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LOI CAM ON

Trong sudt thoi gian hoc tap va nghién cau tai Hoc vién Y - Dugc hoc ¢6
truyén Viét Nam, t6i da nhan dugc nhiéu su giup d& tao didu kién cua cac tap
thé, ca nhan, gia dinh, ban bé. Toi xin bay to 10i cam on sau sic t6i:

Pang ty, Ban Giam dbc, Phong Pao tao Sau Pai hoc, cac Bo mon, khoa
phong va cac thay cd trong Hoc vién Y - Dugc hoc ¢b truyén Viét Nam. da
quan tam, tao diéu kién tét nhat cho tdi hoc tap va nghién ciru dé hoan thanh
d8 tai nay.

Véi tat ca 1ong kinh trong va biét on sau sic, toi xin gui loi cam on chan
thanh téi thay TS. Vit Ngoc Thing, TS. Tran Quang Minh da truc tiép chi bao
t6i nhitng kinh nghiém quy béu, ludn tao moi diéu kién tét nhat cho toi trong
suét qué trinh hoc tap, nghién ciru va thuc hién luan van nay.

T6i xin chan thanh cam on quy Thay, C6 - nhitng nha khoa hoc trong
Hoi dong thong qua dé cuwong va Hoi ddng cham luan van da déng gop cho
t6i nhiéu y kién quy bau va khoa hoc dé tdi hoan thanh luan vin nay.

Cubi cung t6i xin gui 161 cam on sau sic dén nhitng ngudi than trong gia
dinh cung nhitng nguoi ban di ludn bén 61, chia sé va tao moi diéu kién tét

nhét cho tdi trong thoi gian hoc tap, nghién cttu va hoan thién luan van nay.

Ha Noi, ngay 25 thang 12 nam 2023

Hoc vién

Lé Duy Dai



LOI CAM POAN

T6i la Lé Duy Bai, hoc vién I6p Cao hoc — Khoa 14, Hoc vién Y - Dugc
hoc ¢6 truyén Viét Nam, chuyén nghanh Y hoc ¢ truyén, toi xin cam doan:

1. Day 1a luan vin do ban than toi truc tiép thuc hién dudi sy hudng dan
khoa hoc cua TS. Vit Ngoc Thang, TS. Tran Quang Minh

2. Cong trinh nay khong tring 1ap véi bat ky nghién ciru nao khac da
dugc cong bé tai Viét Nam.

3. Céc sb liéu va thdng tin trong nghién cau 1a hoan toan chinh xac,
trung thuc va khach quan, da dwoc x4c nhan va chap nhan caa co so noi
nghién cuu.

T6i xin hoan toan chiju trach nhiém trudc phap luat vé nhiing cam két nay.

Ha Noi, ngay 25 thang 12 nam 2023.

Ngudi viét cam doan

Lé Duy Dai
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PAT VAN PE

Viém loét da day 1a bénh ly kha pho bién trén thé gidi cling nhu tai
Viét Nam. Tuy theo timg nuéc va ting khu vyc ma ti 16 mac bénh thay d6i
theo ting thoi ky khac nhau [1]. O loét trong loét da day 1a do sy pha huy mot
viing ¢d giGi han nho 1am mat 16p niém mac da day, c6 thé lan xuéng 16p dudi
niém mac, 16p co tham chi dén 16p thanh mac [2]. Loét da day nay cé thé gay
ra cac bién chung nang né nhu xuat huyét tiéu hoa, thung da day, ung thu da
day,... do d6 can duoc chan doan sém va diéu tri kip thoi s& 1am giam ti 1é tai
phat va ngan ngtra bién chung [3]. Quan diém hién nay cho rang co ché bénh
sinh cua viém loét da day van 1a do yéu té tan cong vuot troi yéu té bao vé.
C6 nhiéu nguyén nhan gy viém loét da day, trong d6 cac nguyén nhan chinh
la loét do Helicobacter pylori (H.P), loét do st dung thuéc giam dau, chéng
viém NSAID, corticoid va loét do stress. Hién nay diéu tri viém loét da day
thuong ding gom cé thude tc ché bom proton, khang acid va diét trir H.P.
Theo Y hoc ¢6 truyén (YHCT) loét da day thuéc pham vi chang vi
quan thdng. Bénh gay nén cha yéu do cac nguyén nhan: can khi pham vi va
ty vi hu han. Cac phwong phéap diéu tri bang YHCT nhu: cham cuau, cay
chi, nhi cham két hop ding thudéc YHCT. Trong cac bai thudc diéu tri
chting vi quan thong, bai thudc “Sai ho so can thang” (Canh nhac toan thu)
va “O boi thang” (Dugc dién Trung Quéc) 1a nhiing bai thude thuong duoc
ap dung trén 1am sang. Bai thudc “Sai ho so can thang” c6 tac dung hanh
khi chi théng [4], bai thubc “O bbi thang” c6 tac dung liém toan [5]. Trong
c6 van viét hai bai thudc nay dugc dung dudi dang thude tan, nhung trén
thuc té 1am sang hai bai thudc nay ding & dang thudc thang. Cha yéu diéu
tri noi khoa dya vao co ché bénh sinh loét da day: Su mét can bang giira
yéu té tin cdng va bao vé, nén muc dich diéu tri nham ting cac yéu té co



