duong
phen. ..

Liéu ding va cach dung du kién
trén nguoi:

- Ngudi trén 15 kg mdi lan ding
5mL/10kg trong luong co thé.

- Véi tré nho:

+Tré tr 01 — 03 thang: 5 6 giot

+ Tré tir 04 thang — 1 tudi: 0,05
—1mL

+Trétir 1 -2 tudi: 1 —5 mL tdy
thé trang.

Nguoi dang diéu tri bénh ngay
udng 3-4 lan. Ubng dé dudng, dé phong
thi duy tri ngay 1 - 2 lan.

Lidu cua thudc ther ding trén
dong vat nghién ciru dugc quy tir lidu
ding du kién trén nguoi (liéu thip
twong dwong 10mL/ 10 kg thé trong
nguoi/ngay va liéu cao tuong duong
20mL/ 10 kg thé trong ngudi /ngay).
2.2. Thuéc va héa chat nghién ciu

Codein phosphat: dang bot do
Cong ty Co6 phan Duogc Trung uong
Mediplantex cung cip. Dung dich



amoniac 25%: san pham cua cong ty
Xilong, Trung Quic, CAS 1336-21-6.
Ambroxol dang vién nén, biét duoc
Ambroxol Boston, ham lugng 30 mg
do Cong ty cd phan Dugc pham
Boston Viét Nam san xuét. Phenol do:
dang bot, san pham cua Xilong
Scientific Co., Ltd, Trung Quéc. S6
ding ky (CAS): 143-74-8.
2.3. Dung cu, may moc phuc vu
nghién ciu

Can phan tich Model 321LX typ
2200C, hang Precisa caa Thuy Si, sb
seri: 327-9454-002. Binh thuy tinh
chuyén dung dung tich 1,5 L. May do
quang phé SmartSpecTM  plus
Spectrophotometer cua héng BIO-
RAD (M3), sb seri 273 BRO5679.
May ly tam Hettich EBA20 véi toc do
ly tam t&i da 6000 vong/phut, san Xuat
tai Andreas Hettich GmbH & Co. KG,
78532 Tuttlingen, Puc. Can di¢n tu
cua Nhat, d6 chinh xac 0,001 gam.
Pong ho bam gidy. Kim dau t cho
chudt udng, coc chia vach, bom kim
tiém 1ml.
2.4. Doi twong nghién ciru

Chudt nhat tring chiing Swiss,
thuan chang, ca 2 giéng, trong luong
20 +2g do Vién V¢ sinh dich t& Trung
uong cung cap Chuot duoc nubi trong
diéu kién day du thie an va nudc uéng
tai phong thi nghiém B mén Duoc ly,
Truong Pai hoc Y Ha Noi tir 7 ngay
trudc khi nghién ciru va trong sudt thoi
gian nghién cu.
2.5. Pia diém nghién ciru

Nghién ctru duoc thuc hién tai
phong thuc nghiém Bo mon Duoc ly,
truong Pai hoc Y Ha Noi. Xét nghiém
do mat do quang duoc thuc hién tai Bo
mon Sinh Iy bénh — Mién dich, truong
Pai hoc Y Ha Noi.

2.6. Phuong phap nghién ciru
2.6.1. Nghién crru tac dung giém ho

Chuot nhit tring dwoc chia
ngau nhién thanh 4 16, mdi 16 10 con:

- L6 1 (di chimg): Udng nuéc
cat, thé tich uéng 0,2ml/ 10g chuot.

- L6 2 (codein phosphat): Udng
codein phosphat liéu 30mg/ kg, thé
tich uéng 0,2ml /10g chuot.

- L6 3 (Chanh gung duong
phén liéu thap): Ubng Chanh ging
duong phén liéu 12mL /kg (twong
dwong véi lidu dy kién trén 1am sang
la 10mL /10kg thé trong ngudi/ngay,
hé sb ngoai suy trén chudt nhit 12 12),
thé tich udng 0,2ml /10g chudt.

- L6 4 (Chanh gung duong
phén liéu cao): Uéng Chanh ging
duong phén liéu 24mL/ kg (twong
dwong vai lidu dy kién trén 1am sang
la 20mL/ 10kg thé trong ngudi/ngay,
hé sb ngoai suy trén chudt nhit 12 12),
thé tich udng 0,2ml1/10g chuot.

