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LO1 CAM ON

Dé hoan thanh ludn van nay, téi xin trdn trong bay té long biét on sdu
sdc toi:

Pang uy, Ban Gidm doc, Phong dao tao Sau Pai hoc, cac Bé mon,
Khoa phong Hoc vién Y duoc hoc cé truyén Viét Nam di tao diéu kién va
giup do toi trong qua trinh hoc tdgp va lam ludgn van.

bac biét 1a TS. Tran Anh Tudn, nguoi Thdy da truc tiép hiréng dan vo
cing tdn tinh, chu ddo, trang bi cho toi kién thitc chuyén nganh, giip dé toi
sia chiza thiéu sot trong ludn vdn, déng vién toi trong suét qué trinh hoc tdp,
nghién cuu.

TOi xin trén trong cam on Ban Giam doc, Bé mén Dwoc ly - Hoc vién
Qudn Y, dd quan tam, tao diéu kién tét nhat cho toi trong viéc nghién citu, thu
thdp, hoan thién sé liéu dé hoan thanh dé tai.

Téi xin dwot quri 161 cdm on dén cac thay, cac cd trong Héi dong théng
qua dé cwong ludn vin da cho t6i nhiéu Y kién quy bau trong qué trinh hoan
thién ludn van nay.

Cdm on cdc ban dong nghiép, ban bé, gia dinh da dong vién, khich 1¢
va giup do toi trong qué trinh hoc tap va nghién cuiu khoa hoc.

Mdc dit di c6 gang rat nhiéu, nhung ludn van khéng tranh khéi nhing
thiéu sot; tac gia rat mong nhdn duoc s thdng cam, chi ddn, givip dé va dong
gop y kién cua cac nha khoa hoc, cia quy thay cd, cac can bg quan ly va cac
ban dong nghiép.

Xin chan thanh cdam on!

Hoc vién
Pham Nggc Linh



LOI CAM DOAN

T6i xin cam doan ddy 1 cong trinh nghién ctu cua riéng t6i. Cac sd
lidu, két qua néu trong khoa luan 1 trung thuc va chua timg duoc ai cong bd
trong bat ky tai liéu nao khac. Néu nhiing 10i cam doan trén khong dang su
that toi xin hoan toan chiu trach nhiém.

Ha Noi, ngay thing  nam 2021

Nguoi viét cam doan

Pham Ngoc Linh



Viét tit
Ex vivo
In vivo
IBS
IBS-C
IBS-D
IBS-M

IBS-U

WHO

CAC CHU VIET TAT

Tiéng Viét
Bén ngoai co thé sdng
Trong co thé sdng
Hoi chirng rudt kich thich
Ho6i ching rudt kich thich
tiéu chay chiém wu thé
Hoi chirng rudt Kich thich
t40 bon chiém uu thé
Hoi chirng rudt kich thich
phan hon hop
Ho6i ching rudt kich thich
chua xac dinh thé

T6 chtc Y té Thé gidi

Tiéng Anh

Irritable bowel syndrome

Irritable bowel syndrome
constipation

Irritable  bowel syndrome
diarrhea

Irritable bowel syndrome - the

mixed type
Irritable  bowel
Unsubtyped

World Health Organization

syndrome


https://www.webmd.com/digestive-disorders/digestive-diseases-diarrhea
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PAT VAN PE

Hoi chiing rudt kich thich 1a mot rdi loan chirc ning man tinh caa hé
thng tiéu hoa [37]. Bénh nhan thuong biéu hién bing dau bung va thay doi
thoi quen dai tién (hoac tiéu chay, hoac tdo bon, hoac ca hai) [16]. Tuy nhién,
boi cac dau an sinh hoc chwa thuc sy manh mé, hoi ching ruét kich thich van
dugc chan doan chi yéu dia vao 1am sang [39].

Triéu chirng caa hoi chirng rudt kich thich kha thuong gap trong cong
dong, tuy nhién, biéu hién bénh thuong dé bi bo qua bai dién bién &m tham va
dic biét 1a bai khong nhat dinh can dén mot chiam soc y té bat budc [47]. Diéu
nay dan dén sy khéc biét vé tan suat mac bénh giita cong dong va trong bénh
vién [41]. Ty I¢é nay tai Phap la 1,123-4,724; Singapore la 2,336-11,037; Nhat
la 6,145-14,406; Dai Loan 13 17,556-22,156; Hong Kong la 3,727-6,628 [40].
Tai Viét Nam, con s6 nay duoc ghi nhan qua mot sé nghién cau 1a khoang
7,2% - nam 2006 [59]; 10,3% (trén sinh vién) - nim 2016 [62].

Trong nhitng nam gan day, xu hudéng sir dung thao moc trong diéu tri
dang ngay cang pho bién, dic biét l1a trong mot s6 bénh Iy man tinh. Xuat phat
tir nén tang céc bai thudc ¢ phuong, nghiém phuong dugc gia giam phd hop
véi tinh hinh 1am sang cua tirng bénh nhan theo hudng cé thé hoa trong diéu
tri nham giam thiéu triéu chang 1am sang, giai quyét mot sé cin nguyén va
nang cao chat lugng cudc song.

“Huong sa luc quan” 1a mot trong sé nhitng bai thudc dugc chi dinh
dau tay trong diéu tri cac chitng bénh lién quan dén tiéu hda ndi chung va réi
loan chirc nang dai trang — hay con goi la hoi ching rudt kich thich ndi riéng
dem lai hiéu qua cao. Toan phuong c6 tac dung kién ty ich khi, suong trung,
diéu 1y khi co, chu tri chung ty vi suy yéu, dau bung 1am ram. Dua trén nén
tang d6, nhom nghién ciu xay dung “Pai trang - HV” véi thanh phan la

“Huong sa luc quan” gia thém bach thugc 20gam (dudng huyét, chi théng va



than khlc 12gam (tiéu thuc hoa vi) [10] gidp hd trg ting tac dung cua
“Huong sa luc quan” trong diéu tri hoi chiing rudt kich thich trén 1am sang.

Dé co co sé khoa hoc cho bai thubc “Pai trang - HV”, bén canh viéc
xac dinh doc tinh cip theo quy dinh chung cua Bo Y té trong viéc sir dung
thudc dong y, thude tir duoc lidu dam bao an toan, ching toi tién hanh thuc
hién dé tai “Panh gia tac dung cia bai thude “Pai trang - HV” diéu tri hoi
chieng rudt kich thich trén déng vat thuc nghiém?” nham 2 muc tiéu sau:

1. Pdnh gid tac dung gidm nhu dong rugt, tai hdp thu nwéc va cac ion
cia bai thude “Pai trang - HV” trén dong vt thuc nghiém.

2. Panh gid tic dung phuc héi ton thwong héi ching rugt kich thich

trén dong vat thuc nghiém.



Chuwong 1
TONG QUAN TAI LIEU
1.1. Téng quan vé hgi chieng rudt kich thich
1.1.1. Theo y hec hién dai
1.1.1.1. Khai niém

Hoi chang rudt kich thich 1a mot hoi chiing bénh 1y dwoc biéu hién
bang dau bung va rdi loan phan, thuong khong kém ton thwong thyuc thé tai
dai trang [8]. Céac biéu hién di kém 1a di ngoai nhiéu lan trong ngay, truéng
bung, day hoi... [7] nguyén nhan do tinh trang rdi loan van dong dai trang
(taing hoac giam) dan dén tiéu chay/tdo bon hoic dai trang qua man cam.
Bénh cd lién quan chit ch& dén trang thai tinh than (bénh tam thé).
1.1.1.2. Sinh ly dai trang

Cac van dong ¢ dai trang bao gom co bop phan doan va cac séng nhu
dong [7]:

Co bop phan doan gilp cho thic dn duoc nhao tron va tiép xdc voi
niém mac dai trang dé lam ting hap thu. Co bop nay xay ra cham, khong déu,
la su co that gilp cho thac an luu lai trong dai trang dé tiéu hoa va hap thu
nudc.

Cac song nhu dong day thirc an vé phia truc trang. N6 theo tuan tu tir
trén xubng dudi, phu thudc vao: chat luong thire dn, yéu té than kinh va thé
dich. Pai trang phai nhu dong yéu, cang sang trai nhu dong cang manh 1én dé
tbng phan xudng truc trang. Poi khi ciing c¢6 nhitng séng phan nhu dong
nhung yéu.

Ngoai ra, dai trang con ¢ mét loai co bop dic biét 1a co bop khéi dién
ra nhu sau: O doan dai trang ngang dang bi cing ra, mot co bop vong xuét
hién 1am chat phan & doan rudt phia dudi bi ép lai thanh khéi. Co bép manh

dan 1én trong khoang 30 gidy rdi rudt gian ra trong 2-3 phit va mot co bop



khdi khac lai xuat hién & doan rudt xa hon, chudi van dong nay chi ton tai
trong nira gio, roi nira ngay hay mot ngay sau lai xuat hién. Khi nhiing co bop
khdi day khdi phan tryc trang, gay cam gidc mudn dai tién do su co phan xa
cua truc trang va gian co that hau mon.
1.1.1.3. Phan logi
Tiéu chuan Rome IV phan loai hoi chang rudt kich thich nhu sau [37]:
- IBS-D (tiéu chay chiém wu thé): Phan long chiém hon 25% thoi gian va
phan ctng dudi 25% thoi gian.
- IBS-C (t40 bdn chiém wu thé): Phan ciing chiém hon 25% thoi gian va
phan Iéng it hon 25% thoi gian.
- IBS-M (phan hdn hop): Ca phan cang va long chiém hon 25% thoi
gian.
- IBS-U: Bénh nhan dap ung tiéu chi chan doan cho hoi chiing rudt kich
thich nhung triéu ching co ning rudt khong thé duoc phan loai chinh

Xac & bat ky phan nhém nao & trén.



Type 1

Type 2

Type 3

Type 4

Type 5

Type 6

Type 7

Hinh 1.1. Thang diém Bristol danh gia tinh chat phan [39]

1.1.1.4. Co ché bénh sinh
Tang nhan cam ngi tang

Tang cam giac dau tang do kich thich cac receptor co hoc. Cam thu noi
tang dugc thuc hién thdng qua su hoat hoa ctia dudng than kinh hudéng tam
gay ra do nhimng kich thich tac dong vao nhiing thu cam thé hoa hoc trén niém
mac, vao thu cam thé co hoc cua co tron va vao thy cam thé cam giac ctia mac
treo rudt [41].
R6i loan van dong bat thuwong cia rust

Cac rdi loan bat thuong cua rudt co thé xay ra ¢ cac doan khac nhau
cua rudt khi doi hodc sau khi an. O bénh nhan bi hoi ching rudt kich thich, su
dap @ng cua dai trang voi thirc an thay doi tuy theo thé bénh nhung thuong 13
dap ng thai qua va kéo dai [53].



- Vdn chuyén nhanh & rudt non 1am giam sy hap thu ¢ niém mac va gay dai
tién long. Vén chuyén chdm lam ting hap thu nude gy tao bon do do tao
diéu kién thuan loi cho céc vi khuan phét trién va ciing gay tiéu chay.

- Toc do cua nhu dong day trong 1ong rudt khdng ty 18 thuan vai sy co co
tai chd (co thit doan). O nhitng bénh nhan bi tdo bon, co that doan qua
nhiéu trong khi nhu dong day kém nén giam kha ning day phan xuéng
dudi va ra ngoai. Trong truong hop dai tién long thi nguoc lai, giam co
that doan va ting nhu dong day [53].

Thay d6i sw chiu dwng caa rudt, mét sé dean rudt giam kha niing chiu ap

lwc cia khoi thire dn

Su gia ting qua muc phan ung 6ng tiéu hoa véi cac stress tam 1y (lo,
budn byc, trdm cam, cang thang...), khéng dung nap bam sinh véi mot s thic
an, nhiing viém nhiém tiéu hoa trong tién sir ciing dong maot vai trd nhat dinh

trong co ché bénh sinh cua hoi ching rudt kich thich [47].

1.1.2. Theo y hec cd truyén

1.1.2.1. Bénh danh

Thuoc pham vi ching Tiét ta [6], tao két cua Y hoc co truyén [13].

- Tiét ta 1a thir bénh di dai tién nhiéu I1an, phan lodng; ning thi di ta nudc.
Nguoi xua 1dy chitng phan long, thé khong gap 1a tiét (day tir trong ra)
[33],[32]; phéan lodng nhu nudc doc xudng 1a ta. Noi kinh di chia ra 5
chung tiét: Cam tiét (di sot sét), duong tiét (dai tién long), hu tiét (dai
tién nhu cit c0), nhu tiét va sap tiét (dai tién ra thic in chua tiéu 1a co
thap kiém c6 phong) [24].

- Téo két do nhiéu nguyén nhan gay ra: Am hu, huyét nhiét, huyét hu,
khi hu va khi tré [23].



1.1.2.2. Bénh nguyén bénh co

Bénh cha yéu lién quan dén su rdi loan va suy giam cong ning cua ba
tang Can, Ty, Than [11],[12].
- Ty va Vi: Vi c¢6 cong ning la thu nap d6 an thiic uéng va tiéu hda chung
dudi su diéu hanh cua tang Ty, phan bd tinh khi vé cho céc tang (¢ day su van
hoa tinh khi cua thuy coc phai theo hudng Ty chu thang Vi cha giang) [22].
- Ty va Can (tuong khic): Vi mét 1y do nao d6 Can vuong I&n hoic Ty suy
yéu thi sé sinh ra Can Ty bat hoa ma sinh bénh [22].
- Ty va Than (twong khac): Ty hu thaty thap s& dinh dong gay tiéu chay, phu
né, bung truéng [22].
- Thap ta hai Ty khién cong ning van hoa bj tro ngai, thuy thap tran xuéng
dudi, thanh troc bat phén, thing phat that thuong sinh tiét ta [23].
1.2. Tong quan vé thudc diéu tri hoi chieng rudt kich thich
1.2.1. Thudc y hoc hién dai
1.2.1.1. Thuéc chéng co thdt

- Khaéng cholinergic: La thuéc c6 tac dung d6i khang véi acetylcholine.
Atropin it tdc dung v&i nhu dong rudt binh thuong, nhung lam giam
nhu dong khi rudt co that va ting nhu dong [41].

- Chéng co that huéng co tron: Mebeverine (Duspatalin) din xuat tir
papaverine, c6 tac dung chdng co thit co tron nhung khong 1am giam
truong luc co, thudc cé tac dung binh thuong hod cac van dong cua
rudt (tao, long) va binh thuong hoa su tang nhay cam cua ruét [3].