loi nhu ting sy dé khang cta niém mac, kich thich niém mac tai sinh va
giam thiéu cac tac dong cd hai dén da day nhu trung hoa acid trong da day,
trc ché bai tiét acid HCI va pepsin. Viéc két hop hai bai thudc “Sai hd so can
thang” va “O bbi thang” trong diéu trj c6 dap tmg dugc hai muc tiéu nay? Pé
c6 thém co s khoa hoc minh chuang vé tac dung cua sy két hop hai bai
thudc nay trong diéu tri giam dau va chdng loét da day, ching t6i tién hanh
nghién cau dé tai: “Nghién ciu tdc dung chéng loét da day va giam dau
ciia bai thude “Sai hd so can thang” két hop “O béi thang” trén thuc
nghiém” vai 2 muc tiéu:

1. Pdnh gid tdc dung chong loét da day cia bai thude “Sai ho so can
thang” két hop “O béi thang” trén thuc nghiém.

2. Pdnh gid tic dung gidm dau ciia bai thudc “Sai hé so can thang”

két hop “O béi thang” trén thuc nghiém.



Chuong 1
TONG QUAN

1.1. Tong quan vé bénh viém loét da day theo y hoc hién dai
1.1.1. Pinh nghia bénh viém loét da day

Loét da day ta trang 14 tinh trang niém mac bi tén thuong bé mat vuot
qua 16p co niém do tac dong cua dich vi da day. Pay 1a mot bénh da duoc biét
tir 1au va kha pho bién trén thé giéi cling nhu ¢ Viét Nam. Mac du da c6
nhiing tién bo 16n trong chan doan va diéu tri, n6 van 1a mot van dé suc khoe
16n boi s6 lwgng bénh nhan nhiéu, tinh chat cua bénh 12 man tinh va dé tai
phat, chi phi diéu tri cao va co thé gay mot s bién ching [6].
1.1.2. Dich té

- Bénh loét da day 12 mot van dé toan cau voi nguy co phat trién sudt doi
tir 5% dén 10%. Nam 2015, tinh trang viém loét mai phét hién khoang 87,4
triéu nguoi trén toan thé gisi. Khoang 10% dan sé c6 it nhat 1 1an viém loét
da day trong doi. Khoang 267.600 trwong hop tir vong do loét da day trong
nam 2015, con s ndy giam dang ké so voi nam 1990 13 327.000 ca [7].

- Nhin chung, ti 1é mac loét da day trén toan thé giéi dang giam do diéu
kién vé sinh va vé sinh duoc cai thién két hop véi diéu tri hiéu qua va st dung
NSAID hop Iy.

- Loét ta trang pho bién gap bon lan so véi loét da day, nam gap nhiéu
hon nir [8].

1.1.3. Nguyén nhan gay bénh

Do nhiéu nguyén nhan giy ra nhung thyuc té 1am sang c6 3 nguyén nhan
chinh gay viém loét da day:

- Loét do H.P: la nguyén nhan chii yéu gay loét da day, viém da day cap

va man, ung thu da day.



Ti I& nhidm chung cta nguoi Viét Nam khoang 70% va ngudi ta thay chi
1 — 2% s6 ngudi bi nhidm H.P bj loét da day.

- Céc khang viém, giam dau NSAID: hién la mét trong nhitng nhom
thudc ding hét sicc phd bién. Bénh nhan sir dung cac thudc nay cd thé bi 6
loét cap tinh va thuong 1a nhiéu 6.

- Loét do stress: thuong gap ¢ cac bénh nhan nam cip ctru nhu: thd may,
bong, chan thuong so ndo, nhiém tring huyét, viém tuy cap, suy gan, suy
than... véi ti 16 50 — 100%. Nhitng bénh nhan nhu vay ¢ ti 1 xuat huyét tiéu
hoa dai thé dao dong tir 10 — 20% va nhiing bién ching nay lam nang thém
bénh chinh, lam tang thém ti I¢ tir vong [6], [9], [11].