Chudt dugc ubng Chanh gung
duong phen lién tuc trong 3 ngay vao
céc budi sang. Vao ngay thir 3 sau khi
udng Chanh gimg dudng phén 1 gio,
tién hanh gay ho cho ca 4 16 chuot
bang dung dich amoniac liéu
0,5ml/binh thuy tinh chuyén dung.
Dit mdi chudt vao 1 binh, dém sb
con ho trong m&i mot phut cho dén
hét phut thir 5. Con ho duoc xac dinh
khi chudt hd miéng di kém vai co
tiéng ho, co thit cac co ¢ nguc, &
bung va giat than trudc.

Céc chi s6 nghién ciru gom co:

- Thoi gian tiém tang (t) 1a thoi
gian tinh tir khi tha chudt vao binh dén
khi chudt xuét hién con ho dau tién.

- S6 con ho trong 5 phiit.

- Phan trim &c ché s6 con ho
dugc tinh theo cong thuc:



% wc ché = (Co—Cy)/COx100%

Trong dé: Co: s6 con ho 610 1 (doi
chuing); Ct: S6 con ho 16 ding thugc
2.6.2. Nghién cizu tac dung long dom

Nghién ciru tac dung long dom
cua thudc thir dwoc &p dung theo
phuong phap cta Yu P va cong su.[2]

Chudt nhat trang duoc chia ngau
nhién thanh 4 16, méi 16 10 con.

- L6 1 (16 dbi chtng): udng nuéc
cat véi thé tich 0,2mL /10g

- L6 2 (chimg duong): udng
ambroxol liéu 250mg/kg/ngay véi thé
tich 0,2mL/ 10 g.

- L6 3 (Chanh gtrg duong phen
lidu thip): udng Chanh gimg duong
phén lidu 12mL /kg /ngdy (tuwong
duong vai lidu du kién trén 1am sang
la 10mL/10kg thé trong ngudi/ngay,
hé s6 ngoai suy trén chudt nhat 1a 12)
vai thé tich 0,2mL/ 10g.

- L6 4 (Chanh gtrg duong phen
lidu cao): uéng Chanh gimg duong
phén lidu 24mL /kg /ngdy (tuwong
duong vai liéu du kién trén 1am sang
la 20mL /10kg thé trong nguoi/ngay,
hé sb ngoai suy trén chudt nhat [a 12)
vai thé tich 0,2mL /10g.

Cho chudt ubng nudc cat va thude
thir véi liéu nhu trén lién tuc trong 3

ngay. Vao ngay thir 3, sau udng thudc
1 gio, tiém mang bung cho tat ca cac
chuét dung dich phenol dé 5% véi lidu
0,1mL/10g chudt.

30 phat sau khi tiém phenol do,
giét chuot, boc 16 khi quan va ludn vao
khi quan mét kim tu. Ria khi quan
bang 0,8mL dung dich NaHCO3 5%,
ly tdm dich rra 2500 vong trong 5
pht, lay dich trong va do do hap thu
quang ¢ budc séng 546 nm.

Do hip thu quang (OD) cua
dung dich twong tng vai lugng phenol
do tiét ra trong dich tiét khi quan chuot
cang nhiéu (d6 hap thu quang cang
I6n) thi kha ning long dom cang tot.
So sanh d6 hap thy quang va nong do
phenol do trung binh cta céc 16 dung
thudc so véi 16 ddi ching va 16 ching
duong.

2.7. Phan tich va xir ly sb ligu

Céc sb liéu duoc thu thap va xir
ly trong Excel 2016 bang phwong phap
théng ké y sinh hoc T test-Student. Két
qua dugc trinh bay dudi dang X + SD.
Su khac biét co y nghia thong ké khi p
<0,05.

I11. KET QUA
3.1. Két qua nghién ciru giam ho
caa Chanh girng dwong phén

70 *
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£ L6 1 (Pdi ching)

L6 2 (Codein
= phosphat)

L6 3 (Chanh guing Lo 4 (Chanh gung
duong phén 12 duong phén 24
mL/kg/ngay mL/kg/ngay

Chu thich: * ** ***: Kh4c biét so vdi I6 doi chiing vdi p < 0,05; p < 0,01; p < 0,001
444449 khac biét so véi 16 2 (codein phosphat) véi p < 0,05; p < 0,01 va p < 0,001.

Biéu @0 1. Anh huong ciia Chanh gimg duong phén Ién thoi gian tiém
tang xuat hién con ho giy ra do amoniac trén chudt nhat trang



Nhan xet: Codein phosphat
lam ting c6 ¥ nghia thong ké thoi
gian tiém tang xuat hién con ho trén
chudt nhit tring gay ra do amoniac
so véi 16 ddi ching véi p < 0,05.
Chanh gung duong phen ca 2 muc
licu 12mL /kg /ngay va 24mL /kg
/ngay c6 xu hudng lam kéo dai thoi
gian tiém tang xut hién con ho trén

chudt nhit trang gay ra do amoniac
so voi 16 doi chang; tuy nhién su
khac biét chua c6 y nghia thong ké
(p > 0,05). Khdng ¢6 su khéc biét
cd v nghia khi so sanh thoi gian
tiém tang ¢ 16 dung Chanh gung
duong phen vai 16 dung codein
phosphat (p > 0,05).