1.2.1.2. Thuéc diéu hoa chike ning vin dpng dwong tiéu hoa
- Trimebutin (Debridat): Pay la thudc tdc dung trén hé enkephalinergic
bang céch kich thich céc thé cam thu thé enkephalinergic ¢ rudt khi co réi

loan nhu dong rudét [3].



1.2.1.3. Thudc chéng tram cam (amitriptyline, imipramine, desipramin...)
- Nhiitng thude nay dugc st dung cho bénh nhan méc hoi chiing rudt kich
thich, dac biét la nhitng nguoi c6 triéu chirng nang hoac kéo dai, thuong
lo ling va tram cam [3],[43].
1.2.1.4. Thuéc khang thu thé 5-HT3
- C0 tac dung lam giam truong luc co rudt sau khi an nén cé tac dung giam
triéu chung dau bung va kho chiu ¢ bung.
- Khéng 5-HT3 dugc dung diéu tri hoi chiing ruot kich thich c6 dau va tiéu
chay chiém wu thé & nix gigi [3].
1.2.1.5. Thuéc chéng tiéu chay
- Céc chat hap phu, bao pha niém mac rudt (Smecta) véi cau trdc ting
l6p va d6 nhay cao, c6 kha ning bao phi niém mac tiéu hoa rat lon.
Thudc tuong tac voi glycoprotein ciia chat nhay lam ting stc chiu dung
cua 1op gel dinh trén niém mac khi bi tan céng. Nho tac dong trén hang
rao niém mac tiéu héa va kha nang bam cao nén Smecta bao vé duoc
niém mac tiéu hoa.
- Céc chat 1am giam tiét dich, giam nhu dong ruot (Loperamide) [3].
1.2.1.6. Thuéc chéng tao bon
- Dung chat xo, thudc nhuan trang, thude diéu chinh van déng éng tiéu hoa.
- Bb xung chat xo: Pugc chi dinh dung it nhat 12g/ngay, chat xo c6 kha
nang giit nude, 1lam tang khoéi luong phan va ting qua trinh 1én men nén
c6 hiéu qua chéng téo bon tét [43].
- Thudc nhuan trang (Lactulose, Macrogol, Anthraquinon): La thudc 1am
tang nhu dong chu yéu ¢ dai trang, thuong phai dung nhiéu ngay. Thudc
c6 thé kich &ng truc tiép 18n niém mac rudt hoac tac dung gian tiép do 1am

tang khoi lwong phan, hoic do tac dung gitr nuge nén lam mém phan.



- Thubc ddng van 5-HT4: Tegaserod (thudc dong van 5-HT4 méi) c6 hiéu
qua trong diéu tri hoi chiing rudt kich thich vai triéu ching tao bon chiém
uu thé [3].

1.2.2. Thudc y hoc co truyén

1.2.2.1. Trén thuc nghiém

Nam 2010, Nguyén Minh Ha ciing cong su tién hanh nghién ctu danh
gia tac dung diéu tri hoi chiing rudt kich thich cua vién nang Théng ta yéu
phuong trén thuc nghiém. Két qua cho thay ty Ié phan tao va long cua 2 16
uéng Thdng ta yéu phuong di giam c6 ¥ nghia so voi thoi diém trude diéu tri,
ham luong serotonin trong huyét twong cua hai 16 chudt bang nhau va c6 dau
hiéu stress giam dan va tro vé trang thai binh thuong [18].

Nam 2015, Nguyén Thi Lan tién hanh nghién ctu mot sé tac dung
duogc ly cua bai thuée “Kién Ty hanh khi chi ta thang” két qua cho thay bai
thudc co tac dung tdt trong viéc diéu tri hoi ching rudt kich thich trén thuc
nghiém [26].
1.2.2.2. Trén lam sang

Nam 2007, Nguyén Thi Tuyét Nga va cong su danh gia tac dung cua
bai thude “Tu than hoan” trong diéu tri hoi chiing rudt kich thich thé long trén
162 bénh nhan cho thay: 80% bénh nhan hét dai tién long, 82,4% bénh nhan
c6 sb lan dai tién tré vé binh thuong; 93,6% bénh nhan hét dai tién phan nhay;
76,5% hét dau bung. Hiéu qua diéu tri tot dat 61,2% [27].

Nam 2007, Chu Qudc Trudng va cong sy tién hanh danh gié tac dung
cua hé mo trong diéu tri hoi ching rudt kich thich cho két qua: 79,5% hét dau
bung; 82,1% hét triéu chimg cing chudng; 79,5% hét rdi loan phan [30].

Nam 2014, Nguyén Tién Diing tién hanh nghién ctu trén 60 bénh nhan
hoi chang rudt kich thich thich thé Ty duwong hu ¢6 dbi chiing vaéi Duspatalin

véi liéu trinh diéu tri 30 ngay két qua cho thiy bai “Bdi thé ¢b trung phuong”
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két hop vai Duspatalin ¢ hiéu qua tbt trong diéu tri hoi chung rudt kich thich
thé Ty duong hu (60%) [14].

1.3. Téng quan vé bai thude “Pai trang - HV” sir dung trong nghién ciu
1.3.1. Thanh phan bai thudc

Bai thudc “Dai trang - HV” 1a bai thubc nghiém phuong duoc xay dung
dua trén co so bai thubc “Huong sa luc quan” gia thém Bach thugc, Than
khuc.

1.3.2. Phan tich co ché tac dung ciia bai thudce “Pai trang - HV”
1.3.2.1. Theo dwoc ly hoc hién dai

Tran bi: Tinh dau cua Tran bi cd tac dung kich thich nhe d6i véi duong
tiéu hoa, gilp cho rudt bai khi tich tré ra ngoai dé dang, ting tiét dich vi, c6
loi cho tiéu hda, cé tac dung lam gian co tron da day va rudt. Ngoai ra thanh
phan humulene va anpha humulenol acetat trong Tran bi ¢ tac dung nhu
vitamin P. Tiém humulene vao 6 bung chudt nhat véi lidu 25-175mg/kg c6 tac
dung khang histamin, ting tinh tham thanh mach [10],[2],[20].

Ban hg: thanh phan cha yéu 1a alkaloid, cholesterol thuc vat, nhiéu loai
amino acid, saponin, protein, c6 tac dung cdm nén va giam day tac bung, soi
bung, tiéu chay [10],[2],[20].

Phuc linh: c6 tac dung lam ting mién dich, chdng viém [10],[2],[20].

Cam thdo: ¢6 tac dung chdng viém, 1am vét loét chong lanh, ting suc
chéng d& cua co thé khi gap stress (mot trong nhitng yéu t6 1am niang thém
tinh trang biéu hién cua hoi chiing ruét kich thich), giam co that co tron tir d6
giam dau quan bung [10],[2],[20].

Bach trudt ¢ hai tac dung d6i lap c6 ¥ nghia vai hoi chung rudt kich
thich bao gém: Luc rudt ¢ trang thai hung phan thi thudc c6 tac dung tc ché,
nguoc lai I0c rudt dang & trang théai ac ché thi thudc co tac dung hung phan.

Téc dung diéu tiét hai chiéu d6 cua thude co lién quan dén hé théng than kinh
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thuc vat. Do d6, Bach truat c6 thé chita duoc tdo bon va tidu chay (ghi nhan
trén rudt tho duoc co 1ap). Ngoai ra, bach truat con c6 ¢ tac dung chong viém
nhe [10],[2],[20].

Pang sam: tang cudng mién dich va giam stress (nam trong co ché gia
ting nguy co gay hoi ching ruot kich thich trén 1dm sang), khang viém, giam
tan sb va bién do cua nhu dong rudt [10],[2],[20].

Hurong phu: 6 tac dung khang viém, giam dau, an than nhe, do d6 lam
giam céc phan ng cua hoi ching ruét kich thich [10],[2],[20].

Sa nhan: ndng d6 cao co tac dung wc ché trén rudt chudt lang dugc cd
lap, do d6 lam giam triéu chimg dau bung (do lam giam nhu dong rudt)
[10],[2],[20].

Bach thiroc: c6 tac dung ting mién dich, an than, giam dau do tc ché
trung khu than kinh, chéng viém, gian nhe co tron duong tiéu hoa (giam dau)
[10],[2],[20].

Than khdc: kich thich tiét dich tiéu hoa, co tac dung hd tro tiéu hoa
[10],[2],[20].
1.3.2.2. Theo phéi ngii ldp phwong y hoc cé truyén

“Huong sa luc quan” duoc cau thanh tir “Luc quan ti” gia thém huong
phu va sa nhan; “Luc quan tir” duoc cau thanh tir “Tw quan tir” gia thém Tran
bi va ban ha. Theo “Phuong t& hoc”, toan phuong c6 tac dung kién ty ich khi
sudng trung, diéu 1y khi co [21],[29]; Tri ty vi khi hu, han thap @ & trung tiéu,
nguc bung day truéng, dau, an udng kém, ¢ hoi, nén mira, tiéu chay, réu ludi
trang nhon [29] (Riéng phuong “Ta quan tir” c6 tac dung kién ty vi, ich khi,
hoa trung; chu tri ty vi suy yéu, khi hu bat tlc, mét moi ra roi, mat vang Ua,
nguoi gay, an udng giam sat, dai tién phan sét, mach nhu nhugc, réu ludi
mong trang; “Luc quan ta” ¢ tac dung kién ty, bo khi, hoa trung, hoa dom;

Tri ty vi hu yéu, nhiéu dom, tiéu hoa rdi loan, khi quan viém man véi nén
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tang 1a “T quan tu” co tac dung ich khi kién ty, dudng vi; Ban ha, tran bi c6
tac dung téo thap hoa dam) [29].

Dua trén nén tang “Huong sa luc quin”, nhém nghién ctu gia giam
thém vi thudc bach thugc c6 tac dung Kién ty hoa dam, hoa can dudng huyét,
hodn cép, chi théng [25],[20]; than khic véi tac dung tiéu thuc hoa vi [25], hd
tro thém cho chu phuong trong giam chung trang cua ching “Tiét ta/Tao két”
(hoi chirng rudt kich thich).

1.4. Tong quan vé cac md hinh gay hdi chitng ruét kich thich trén thuc
nghiém dwoc sir dung phé bién hién nay
1.4.1. M6 hinh gay héi chieng rugt kich thich bang stress

Nguy&n Minh Ha va cong su (2010) tién hanh gady mé hinh hoi chtng
rudt kich thich bang stress dya trén co ché: chuot khi bi ngdm nuéc kéo dai s&
bi anh huong nhu mot tdc nhén stress rat manh gay roi loan hoat dong than
kinh néi chung va hé théng than kinh giao cam, pho6 giao cam néi riéng. Mot
trong nhiing biéu hién cua stress kéo dai 1a rdi loan nhu dong rudt véi biéu
hién phan tao hoic long hoic hdn hop, bén canh dé 1a cac biéu hién sy giam
cac hoat dong binh thuong, thé hién su so héi, it tiép xic. Chudt nghién ctu
(20 con) duoc gay hoi chiing rudt kich thich bang phuong phéap: Cho chudt
vao 6ng nhua hinh tru (duong kinh 2,5cm) va gan vao hé thong gia d&, ngam
trong nudc ¢ nhiét d6 22,1 do C, ngap sau 8cm, lién tuc 1 gio/ngay trong 10
ngay lién tuc [17].

1.4.2. Md hinh gay hai chirng rudt kich thich bang TNBS (mét chat gay
Viém ruot)

Nam 2012, Zhonghan Yang va cong su tién hanh mot nghién ciru nham

danh gia tac dung cua 1BS-20, mot bai thudc tong hop duoc chiét xuat tir cac

vi thudc y hoc ¢6 truyén dya trén nén tang co co cua hai bai thudc co phuong


https://www.ncbi.nlm.nih.gov/pubmed/?term=Yang%20Z%5BAuthor%5D&cauthor=true&cauthor_uid=22461841
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la Thong ta yéu phuong va Trung man phan tiéu hoan trén mé hinh in vivo
nhu sau [57]:

- Chugt C57BL 6 tuan tudi dugc uéng TNBS (mét chat gay viém rudt) liéu
2mg/gam/chudt trong 40 ml ethanol dé gay ting nhu dong rudt va viém dai
trang.

- Dich chiét IBS-20 ham lwong 1ml twong ung 50mg chiét xuat 1BS-20.

- Chudt ¢ céc 16 tri duoc udng IBS-20 véi liéu 1ml/ngdy (twong duong liéu
dung trén ngudi) cung thoi diém véi TNBS.

- Chuot ¢ 16 chimg duoc udng nudc mudi sinh ly.

- Thoi gian diéu trj va theo di 1a 7 ngay lién tyc.

Két qua nghién ctu cho thay, 1BS-20 ¢é tac dung chdng viém manh,
khong chi tc ché sy san xuat cytokine tién viém tir cac té bao mién dich ma
con ngan chan sy pha va hang rao té bao biéu md gay ra boi chat trung gian
gay viém. Hon nita, IBS-20 c6 kha ning tGc ché su diéu hoa ting cta cytokine
gdy viém trong dai trang bi viém in vivo [57].

1.4.3. M6 hinh gay hgi chirng ruét kich thich biang acid acetic

Nam 2017, Qian Li va cong su tién hanh mét nghién ciru gay mé hinh
hoi ching rudt kich thich bang cach ting man cam cua dai trang bang cach
truyén vao truc trang acid acetic 0,5% (200ul) ¢ chudt chung Sprague—
Dawley 10 ngay tudi. Nhém chung duoc truyén nudc mudi sinh ly. Chuot
dugc nudi Ion dén 8 tuan tudi va danh gid sy man cam cua dai trang bang
cach dung maot dién cuc cay dudi da bung cua chudt nham theo ddi phan xa

cua co thanh bung va nhu dong rudt [55].