1.1.4. Co ché bénh sinh

Viém loét da day ta trang 1a do su mat can bang gitra 2 yéu to: Yéu t6
gay loét va yéu té bao vé té bao [6].

- Yéu t6 gay loét:

+ Acid HCI, pepsin.

+ Cac yéu t6 bén ngoai: thude, ruou, H.P ...

+ C4c yéu t6 bén trong: dich mat, lysolecithin.

- Yéu t6 bao vé té bao:

+ Lop chat nhay va bicarbonat bao phu trén bé mat niém mac da day con
duoc goi 12 hang rao bao vé thir nhat.

+ L6p té bao biéu mo bé mit con duoc goi 1 hang rao bao vé thir hai.

+ Dong mau tudi cho 16p niém mac cta da day con goi la hang rao bao
vé thir ba.

1.1.5. Hogt déng tiét dich cria da day

Dich vi do cac tuyén cua da day tiét ra. Cac tuyén ndy nam trong niém

mac ctia thanh da day, ching bai tiét nhitng chat tiét khac nhau tly tirng ving

cua da day, dugc phan thanh 2 nhém:



- Nhom tuyén da day tiét: HCI, pepsinogen, chat nhay.

- Nhom tuyén mén vi tiét: chat nhay, gastrin, pepsinogen.

Nhém da day c6 ba loai té bao:

+ Té bao cb tuyén tiét nhay (mucous neck cells)

+ Té bao chinh tiét pepsinogen (chief cells)

+ Té bao thanh tiét HCI, yéu té noi tai (intrinsic factor, dugc té bao
thanh tiét ra)

Vung quanh tdm vi tiét nhiéu chat nhay va mot it enzyme pepsinogen.
Vung hang vi tiét vi t6 gastrin va mot it chat nhay. Ving té bao thanh tiét ra
HCI, HCl déng vai trdo quan trong tao méi truong acid (pH 1-2) cho
pepsinogen hoat dong, tham gia lam truong nd protein tao thuan loi cho qué
trinh tiéu hoa ¢ da day.

Thanh phan dich vi gdm c6: acid chlohydric (HCI), pepsin, chimosine,
lipase, yéu té noi tai.

Co ché diéu hoa bai tiét dich vi:

- Sb lugng dich vi thay ddi theo timg giai doan cua bira an hay ngoai bita
an, theo thanh phan va vj tri thic an trong 6ng tiéu hoa. Bai tiét dich da day
duogc chi phdi béi hai yéu té: than kinh va thé dich.

- Vai tro than kinh trong qué trinh bai tiét dich vi: phu thuéc vao hé
giao cam va phd giao cam, pho giao cam co vai trd kich thich gay ting tiét
dich vi qua trung gian chat dan truyén than kinh acetylcholine, than kinh
giao cam c6 cac soi giao cam thudc day tang l1a nhiing soi than kinh @c ché
hoat dong tiét cua da day.

- Vai trd thé dich trong bai tiét dich vi: Gastrin kich thich té bao vién
va té bao chinh tiét HCI va pepsinogen, thoi gian tac dung kéo dai hon
thoi gian tac dung cua than kinh; Histamin tac dong Ién thu thé H2 c6 trén
niém mac da day lam tang tiét HCI; Prostagladine A2 c6 tac dung ung ché
bai tiét dich vi [10].



1.1.6. Tri¢u charng 1am sang

Pau bung chu yéu & ving thuong vi 14 triéu chitng gan nhu hang dinh.
Dau c6 thé tir micc d6 kho chiu, dau am i dén dix doi. Tuy thudc vao vi tri 6
loét, tinh chét dau c6 it nhiéu khac biét;

Loét hanh ta trang thuong xuat hién lac d6i hodc sau bira an 2-3 gio, dém
dau tang 1én, an vao hodc ding thudc trung hoa acid thi ¢ dau nhanh.

Loét da day: tly vao vi tri 6 10ét ma vi tri va hudng lan cua tinh chat dau
c6 thé khac nhau. Thuong 12 dau sau an vai chuc phat dén vai gio.

M6t s6 bénh nhén gia ting theo mua dic biét 1a vao mua dong.

Pau giam khi ding cac thudc khang acid, khang tiét.

C6 thé co cac triéu chiing: budn ndn, ndn, chan an, cam giac nong rat o
hoi ¢ chua, budn nén.

Kham bung: thuong khong co6 gi dac biét [6], [11].

1.1.7. Cgn lam sang

- Chup da day ta trang c6 ubng Barite hozc chup dbi quang hién nay it dung.

