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_ MOT SO KET QUA NGHIEN CU'U TAC DUNG
PIEU TRI VIEM LOET PAI TRU’C TRANG CHAY MAU
CUA CAO LONG PH TREN MO HINH THU’'C NGHIEM

TOM TAT.

Nghién ciru nhdm danh gla tac dung cua cao long
PH ket hgp Pentasa trén mé hinh chuot cbng trang
gay viém loét dai truc trang chay mau bang dung dich
TNBS/EthanoI theo phudng phap cla Morris va cs.
Ket qua Sy cai thién niém mac dai trang trén dai thé
va cau tric vi thé rd rét han 6 16 diing cao long PH két
hop Pentasa, diém t6n thudng theo cac thang diém
Wallcea, Neurath Vilaseca so sanh vdi nhdm ching
sinh hc_)c khac biét khong cé y nghia théng ké
(P>0,05), su khac biét cd y nghia théng ké khi so sanh
V@i 16 mo hinh va cac 16 dung dan liéu phap (P<0,05).
K&t luan: Cao long PH két hgp Pentasa c6 tac dung
nang cao hiéu qua diéu tri viém loét dai truc trang
chay mau.

Tur khoa: Cao ldng PH, viém loét dai truc trang
chay mau, thuc nghiém.

SUMMARY

SOME RESULTS OF RESEARCH ON THE EFFECTS
OF PH EXTRACT ON AN EXPERIMENTAL

MODEL OF ULCERATIVE COLITIS

The study applied rat ulcerative colitis model
induced by TNBS/ Ethanol according to Morris to
evaluate the therapeutic effects of PH with Pentasa.
Results: PH with Pentasa showed significant
improvement in the anatomical and histological
structure of large intestinal mucosal, clinical disease
activity index include Wallcea, Neurath, Vilaseca in PH
with Pentasa group were no statistically significant
difference compared to control group (P>0.05), but
were significant difference compared with the vehicle
group and the monotherapy group (P<0.05).
Conclusion: PH extract combined with Pentasa has
the effect of improving the treatment effectiveness of
ulcerative colitis.

Keywords: PH extract, UC, experimental.

I. DAT VAN PE

Viem loét dai truc trang chay mau
(Ulcerative colitis, UC) la bénh man tinh, kéo dai,
hay tai phat, tdn thuong niém mac va I6p dudi
niém mac, vi tri chu yéu & truc trang va dai trang
Sigma, gay viém, loét va chdy mau dai truc
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trang. Theo dich t& hoc, ti 18 va s lugng ngudi
mac bénh nay cao & cac nudc pha’t trién, va
dang cd xu hudng tang lén & cac nudc dang
phat trién, khu vuc chau A, trong dé cé Viét
Nam. [1] V&i phuong cham ket hgp Y hoc hién
dai va Y hoc cd truyén, dua vao phéan tich dic
diém sinh ly bénh va bién chirng ludn tri theo Y
hoc c6 truy‘en ching t6i da nghién clfu bao ché
san pham cao long PH tur bai thubc kinh nghiém,
VvGi cac thanh phan dugc liéu san ¢ trong nudc
dé€ két hop diéu tri cdn bénh nay bang phuong
phap thut gilr dai trang. Muc tiéu dé tai nay
nham danh gia tac dung thut gill cao 1dng PH két
hdp udng thudc Pentasa trén mo hinh thuc nghiém.

Il. CHAT LIEU, POI TUONG VA PHU'ONG PHAP

NGHIEN CUU

2.1. Chat liéu nghién ciru

Thubc nghién clru: Cao léng PH dugc san
xudt tai Vién Y hoc cd truyén Quan ddi bang
phuong phap chiét nudc, ti 1& 1:1, dong lo
100ml/lo. Céc vi dugc liéu dugc kiEm nghiém dat
yéu cau theo tiéu chudn Dudc dién Viét Nam 1V,
dat tiéu chudn cd sd. Thanh phan: Co nho ndi
sao 50g, Tam that sao 3g, V& nuc nac 25g, Che
day 12g, Hoe hoa sao 10g, nudc cat vira da 100ml.