Bang 2. Anh huong caa Chanh gimg dudng phén 1én sé con ho trong 5
phit cua chudt nhit tring gay ra ho bang ammoniac

L6 chugt n | So con ho trong 5 phut | % ic ché

L6 1 (Poi ching) 10 11,80 + 3,88 -
L6 2 (Codein phosphat 30 10 780 + 2,49 33.90
mg/kg)
L6 3 (Chanh girng dwong

] + *
phén lieu 12 mL/kg/ngay) 10 7,50 £2,80 36,44
L6 4 (Chanh girng dwong 10 8.40 + 2 67* 28 81
phén liéu 24 mL/kg/ngay) e ’

Chu thich: * ** ***: khac biét so véi 16 1 (doi ching) véi p < 0,05; p < 0,01 va p < 0,001.
4,44 444: khac biét so véi 16 2 (codein phosphat) véi p < 0,05; p < 0,01 va p <0,001.

Nhan xét: Codein phosphat
lam giam cé y nghia thong ké sé
con ho trong 5 phut so véi 16 ddi
ching voi p < 0,05. Chanh gung
duong phén ca 2 muc liéu
12mL/kg/ngay va 24mL/kg/ngay
déu 1am giam c6 ¥ nghia thong ké
s6 con ho trong 5 phiit so v6i 16 ddi
chung vai p < 0,05. Khéng co su
kh&c biét co ¥ nghia khi so sanh sb

con ho trong 5 phut ¢ cac 16 dung
Chanh gung duong phén so véi 16
dung codein phosphat (p > 0,05).
Codein phosphat va Chanh ging
duong phén O ca 2 muc lidu
12mL/kg/ngay va 24mL/kg/ngay
déu thé hién rd rét kha ning @c ché
con ho (trong khoang 25% - 40%).
3.2. Két qua nghién ciru long dom
cia Chanh girng dwong phen



Bang 3. Anh huong caa Chanh ging dudng phén 18n do hap thu quang va
ndng d6 phenol do tiét ra & khi quan trén chudt nhat trang

L6 nghién ciru D(‘)c?;p(stzg I:,]rl:]f;lng Phenol d6 (ug/mL)

L6 1 (D&i ching) 0,005 0,002 0.502 0175
L6 2 (Ambroxol 250 mg/kg) | 0,008 + 0,003** 0,828 + 0. 240%*
L6 3 (Chanh girng dwong

. + +
phen lidu 12 mL/kg/ngay) 0,007+ 0,003 0,703 + 0,283
L6 4 (Chanh girng dwong

S + * + *
phen lidu 24 mL/kg/ngay) 0,008 £ 0,003 0,809+0,318

Ch thich: * ** ***: Khdc biét so vdi 16 1 (Poi chitng) véi p < 0,05; p < 0,01; p < 0,001.
T Khac biét so véi 16 2 (Chimg dwong) véip < 0,01; p < 0,01; p < 0,001

Nhan xét: Ambroxol lidu
250mg/kg c6 tac dung lam tang rod
rét 46 hap thu quang (OD) va nong
d6 phenol do tiét ra & khi quan so
v6i 16 d6i ching (16 1) voip < 0,01.
Chanh ging duong phén lidu 12
mL/kg/ngay c6 xu hudng lam tang
d6 hap thy quang (OD) va ndng do
phenol d6 tiét ra ¢ khi quan so véi
16 d6i ching, tuy nhién, sy khac biét
chua c6 ¥ nghia théng ké (p > 0,05).
Chanh gung duong phén lidu
24mL/kg/ngay c6 tac dung lam tdng
c6 ¥ nghia thong ké do hip thu
quang (OD) va ndng do phenol do
tiét ra & khi quan so véi 16 ddi
chung (16 1) voi p <0,05. Khdng co
su khac biét c6 y nghia théng ké vé
nong do phenol do tiét ra & khi quan
cua cac 16 dung Chanh girng duong
phén so v&i 16 ching duong
(ambroxol) (p > 0,05)..

V. BAN LUAN

bong vat thuc nghiém duoc

Iwa chon trong cac nghién ctru tac

dung giam ho, long dom c6 thé la
chudt nhét tring, chuot lang, cho,
meo. Viéc lya chon ddng vat thuc
nghiém tuy thudc vao phuong phap
nghién ctu, dudng dung thudc va
diéu kién cua phong thi nghiém.[7]
Trong nghién cuu nay, ching toi
lya chon chudt nhat trang 1am ddi
tuong nghién cuu.