- Noi soi da day ta trang: la phuong phap c¢6 d6 nhay, d6 dac hiéu, gia tri
nhat trong chan doan xac dinh loét. Ngoai ra, ndi soi con cung cap cac thong
tin: vi tri, s6 lugng, kich thudc, tinh chat 6 loét: cap hay man tinh, néng — sau,
bd déu hoidc khong déu, ddy sach hay cd chat hoai tir va cac ton thuong kém
theo nhu viém, trot.

- Chup cat 16p vi tinh: it dung do gia thanh dat, thuong chi dinh khi nghi
ngo cd bién ching: loét do vao 6 bung, nghi ung thu.

- Test x4c dinh H.P: ¢6 nhiéu phuong phap:

+ Ure test (xét nghiém md bénh hoc) hoic nuéi ciy dugc lam tir manh
sinh thiét.

+ Tim khéang thé khang H.P trong méu, thuong diung trong diéu tra
dich té hoc.

+ Test tho C13, C14



+ Tim khang nguyén cua H.P trong phan.

- Tham do acid dich vi cua da day:

+ Hat dich vi luc d6i: dé danh gia bai tiét, HCI va pepsin.

+ Dung cac nghiém phap kich thich nhu: nghiém phép histamin hoac
insulin.

Céc ky thuat nay hién it dung trong 1am sang [6], [9], [11].

1.1.8. Chédn dodn xdc dinh

- Dua vao triéu churng 1am sang

- Bac diém va nhiing tén thuong trén ndi soi [6].
1.1.9. Chédn dodn phdn biét

- Chang cham tiéu giéng loét: triéu chiang kha giong véi loét da day
nhung noi soi khong thay c6 ton thuong.

- Trao nguoc da day thuc quan: loét da day tinh chat noi bat 1a dau
thuong vi, lan ra xung quanh hoic phia sau. Trao nguoc — tinh chat dién hinh
la cam giac nong rat vung thuong vi, sau xuong uc, lan I1én nguc, miéng ->
Noi soi rat co gia tri trong chan doan phan biét [6].

1.1.10. Piéu tri
1.1.10.1 Nguyén tec

- Lam giam acid va pepsin & dich vi bing céc thudc ac ché bai tiét hoic
trung hoa acid.

- Tang cuong cac yéu té bao vé niém mac bang cac thudc tao mang che
phi, bang bo 6 10ét, kich thich sy tai sinh cua té bao niém mac da day.

- Diét trir H.P bang céc thudc khang sinh hoic 1 sb loai thude khac nhur
bismuth, metronidazole,...

- Nang d& suc khoe toan than theo quan diém diéu tri toan dién [11].
1.1.10.2 Céc thudc diéu tri l0ét da day

- Thudc khang acid: 1a nhiing base yéu, phan ang véi acid da day tao
thanh nudéc va mudi (trung hoa acid), giam dau nhanh: Aluminium
Hydroxide, Magnesium Hydroxide.



- Khang thu thé H, histamin (cimetidine, ranitidine, famotidine,
nizacid): uc ché tiét acid ban dém, tic dung vira phai dbi voi sy tiét acid sau
an. Tir khi ra doi thudc e ché bom proton, vai tro ctua khang thu thé H2 trong
diéu tri loét da day da giam.

- Thuéc wc ché bom proton (omeprazol, esomeprazol, lansoprazole):
tac dung tc ché bai tiét acid HCI triét dé. La thudc co tac dung ¢c ché tiét acid
manh nhat trong cac thudc hién nay.

- Thuéc bao vé niém mac: Sucralfat giam nhanh triéu chtmng nhung
khong dung kéo dai; cac hop chat bismuth cai thién triéu chang, phdi hop
trong phac do diéu tri H.P nhung khong nén str dung kéo dai [9], [11].

- Phac d6 diéu trj H.P:

Hién nay ¢ Viét Nam ti 1& khang clarithromycin rat cao, vi vay can lua
chon phac do diéu tri danh cho nhom khéang clarithromycin > 15%. Nhom
thudc e ché bom proton nén ding liéu cao 2 lan/ ngay lam ting kha ning
diét H.P (esomeprazol 40 mg, pantoprazole 40 mg, rabeprazole 20 mg).

Phéac d6 khuyén céo:

+ Phac d6 dong thoi amoxicillin clarithromycin metronidazole + PPI.
Thoi gian diéu tri 14 ngay.

+ Phac do 4 thuéc co bismuth + tetracycline + tinidazole + PPI. Thoi
gian diéu tri 14 ngay [12].

1.1.11. Ché dé dn uéng nghi ngoi

- An thirc n mém, dé tiéu hoa, it dau ma béo, han ché an do6 cay nong dé
giam kich thich tiét acid da day. Nén chia thanh nhiéu bita an nho trong ngay,
khong dé bung qua déi hodc quéa no do thirc an khi vao da day c6 tac dung la
mot chat dém trung hoa acid da day trong khoang 30 — 60 phdit.