14

1.4.4. M6 hinh gay hai ching rudt kich thich kém viém rudt bang au
trang Trichinella spiralis

Nam 2018, Li Zeng va cong su tién hanh mot nghién ciu nham danh
gia tac dung diéu tri cia ALW-11-41-27 (mot chat wc ché EphA2) trong hoi
ching ruot kich thich c6 kém theo nhiém tring duong rudt nhu sau [48]:
Pong vat thuc nghiém
- Chuot duyc C57BL 6 tuan tudi, trong luong tir 18-20 gam duoc nhét trong
phong thi nghiém dong vat vo tring, duy tri trong diéu kién: nhiét do 23 + 2
d6 C, dd am 65 + 5% va chu ky sang/téi 12 gio/12 gio.
- bong vat duoc cung cap thirc dn va nudc udng day di.
- Sau 7 ngay thich nghi véi méi truong, 60 con chudt dugc chia ngau nhién
thanh sau nhdm (mdi nhdém 10 con).
Gay md hinh hai ching rugt kich thich c6 kém nhiém tring dwong rudt
- Gay md hinh hoi chtng rudt kich thich ¢ kém theo nhiém trung duong ruot
bang cach cho chudt nhiém Trichinella spiralis au tring (300 4u tring/chudt)
bang duong miéng (0,2 ml trong dung dich muédi).
- B6n 16 nhidm Trichinella spiralis au trung diéu tri bing ALW-11-41-27 dugc
tiém trong mang bung véi ALW-I1-41-27 véi lieu 12,5ug/kg; 25ug/kg,
50pg/kg hoic 100pg/kg mdi ngay mot lan trong 7 ngay lién tiép.
- L6 chiing khdng nhidm Trichinella spiralis au tring va nhém nhiém
Trichinella spiralis 4u trung duoc tiém mang bung bang nudc muébi sinh Iy.
- Truéc 1 ngay va sau 1 ngay dung thudc, do trong luong co thé va luong
nudc trong phan cua tat ca chuot.
Panh gia nhu dong ruot
- Nhu dong rudt duoc danh gia bang cach cho chudt an bot than va xac dinh
quing duong di chuyén cua than trong 10ng rudt trong mot khoang thoi gian

cd dinh.


https://www.ncbi.nlm.nih.gov/pubmed/?term=Zeng%20L%5BAuthor%5D&cauthor=true&cauthor_uid=29662452
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- Trudce khi do nhu dong duong tiéu hoda, chudt dugc nhin an qua dém va
dugc udng 0,2 ml dung dich (thanh phan gdm 10% than cui pha trong dung
dich keo 5%) qua mot ng nho vao da day.
- Sau 30 phut khi @3 duoc tiéu hoa hét lugng dung dich udng vao, tién hanh
do tong chiéu dai tir mdn vi dén manh trang. Nhu dong dudng tiéu hoa dugc
biéu thi bang ty 1¢ phan tram cua téng chiéu dai rudt duoc than cai di qua.
Panh gia dd nhay cam caa rudt bang diém AWR
- O ngay thar 14 sau nhiém Trichinella spiralis, chudt dugc gay mé bang ether
va tién hanh dat mot qua bong nhé bom hoi truc tiép vao dai trang nham danh
gia d6 nhay cam cua rudt.
- Sau khi tinh va thich nghi v&i méi treong 1 gio, bong hoi ¢ dai trang chudt
dugc bom trong khoang 20 gidy va nghi trong 30 gidy ké tiép. Panh gia phan
ung caa chudt vai cac kich thich nay theo cac muc do:

0 = khdng c6 phan ung

1 = chuyén dong dau don gian, sau d6 bat dong

2 = co that co bung

3 = nang bung

4 = ubn cong co thé va nang hong

Véi mitc AWR bing 3 — nang bung, chudt duge xac dinh ¢ hoi chimng
ruot kich thich.
1.4.5. M6 hinh gay hai chitng rudt kich thich bang dau muo tat sir dung
trong nghién cwu

Dau mu tat 1a mot chat kich hoat té bao than kinh manh duogc st dung
dé gay ra viém dai trang cap tinh trong nghién ctu cta Kimball E.S. va cong
su (2005) [44]. Nghién ctru duoc thuc hién trén chudt dugc tiém 0,5% dau ma
tat va cho thay, chudt viém dai trang ning 1én dén dinh diém vao ngay thu 3,

giam vao ngay tha 7 va hét han vao ngay thr 14. Liéu luong ciing c6 thé thay


https://www.ncbi.nlm.nih.gov/pubmed/?term=Kimball%20ES%5BAuthor%5D&cauthor=true&cauthor_uid=15691868
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d6i ¢ ham luong 1% (gdy viém dai trang nhe trong vong 24 gio). O giai doan

cao diém cua viém dai trang, cd su giam khéi lugng dai trang va co rdt, giai

doan sau | sy day Ién cua thanh dai trang va tang khdi luong, ting co thit va
tiéu chay. Kiém tra bang kinh hién vi cho thdy mot md hinh ton thuong viém
khong lién tuc va kém loét. Mé hoc cho thiy mat biéu md, thAm nhiém viém,

pha huy cau trdc niém mac, phl né va mat cau tric co tron [44].

Dau mu tat gdy ra viém dai trang nhanh, cap tinh va vé l1au dai, nhitng
thay doi chirc nang trong nhu dong da duoc quan séat thay khi khong co viém
tong thé (khi hét viém, nhu dong cuaa rudt gan gidng vai hdi ching rudt kich
thich) va do d6, day 1a mo hinh kha 1y tuéng dé md phong céc rdi loan xuat
hién trong hoi chang rudt kich thich ¢ nguoi [38].

Mo hinh giy viém dai trang nham mé phong céc biéu hién caa hoi
chung rudt kich thich sau viém da duoc md ta trong mot sé6 nghién cau gan
day:

- Nam 2015, Nguyén Thi Lan va cong su tién hanh danh gia tic dung cua
bai thubc Kién ty hanh khi chi ta thang trén dong vat thuc nghiém bang
cach dua dau mu tat lidu 100pl vao truc trang chudt nhét tring nham md
phong cac triéu ching caa hoi ching rudt kich thich [26].

- Aihong Song va cong su (2015) gay mé hinh hoi ching ruét kich thich
bang cach str dung dau ma tat lidu 1% hoa tan trong 70% ethanol tiém vao
rudt cua chudt duoc gy mé qua mot éng théng nho, sau dé, chudt dugc
dit vao céc 1ong riéng 1é voi méi truong yén tinh. Nam phat sau, chudt
dugc quan sat, danh gia cac phan tng lién quan dén dau tu phét: liém
bung, cing bung, dé bung dudi xudng san va co rat bung trong 20 phat
[42].

- Tran Phi Hung va cong su (2016) st dung dau mi tat tiém dai trang gay

hoi chieng rudt kich thich tha phat trén chudt duoc gay mé bang thropental
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tiém mang bung, sau d6 dung kim dau to dua 100pl dung dich dau mu tat
nong d6 5% pha trong ethanol 30% vao sau 4cm trong dai trang. Chuot
nhém chang sinh hoc va chimg ethanol dwgce dwa 100ul nuéec mudi sinh
ly hodc ethanol 30% vao dai trang tuong tng. M6 hinh hoi chang rudt
kich thich trén chudt nhét trang thanh cong khi céc tinh trang thAm nhidm
té bao viém, ton thuong biéu mé, ton thuong co tron trén vi thé tro vé
binh thuong so véi 16 ching nhung nhu déng rudt ting, chudt xuat hién
tricu chung tiéu chay, danh gia vao ngay thur 7 sau thuc hién [19].

Nguyen T.T. va cong su (2017) danh gia tac dung caa Trang Phuc linh
Plus trong hd tro diéu tri hoi chieng rudt kich thich trén chudt st dung mot
lidu duy nhat 5% dau mu tat tiém vao dai trang. Viém dai trang cip tinh
do mu tat gay ra dan dén sy phat trién sau d6 cua qua trinh chuyén hda
duong tiéu hoa trén nhanh hon, gay cac biéu hién giéng nhu hoi chung
rudt kich thich ¢ chuét [52].

Yinshu Wang va cong su (2017) tién hanh gay mé hinh hoi chang rudt
kich thich trén thuc nghiém bang céach tiém 50ul dau mo tat (1% trong
70% ethanol) gay tang nhu dong va tiéu chay ¢ chuét thuc nghiém — mo
phong céc triéu chang gidng vai hoi ching rudt kich thich trén 1am
sang[61].
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Chwong 2
CHAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Chét liéu nghién ciru

Chét liéu nghién ctu 1a bai thude “Pai trang - HV” thanh phan gom céc

vi thudc:
Bang 2.1. Thanh phan bai thudc “Pai trang - HV”
X . i Ham Tiéu
Tén thuoc Tén khoa hec [10],[1] i
lwong | chuan dat
Tran bi Pericarpium Citri reticulatae perenne 69
Ban ha Rhizoma Typhonii 9g
Sa nhan Frutus Amomi 3¢ )
- Duoc dién
Moc huong | Radix Saussureae lappae 69 _
- _ Viét Nam
Bach truat | Rhizoma Atractylodis macrocephalae 9g . ,
: : lan xuat
Camthao | Herba et Radix Scopariae 69
: _ : ban tha
bang sam | Radix Codonopsis javanicae 9g
nam [2]
Phuc linh Poria 129
Bach thuoc | Radix Paeoniae lactiflorae 209
Than khiic | Massa medicata fermentata 129

Thudc dat tiéu chuan dugc dién V [2] va tiéu chuan co s& (khoa Dugc -
Bénh vién Tué Tinh)

Dang thudc va cach dung: Céc vi thude dung dudi dang duoc liéu kho,
dugc bao ché dudi dang cao long bang may sic tu dong vai ty 16 1:1 (1ml
dung dich chira 1g duoc liéu). Mot thang thude (92g duoc liéu) sac lay 300ml,
sau d6 co dic dén ndng do thich hop dé sir dung trong nghién ctu. Cao long
“Pai trang — HV” dat tiéu chuan co s& dugc sir dung 1a ché pham nghién cau,
dugc pha lodng véi nudc cat dé tao ra cac dung dich thude thir vai nong do

khac nhau.
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Liéu dung dugc tinh theo g duoc lidu khd. Mot thang thudc 92g du kién
dung cho 1 ngudi trong 1 ngdy, quy ddi ra liéu twong duong trén chudt nhit
tring (hé s6 12) 1a 22,08g/kg/ngay (1am tron 1a 22g/kg/ngay).

2.2. Thoi gian va dia diém nghién ciu

Nghién cau dy kién duoc tién hanh trong thoi gian tir thang 11 nim

2019 dén thang 3/2020 tai B6 mén Dugc Iy Hoc vién Quan y.

2.3. bong vat thi nghiém

- Chuét nhat trang chiing Swiss ca hai giéng khoe manh, trong luong 18 — 22g
do Ban chin nudi Hoc vién Quan Y cung cap.

- Tho ching Newzealand White, ca 2 giéng, khoe manh, trong lugng 2,2 — 2,5 kg
do Ban chan nudi Hoc vién Quan Y cung cap.

- Ech, trong luong 200 — 220 g, ca 2 giéng, khoe manh.

Pong vat thi nghiém duoc nudi 5 — 7 ngay trude khi tién hanh nghién
ctru dé thich nghi véi méi truong va diéu kién chin nudi ctia phong thi
nghiém. Trudc va trong sudt qua trinh nghién ctru, dong vat thi nghiém duoc
nuoi bé‘lng thire an, uéng nuoc tu do.

2.4. Phwong tién va hoa chit sir dung trong nghién ciru

2.4.1. Phwong tién nghién cau

- Bé nudi co quan co 1ap c6 on nhiét (Two chambers Isolated organ bath
4050) cua hang Ulgo Basile (Italia).

- May ghi tan s6 va bién do (The 2-Channei Recorder GEMINI Cat.7070) cua
hang Ulgo Basile (Italia).

- Cbc dyng dung dich c6 chia vach loai 500ml, 100ml, bom tiém loai 20ml,
10ml, 5ml, 1ml.

- Can dién tir caa hang YMC.Co.Ltd, Nhat ban.

- Binh treo dung dung dich Tyrod.

- Dung cu phau thuat tho: ban mé, kéo, panh, kep, kim khau, chi khau.
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2.4.2. Hoa chat sir dung trong nghién ciéu

- Dung dich Tyrod A va B.

Thanh phan va cach pha:

+ Tyrod A: NaCl:18g; KCI: 8,4g; CaCl,: 2,4g; MgCl,: 0,1g; Nudc cit vira di 2000ml.
+ Tyrod B: NaHCO;: 50g; Nudc cat vira du 1000ml.

Dung dich Tyrod = Dung dich A 50 ml + Dung dich B 10ml + 0,5g glucose +
940 ml nudc cat vira du.