Thudc dbi chiing dudng: Pentasa (hoat chat:
Mesalazine) 500mg/vién, Ferring Switzerland san
xuét, nhap khau bdi Vimedimex Binh ducng, S6
16: N15039C. Liéu dung lam sang: UGng, 8 vién/
ngay.

2.2. Poi tugng va phuong phap nghién
cfu. Nghién ctu ti€n hanh trén chudt cong
trdng ching Wistar, ca hai giéng, trong lugng
trung binh 180g + 209, do Ban Chan nu6i- Hoc
vién Quan y cung cap, tai khoa Nghién cltu thuc
nghlem—Vlen Y hoc c6 truyén Quan ddi, theo quy
dinh clia BO Y té€ Viét Nam, hudng dan cla T6
chirc Y té€ thé qidi va cac tai liéu quy dinh lién
quan.[z4l

75 con chudt cdng trdng dugc phan chia
ngau nhién vao 5 16 khac nhau, mdi 16 15 con,
nhot riéng. Tr&r chudt 16 1 dugc thut gilt dai
trang bang dung dich NaCl 0,9%, lam 16 chiing
sinh hoc, tat ca cac 16 con lai déu tién hanh gay
mé hinh UC theo phudng phap cla Morris va
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cong sufl,

Sau gdy mo hinh 72h, ti€n hanh cho chuot
con lai cta cac 16 udng hoac thut gilr cac dung
dich nghién ctru nhu sau:

- L6 1 (I6 chiing sinh hoc): uéng nudc cat,
khong thut gilt

- L6 2 (16 m6 hinh): udng nudc cat, khong
thut gilr

- L6 3 (16 chi’ng dudng): udng Pentasa,
khong thut gilr

- L6 4 (16 nghién ctu 1 ): ubng nudc cat va
thut gilf cao léng PH

- L6 5 (I6 nghién clru 2): udng Pentasa va
thut gilf cao long PH

Liéu lugng: Pentasa: cho chudt uéng bang
kim cong dau tU, liéu lugng: 560mg/kg thé trong
chudt/ngay. Cao long PH: thut gilr dai trang
chudt, liéu lugng: 14g/kg thé trong chudt/ngay
(tuang_duong 14ml/kg). Thai gian: 15 ngay lién
tuc, moi ngay 1 [an.

2.3. Cac chi tiéu theo do6i danh gia:

+ Tinh trang chung, tinh chat phan, thé
trong cta chudt, ty & chudt chét

+ Xét nghiém mau: Téng phéan tich t& bao
mau ngoai vi; Creatinin, Ure, GOT, GPT, Dién
giai do; CRP, VSS

+ Giai phiu, quan sat danh g|a dai thé dai
trang, niém mac dai trang va vi thé niém mac dai
trang cla chudt tai cac thdi diém ngay thr 3 va
ngay th& 19 theo cac thang diém Wallacel®,
Neurath!’}, Vilaseca &

Cac xét nghiém dugc ti€n hanh tai b6 moén
khoa Xét nghlem va Khoa Hinh thai giai phau
bénh, Bénh vién Quan Y103.

2.4. Xt ly s6 Iiéu. Cac so liéu nghién clru
dugc xUr ly theo cac perdng phap théng ké y
sinh hoc bang phan mém SPSS 16.0. S6 liéu
dugc biéu dién dudi dang X+SD hodc trung vi
(max-min). Su khac biét cd y nghia thGng ké vdi
P<0,05.

Il. KET QUA NGHIEN cUU

3.1. Tinh trang chung va két qua giai
phau dai trang chudt sau khi gdy mé hinh

Quan sat trong 24h dau sau khi gay mo
hinh, 100% chudt déu song xot, cac chudt gay
mo hinh bang dung dich TNBS/Ethanol déu co
bi€u hién biéu hién dau qudn, mét, han ché di
chuyén, &n kém.

Ngay th(r 2, tat ca chudt & cac 16 mé hinh UC
déu bat dau xudt hién tinh trang phan Iong nat,
dén ngay th(r 3 thdy xuat hién cac triéu ching
nhu di phan nhay, phan nhay mau, an kém, lugi
hoat dong, 16ng xu, nhung khong cé chudt nao

bi chét.