- Ngung sir dung thudc giam dau chong viém khong steroid, khi bat buoc
phai sir dung thi can cd chi dinh cta bac si va du phong loét da day.

- Ngtrng udng bia ruou, hit thude 14, giam stress, cing thang [13].



1.1.12. Pai cwong vé dau:
1.1.12.1 Pinh nghia vé dau

Theo hiép hoi qudc té nghién ctu vé dau (International Association for
the Study of Pain - IASP) dau la mdt cam nhan thugc vé giac quan va xdc
cam do tén thuong dang ton tai hoic tiém tang & cac md gay nén va phu thudc
vao mirc d6 niang, nhe cua tén thuong ay. Cam giac dau co thé bat ngudn tir
bat cir mot diém ndo trén dudng dan truyén dau.

Pau 12 mot trai nghiém kho chiu vé cam giac cling nhu vé cam xdc do
ton thuong c6 thuc & md hodc dugc cho 14 c6 ton thuong nhu thé gay ra [14].
1.1.12.2 Phan loai dau

* Theo co ché gay dau:

- Pau cam thu (nociceptive pain): 1a dau do ton thuong t6 chirc (co, da,
noi tang...) gay kich thich vugt ngudng dau.

+ Pau cam thu co 2 loai:

e Pau than thé (somatic pain) 1a dau do ton thuong mé da, co, khép...

e Pau ndi tang (visceral pain) 1 dau do ton thuong ndi tang.

+ Pau than kinh (neuropathic pain): 1a ching dau do nhitng thuong ton
nguyén phét hozc nhiing réi loan chirc trong hé than kinh gay nén.

+ Pau than kinh chia 2 loai:

e Pau than kinh ngoai vi (peripheral neuropathic pain) do tén thuong cac
day hoic ré than kinh.

e Dau than kinh trung wong (central neuropathic pain) do tén thuong &
n&o hoic tay séng.

- Pau hdn hop (mixed pain): gom ca 2 co ché dau cam thu va dau than kinh.

- Pau do can nguyén tam ly.

* Theo thoi gian:
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- Pau cip tinh (acute pain): 1a dau méi xuat hién, c6 cuong do manh mé,
c6 thé duoc coi 12 mot dau hiéu bao dong hitu ich. Pau cap gilp viéc chan
doan can thiét nham xac dinh ching dau c6 ngudn géc thuc thé hay khong.
Thoi gian dau dudi 3 thang.

- Pau man tinh (chronic pain): 1a chimg dau dai dang tai di tai lai nhiéu lan.
1.1.12.3 Thudc gidm dau

Thudc giam dau chi diéu trj triéu chang, thudc co thé che 1ap cac dau
hiéu cua bénh trong khi bénh van tién trién, nén phai hét sic can nhic khi st
dung cac thudc giam dau.

* Thudc gidm dau trung wong

+ Nhom thudc nay gom:

+ Thudc chu van trén receptor opioid:

e C4c opioid tu nhién: morphin, codein, ...

e Céc opioid tong hop: pethidin, methadon, ...

+ Thudc chi van - dbi khang hdn hop va cha van tirng phan trén receptor
opioid: pentazocin, nalorphin, nalbuphil, butorphanol, ....

+ Thubc ddi khang don thuan trén receptor opioid: naloxon, naltrexon.

* Thudc gidm dau ngoai Vi

Céc thubc nhdm nay chi ¢ téc dung voi céc chimg dau nhe, dau khu tra

Cac thubc trong nhom: paracetamol, ibuprofel, indomethacin,
diclofenac,... [15].

1.2. Tong quan chirng vi quan thong
1.2.1. Bénh danh

Theo YHCT, bénh viém da day duoc xép vao pham vi cua ching vi

quan thong, Sach Noi kinh c6 ghi: vi quan thong 1a chi ving thuong vi dau

am i hay dir doi, dau tirng con kém theo c6 ¢ hoi, ¢ chua [16].
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1.2.2. Nguyén nhdn va co ché bénh sinh

- Do tinh chi bj kich thich, u uat budn gian lau ngay gay can khi uat két,
mét kha ning so tiét 1am ri loan khi co hoanh nghich pham vi 1én ty vi bat
hoa, réi loan sy thanh thing giang troc cua ty vi gy ra dau, ¢ hoi, ¢ chua,
budn non.

- An udng that thudng, dn nhiéu db cay, néng, chua, sbng 1am ty vi bi ton
thuong, ty mat kha ning kién van, vi mat hoa giang, khi co tré tré gay dau
thuong vi. Bénh kéo dai s& gay ra ton thuong duong khi ving trung tiéu dan
dén ty vi hu han.