2.4.3. Thude @di chieng sir dung trong nghién ciu

Duspatalin (mebeverin)

e —

Duspatalin K

Duspczmlm

Mebeverine hydroc

Oride 135
e of o J 5°c°a'9dtablet mg
= L
] st
e i i

) Abboty

2.4.3.1. Dong goi
Hop 5 vi x 10 vién
2.4.3.2. Thanh phan
MJdi vién nén bao film chira 135mg mebeverin hydrochlorid
2.4.3.3. Dwoc luc hoc
Mebeverin 1a thudc chdng co thit co c6 tac dung truc tiép 1én co tron
cta duong tiéu héa ma khdng anh huong dén nhu dong rudt binh thuong. Co
ché 1a 1am giam d¢ tham thau kénh ion, phong toa tai hap thu noradrenaline,

tac dung gay té cuc bo, thay d6i hap thu nudc.
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2.4.3.4. Dwoc dong hoc

Mebeverin duoc hip thu nhanh chéng va hoan toan sau khi uéng.
Mebeverine hydrochloride duoc chuyén hoa chi yéu boi cac esterase, thiy
phan thanh acid veratric va mebeverin alcohol. Chét chuyén hoéa chinh trong
huyét twong 1a DMAC (axit cacboxylic dd khtr methyl). Thoi gian ban thai o
trang thai 6n dinh caa DMAC 14 2,45 gio. Acid veratric dugc bai tiét vao
nuéc tiéu; mebeverine alcohol ciing duoc bai tiét vao nudc tiéu, mot phan
dudi dang axit cacboxylic twong tng (MAC) va mot phan dudi dang axit
cacboxylic da khur methyl (DMAC).
2.5. Phwong phap nghién cuu
2.5.1. Panh gia tac dung giam nhu dong ruot

Pé danh gia tac dung giam nhu dong rudt caa thudc “Pai trang - HV”,
ching toi tién hanh ghi nhu dong rudt the cd 1ap va nghién ciru do di dong cua
chat chi thi mau trong 10ng rudt chudt nhat tring. Dé danh gia tac dung tai hap thu
nudc Va cac ion caa bai thude “Pai trang - HV”, ching t6i tién hanh thi nghiém
trén éch theo phuong phap cuia tac gia Norio Ogata, Tatsuya Baba [51]:
2.5.1.1. Thi nghiém dwec lam trén thé c6 ldp ex vivo va ghi nhu déng rugt
theo phwong phap Magnus

* Nguyén tic:
- Ghi nhu ddng rudt theo nguyén tic don bay qua bat ghi cua may
photography 2 pha téc d6 20cm/phUt tai thoi diém trudc va sau khi dung
thudc thur.
- Dung dich nuéi rudt non ludn duoc thay mai sau mdi lan tiém thude thi.
- Nghién ctiu su co bop rudt tho trén giay ghi chuyén dung, tan s6 co bdp thé
hién bang sé l1an nhu dong cua rudt trong thoi gian 1 phat (twong ung véi
20cm chiéu dai) va bién do co bop cua rudt (duge xac dinh thong qua bién do

trén ban ghi nhu dong ruot) [45].
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* Cac bwéc tién hanh:
1) Gay chét thé: Tho duoc gay chét dot ngot bang phuong phap bom khi vao
tinh mach tai tho, ngay sau d6 1ay doan rudt 1am thi nghiém.
(2) Lay doan rudt nghién ciu: Boc 16 rudt tho qua duong bung, liy doan
rudt nghién ciru. Cac doan rudt ding cho thi nghiém nam duéi mén vi 5cm cd
chiéu dai 2cm, dugc cit bo mac treo thanh rudt. Rudt dugc nudi trong bé nudi
co quan ¢6 1ap chira dung dich Tyrode c6 thong khi, luén dugc duy tri ¢ nhiét
d6 37°C nhd mot bo 6n nhiét. Mot dau doan rudt dugc cb dinh bang chi & day
bé nudi, mot dau ndi voi can may ghi. Thoi gian ghi nhu dong timg doan c6
chu ki 3 -5 phut.
(3) Ghi nhu dong rugt
- Bat may ghi hoat dong cua rudt ¢ diéu kién binh thuong (30 gidy).
- Nho thubc nghién cau lan luot & ba mic ndng d6 1%, 2% va 3%. Ghi lai
hoat d6ng co bop (bién do va tan sd) cua doan rudt trong 30 gidy tai cac thoi
diém trudc va sau khi cho thude “Pai trang - HV”.
- Panh gia bién d6 va tan sé nhu dong rudt & mdi lidu, so sanh véi trude
khi cho thudc.

* Quy trinh nghién céu

Tho 2-2,5kg chang : L4y doan ruot
Gay chet nghién cau

Newzealand White

Ghi nhu dong ruét trudc va sau khi cé
“Pai trang - HV” & cac ndng do 1%, 2%, 3%

So sanh bién d6 va tan s6 nhu dong rudt

sau khi co thudc véi truac khi cé thude

So d0 2.1. So d6 ghi nhu ddng rudt thé
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2.5.1.2. Nghién ciu dé di déng cia chdt chi thi mau trong 1ong rugt: theo
phwong phdp ciia Dobrescu trén chugt nhdt tring
* Nguyén tic
- Do d¢ di déng cua chat chi thi mau tai cac thoi diém 20 phdt, 40 phat sau
khi cho chudt udng than hoat.
- Panh gia nhu dong rudt qua ty 18 % chiéu dai doan rudt cé than hoat va toan
bo chiéu dai doan rudt. So sanh giita cac 16 v&i nhau [45].
* Cac budc tién hanh

- Chuét nhit tring duoc chia ngau nhién thanh 4 16 (mdi 16 30 con). Chudt
duoc nhin d6i 20 gio trude khi 1am thi nghiém, cho udng nude binh thuong.
- Chuét dugc udng thude thir nhu sau:

o L& 1: ubng nudc mudi sinh 1y 0,9%

o L6 2: uéng Duspatalin (mebeverin) 80 mg/kg

o L6 3: udng “Pai trang - HV” liéu 22g/kg/ngay

o L6 4: udng “Pai trang - HV” liéu 44kg/kg/ngay
- Chudt dugc cho udng thuée theo phan 16 trong 5 ngay. Ngay cudi ciing, sau
khi udng bai thudc 1 gio, cho chudt udng 0,2 ml than hoat 10% (10g than hoat
treo trong 100ml CMC 3%).
- LAy ngau nhién 10 chudt/mai 16/mdi thoi diém (20 phat, 40 pht sau khi cho
chuét ubng than hoat). Giét chudt, do khoang cach di chuyén cua than hoat
bang cach do dd dai doan rudt c6 vét mau den (mau than hoat) tir mén vi.
- Nhu d6ng ruét cua chudt duoc tinh bang ty 18 phan tram chiéu dai doan rudt
c6 than hoat so vé&i chiéu dai rudt tinh tir mén vi toéi manh trang.

* So' dd nghién ciu
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L61

Udng nuéc mudi sinh 1y 0,9% x 5 ngay

L6 2
80 chudt nhét trang Ubng Duspatalin (mebeverin) 80 mg/kg x 5 ngay

A4

chia ngau nhién 4

16, mdi 16 20 con

L6 3
Uéng “Pai trang - HV” 22g/kg/ngay x 5 ngay

LO 4

Uéng “Pai trang - HV” 44g/kg/ngay x 5 ngay

\ J
/

Udng than hoat sau 1 gid
(tinh tir thoi diém udng “Pai trang - HV?)

!

Sau 20 phut Giét ngau nhién 10 chudt/16/thoi diém danh gia

~»| ty 1& % chiéu dai doan rudt c6 than hoat so voi

Sau 40 phut chiéu dai ruot tinh tir mén vi t&i manh trang

So dd 2.2. So' d6 d4anh gia dd di dong caa chat chi thi mau trong 1ong rudt
2.5.2. Panh gia sw hap thu nwée va dién giai

Pé danh gia tac dung hap thu nudc va dién giai caa thude “Pai trang -
HV”, chung t6i tién hanh thi nghiém trén éch theo phuong phap cua tac gia
Norio Ogata, Tatsuya Baba [51].
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* Cac budc tién hanh:
- Ech duoc chia lam 4 16, mdi 16 10 con
- Ph4 tuy éch, mé bung, dua rudt non ra ngoai, déng thoi duy tri cac mach
mau mac treo va rudt con nguyén ven. O doan rudt khoang 3 cm tinh tir mén
vi , tai d6 rudt ¢ tiét dién déu, tao ra mot doan rudt kin dai 2 cm bang céch
that chi ¢ 2 dau. Tiém 1ml dung dich thuc hoic nuéc cat vao doan rudt tht,
su dung kim tiém 27-G, theo phan 16 nhu sau.
o Lo 1: tiém nudc cat.
o L0 2: tiém Duspatalin (mebeverin) 0,08%
o Lo 3:tiém “Pai trang - HV” 1%
o L0 4:tiém “Pai trang - HV” 2%.
- Sau khi tiém, dua doan ruét trg lai vao 6 bung, dong or bung éch lai, gitr éch
& nhiét do phong.
- 60 phat sau, dich trong doan rudt that dwgc hat ra bang kim tiém.
- C4c chi s6 danh gia véi dich lay duoc tir cac doan rudt:
o Po thé tich dich trong doan rudt do.
o Lay dich hat ra dugc dinh lwong ndng d6 cac ion natri, clo, kali bang
may do hap phu nguyén tir.

* So 6 nghién céu
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40 éch chia ngau Pha4 tay, Thét doan rudt 2 cm trong
- — — .
nhién 4 16, moi 16 10 mo bung khoang 3 cm tir mon vi
Lol Tiém 1ml thuéc, nudce cét
- A y A ¢« ’
Tiém nudc cat vao 1ong doan rudt thit
Lo 2
47

Tiém Duspatalin (mebeverin) 0,08%

Sau 60 phut, hat dich

trong doan rudt that do

L6 3 g . ,
«— the tich dich, nong do cac
Tiém “Pai trang - HV” 1%

ion Na*, K*, CI

LO 4
Tiém “Pai trang - HV” 2%

So @6 2.3. So' @6 danh gia hap thu nwdée va dién giai

2.5.3. Panh gia tac dung phuc hdi tén thwong hdi ching ruét kich thich
gay ra do mu tat (isothiocianat) trén chudt nhat tring

Pé danh gia tac dung phuc hoi ton thuong hoi chang rudt kich thich
gay ra do mu tat cua thudc Pai trang - HV, ching toi tién hanh nghién ctu
trén chudt nhat trang bang phuong phap sau [33][34]:

Chuét dugc chia thanh 5 16 (mdi 16 8 con).
- L8 1 (chtng): dua nudce cat vao truc trang + udng nudc cat
- L6 2 (md hinh): dwa dau mu tat vao truc trang + ubng nudc cat

- L& 3 (tham chiéu): dura dau mu tat vao truc trang + ubng Duspatalin 80 mg/kg/ngay.
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- L6 4 (tri 1): dua diu m tat vao truc trang + udng Pai trang - HV 22 g/kg/ngay.
- L 5 (tri 2): dwa diu mu tat vao truc trang + ubng Pai trang - HV 44 glkg/ngay.
Chuét duoc gay viém truc trang cap tinh bang cach dua 100pl dau mu
tat 5% (pha lodng trong ethanol 30%) vao truc trang, sau 4cm, dua qua
catheter. Riéng 16 chiing khong gay viém truc trang, st dung nudc cat thay
cho dung dich dau mu tac 5% dé bom vao truc trang chudt. Cac chudt dugc
cho ubng thuéc hoic nudc cat theo phan 16 sau khi gay viém truc trang cap
tinh trong 10 ngay.
Cé4c chi s6 danh gia:
- Sy phét trién can nang cua chudt
- Sau 10 ngay (tir khi gdy mé hinh biang cach dwa dau mu tat vao
truc trang)
o Danh gia nhu dong rudt bang phuong phap do do di dong cua
than hoat trong long ruét: theo phuong phap ctia Dobrescu
o Phau tich dai trang danh gia ton thuong dai thé/vi thé, cho diém
theo thang diém & bang 2.2 va bang 2.3.
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Bang 2.2. Panh gia dai thé dai trang

Mire d chi so dai thé

Chi sb
0 1 2 3 4
Céan nang dai trang
_ <5% | 5-14% 15-24% 25-35% > 35%
(tang so voi ching)
Chiéu dai dai trang
_ _ <5% | 5-14% 15-24% 25-35% > 35%
(giam so véi chirng)
Binh Long/ | Khong dinh ,
Phan . ] Ia chay
thuong U6t hinh/dinh
Binh Viém Viém trung | Viém nang | Loét thung,
in .
Viém nhe, pht | binh hoac | hoacviém | ton thuong
thuong L )
tai cho lan rong lan toa chay mau
Bang 2.3. Panh gia mé hoc (vi thé dai trang)
, Mire dd chi sé vi thé
Chi so
0 1 2 3
Ton thwong Binh N
L < 33% chiéu dai mo 33 - 66% > 66%
bieu mo thuong
> 2 khu vuc trung
1-2 khu vyc trung .
A tam (focal area) Muc do
n tam (focal area) N
Tham nhiém hoac mirc d6 tham | tham nhiém
. Khong hoac muc do tham e L
teé bao o, ) nhiém té bao viém | té bao viém
nhiém te bao viém .
. .. | 33%-66% chieu > 66%
< 33% chiéu dai mo o
dai mo
Ton thuong Binh N
< 33% chiéu dai mo > 33 - 66% > 66%
co tron thuong
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Chuét nhat trang chung Swiss
18-20 gam, 40 con, chia ngau

nhién 516, mdi 16 8 con

i

!

!

|

Lo1 Lo 2 Lo 3 Lo 4 Lo5
(Ching) (mo hinh) | | (tham chiéu) (tri 1) (tri 2)
dua nudc dua dau dua dau mu dra ddumiitat | | dua dau mo tat

cit vao mu tat vao tat VAo truc vaotryctrang || Vaotryctrang
truc trang trc trang trang + uéng + uéng Dai +udng Dai
+ udng +uong Duspatalin 80 trang - HV trang - HV
nudc cat nuc cat mg/kg/ngay 22 g/kg/ngay 44 g/kg/ngay
10 ngay 10 ngay x 10 ngay x 10 ngay x 10 ngay
\ /
l | l
- , ”
Su tang can Nhu dong ruot Dai thé dai trang | | Vi thé dai trang

So dd 2.4. So' d6 d4anh gia tac dung phuc hdi tén thwong hdi chirng rudt

kich thich gay ra do mu tat

2.6. Phwong phap xit Iy s6 liéu

Cac s6 lieu nghién ctru duoc xir Iy bang thuat toan théng ké y sinh hoc

véi su hd tro cua phan mém Microsoft Excel 2007 va SPSS 16.0. Su khac biét

c6 ¥ nghia théng ké khi p<0,05.
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Chuong 3
KET QUA NGHIEN CUU

3.1. Panh gia tac dung giam nhu déng rudt, tai hap thu nwéc va cac ion
ciia bai thudce “Pai trang - HV” trén dong vat thuc nghiém

3.1.1. Panh gia tac dung lam giam nhu dgng rugt cia “Pai trang - HV”
trén rugt thé co lap

Két qua duoc trinh bay ¢ bang 3.1 va 3.2
Bang 3.1. Anh hwéng ciia cac nong dd thude “Pai trang - HV” téi tan sé

co bop cuaa rudt thé co lap (Mean £ SD, n = 8).

. ) Tan so co bop (lan/phut)
Nong d¢ thuoc _ . - -
(%) Trwéc dung thuoc | Sau dung thuoc p
(o] _ —
(X +SD) (X + SD)
1,0 8,64 £ 2,46 6,93 + 2,58 > 0,05
2,0 8,96 + 2,15 6,29 + 1,82 <0,05
3,0 9,08 + 2,62 6,05 + 1,69 <0,01
Nhan xét:

- O nong do 1% cua thude “Pai trang - HV” trong dung dich tyrode, tan
s6 co bop cuaa rudt tho ¢d 1ap giam so véi trudc dung thuée nhung chua dat y
nghia thong ké (p > 0,05).

- O nong do 2% cua thude “Pai trang - HV” trong dung dich tyrode, tan
s6 co bop cua rudt tho ¢d 1ap giam so véi trude dung thude, dat y nghia thdng
Ké V6i p < 0,05.