Ngay thtr 3 sau khi gay mo hinh, 100%
chudt cac 16 déu sbng xdt, cac triéu chu’ng bi€u
hién cia ngay th’ 2 van tiép dlen B3t ngau
nhién moi 16 5 con tién hanh mé, bdc tach dai
trang, m& dai trang theo chiéu doc dé quan sat
déanh gia dai thé va vi thé niém mac dai trang.

Trong khi d8, chudt 16 chdng sinh hoc déu
hoat déng binh thudng, nhanh nhen, mat sang,
Idng mugt, an udng tét, phan kho.

Bang 1. Piém tén thuong dai thé va vi
thé dai trang sau gdy mé hinh 3 ngady

5 | n Piém Piém Piém
Wallace | Vilaseca | Neurath
o1 | 5 0 0 0
62| 5 6 (5-7) 5(3-8) 3(2-4)
63| 5 6 (4-7) 5 (4-8) 3(2-4)
64| 5 6 (4-7) 5 (3-8) 3(2-4)
L65 | 5 6 (5-7) 5 (4-8) 3(2-4)

Ghi chd: S8 liéu biéu dién dudi dang trung
vi va khoang (cuc tiéu —cuc dai)

Nhan xét:

- L6 chirng sinh hoc:

+ Hinh anh dai thé dai trang chuét cdng c6
hinh tru, mau trdng sang, c6 chira phan dang
vién binh thudng. Sau khi mé doc theo chiéu dai,
hinh anh bé médt dai trang c6 I6p niém mac
mong, bé mat tuong doi tran nhan, khoéng co
nép gap 16i 16m, mau trang, khdng cé phan &
dong, danh gid mdc dd tén thuong dai trang
theo thang diém Wallace la 0 diém.

+ Nhan xét vi thé: Niém mac dai trang con
ro cdu trdc cac I6p niém mac, ha niém mac, cd
niém, I68p cc va thanh mac. Cac tuyén ché tiét
dudc 16t bdi cac t&€ bao biéu md cd nhan déu,
min. M6 dém cé cac mach mau. Mac treo chu
yéu 13 t& bao m&. Chan doan giai phau bénh ly:
Niém mac dai trang binh thudng. Panh gia theo
thang diém Neurath va Vilaseca déu la 0 diém.

- Cac 16 gdy mé hinh UC bang
TNBS/Ethanol:

+ Hinh anh dai thé dai trang chudt c6 mau
séc do tham, tham den tai nhitng vi tri r dong
phén, chiéu dai ngén han, c6 hién tugng bi co rit
lai, day thanh, duGng kl'nh dai trang I6n haon so
V@i 16 chimng trang va phan & dang ldng sét. Sau
khi mé& doc theo chiéu dai, quan sat thdy hinh anh
bé mét dai trang cd tén thuong rd rét nhu viém
dd, xung huyét, cac mang niém mac bong trgt
chay doc theo chiéu dai dai trang, nhi€u vung dai
trang cé mau den chdy sam gan nhu hoai tir hoan
toan. Danh gid mirc dd tén thuong dai trang theo
thang diém Wallace tir 5-7 diém, khéng cd su
khac biét gilra cac 16 gady mo hinh.
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+ Nhan xét vi thé: Niém mac dai trang cé
cac 6 loét I6n nho, bS & loét cac t& bao biéu md
tdng san. Py & loét qua I8p cd niém vao ha
niém mac, tham chi cé trudng hgp sau dén I6p
co. B& mt 6 loét phl to huyét, bach ciu. Ha
niém mac cé nhiéu mach mau xung huyét va

xam nhiém lan tran bach cau da nhan trung tinh,
dai thuc bao téi sat Idp co. Chan doan giai phau
bénh ly: Viém loét, xudt huyét niém mac dai
trang. Danh gid theo thang diém Neurath tir 2-4
diém, Vilaseca tir 4-8 diém, khéng thdy cb su
khac biét ro rét giira cac 16 gay mo hinh.
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Hinh 1. Hinh dnh dai thé dai trang chuot cong trang

Hinh 1a: 16 chrng sinh hoc; Hinh 1b, 1c: dai
trang gay viém bang TNBS/Ethanol

3.2. Tinh trang chung cua chuét trong
qua trinh nghién ciru tac dung diéu tri

Chudt nghién cru dugdc theo doi hang ngay
vé tinh trang chung gém hoat dong, an udng,
tinh trang I6ng, da, niém mac, chat tiét.