- Tién thién bat tGc: do than khi hu (khi sinh ra than duong da bét tuc,
khong nudi dudng dugc ty duong lam ty duong hu, gay vi  tré va hu); do ty
vi hu (do bam t6 hu yéu hoac lam viéc khé nhoc vat va hodc do han thap noi
sinh l1am ty vi cang thém bi thuong ton) [16].

* Co ché bénh sinh:

Co ché bénh cuaa thuc ching cha yéu gom:

Khi tré

Han ngung khi tré

Thuc ching

Huyét

Thap nhiét

Co ché bénh caa hu chieng cha yéu gom:

Khi (duong) hu

Am hu

Co ché bénh cha yéu cua loét da day 1a khi co caa vi bi tic tré hoic
mach lac that dudng dan dén vi khong thé hoa giang ma sinh ra bat thdng tic

thdng, that vinh tac théng [17].
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1.2.3. C4c thé bénh trén 1am sang
Chung vi quan thdng trong YHCT duoc cin cir vao ching trang biéu
hién va thdng qua tir chan dé phan ra cac thé bénh. O Trung Qudc, vi quan
thng chia thanh 7 thé bao gdm [18].
+ Thé can khi pham vi
+ Thé han ta pham vi
+ Thé thap nhiét trung tro
+ Thé am thuc thuong vi
+ Thé @ tré Kinh lac
+ Thé vi &m hu ton
+ Thé ty vi hu han
O Viét Nam hién nay van théng nhat vi quan théng phan thanh hai thé
I6n can khi pham vi va ty vi hu han.Trong d6 can khi pham vi chia thanh 3
loai nhu thé khi tré, thé hoa uat va huyét o [19], [20].
1.2.3.1 Thé can khi pham vi: gém 3 thé nho
Thé khi tré khi uat, thé hoa uat va thé huyét u.
a. Thé khi tré (khi uat):
- Triéu chang:
+ Pau thugng vi tung con, dau lan ra sau lung, va 2 bén ngang suon
+ An dau (cu an), bung day truéng, o hoi, o chua
+ Chat ludi do, réu ludi trang hodc hoi vang
+ Mach huyén
- Phén tich triéu chuang:
Khi tré do an udng khong diéu hoa, tinh than bi sang chan, cam phai
ngoai ta gy dau ¢ ving thuong vi, kém theo ddy truéng bung, dau lic nhiéu

lUc it, ¢ hoi.
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Can khi uat két 1am cho khi huyét van hanh khéng thong xuéng gay nén
réu ludi trang, mach huyén. Do lo nghi nhiéu, can khi mat diéu hoa gay nguc
suon day tic, day bung, tinh chi uat .

- Phuong: so can ly khi ( so can hoa vi)

- Bai thudc: bai Sai hd so can thang gia giam, Tram huong giai khi tan

- Cham cau: cham ta, cac huyét thai xung, hop cic, tdc tam ly.. .. [21], [22].

b. Thé hoa uat:

- Trigu chang:

+ Thuong vi dau nhiéu, cam giac nong rat, cu an

+ Miéng kho dang, o chua

+ Tiéu tién do, dai tién tao

+ Chat lugi do, réu ludi vang, mach huyén sac.

- Phan tich triéu chung:

Do can khi uat hda hoa, vén vi duwong bam té manh, tinh chi ¢ hoa,
ngoai ta vao trong hda hoa, an dd cay ngot béo gay nén bénh. Biéu hién dau
ving thuong vi cam giac nhu néng bong, miéng kho, khat nudc, thich udng
nudc mat, in mau tiéu, mau doi, ¢ hoi, ¢ chua, chat ludi do, réu vang, mach
huyén sac.

- Phép: so can tiét nhiét (thanh nhiét loi thap, hoa vi khoan trung)

- Bai thudc: Hoa can tién phdi hop vai ta kim hoan gia giam.

- Cham ctru: cham ta cac huyét trén + hop cdc, noi dinh, ha quan [21], [22].
c. Thé huyét u:

- Triéu chung:

+ Pau ¢ 1 vi tri, cu &n, chia lam 2 loai thuc ching va hu ching.

e Thuc ching: n6n ra mau, ia phan den, moi do, ludi do, réu ludi vang,
mach huyén sac hitu lyc.

e Hu chiing: sac mat xanh nhot, ngudi mét moi, tay chan lanh, méi nhot,

chét ludi do béu, c6 diém huyét &, réu ludi nhuan, mach hu dai hoac té sap
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- Phan tich triéu chung:

Do can khi uét tré gay nén @ huyét, gay dau tai noi o huyét, dau dir doi, cu
an, sac mat xanh toi, miéng méi tim, chét ludi xanh tim ¢ nhimg diém G huyét.