- O ndng d6 3% cua thudc “Pai trang - HV” trong dung dich tyrode, tan
s6 co bop cua rudt tho ¢d 1ap giam so véi trude dung thude, dat y nghia thdng

ké vaip > 0,01.
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Bang 3.2. Anh hwéng ciia cac nong dd thude “Pai trang - HV” t6i bién d

co bop cuaa rudt thé cd lap (Mean £ SD, n = 8).

. ) Bién d6 co bép (mm)
Nong d¢ thuoc — , — ,
(%) Trwéc khi c6 thuoc | Sau khi cé thuoc p
0 _ —
(X £ SD) (X £ SD)
1,0 33,62 £ 8,29 26,31 £ 6,45 <0,05
2,0 32,95+ 7,64 22,93 £ 7,26 <0,05
3,0 33,49 £ 8,12 20,86 + 6,26 <0,01
Nhan xét:

- O nong do 1% va nong do6 2 % cua thude “Pai trang - HV” trong dung
dich tyrode, tan s co bop cua rudt tho cd lap déu giam so véi trude ding
thudc, co y nghia thong ké véi p < 0,05.

- O ndng do 3% cua thude “Pai trang - HV” trong dung dich tyrode, tan
s6 co bop cua rudt tho ¢d 1ap giam so véi trude dung thude, dat y nghia thdng
ké vaip > 0,01.

3.1.2. Tac dung caa “Pai trang - HV” 1én nhu dong rugt thong qua do di
dong cia chat chi thi mau trong long rudt nhat tring

Két qua duoc trinh bay ¢ bang 3.3 va 3.4
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Bang 3.3. Anh hwéng cia “Pai trang - HV” 1én % chiéu dai doan rudt co
than hoat tai thoi diém sau 20 phat (Mean + SD, n = 10).

% chiéu dai doan rugt
o c6 than hoat so véi chiéu L
L6 nghién cau . N Giatrip
dai doan rugt tor mon vi

dén manh trang

Lo 1(1)
_ 72,16 £12,31
Chutng sinh hoc
L6 2 (2)
_ 58,96 + 10,83 p-1<0,05
Duspatalin 80 mg/kg
_ P34-2>0,05
L0 3 (3)
o 62,05 + 10,56 P32 > 0,05
“DPal trang - HV” 22g/kg/ngay
L6 4 (4)
59,64 + 11,25

“Pal trang - HV” 44g/kg/ngay

Nhan xét:

- So véi 16 chang sinh hoc, 16 dung thudc ching duong Duspatalin va
hai 16 diing “Pai trang - HV” déu c6 % chiéu dai doan rudt c6 than hoat so véi
chiéu dai doan rudt tir mén vi dén manh trang giam c6 ¥ nghia thong ké vai p
< 0,05.

- S0 vai 16 dung thudc chimg duong Duspatalin, % chiéu dai doan rudt
c6 than hoat so véi chiéu dai doan rudt tir mdn vi d&én manh trang ¢ hai 10
dung “Pai trang - HV” 1a twong duong (p > 0,05).

- So sé&nh giira hai 16 dung “Pai trang - HV” v6i nhau, % chiéu dai doan
rudt c6 than hoat so véi chiéu dai doan rudt tr modn vi dén manh trang 13

tuong duong (p > 0,05).
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Bang 3.4. Anh hwéng ciaa “Pai trang - HV” 1én % chiéu dai doan rudt co
than hoat tai thoi diém sau 40 phat (Mean + SD, n = 10).

% chiéu dai doan rugt co
o than hoat so véi chiéu dai 3
L6 nghién cau A , Giatrip
doan rugt tir mon vi dén
manh trang
Lo 1(1)
_ 85,92 +11,54
Chung sinh hoc
L6 2 (2)
Duspatalin 80 ma/k 79,36 £ 10,72
uspatalin 80 m
P g/kg > 0.05
L6 3 (3)
R 77,95+ 10,14
“Dal trang - HV” 22g/kg/ngay
L6 4 (4)
o . 79,63 £11,29
“Pal trang - HV” 44g/kg/ngay

Nhan xét:

Tai thoi diém sau 40 phdt, % chiéu dai doan rudt cé than hoat so Vi
chiéu dai doan rudt tr mén vi dén manh trang & cac 16 chudt nghién cau 1a
tuong duong (p > 0,05).

3.1.3. Panh gia tac dung caa “Pai trang - HV” Ién thé tich dich va néng
dd cac ion trong doan rudt éch bi thit.

Két qua duoc trinh bay & bang 3.5 va 3.6
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Bang 3.5. Anh hwéng cia “Pai trang - HV” 1én thé tich dich
trong doan rudt éch bj thit (Mean + SD, n = 10)

Thé tich dich Thé tich dich
L6 nghién cau dwa vao (ml) ruat ra (ml) Pb- a
(@) (b)
L6 1(1)
_ , 1,00 £ 0,00 0,58 +£0,12 <0,01
Tiém nudc cat.
Lo 2 (2)
_ _ 1,00 £ 0,00 0,54 +0,11 <0,01
Tiém Duspatalin 0,08%
Lo 3 (3)
_ 1,00 £ 0,00 0,48 + 0,09 <0,01
Tiém “Pai trang - HV” 1%
Lo 4 (4)
1,00 £ 0,00 0,41+0,08 <0,01

Tiém “Pai trang - HV” 2%.

pgifra cac 6

P21 > 0,05; P31 <0,05;
P32 <0,05; ps4>0,05

Nhan xét:

- Thé tich dich rut ra & cac 16 déu nho hon so vdi thé tich dich dua vao

(1ml), su khéc biét co ¥ nghia thong ké vai p < 0,01.

- S0 véi 16 tiém nudce cét, 16 tiém Duspatalin 0,08% c6 thé tich dich rat

ra la twong duong (p > 0,05).
- Cac 16 tiém “Dai trang - HV” 1% va 2% cd thé tich dich rat ra nho

hon ¢6 ¥ nghia thong ké so vai 16 tiém Duspatalin 0,08% va 16 tiém nudc cit

(p < 0,05).

- So sénh gitra 2 16 tiém “Pai trang - HV”, 16 tiém ndng do cao (2%) c6

thé tich dich rat ra nhé hon nhung khéng cé y nghia théng ké so véi 16 dung

nong do thap (1%).
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Bang 3.6. Anh hwéng ciia “Pai trang - HV” 1én nong do Na*, Cl va K*
dich rugt trong doan rudt éch bi that (Mean = SD, n = 10)

L6 nghién ciu

Nong do Na*

Nong do CI

Nong d6 K*

(mmol/l) (mmol/l) (mmol/l)
L61(2)
, 45,62 + 18,93 9,64+247 | 36,85%10,22
Ti€ém nudc cat.
L0 2 (2)
B _ 39,52 + 16,49 9,32 + 2,06 29,94 + 9,93
Tiém Duspatalin 0,08%
L6 3 (3)
_ 41,25 + 17,36 9,48+2,18 |3184+11.21
Tiém “Pai trang - HV” 1%
L6 4 (4)
_ 39,96 + 18,24 9,39+£2,10 | 29,68 10,05
Tiém “Pai trang - HV” 2%.
Py céc 16 > 0,05 > 0,05 > 0,05
Nhan xét:

Nong d6 cac ion Na*, CI va K* dich ruét trong doan ruét éch bi that &

cac 16 tiém thudc chitng Duspatalin va thudc thir “Pai trang - HV” déu giam

hon nhung khong ¢ ¥ nhia thong ké so véi & 16 tiém nuéc cat (p > 0,05).
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3.2. Panh gia tic dung phuc hdi ton thwong hdi ching rudt kich thich
trén dong vat thuc nghiém
3.2.1. Anh hwéng cia “Pai trang - HV” 1én sw phat trién can ning caa
chugt gay hgi chieng rudt kich thich.
Két qua duoc trinh bay & bang 3.7
Bang 3.7. Anh hwéng cia “Pai trang - HV” 1én sy phét trién can ning
chuot (Mean £ SD, n = 08)

% tang can

L6 nghién A , , _,
) Gay bénh + uong thuoc caa chugt Giatrip
cwu
(%)
L6 chung Pua nudc cat vao tryc trang +
. . 56,62 + 8,34
Q) uong nudc cat

L6 mé hinh | Pua dau ml tat vao truc trang
39,85+ 6,51 | Py < 0,05

2 + Uong nudc cat
~ ~ ——— - P3as5-2 < 0,05
L0 tham chieéu | Pua dau mu tat vao truc trang +
i ) . 4993 + 6,82 P34s51> 0,05
(3) uong Duspatalin 80 mg/kg/ngay
< Pas5-3> 0,05
Lotril Pua dau mu tat vao truc trang +
, . .| 48,39+£6,46 | pss5>0,05
4 uong Pai trang - HV 22 g/kg/ngay
Lo tri 2 Pua dau mu tat vao truc trang +
, _ 50,12 + 6,93
(5) uong Pai trang - HV 44 g/kg/ngay
Nhan xét:

- So vai 16 ching khéng gay hoi ching rudt kich thich (chi dua nudc
cat vao truc trang), 16 mé hinh (gay hoi chung ruét kich thich bang cach dua
dau mu tat vao truc trang) c6 % ting cAn nang cua chudt giam cd y nghia
théng ké véi p < 0,05.
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- C4c 16 dung thudc Duspatalin va Pai trang - HV ¢6 % ting can nang

l6n hon so vé&i 16 md hinh (p < 0,05). Phan trim tidng can ning cua céac 16

ding thudc tuong duong so véi 16 chung (p > 0,05).

- So sanh gitra cac 16 dung thudc, % ting can nang gitta cac 16 nay la

tuong duong (p > 0,05).
3.2.2. Anh huwéng cia “Pai trang - HV” trén nhu ddng rudt thong qua do

di déng caa chit chi thi mau trong 1ong rugt

Két qua duogc trinh bay & bang 3.8

Bang 3.8. Anh hwéng cia thudc 18n % chiéu dai dean rudt cd than hoat

tai thoi diém 20 phat sau khi chudt uéng than hoat (Mean + SD, n = 08)

% chiéu dai doan rudt co than

L6 nghién A . . LA s
) Gay bénh + uong thuoc hoat so véi chieu dai rugt tir
ctiu .
mon vi dén manh trang
Lo chung | Pua nudc cat vao truc trang +
. . 72,05+ 9,95
(1) uong nudc cat
Lo md hinh | Pua dau mu tat vao tryc trang
. . 81,96 + 10,14
(2) + udng nudc cat
L6 tham chiéu | Pua dau mu tat vao truc trang +
, _ \ 58,12 + 9,46
(3) uong Duspatalin 80 mg/kg/ngay
Lotri 1 Pua dau mu tat vao tryc trang +
L \ 59,49 + 10,09
4 uong Pai trang - HV 22 g/kg/ngay
L6 tri 2 Pua dau mu tat VAo truc trang +
A - . 56,83 £9,81
(5) uong Pai trang - HV 44 g/kg/ngay
Giatrip P21 < 0,05; P3as-2 < 0,01; p3as1 < 0,05; pas3>0,05; pas>0,05
Nhan xét:

- S0 Véi 16 chtng, % chiéu dai doan rudt c6 than hoat so véi chiéu dai ruot

tir mon vi dén manh trang ¢ 16 mo hinh ting c6 y nghia thong ké véi p < 0,05.
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- C4c 16 dung thudc Duspatalin va Dai trang - HV ¢ % chiéu dai doan
rudt c6 than hoat so véi chiéu dai rudt tir mon vi dén manh trang nhé hon so
véi 616 mé hinh (p < 0,01) va ca so véi ¢ 16 chung (p < 0,05).

- So sanh giira cé4c 16 dung thudc, % chiéu dai doan rudt ¢ than hoat so
vé6i chiéu dai rudt tir mon vi dén manh trang giira cac 16 nay 1a twong duong
(p > 0,05).

3.2.3. Anh hwéng cia “Pai trang - HV” 1én chi sé dai thé dai trang chut

Két qua dugc trinh bay ¢ bang 3.9 va bang 3.10

Bang 3.9. Anh hwéng ciia “Pai trang - HV” 1én cac chi sé danh gia

dai thé dai trang chuét (Mean + SD, n = 08).

Chi so danh gia dai thé dai trang chudt
o Cannang | Chiéudai | BDiém so Piém sb
L6 nghién ciru o o
dal trang | dal trang danh gia danh gia
(mg) (mm) phan viém
A 551,64 82,69 0,14 0,00
Lo ching (1)
+ 98,36 +11,42 +0,16 + 0,00
564,95 85,82 2,16 0,28
L6 mo hinh (2)
+ 106,49 + 10,58 + 0,63 +0,31
. 559,68 86,93 0,26 0,32
L6 tham chiéu (3)
+ 82,54 + 11,69 + 0,32 + 0,38
562,43 88,15 0,31 0,26
Lotril (4)
+ 69,72 + 12,06 +0,39 + 0,35
558,61 86,18 0,25 0,24
Lotri 2 (B)
+ 81,32 +11,09 +0,30 + 0,36
Giatrip > 0,05 > 0,05 p2<0,01 Ps4s2 > 0,05

Nhan xét:
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- Can nang dai trang va chiéu dai dai trang gitra cac 16 thay d6i khong

c6 ¥ nghia théng ké.

- Diém s danh gia phan ¢ 16 mo hinh ting cao rd rét so véi 16 ching

(p < 0,01). Cac 16 dung thudc c6 diém sé danh gia phan giam rd so véi 16 mo

hinh (p < 0,01).

- Piém s danh gia viém cua 16 chiing bang 0. Céac 16 ¢6 gay hoi chiing

rudt kich thich bang cach dwa dau mu tat vao truc trang (16 mé hinh va céc 16

ding thudc) ¢ diém sé danh gia viém dao dong tir 0,24 dén 0,32, tuy nhién

so sanh giira cac 16 nay khong c6 sy khac biét c6 y nghia théng ké (p > 0,05).

Bang 3.10. Anh hwéng ciia “Pai trang - HV” 1én diém so danh gia
dai thé dai trang chuét (Mean + SD, n = 08).