- Lé 1 (chiing sinh hoc): trong subt qua
trinh nghién cltu chu6t hoat dong binh thudng,
nhanh nhen, mat sang, 16ng muot, &n udng tot,
phan kho.

- L6 2 (16 mO hinh): tir ngay th( 2 trd di tiép
tuc c6 tinh trang di phan nhay Idng, mot s6 thay
lan mau, kém theo cic bi€u hién Iudi van dong,
chdp cham, I6ng xUu, an udng giam, mot s6 bi
giém trong lugng o rét, tham chi cé chudt bi chét
vao ngay th(r 5 va ngay th(r 8. Dén khi két thic
nghién ctru quan sat thdy phan van ldng nat.

- L6 3 4, 5 (cac 16 dung thudc diéu tri):
chudt cac I6 3, 4, 5 dudc dung thudbc diéu tri tinh
trang di phan nhay mau dan dan giam sau 1
tuan, quan sat thdy chubt dan phuc hoi, hoat
dong, an udng trd lai binh thudng theo thdi gian.
Trong do6, cac triéu chirng & chudt 16 5 (thut PH
va ubng Pentasa) cai thién ro rét nhat. Sau khi
két thdc nghién ctru, dai bo phan chudt 16 5 da
di phan khuon vang.

3.3. Panh gia dai thé va vi thé dai trang
chuot sau khi két thic diéu tri. Ngay thir 19,
két thdc diéu tri, tat ca chudt con song & cac 16
déu dugc md, bdc tach dai trang, tién hanh quan
sat, danh gid dai thé va vi thé.

Bang 2. Panh gia tén thuong dai thé

dai trang
n Piém
Lo |n Wallace P
Lo 1 (10 0 P21, P3-1, P41, Ps.1, P52 <0,01
L62|8]| 4(2-5) P3-2, P4-2, Ps-3, Ps-4 <0,05
L63[9]| 3(2-4) P34 >0,05
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L64[9]|3(2-4)
659 2 (1-3)
Ghi chd: S8 liéu biéu dién dudi dang trung vi

va khoang (cuc tiéu —cuc dai)

Nhan xét:

- L6 chirng sinh hoc: Dai trang chudt cong
¢6 hinh tru, mau trdng sang, co chlra phan dang
vién binh thudng. Sau khi md doc theo chiéu dai,
hinh anh bé mdt dai trang c6 I6p niém mac
mong, bé mat tuong doi tran nhan, khéng co
nép gap 16i 16m, mau trédng, khdng cé phan ¢
dong, danh gid mirc dd ton thuong dai trang
theo thang diém Wallace la 0 (0-0) diém. .

- Cac 16 gdy mé hinh UC bang
TNBS/Ethanol: Dai trang chudt c6 mau sac do
tham, day thanh, dudng kinh dai trang I6n han
so V@i 16 ching sinh hoc, mét s6 thay phan &
dang léng sét. Sau khi m& doc theo chiéu dai,
quan sat thay hinh anh bé mat dai trang ton tai
nhiing tén thugng nhu viém do, xung_ huyét,
loét, nhiéu vung dai trang cd mau nau tham, cac
mang niém mac bong trgt chay doc theo chiéu
dai dai trang & cac mirc d6 khac nhau. Trong dé
dai trang cla 16 2 con nhitng ton thuong rd rét
hon so véi cac 16 con lai, tinh trang tén thudng
dai trang cuta 16 5 gidm han so véi cac 16 2, 3 va
4, Panh gid mlc dd ton thucng dai trang theo
thang diém Wallace 16 2 1a 4 (2-5) diém, 16 3 va
16 4 déu la 3 (2-4) diém, 16 5 la 2 (1-3) diém. Khi
so sanh cac 16 chudt gay UC, diém Wallace déu
téng so véi 16 1 (P<0,01), di€ém 16 5 thap hon
cac 16 2, 3, 4 (P<0,05), tuy nhién su khac biét
khong cé y nghia thong ké khi so sanh véi 16 1
(P>0,05), diém 16 3 va 16 4 thap han so véi 16 2
(P<0,05), 16 3 thap han 16 4, tuy nhién so sanh
cho thdy su khac biét khdng c6 y nghia thong ké
(P>0,05).