Céc tac nhan gay ho da duoc
sir dung trong c&c nghién cau thuc
nghiém 13 dong dién 1 chiéu, co hoc
va hoa chat. Trong d6, viéc sir dung
hoa chit 1a tac nhan duogc st dung
nhiéu nhit nhu amoniac, acid
citric,...[8] Trong nghién cuu nay,
tac nhan gay ho duoc luya chon la
amoniac vi dé ap dung, chi phi ré va
giy duoc nhiéu dap tng ho trén
thuc nghiém.

Codein va ambroxol duoc lua
chon 1am thudc ching duong trong
nghién ctu giam ho, long dom cua
Chanh gung duong phén vi day la
cac thudc giam ho, long dom duoc




ding phd bién trén 1am sang
cling nhu trong cac nghién cuu thuc
nghiém.[9]

Két qua nghién ctu cho thay
Chanh gung duong phén ¢ ca 2 mac
licu 12mL /kg /ngay va 24mL /kg
/ngay c6 xu hudng kéo dai thoi gian
tiém tang xuat hién con ho, giam sb
con ho trong 5 phat va thé hién rd
rét kha nang trc ché con ho (lan luot
36,44% va 28,81%) so véi 16 ddi
chtng. Phan tram trc ché con ho cua
Chanh gurng duong phén ¢ ca 2 muic
lidu 12mL /kg /ngay va 24mL /kg
/ngay chénh léch it so vdi codein
phosphat véi d6 chénh 1éch 1an luot
la 2,54% va 5,09%. Nhu vay,
Chanh girng duong phén ca 2 muc
lidu déu c6 tac dung giam ho trén
mo hinh gay ho bang amoniac.

Chanh gimg duong phén lidu
12mL /kg xu hudéng lam tang do
hap thu quang (OD) va néng do
phenol do tiét ra ¢ khi quan, trong
khi d¢6 muc liéu 24mL /kg lam ting
rd rét do hap thu quang (OD) va
ndng do phenol do tiét ra & khi quan
so véi 16 d6i chung. Nhu vay, tac
dung long dom cua Chanh gung
duong phén liéu 24mL /kg thé hién
16 hon muc lidu 12mL /kg trén mo
hinh thuc nghiém.

Két qua nghién ctu phi hop véi
céc cong b vé tac dung cia cac thanh
phan trong Chanh gimng duong phén
khi dung riéng r&. Bera K va cong su
da tién hanh danh gia tac dung tc ché
con ho ctia Gung, két qua cho thiy

polysacharid chiét xuét tir Girng gidp
lam giam s6 con ho gay ra bai acid
citric trén chudt lang.[6] Tac dung
giam ho va long dom cua Chanh va
Gimng ciing dugc d& cap trong bai
review cua Gairola S va cong su
(2010) vé tac dung cua cac thudc c6
nguon géc tir thao dugc.[10]

V. KET LUAN

V& tac dung giam ho, Chanh
gimg dudng phén & ca 2 muc liéu
12mL /kg /ngay (twong duong voi
lidu du kién trén 1am sang la 10mL
/10 kg thé trong ngudi/ngay) va liéu
24mL /kg /ngay (twong duong voi
lidu du kién trén 1am sang la 20mL
/10 kg thé trong ngudi/ngay) co tac
dung giam ho trén mé hinh gay ho
bang amoniac ¢ chudt nhit trang thé
hién qua xu hudng kéo dai thoi gian
tiém tang xuit hién con ho, lam
giam sd con ho cua chuot va kha
nang Gc ché con ho 1o rét.

V& tac dung long dom, Chanh
ging duong phén liéu 12mL/ kg
(trong duong véi liéu du kién trén
lam sang la 10mL/ 10kg thé trong
nguoi/ngay) udng lién tuc trong 3
ngay trén chudt nhat trang c6 xu
huéng thé hién tac dung long dom
thong qua xu huéng lam ting nong
d6 phenol do tiét ra ¢ khi quan so
Vi 16 ddi ching. Chanh gung
duong phén liéu 24mL/ kg (tuwong
duong véi lidu du kién trén 1am
sang la 20mL/ 10kg thé trong
ngudi/ ngay) udng lién tuc trong 3
ngay trén chudt nhat trang thé hién



tac dung long dom théng qua lam
tang ndng d6 phenol do tiét ra & khi
quan co ¥ nghia thong ké so vai 16
déi ching.
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