L6 nghién A , ) biem so dai the y
Gay bénh + uong thuoc o Giatrip
cau dai trang chugt
Lo chang dua nudc cat vao tryc trang +
, , 0,14 £0,16
Q) uong nudc cat
L6 md hinh dua dau mu tat vao tryc trang
, , 252+091 | p,1<0,001
(2) + Uuong nudc cat
~ — — - - P3452<0,01
LG tham chieu | dwa dau mu tat vao truc trang +
, ] . 0,63+0,76 P3ss1 < 0,05
(3) uong Duspatalin 80 mg/kg/ngay
i Pas-3 > 0,05
Lotril dua dau mu tat vao tryc trang +
. _ 0,59+ 0,84 Pas > 0,05
4) uong Pai trang - HV 22 g/kg/ngay
L6 tri2 dua dau mu tat vao truc trang +
, . . 0,55+0,72
(5) uong Pai trang - HV 44 g/kg/ngay
Nhan xét:

- So vai 16 chang khéng gay hoi ching rudt kich thich (chi dua nuéc

cat vao truc trang), 16 mé hinh (gay hoi chang ruét kich thich bang cach dua
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dau mu tat vao truc trang) co diém so dai thé dai trang chudt ting cao co
nghia théng ké vai p < 0,001.

- C4c 16 dung thudc Duspatalin va Pai trang - HV c6 diém sé dai thé
dai trang chuot giam rd so vai 16 mé hinh (p < 0,01), tuy nhién chua trd tuong
duong so véi 16 chung (p < 0,05).

- So sanh gitra c4c 16 dung thubc, diém sé dai thé dai trang chudt giira
cac 16 nay la twong duong (p > 0,05).

3.2.4. Anh hwéng cia “Pai trang - HV” 1én chi s6 vi thé dai trang chugt

Két qua duoc trinh bay & bang 3.11 va bang 3.12

Bang 3.11. Anh hwéng ciia “Pai trang - HV” 1én cac chi s6 danh gia
vi thé dai trang chudt (Mean + SD, n = 08).

Chi so danh gia vi thé dai trang chudt

L6 nghién cau

Piém s6 danh

gié ton thwong

Piém s6 danh

gia tham nhiém

Piém s6 danh

gia ton thwong

biéu mo té bao co tron

Lo chung (1) 0,00 + 0,00 0,00 + 0,00 0,00 + 0,00

L6 md hinh (2) 0,52 + 0,64 1,85+ 0,69 0,23+0,28

L6 tham chiéu (3) 0,36 + 0,47 0,96 + 0,51 0,14 + 0,19

Lo tri 1 (4) 0,38 + 0,42 1,03 +0,39 0,16 + 0,15

Lo tri 2 (5) 0,32 + 0,35 0,91 + 0,60 0,12 +0,17

Giatrip P3452 < 0,05 Ps4s-2 < 0,05 P3as-2 < 0,05
Nhan xét:

- O 16 chung, khdng quan sat thiy cd ton thuong mé hoc dai trang
chudt qua hinh anh vi thé nhuém HE. Diém s danh gia cho cac chi s6 danh
gia vi thé dai trang chuot (ton thuong biéu mo, thAm nhiém té bao, ton thuong

co tron) & 16 chimg déu bang 0.
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- S0 véi 16 m6 hinh, 16 dung Duspatalin va hai 16 dung Pai trang — HV
déu co diém sb danh gia ton thuong biéu mé, danh gia thaAm nhiém té bao, va
danh gia tén thuong co tron giam c6 ¥ nghia théng ké véi p < 0,05.

- So sénh giira 3 16 dung thuéc (16 dung Duspatalin va hai 16 ding Dai

trang - HV), diém sé danh gia ton thuong biéu md, tham nhidm té bao, tén

thuong co tron ¢ céc 16 nay la twong duong (p > 0,05).

Bang 3.12. Anh hwéng cia “Pai trang - HV” 1én diém sé danh gia vi thé
dai trang chugt (Mean + SD, n = 08).

L0 nghién o X < biem so vi the ,
Gay bénh + uong thuoc o Giatrip
cuu dai trang chuot
L6 chang dua nudc cat vao truc trang +
, , 0,00 £ 0,00
(1) uong nudc cat
L6 md hinh | dwua dau mu tat vao tryc trang +
, , 2,60 + 0,94
(2) uong nudc cat
p P S : P3452<0,05
L6 tham dua dau mu tat vao truc trang +
, , ] . 1,46 + 0,82 Pas-3 > 0,05
chiéu (3) uong Duspatalin 80 mg/kg/ngay.
S . - pas > 0,05
Lotril dua dau mu tat vao truc trang +
) _ 1,57 £ 0,79
4) uong Pai trang - HV 22 g/kg/ngay.
Lo tri 2 dua dau mu tat vao truc trang +
, _ 1,35+0,75
(5) uong Pai trang - HV 44 g/kg/ngay.
Nhan xét:

- O 16 ching khéng quan sét thdy hinh anh tén thuong, diém sé vi thé
dai trang chuét bang 0.

- S0 voi 16 md hinh, 16 dung Duspatalin va hai 16 dung Pai trang — HV
déu co6 diém sb vi thé dai trang chudt giam c6 ¥ nghia thong ké véi p < 0,05.

- So sénh giira 3 16 dung thuéc (16 dung Duspatalin va hai 16 ding Dai
trang - HV), diém s6 vi thé dai trang chudt & cac 16 nay 1a tuong duong (p >
0,05).
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3.2.5. Hinh anh vi thé dai trang cac 16 chudt nghién ciu tai thoi diém két
thdc nghién cau

.-

t . Sae SN
e A

g
'-’

Hinh 3.1. Hinh thai vi thé dai trang chudt (HE x 200) & cac 16 nghién ciu
(a) 16 chieng; (b) 16 md hinh; (c) 16 tham chiéu; (d) 16 tri 1; (e) 16 tri 2
Nhan xét:

- Hinh anh vi thé dai trang chudt nhuém HE & 16 chting va 16 md hinh
déu cho thay cau trdc cac 16p cia dai trang rd rang.

- G 16 chiing (hinh a), hinh anh vi thé binh thudng véi biéu hién biéu mo
dai trang binh thuong, cau tric 16p co binh thuong, khdng c6 té bao tham nhiém.

- O 16 mé hinh (hinh b) ¢ hinh anh biéu mé t6n thuong, ving co c6
mach mau xung huyét nhe, xdm nhiém nhiéu té bao.

- O cac 16 dung Duspatalin (hin ¢) va Pai trang - HV (hinh d, hinh e), cac
biéu hién ton thuong biéu mo, co va tham nhiém té bao giam rd rét so vai o 16
mé hinh (hinh b).
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Chuong 4
BAN LUAN

Cac thuéc YHCT c6 ngudn gbc tir thuc vat va dong vat da duoc st
dung tir rat 1au trén thé gisi dé duy tri sc khoe va diéu tri bénh. O hau hét cac
nuéc dang phat trién, viéc st dung cac thudc YHCT duoc xem nhu 1a mot
phan cia vin hoa va ciing 1a phuong phép tri liéu dugc &p dung rat pho bién.
Do céc thudc tan duoc c6 ngudn gbc téng hop thuong c6 nhiéu tac dung
khong mong mudn, kém theo d6 1a sy gia ting cua tinh trang khang thudc, cac
thuéc YHCT ciing dang dan tré nén pho bién & cac nuéc phat trién. Trudc
day, nguoi ta cho rang viéc st dung cac duoc liéu theo kinh nghiém lau doi 1a
an toan va khong c6 doc tinh. Tuy nhién, cac khao sat gan day da chi ra cac
tac dung bét lgi cta nhiéu duoc liéu. Diéu nay lam ting mdi lo ngai vé céac
doc tinh tiém an c6 thé xuat hién khi sir dung cac duoc liéu ngan han hoic dai
han. Vi vay, viéc danh gia hiéu qua ciing nhu cac tac dung khdng mong muébn
cua bat ky duoc liéu, bai thudc nao trude khi &p dung trén 1am sang 1a diéu
khong thé thiéu. Vé doc tinh cua Pai trang — HV da duoc chiing nghiém boi
bo mon dugc ly ciia Hoc vién Quan y: véi dich chiét nuée bai thude Dai trang
— HV (gom Tran bi 06g, Ban ha 09g, Sa nhan 03g, Moc huong 06g, Bach
truat 09g, Cam thao 06g, Bang sdm 09g, Phuc linh 12g, Bach thugc 20g,
Than khic 12g) trén chudt nhat trang c6 két luan 1a chua tim thay LDs cua
bai thudc Pai trang — HV theo duong ubng trén chudt nhat trang. Vi muc
lidu cao nhat c6 thé cho chudt udng trong 24 gio 14 270g/kg thé trong khéng
gay chét chuot nao, khdng cé biéu hién nao cua doc tinh cap. Trong nghién
ctru nay chang tdi nghién ciru vé hiéu qua diéu tri hoi ching rudt kich thich
cua Dai trang — HV trén dong vat thuc nghiém. Cac dong vat thuc nghiém
thuong sé 1a cac loai gam nham, cé thé 1a chudt cong hoac chudt nhat [15].

Trong thuc nghiém nay, chang t6i lua chon dong vat thuc nghiém la chuét
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nhat trang, tho va éch dé danh gia tac dung giam nhu dong rudt (thé va chudt
tring) va danh gia tic dung tai hip thu nudc va céac ion (éch) cua bai thudc
“Pai trang - HV”. Bai thudc “Pai trang — HV” ¢6 thanh phan gom 10 vi
thudc: Tran bi, Ban ha, Sa nhan, Moc huong, Bach truat, Cam thao, Pang
sam, Phuc linh, Bach thugc, Than khic, mot sé dugc liéu dd dugc ching
minh tinh hiéu qua vé tac dung nhuan trang [49],[50],[63]. Chlng tdi c6 dung
Duspatalin (mebeverin) 1a thudc ddi ching. Theo d6, chiing t6i c6 mot s6 ban
luan theo cac két qua trén nhu sau:
4.1. V& tac dung giam nhu ddng rudt, tai hap thu nwéc va cac ion caa bai
thude “Pai trang - HV” trén dong vat thuc nghiém

Pé danh gia tac dung giam nhu dong rudt cua thudc “Pai trang - HV”,
ching tdi tién hanh ghi nhu dong rudt tho cd 1ap va nghién ciru d6 di dong caa
chat chi thi mau trong 10ng rudt chudt nhat trang.
4.1.1. T&c dung giam nhu dong rudt trén thé c6 1ap ex vivo va ghi nhu
dong rudt theo phwong phap Magnus ciia bai thude “Pai trang — HV”
trén dong vat thuc nghiém

Trong mo hinh nghién ciu nay chung téi st dung mé hinh thuc nghiém
ctia Magnus, mé hinh d3 dugc nhiéu tac gia lua chon khi danh gia vé tc dung
trén nhu dong duong tiéu hoa. Poan rudt thé sau khi duoc cd lap, nudi dudng
trong moi trudng 6n dinh, dam bao nhiét o, oxy, 4p luc tham thau, pH giéng
nhu in vivo. Vi vay ruot van cd kha ning co bop. Tan sb va bién do co bop
cta doan rudt khdng phu thudc vao than kinh trung wong ma chiu tac dung
truc tiép cua mdi trudng xung quanh, cia dam réi than Kinh tai rudt, cha yéu
lién quan dén than kinh thuc vat, dic biét 1a hé pho giao cam. Bang céch pha
thudc thir vao méi trudng nudi dudng (dung dich Tyrod), quan sat cac biéu

hién ctiia nhu dong rudt thong qua danh gia tan sé va bién do trudc va sau khi
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dua thudc thir & cac ndng do khac nhau vao bé nudi ¢ lap, ching ta cd thé
biét duoc tac dung cua thude thir [45].

Trong cac loai dong vat duoc st dung trong nghién ctiru nhu dong rudt
thuc nghiém, ngudi ta hay st dung tho, éch, chudt nhat [5],[20],[45]. S¢ di 1a
nhu vy vi cac loai nay duoc coi 1a twong ddi ddng nhat giira cac ca thé, co
thé dung véi mot sé lugng 16n ma it c6 su khac biét gitra cac ca thé. bac biét
rudt tho ¢6 nhiéu mach méau nudi dudng va than kinh chi phéi, rat nhay cam
Vvéi su thay doi (tho thuong bi réi loan tiéu hoa ia chay hay tao bon) khi thay
d6i ché do an. Bidu nay rat cd gia tri khi nghién ctiu su thay ddi cia nhu dong
rudt tho trén thuc nghiém.

Hau hét cac thude duong udng co sinh kha dung khac nho hon 1, nghia
la chi c6 mot phan trong téng sé luogng thude di dung duwoc hap thu vao vong
tuan hoan va con hoat tinh [5]. Vi vay ching t6i thir tac dung cia thudc & muc
liu khac nhau (d3 quy ddi trén tho) dé danh gia tac dung caa thudc va tim
dugc mbi lién quan giita liéu luong va tac dung. Hon nira trén cac loai khac
nhau, qua trinh dugce dong hoc cua thudc (hap thu, phan phdi, chuyén hoa va
thai trir) rat khac nhau. Vi vay to chic Y té thé giéi hudng dan ngoai suy trén
cac loai kh&c nhau khi nghién cttu thyc nghiém [5],[16].

-Tac dung 1am gi@m tdn sé co bop

Két qua nghién ciru duoc trinh bay ¢ bang 3.1 cho thiy: O nong do 1%
cua thube “Pai trang - HV” trong dung dich tyrode, tan sé co bop cia rudt tho
co 1ap giam so véi trude ding thude nhung chua dat y nghia thdng ké (p >
0,05). O nong d6 2% cua thude “Pai trang - HV” trong dung dich tyrode, tan
s6 co bop cua rudt tho ¢d 1ap giam so véi trude dung thude, dat y nghia thdng
ké voi p < 0,05. O ndng d6 3% cua thubc “Pai trang - HV” trong dung dich

tyrode, tan s co bop cua rudt tho cd 1ap giam so véi trude dung thude, dat y



46

nghia thong ké vai p > 0,01. Nhu vay tac dung lam giam tan sb co bop ting tir
1% dén 3%.

Céc con co that ty phét cia co tron hdi trang duoc gay ra boi su khir
cuc theo chu ky do su xam nhap cua cac ion canxi vao trong té bao va su hoat
hoa cua cac protein co bop. Su co bdp cua hé tiéu hoa dugce diéu chinh bai
mot sb co ché sinh ly. Céc yéu t6 than kinh va thé dich, chinh xac hon 1a chat
dan truyén than kinh cua hé than kinh ruét, diéu chinh su co va gidn nhip
nhang tu phét ciia cac co tron cia rudt. Hé théng than kinh rugt (ndo-trong-
ruot) can thiét cho nhu dong binh thuong caa rudt non [60]. Nguoi ta biét
rang chat chiét xuat anh huéng dén sy co bop cua rudt, co hoat tinh sinh ly
than kinh [54],[56]. Ngoai ra, thudc d6i khang cholinergic da duoc st dung dé
lam giam nhu dong ruét [46].