Bang 3. Pdnh gid tén thuong trén ciu
tric vi thé dai trang
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L6 | n | Diém Vilaseca | Piém Neurath
61| 10 0 0
62| 8 4,63+2,23 1,50+0,50
63| 9 3,11+1,66 1,33+£0,94
L64| 9 3,56+1,71 1,44+0,50
L65| 9 1,67+0,82 0,56+0,50
P P>-1, P31, Ps-1, P52 <0,01;
Ps-3, P54, Ps-1 <0,05 ;P3-2, P42, P34 >0,05

Nhén xét: Trén vi thé, dai trang chubt 16
chirng sinh hoc con rd cau tric cac I6p niém
mac, ha niém mac, cd niém, I6p cd va thanh
mac. Cac tuyén ché tiét dugc 16t bdi cac t€ bao
biéu md ¢4 nhan déu, min. M6 dém cb cac mach
mau. Mac treo chd yéu la t€ bao m3, niém mac
dai trang binh thudng. O 16 2 (I6 md hinh), con
ton tai cac ton thuong lan sau dén I8p dudi niém
mac/Iép, mét s6 dén IGp thanh mac, cd hién
tugng phu né, xung huyét mao mach, cac vét
loét n6ng/ sau, xam nhiém bach cau & cac muc
dd khac nhau. Diém Vilaseca la 4,63+2,23 diém,
diém Neurath 1& 1,50+0,50 diém, tdng cd y
nghia théng ké so vdi 16 1 (chiing sinh hoc). DGi
vGi cac 16 chubt con lai d6 sdu cla tdn thudng
chi ding lai & I8p niém mac va dudi niém mac,
chua lan dén I8p thanh mac, mdc dé loét nong,
hién tugng phu né xung huyét nhe. Diém
Vilaseca, Neurath déu giam so vdi 16 2 (16 mo

hinh) (P<0,05), diém 16 5 lan lugt 1a 1,67+0,82
va 0,56+0,50, giam hon cac 16 2, 3, 4 (P<0,05),
diém 16 3 (3,11%1,66 val,33+0,94) va 16 4

(3,56+1,71 val,44+0,50) giam hon so vdi 16 2
(P<0,05), diém 16 3 thé’p hon 16 4, tuy nhién su
khac biét khong co y nghia théng ke (P>0,05).
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Hinh 2. Anh hudng cua cao Iong PH va
Pentasa trén hinh anh dai thé dai trang
Hinh 2a: 16 ching sinh hoc; Hinh 2b: 16 2-mo
hinh; Hinh 2c: 16 3-udng Pentasa; Hinh 2d: 16 4-
thut gitt PH; Hinh 2e: 16 5-thut gilr PH va udng
Pentasa

| L& S: PH+Pentass || LS & Thut gide PH | | L& 3 Udng Pentasa | I

L& 25 s ki ]ll.ﬂ-:l:l:hﬂf'g sinh hgo |

IV. BAN LUAN

Cac md hinh gay UC trén dong vat da dugc
sir dung trong nhiéu thdp ki d& nghién clu
nguyén nhan gay bénh, cd ché bénh sinh, tac
dung diéu tri. Mo hinh viém dai trang bang hda
chat dudc sir dung khad phd bién trén thé gidi.
M5 hinh UC gay boi TNBS/Ethanol c6 uu diém la
sur dung don gian, khoang thdgi gian thi nghlem
ngan, ton thu’dng kéo dai véi su' tham nhiém va
loét t€ bao viém. Hién nay, 5-ASA la phac do
diéu tri dau tay trong diéu tri bénh UC. Trong
cac dan chat clia 5-ASA, Pentasa 1a thudc dugc