Chay méu do huyét & gay ra thoat quan gay céac biéu hién mau ra tim, co
cuc kém theo dau dir doi, ludi xanh tim, ¢ ban & huyét, mach sap.

- Phuong:

+ Hu chiing: bd huyét chi huyét

+ Thyc chiing: luong huyét chi huyét

- Bai thudc:

+ Thyc ching: that tiéu tan

+ Hu ching: bai tir quén tu thang gia giam

- Cham cuu:

+ Hu chitng: cham b6 hoic ciu can du, ty du, cach du, tim du, ...

+ Thyc chiing: ta can du, thai xung, huyét hoi, ty du, hop coc [21], [22].
1.2.3.2 Thé ty Vi hur han

- Triéu chang:

+ Pau vung thuong vi, ndn nhiéu, ndn ra nudc trong, day bung

+ Nguoi mét moi, thich xoa bop, chuom nong, so lanh, tay chan lanh,
phan nat, co luc tao

+ Réu ludi tring, chat ludi nhot, mach hu té.

- Phan tich triéu chung: do ty vi hu han, duong khi khong van chuyén
dugc, an udng dinh tré nén day bung, dau bung, noén ra nudc trong. ty vi
duong hu, duong hu sinh ngoai han nén s¢ lanh, chan tay lanh, phan nat.
Ngudi mét moi, mach hu té, ludi nhot 12 do biéu hién cia hu han.

- Phuong: 6n bo ty vi

- Bai thudc: Hoang ki kién trung thang gia giam

- Ch&m ctru: 6n cham hoac cuu. Trung quan, thién khu, ty du, tic tam ly,
ty du, vi du, quan nguyén, khi hai. [21], [22]
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1.3. Téng quan mét s6 mé hinh thwe nghiém danh gia tic dung ciia thude
trén viém loét da day- ta trang
1.3.1. Loét Shay

Mo hinh loét Shay duoc Shay H md ta lan dau vao nam 1945 [23].

Mo hinh dugc nhiéu tac gia st dung trong cac nghién ciru danh gia tac
dung chdng loét da day cua cac mau thir.

Chuot cbng trang Wistar duoc chia ngau nhién thanh 3 nhém. Nhom 1
dugc cho uéng thudc thir nghiém, nhém 2 duoc cho ubng cimetidine (100
mg/kg) 14 d6i chung duong, nhém 3 duoc cho udng dung mai, 1a dung dich
12% Tween 80 (10ml/kg). Thuc hién that mdn vi dudi su gdy mé bang ether.
Pong vét thuong lai va dé chuot phuc hoi. Bén gio sau, giét chudt, mo bung
va that mot day khac quanh thuc quan sat véi co hoanh. C6 1ap da day va
quan sat bén ngoai, va dan luu chat chaa bén trong vao trong mot éng ly tam
c6 chia do, va ly tam & 2000 vong/ phut trong 10 phit. Ghi thé tich dich noi
trén mat va pH. Ciing x4c dinh luong acid toan phan cua dich vi bang chuan
d6 toi pH 7,0 voi dung dich NAOH 0,05 N. Péanh gia cac ton thuong da day
bang céch soi bé mat bén trong da day véi mot kinh hién vi phau tich 2 thi
kinh. Bém céc ton thuong niém mac va xac dinh chi s6 loét trén co sé danh
gia mic do cua mdi tén thuong loét theo Abidemi J. Akindele va cong su
(2016) theo thang diém sau:

-0 :Khong c6 ton thuong

- 0,5 : Chay mau nho

- 1,0 : Chay mau

- 1,5 : Loét niem mac c6 sy lan téa han ché khong qua 1/3 toan bo bé
mat bén trong cua da day

- 2,0 : Loét niém mac cd sy lan toa han ché khéng 2/3 toan b bé mat

- 2,5 : Loét niém mac cd su lan toa trén toan bo bé mat
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- 3,0 : Loét sau c6 su lan téa han ché

- 3,5 : Loét sau c6 su lan téa toan bo bé mit

- 4,0 : Loét thung.

Mtc d6 trung binh cua loét da day déi voi mdi nhém chudt duge xac
dinh bing cong gop céc ton thuong loét cho mdi nhém chudt cbng trang roi
chia cho s6 luong chudt [24], [25], [26].