- Tac dung lam gidm bién d¢ co bop

Tuong tu, két qua nghién ctu & bang 3.2 cho thay “Pai trang — HV” ¢6
tac dung lam giam bién d6 co bop cia co tron thanh rudt tho co lap, lam giam
tr 33mm xuéng con 20mm. O nong do6 1% va nong d6 2 % cua thude “Pai
trang - HV” trong dung dich tyrode, tan sé co bop cuaa rudt the cd lap déu
giam so véi trude dung thude, co v nghia thong ké véi p < 0,05. O nong do
3% cua thube “Pai trang - HV” trong dung dich tyrode, tan sb co bop caa rudt
tho ¢d 1ap giam so véi trude dung thude, dat ¥ nghia théng ké véi p > 0,01.

biéu nay cho thay bai thudc “Pai trang — HV” ¢6 tac dung lam giam co
thit co tron rudt hiéu qua & ca 3 nong do: 1%, 2%, 3. Két qua nghién ctu
ching minh vi sao thudc c6 tac dung tét trong cac truong hop kich thich tiéu
hoa do tang nhu dong rudt trén 1am sang (cac triéu chang rat hay gap trong
cam lanh, viém rudt, viém dai trang co that).

Tuy nhién tac dung caa thudc & nong do 1%, 2%, 3% trén nhu dong

rudt ¢d sy khac biét, nong do cang cao thi tac dung cang cao, nong do tot nhat



47

lam giam ca tan sb va bién d6 1a 3%. Mt khac khi nong d6 qua cao s& dan
dén liét ruot, khong danh gia dugc tan sé va bién do trén may ghi.

Co ché tac dung cua thubc Kién ty hanh khi chi ta thang trén nhu dong
ruot tho:

Hé than kinh chiém wu thé tai co tron rudt 1a hé phé giao cam [5]. Cac
thudc lam cuong hé pho giao cam c6 tac dung lam tang nhu dong, ting truong
luc rudt gay ia chay [5],[4]. Thude cudong hé phd giao cam cé thé cé cac co
ché:

- T4c dung giéng nhu acetylcholin (chat chi van caa hé phd giao cam) thong
qua receptor M (muscarinergic) [5],[4].

- Thudc tac dung tryuc tiép vao receptor caa acetylcholin d6 1a receptor M, cu
thé 1a dudi nhom M.

C6 nhiéu co ché 1am ting co that, ting nhu dong rudt thi ciing co cac co
ché ddi nguoc 1am giam co that va 1am giam nhu dong rudt. Theo ching toi
c6 thé nghi dén cac co ché sau:

- Co ché huy phd giao cam ngoai bién (co thé tac dung trén chat chi van caa
hé phd giao cam 1a acetylcholin hoic ciing co thé trén receptor cua hé phé
giao cam (receptor M;). Loai nay hay dung trén Iam sang c6 atropin hoac
hyosin N-butylbromid. Atropin thudng dugc chi dinh lam giam co that co
tron rudt, tuy nhién thudc nay cé nhiéu tac dung khdng mong muén nhu kho
miéng, ting nhan ap, phi dai tuyén tién liét... va dac biét 1am giam tri nho
tram trong khi st dung kéo dai. Vi vay ddi véi hoi chiing rudt kich thich 1a
mot bénh man tinh khong thé ding céc thudc hay giao cam gidng nhu atropin
dé diéu tri 1au dai. Can tim nhing thudc hiy giao cam cha yéu tai than kinh
thuc vat cua rudt, khdng cé tac dung hay phd giao cam toan than dé han ché

tac dung khéng mong muén cho bénh nhan.
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Ngoai ra c6 mét sb thuc khong truc tiép 1am giam co thit co tron rudt
nhung mot s6 nhdm thude ciing co6 tac dung chdng tiéu chay, giam co thit co
tron rudt nhu co ché gidng nhu chat hap phu va bao phu niém mac rudt, dic
biét khi niém mac ruot bi ton thuong.

Do c6 trong lugng phan ta cao, cau tric phién mong, tinh chat déo dai

nén c6 kha nang gan véi protein caa niém mac duong tiéu hoa, tao thanh maot
I6p mong bao phu, bao vé niém mac. Loai nay hay s dung trén lam sang:
Atapulgit: ngoai tac dung bao vé niém mac ruot, thudc con hap thu cac doc to
cua vi khuan, cac khi trong ruét, co tac dung cam mau tai chd.
- Co ché lam giam nhu dong rudt dong thoi lam giam tiét dich rudt nhu
Loperamid. Loperamid 1& opioid tong hop nhung c6 rat it tac dung trén than
kinh trung wong. Loperamid lam giam nhu dong rudt, kéo dai thoi gian van
chuyeén qua rudt, giam tiét dich duong tiéu hoa, ting van chuyén nudc va chat
dién giai tir 10ng rudt vao mau, ting trerong luc co that hau mon.

Trong mot s6 truong hop thudc ¢ tac dung rat phuc tap c6 thé 1am
tang nhu dong rudt (khi rudt giam truong luc) hoac lam giam nhu dong (khi
rudt bi co that). Nhém nay dugc xép vao nhom thube diéu hoa van dong va
bai tiét duong tiéu hoa.

Nhu vay dé danh gia sdu hon vé co ché 1am giam nhu dong ruot, giam
co thit co tron rudt Dai trang - HV, ching tdi can nghién ciu sdu hon nhu
danh gia su tiét dich dudng tiéu hoa, danh gia su van chuyén dich trén duong
tiéu hoa, danh gia su thdo rong da day...

Acetylcholin sau khi kich thich thu cam thé M s& 1am co co tron da day
va rudt. Chung t6i danh gia tac dung giam nhu dong rudt bang céch ding
acetylcholine 13p lai 2 1an va nho thudc nghién ciu ngay sau mdi lan nho
acetylcholine cho thay, ¢ ca 3 nong do 1%, 2%, 3% déu lam giam tan sb va

bién d6 co bdp rudt tho cd lap. Khi lam ting nhu dong rudt bang
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acetylcholine, tiép tuc nho thudc nhu dong rudt giam xuéng, diéu nay ching
to thudc 1am giam tac dung cua acetylcholine trén nhu dong rudt. CoO thé
thudc 1am giam nhu dong rudt phan 1a do wc ché phé giao cam.

Tir céc két qua trén, ching tdi nhan thay ca 3 ndng do 1%, 2%, 3% déu
c6 tac dung lam giam nhu dong rudt thdng qua lam giam tan sé va bién do
giao dong, nhung ndng do 3% co hiéu qua nhat trong ba nong do trén.

4.1.2. Tac dung caa “Pai trang - HV” 1én nhu dong rudt thong qua do di
dong cia chat chi thi mau trong long rudt nhat tring

Lién quan dén co ché giam nhu dong rudt, giam co that co tron rudt,
ching toi tién hanh danh gia mac d6 thao rong da day dya trén nghién cau do
di d6ng cua chat chi thi mau trong long rudt tai thoi diém 20 phat, 40 phit.

Sau uéng thubc nghién ctu 1 giod, chudt duoc udng than hoat vai lidu
80mg/kg thé trong dé theo ddi do di dong cua chat chi thi mau dong thoi ciing
la chat chi diém cho su di dong cua khdi thire an trong long ruot.

Thoi diém 20 phut, bang 3.3 cho thay: Thé tich dich rit ra ¢ cac 16 déu
nhé hon so véi thé tich dich dua vao (1ml), su khac biét c6 y nghia thong ké
véi p < 0,01. So véi 16 tiém nudc cat, 16 tiém Duspatalin 0,08% c6 thé tich
dich rt ra 1a tuong duong (p > 0,05). Cac 16 tiém “Pai trang - HV” 1% va 2%
c6 thé tich dich rat ra nho hon c6 y nghia théng ké so vai 16 tiém Duspatalin
0,08% va 16 tiém nudc cat (p < 0,05). So sanh giita 2 16 tiém “Pai trang -
HV”, 16 tiém ndng d6 cao (2%) co thé tich dich rat ra nhé hon nhung khong
c6 ¥ nghia théng ké so voi 16 ding ndng do thap (1%).

Thoi diém 40 phat, % chiéu dai doan rudt c6 than hoat so véi chiéu dai
doan rudt tir mén vi dén manh trang & cac 16 chudt nghién ciu 13 twong duong
(p > 0,05).

Duspatalin (mebeverin) 1a thuéc c6 vai trd tri liéu trong diéu tri hoi

chung kich thich ruot (IBS) va dau bung lién quan. Mebeverin lam giam co


https://translate.googleusercontent.com/translate_c?depth=1&hl=vi&prev=search&rurl=translate.google.com&sl=en&u=https://en.wikipedia.org/wiki/Irritable_bowel_syndrome&usg=ALkJrhghURbOLR-hBgIUE97RmPUyvwaIDA
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that co tron rudt va cac co tron khac thong qua tac dong lén hé phé giao cam,
tuy nhién it c6 tdc dung khang hé cholinergic. Pay 1a nhém thudc dugc chi
dinh trong hdi chiing rudt kich thich nham giam dau va giam co thét trong cac
hudng dan tai Viét Nam va cac nudc trén thé gisi. Trong cac md hinh thuc
nghiém gay hoi ching rudt kich thich trén dong vat mebeverin ciing thuong
dugc chon lam thudc chung duwong. Vi vay trong nghién ctu in vivo,
Mebeverin ciing duoc chon dé ddi chitng vai thudc thu.

T nghién ctu trén, chang toi thay Pai trang - HV ¢6 tac dung 1am
giam muc d6 thdo réng da day, giam co bop ¢ doan rudt trén chuot invivo.
Téc dung cua thudc thir tuong duong vai tac dung cua Duspatalin.

4.1.3. Panh gia tac dung caa “Pai trang - HV” Ién thé tich dich va ndng
dd céc ion trong doan rudt éch bj thit.

O bénh nhan IBS chu yéu la tiéu chay, cac hoi chiing yéu ty vi, ty vi hu
nhuoc, ty vi hu nhuoc, ty vi hu nhuoc, ndng lanh phuec tap, ty khi hu nhuoc la
cac hoi ching pho bién hon. Tiéu chay thuong dan dén rdi loan dién giai tai
rudt va toan than. Bong thoi khi rdi loan dién giai lai cang 1am tinh trang tiéu
chay tram trong hon. Céc thudc tac dong trén nhu dong va bai tiét duong tiéu
hoa thuong co tic dong dén dién giai va su tai hap thu nudc & long rudt
[8],[31],[33]. Pé danh gia tac dung tai hap thu nudc va dién giai trong 1ong
rudt caa Kién ty hanh khi chi ta thang, chung t6i lam thi nghiém nghién ctu
su thay doi thé tich rudt éch va dinh luong cac ion Nat, CL™, K* trong ruot
éch sau khi ding bai thudc “Pai trang — HV” va [51].

Két qua thuc nghiém ¢ bang 3.5 cho thay, Thé tich dich rat ra & céc 16
déu nho hon so vai thé tich dich dua vao (1ml), sy khac biét c6 y nghia théng
ké véi p < 0,01. So véi 16 tiém nudc cat, 16 tiém Duspatalin 0,08% c6 thé tich
dich rt ra 1a twuong duong (p > 0,05). Cac 16 tiém “Pai trang - HV” 1% va 2%

c6 thé tich dich rat ra nhé hon c¢6 y nghia théng ké so vai 16 tiém Duspatalin
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0,08% va 16 tiém nudc cat (p < 0,05). So sanh giita 2 16 tiém “Pai trang -
HV”, 16 tiém ndng d6 cao (2%) c6 thé tich dich rat ra nhé hon nhung khong
c6 ¥ nghia théng ké so vai 16 ding ndng do6 thap (1%).

Két qua ¢ bang 3.6 Nong d6 cac ion Na+, Cl- va K+ dich rudt trong
doan rudt éch bi that ¢ cac 16 tiém thudc chung Duspatalin va thuéc thi “Dai
trang - HV”” déu giam hon nhung khong c6 y nhia théng ké so véi ¢ 16 tiém
nuéc cat (p > 0,05).

Nhu vay qua két qua chiing toi nhan thay rang bai thudc “Pai trang —
HV” ¢6 tac dung tai hap thu nudc va dién giai nhu Duspatalin. O bai thubc
Pai trang — HV liéu 0,2m1/10g x 2 1an/ ngay tac dung tai hap thu nudc va dién
giai ro rét hon Duspatalin.

Thong T. Nguyen va cong su (2017) danh gia hiéu qua nghién ctu trén
dé tai: “Tac dung ctia TPCN Trang Phuc Linh Plus doi véi Hoi ching rudt
kich thich do dau mu tat gdy ra”, vé md hinh Invivo, 20 phit sau khi udng
10% than hoat tinh pha loang trong 3% Carboxymethyl cellulose, Duspatalin,
Trang Phuc Linh Plus (TPLP) 654 mg/kg/ngay, hoac TPLP 1962 mg/kg/ngay
lam giam rdi loan chirc nang dudng rudt dang ké so vai 16 doi ching. Khong
cé sy khac biét gitra cac 16 cho TPLP 654 mg/kg/ngay hoac TPLP 1962
mg/kg/ngay so véi 16 Duspatalin. Bén muoi phut sau khi dung than hoat tinh,
diéu tri biang Duspatalin, TPLP 654 mg/kg/ngay, hoic TPLP 1962
mg/kg/ngdy déu 1am giam rdi loan chiic ning duong rudt, nhung su khac biét
khong ¢ ¥ nghia thong ké (p> 0,05) [52].

4.2. VVé tac dung phuc hoi ton thwong hdi chieng rudt kich thich trén dong
vat thuc nghiém

Ban vé can nang cra chuét sau 10 ngdy gay md hinh

Hoi chig rudt kich thich thuong kem theo tinh trang tiéu chay kéo dai,

giam hap thu, din dén anh huong t6i toan trang, dic biét can ning
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[4],[8].[13]. Két qua nghién ctu & bang 3.7 cho thiy So vdéi 16 chiing khéng
gay hoi ching rudt kich thich (chi dwa nuéc cit vao truc trang), 16 mé hinh
(gay hoi chimng ruot kich thich bang cach dwa dau mu tat vao truc trang) c6 %
tang can nang cua chudt giam cé y nghia thong ké véi p < 0,05. Céc 16 ding
thudc Duspatalin va Pai trang - HV ¢6 % ting can nang 16n hon so véi 16 md
hinh (p < 0,05). Phan trim ting can ning cua cac 16 dung thudc twong duong
so Véi 16 ching (p > 0,05). So sanh gitra cac 16 dung thude, % tang can ning
gitra cac 16 nay la twong duong (p > 0,05).