Hinh 3. Hinh anh cdu tric vi thé dai trang cua cédc I6 chudt cé‘hg_tré’ng sau diéu tri

khuyén cdo trong phac d6 diéu tri UC. Vi vay,
ching t6i s dung Pentasa lam ching ducong
trong nghién ciru nay. Cac 16 3, 4, 5 (10 tri) so
sanh vGi 10 2 (chiing bénh) c6 dudng kinh dai
trang giam, it phu né, mau sac it thdm den hon.
Ngoai ra, mirc do tén thuang dai trang thap hon
so 16 chiing bénh dugc thé hién rd rang qua
diém tén thuong dai thé thdp hon cd y nghia
thdng ké so véi 16 2 (P < 0,05). Khi so sanh diém
ton thuong dai thé cda 16 5 giam hon c6 y nghia
thong ké khi so sanh véi 16 3 (chirng duang), 16
4 (thut gilt PH) (P<0,05). Cau truc hinh thai vi
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thé dai trang chudt cho phép danh gia chinh xac
hon mirc d6 gay UC clia TNBS/Ethanol ciing nhu
danh gia tac dung cai thién tinh trang bénh cla
cac thudc diéu tri. Hinh anh vi thé thé hién mdrc
d6é viém va hoat dong clia bach cau, mdc do
loét, d6 sdu cla ton terdng Th6ng qua thang
diém Neurath danh gla chu yéu tinh trang viém
va muc do tham nhiem bach caul’l, Thang diém
Vilaseca danh gia mic do loét, viém va doé sau
clia tén thuong!®l. So sénh 16 chirng tréng vdi 16
chirng bénh, theo thang diém Vilaseca, Neurath,
két qua diém cho th&y cau tric vi thé dai trang &
16 2 c6 hién tugng phu né, xung huyét, hoai tur
trén dién réng cé nhiéu té€ bao viém cap tinh,
muc do hoat dong clia bach cau manh. Nhu vay co
sy thay ddi rd rét Ién ciu trdc vi thé dai trang gitra
16 ching sinh hoc va chiing bénh. Mlc do ton
thuaong dai trang cuia cac 16 diéu tri (16 3, 4, 5) thap
han so 16 chiing bénh (16 2) dugc thé hién rd rang
qua diém ton thuong vi thé thdp hon cb y nghia
théng ké so vai 16 2 (p < 0,05). So sanh diém tén
thuong vi thé clia 16 s6 5 giam hon ¢ y nghia
thong ké khi so sanh vai 16 3 (chirng dugng), 10 4
(thut gilr PH) (P<0,05). Két qua cho thay, Pentasa
va cao long PH déu thé hién tac dung chdng viém,
giam phu né va xung huyét trén mo hinh thuc
nghiém, cao long PH két hgp Pentasa gilp nang
cao tac dung diéu tri so vdi viéc dung Pentasa hoac
cao léng PH dan liéu phap.

V. KET LUAN

Cao léng PH dung thut giir dai trang cd tac
dung cai thién tinh trang viém loét, gitp h6i phuc
ton thuong niém mac dai truc trang & chudt gay
UC bdng TNBS/Ethanol. Cao ldng PH ding thut
gilr dai trang két hogp ubng Pentasa cd tac dung
nang cao hiéu qua cai thién tinh trang viém loét,

gilp hdi phuc tdn thuong niém mac dai truc
trang 6 chuét gay md hinh UC bang
TNBS/Ethanol so véi dan liéu phap.
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Muc tiéu: Khao sat dic diém va su dbi xing cla
6ng than kinh thi hai bén trén phim CT. Phuong
phap nghuen cru: Nghién cu’u cat ngang. Phan tich
phim CT 200 6ng than kinh thi ctia 100 ngerl bénh, tur
18 tudi trd Ién, khong cé bat thudng giai phau vung
dinh h6c mdt, 6ng than kinh thi, xuang budm va san
so. Két qua: 'Chidu rong va chidu cao 16 thi trung binh
[an lugt la 4.74 £ 0.76 mm va 5.11 £ 0.56 mm. Chiéu
rong va chiéu cao 10 so trung binh [an lugt la 6.79 +
1.24 mm va 4.57 £ 0.67 mm. Ty |é bat d6i x'ng trung
binh gilta cac s6 do dudng kinh cta 6ng than kinh thi
hai bén 1a 14%. Két luan: Nghién clru nay cho thay