Nhu vay két qua nay cho thiy Dai trang - HV ¢6 tac dong Ién qua trinh
hap thy va tiéu hoa thirc an lam han ché tac dong cua tinh trang tiéu chay va
giam hap thu thire an trong hoi ching ruét kich thich. Vi vay mac du chudt bi
hoi chitng rudt kich thich nhung can ning va thé trang chung it anh hudng.

Ban ludn vé dé di déng cua chat chi thi mau trong 10ng ruét tai thoi diém 20

ph(t sau khi uéng than hoat

Sau khi do do di dong caia chét chi thi mau, bang 3.8 cho thay So vdi 16
chting, % chiéu dai doan rudt c6 than hoat so véi chiéu dai rudt tir mén vi dén
manh trang & 16 md hinh ting c6 ¥ nghia théng ké véi p < 0,05. Céc 16 dung
thudc Duspatalin va Pai trang - HV ¢4 % chiéu dai doan rudt c¢d than hoat so
vé6i chiéu dai rudt tir mén vi ¢én manh trang nho hon so véi ¢ 16 mé hinh (p
< 0,01) va ca so véi & 16 ching (p < 0,05). So sénh giira céac 16 dung thudc, %
chiéu dai doan rudt ¢ than hoat so véi chiéu dai rudt tir mén vi dén manh
trang gitra cac 16 nay la twong duong (p > 0,05).

Qua nghién ctru chdng tdi thay thudc Pai trang - HV va Duspatalin c6
tac dung lam giam nhu déng rudt, dan dén chat chi thi cham di chuyén trong
toan hé thong duong tiéu hoa. Pai trang - HV c6 tac dung tét hon rd rét so voi
Duspatalin vai p< 0,05.

Ban ludn vé anh hieong cua thuoc 1én chi sé dai thé
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M6 hinh thuc nghiém gay hoi chung rudt kich thich bang mu tat
(isothiocianat) duoc nhiéu tac gia st dung. Khi nghién ctu thuc nghiém gay
dugc md hinh in vivo giéng hoi chung rudt kich thich trén 1am sang c6 gia tri
hon nhiéu khi chi danh gia trén nhu dong rudt. Ton thuong do mu tat gay ra la
tinh trang viém man tinh, tén thuong tai chd va lan téa niém mac rudt. Hau
qua cudi cung la tinh trang co that, dau, giam hap thu thtc an tai rudt gan
gidng véi hoi ching rudt kich thich & nguoi [27]. Tuy nhién mé hinh thuc
nghiém nao ciing chi kéo dai va on dinh trong khoang thoi gian nhét dinh. Doi
véi md hinh nay thoi gian kéo dai tir 10-15 ngay, sau thoi gian nay chudt tu
khoi hoadc co thé bi chét do khéng hap thu, roi loan dién giai do tiéu chay
[4],[8].[33], Vi vay trong nghién ctiru ching toi chon thoi gian danh gia tac
dung cua thudc thir 14 10 ngdy. Bang 3.9 cho thdy: Can ning dai trang va
chiéu dai dai trang giita cac 16 thay d6i khong co ¥ nghia thong ké. Piém sb
danh gia phan ¢ 16 mé hinh tang cao ro6 rét so vai 16 chang  (p < 0,01). Céc 16
ding thudc c6 diém sb danh gia phan giam rd so vai 16 md hinh (p < 0,01).
Piém sé danh gia viém cua 16 chung bang 0. Cac 16 c6 gay hoi ching rudt
kich thich bang cach dua dau mi tat vao truc trang (16 mod hinh va cac 16 ding
thudc) c6 diém sé danh gia viém dao dong tir 0,24 dén 0,32, tuy nhién so sanh
gitra cac 16 nay khéng c6 su khac biét c6 ¥ nghia théng ké (p > 0,05). Bang
3.10 cho thay: So véi 16 ching khong gay hoi ching rudt kich thich (chi dua
nudc cat vao truc trang), 16 md hinh (gay hoi chiing rudt kich thich bang céch
dua dau mu tat vao truc trang) co diém sb dai thé dai trang chudt ting cao c6
¥y nghia thong ké véi p < 0,001. Céc 16 dung thuéc Duspatalin va Dai trang -
HV c6 diém s dai thé dai trang chuot giam rd so véi 16 mé hinh (p < 0,01),
tuy nhién chua trd tuong duong so véi 16 ching (p < 0,05). So sénh gitra cac
16 dung thude, diém sb dai thé dai trang chuot gitta cac 16 nay 1a twong duong
(p > 0,05).
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Anh huéng cua thuéc 1én chi sé vi thé

Hinh anh vi thé dai trang trong md hinh thuc nghiém bang mu tat cha
yéu 1 ton thuong viém. Qu4 trinh viém man tinh va lan toa thé hién chu yéu
la sy tap trung cua cac té bao viém nhu bach ciu trung tinh, dai thuc bao va
dic biét 1a lympho bao T. Hau qua cua qué trinh viém man tinh c6 thé l1am
bién doi cac cau trdc niém mac va dudi niém mac cua rudt nhu ton thuong
tuyén, tén thuong 16p co niém, tham tri l0ét va thung, cac tén thuong vi thé
nay rat dic trung va thé hién rd rét khi lam xét nghiém vi thé ruot.

Bang 3.11 cho thay: O 16 chting, khdng quan sét thay c6 ton thuong mo
hoc dai trang chudt qua hinh anh vi thé nhuom HE. Biém s6 danh gia cho cac
chi s6 danh gia vi thé dai trang chuét (ton thuong biéu mé, tham nhiém té
bao, tén thuong co tron) ¢ 16 ching déu bang 0. So véi 16 md hinh, 16 dung
Duspatalin va hai 16 dung Dai trang — HV déu c6 diém sé danh gia ton thuong
biéu mo, danh gia thAm nhidm té bao, va danh gia tén thuong co tron giam c6
y nghia thong ké véi p < 0,05. So sanh gitta 3 16 dung thubc (16 ding
Duspatalin va hai 16 dung Pai trang - HV), diém s6 danh gia ton thuong biéu
md, tham nhidm té bao, tén thuong co tron & cac 16 nay 1a twong dwong (p >
0,05).

Hinh anh vi thé dai trang ¢ 16 md hinh ¢ thoi diém 3 ngay sau gdy mo
hinh, diém vi thé & mac d6 4: ton thuong viém va bién ddi ciu tric rd rét.
Nhu vay mu tat ¢ lidu 100 microlit dua 1 1an duy nhat vao hau mon da gay
dugc ton thuong dai trang trén chudt twong ddng véi hoi ching rudt kich
thich & nguoi. MU tat da 1am bién d6i 1én cau trac dai trang, gay ra phan @ng
viém tai dai trang thé hién rd rét trén vi thé.

Két thuc thoi diém nghién cau, O 16 chiing khdng quan sat thay hinh
anh ton thuong, diém sd vi thé dai trang chuét bang 0. So vai 16 md hinh, 16

dung Duspatalin va hai 16 dung Pai trang — HV déu c6 diém sb vi thé dai
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trang chudt giam co y nghia thong ké véi p < 0,05. So sanh giira 3 16 ding
thudc (16 dung Duspatalin va hai 16 dung Pai trang - HV), diém s6 vi thé dai
trang chudt & cac 16 nay 1a trong dwong (p > 0,05). Tuy nhién vé sy ¢6 mat
cua cé4c té bao viém, & 16 dung thuéc Pai trang - HV c6 xu hudng giam bét
hon so vai 16 md hinh. Liéu 0,2ml/10g x 2 1an /ngay cua thudc thir khéng 1am
tang tac dung so vai lidu 0,2ml/10g/ngay. Tham chi liéu cao con 1am ting qua
trinh xung huyét. Vi vay, diy ciing c6 thé 1a goi y khong 1én tang lidu hoic
ding liéu cao trén 1am sang dé han ché tac dung khéng mong mudn. Nén
ding liéu twong duwong 1am sang van dam bao tac dung thdng qua lam han ché
ton thuong dai trang qua xét nghiém dai thé va vi thé, dong thoi giam dugc
tac dung khéng mong muén.
4.3. PHAN TiCH PANH GIA CHUNG VE BAI THUOC

Bai thudc Pai trang — HV 1a sy phéi hop cua cac vi thudc Tran bi, Béan
ha, Sa nhan, Mdc huong, Bach truat, Cam thao, bang sam, Phuc linh, Bach
thuoc, Than khuc, véi tac dung theo phan tich y hoc ¢6 truyén bach truat co
tac dung bo khi kién ty tao thap, phuc linh linh c6 tac dung kién ty, chira tiéu
chay va loi thay tham thap [28], [36]. Pang sam két hop vai bach truat 1am
tang tac dung ich khi kién ty, phuc linh phéi ngii vai bach truat 1am tang tac
dung hoa thap va kién ty, ba vi trén 1am cho ty khi manh nén héa thap lam
thuy thap khong thinh tir 6 chi duoc ta. Than khic c6 tac dung tiéu thyc hoa
vi [28], [35]. Tran bi, sa nhan, moc huong c6 tac dung hoa thap tinh ty 1am
khai thong khi co bi o tré nén giam duoc triéu chung dau. Bach thugc voi
hoat chat Paeoniflorin ¢6 tac dung tGc ché tac dong tir hé than kinh dén hoat
dong caa duong rudt nham 1am giam con dau do dai trang co that phéi hop
Véi tran bi, sa nhan, moc huong 1am tang tac dung giam dau [28], [36]. Bbn vi

thudc trén déu cé tinh cay 6n, nén lam ting tac dung chi ta caa bach truat.
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Cam thao c6 tac dung giai doc nén dung dé diéu hoa tinh vi cua céc vi thube
trén.

Hién nay cac vi thudc trong bai Pai trang - HV da duoc tim ra tac dung
dugc ly. Bach truat, ban ha, moc huong, chi xac, sa nhan déu c6 tac dung
chdng co thit co tron rudt, 1am giam nhu dong rudt thdng qua wc ché hé phé
giao cam [20],[34]. Phuc linh c6 tac dung ting hap thu nudc vao long mach,
tr d6 lam giam hap thu nuéc & rudt non, nén giam tinh trang tiéu chay. Vi
thudc tran bi , dang sdm co tac dung giam bach cau, tir d6 lam giam hién
tuong viém. Trén thuc nghiém bach truat con lam tang tong hop protein &
rudt non, nén lam ting trong luong chudt, hoai son trong thanh phan c6 men
tiéu hoa (mantoza) va chat bot béo co tinh chat bo [20],[34], do vay ma chuét
& md hinh gay hai chiing rudt kich thich bang mu tat khéng bi anh hudng téi
can nang sau khi dugc uéng thuéc. Cam thao bén canh tac dung chéng co that
co tron duong tiéu hoéa con co tac dung khang khuan cao khi phéi hop cling
cac vi thudc trén cang lam ting tac dung giam nhu dong rudt va chong viém
trén ruét mo hinh.

Téac dung cia cac vi thude noi trén 14 co so dé chung toi nghi dén
nghién cuu tac dung giam nhu dong rudt caa bai thuéc Pai trang- HV trén
thuc nghiém, nham dua ra mét phan giai thich co ché tac dung cua thudc Dai

trang - HV trong diéu tri giam nhu dong rudt & hoi chieng rudt kich thich.
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KET LUAN
1. Vé tac dung giam nhu ddng rudt, tai hdp thu nwéc va cac ion caa bai
thude “Pai trang - HV” trén déng vat thuc nghiém

- Cao chiét nuéc bai thude “Pai trang - HV” ¢6 tac dung 1am giam nhu
dong ruot trén rudt tho cd 1ap theo phuong phap Magnus, cu thé 1am giam tan
s6 ¢6 bop khi thir & ndng do 2% (p < 0,05) va 3% (p < 0,01), giam bién d6 co
bop khi thir & ndng dé 1%, 2% (p < 0,05) va 3% (p < 0,01) S0 Vi trusc khi
ding thuéc.

- Cao chiét nudc bai thude “Pai trang - HV” lidu 22g/kg/ngay va
A4g/kg/ngay co tac dung lam giam nhu dong rudt thong qua do do di dong cia chat
chi thi mau (than hoat tinh) trong 1ong rudt nhat trang (p < 0,05 so vai 16 ching).
Téc dung nay caa “Pai trang - HV” twong duong véi Duspatalin 80 mg/kg/ngay.

- Cao chiét nudc bai thude “Pai trang - HV” liéu 22g/kg/ngay va
44g/kg/ngay co tac dung 1am ting hap thu dich tir 10ng rudt vao mau thdng
qua lam giam thé tich dich rat ra duoc ¢ doan rudt éch thit (p < 0,05 so véi 16
chang). Nong do cac ion Na*, K* va CI- trong dich ruot khong thay doi.

2. Vé tac dung phuc hoi ton thwong hdi chirng rudt Kkich thich trén dong
vat thuc nghiém

Cao chiét nudc bai thuéc “Pai trang - HV” liéu 22g/kg/ngay va
44g/kg/ngay co tac dung lam hoi phuc ton thuong hoi ching rudt kich thich
gay ra do mu tat trén chuot nhat trang, cu thé:

- Lam hoi phuc sy phat trién can ning caa chudt (p < 0,05) so véi 16 md
hinh, vé trong duong so véi 16 chang.

- Lam giam nhu dong rudt thong qua do do di dong cua chat chi thi mau
(than hoat tinh) trong long ruét (p < 0,05) so vai 16 m6 hinh.

- Lam giam ton thuong dai trang, 1am giam diém s6 danh gia dai thé (p <
0,01) va diém sb danh gia vi thé dai trang (p < 0,05) so véi 16 mé hinh.

Cac tac dung nay cua “Pai trang - HV” tuong duong khi so vai Duspatalin
80 mg/kg/ngay.
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KIEN NGHI
1. Panh gia doc tinh cip, ban truong dién va tim hiéu sau hon vé tac
dung va co ché tac dung cua bai thudc trén dong vat thuc nghiém.
2. Panh gia tinh an toan va tac dung diéu tri viém dai trang cua bai

thudc “Pai trang - HV” trén 1am sang.
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