1.3.2. Loét do indomethacin
Loét da day do indomethacin 1a mé hinh gay loét da day duoc nhiéu tac
gia st dung trong nghién cau

NSAID c6 lién quan dén sy phét trién loét da day va céc tac dung phu
khac dbi voi moi truong duong tiéu hoa. Ngoai ra, cac nghién cau con cho
thay indomethacin gay ton thuong da day & chudt bang cach tao ra nong do
cac loai oxy phan ung (ROS). Tién hanh nghién ciu thuong duoc thuc hién
trén chuot cbng tring, duoc chia ngau nhién thanh 3 nhom va dé nhin an
trong 24 gio, va duoc uéng nude tuy y trudc khi thi nghiém. Ba muoi phut
sau khi cho udng thudc thir nghiém, cimetidin (100 mg/kg), hoic dung dich
12% Tween 80 (10 ml/kg), tiém dudi da indomethacin cho chugt khong gay
mé & mdi nhom. Giét chuot 4 gio sau, cb 1ap va mé da day va xac dinh céc
ton thuong da day nhu mo ta & trén [27], 28]

1.3.3. Loét do ethanol

Loét da day do ethanol ciing 1a mé hinh duoc nhiéu tac gia sir dung trong
nghién cau.

Sinh ly bénh cua loét da day do ethanol géy ra & dong vat tuong tu nhu
bénh loét ¢ ngudi. Tién hanh nghién ctu thuong duoc thuc hién trén chudt
cong trang, dugc chia ngau nhién thanh 3 nhém va dé nhin an trong 24h, va
dugc udng nude tuy y truéc khi thi nghiém. Cho chudt udng 1ml ethanol
99,5% mot gio sau khi cho uéng thubc thir nghiém, omeprazol (20 mg/kg),
hoac dung dich 12% Tween 80 (10 ml/kg). Mot gio sau khi cho ubng ethanol,
giét chuot, co 1ap va mo da day va xac dinh chi sb loét [29], [30].
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1.3.4. Loét gay bgi stress do go bé va hg nhigt

Ton thuong niém mac da day do kiém ché co thé c6 thé duogc ting cuong
khi két hop véi ngdm nuée lanh [31].

Mo hinh nay duoc nhiéu tac gia s dung dé danh gia tac dung cua cac
mau thtr chéng loét da day do co ché stress gay ra [32], [33].

Mot s6 chudt cong tring dugc chia ngau nhién thanh 3 nhém, dé nhin in
trong 48 gio, va duoc cho ubng nudc tuy ¥ trude khi thi nghiém. Gay loét da
day do stress theo phuwong phap dugc md ta theo Souza Brito, 1998, bing
cach dat chudt trong mot chuong go bé ¢ 4°C. Cho chudt & céc 16 thi nghiém
uéng 2 lan (18 gio va 1,5 giod) trudc khi gay stress do go bo-ha nhiét cac chat
sau day: thudc thir nghiém, cimetidine (100 mg/kg), va dung dich Tween 12%
80 (100 ml/kg), twong &ng. Sau 3 gio, giét chuot, cd 1ap, ma da day va xéac
dinh chi s loét.

1.4. Tong quan vé bai thudc “Sai ho so can thang” két hop “O bdi thang”

Trong y hoc ¢ truyén, viém da day thuoc ching vi quan théng, nguyén
nhan dan dén tinh trang nay do ngudi bénh cing thang kéo dai, anh hudng
dén tang ty, can va vi. Tir d6 dan dén khi tré, huyét & va xuat hién triéu ching
o hoi, ¢ chua, budn non, co thé mét méi, suy nhuoc.

1.4.1. Nguén géc bai thuéc

Bai thudc Sai ho so can thang dugc viét trong cudn Canh nhac toan thu cta

Truong Canh Nhac (1563-1640, Danh y doi nha Minh), tap 56 trang 1682 gom céc

vi thudc [4]:
Sai ho: 69 Chi X4c: 4,59
Tran bi: 69 Cam thao: 1,59
Xuyén khung: 4,5¢ Huong phu: 4.5¢
Bach thuoc: 4,5¢

- Céch dung: tan bot min, udng 31,5g/ ngay.
- Téc dung: so can, 1y khi, hoa vi, chi thong.
- Chu tri: can khi uat két.



18

- Phan tich bai thubc: Sai ho so can tan 1a bai thude co tac dung so can ly
khi. Sai hd, Chi xé4c so can 1y khi, diéu vi chi théng, thuc day qué trinh tiéu hoa
trong vi va tiéu truong. Sai hd phdi ngii véi Bach thugc, Cam thao dé hoa dinh, chi
thong; Chi xac Iy khi hanh tré, chi théng tiéu dao. Bach thuoc dudng can liém am,
hoa vi chi théng hd tro Sai hd so can. Xuyén khung hanh khi hoat huyét gidp Sai
ho trir uat tré & kinh can. Huong phu so can giai uat tiéu thuc, Tran bi ly khi hoa
trung, Bach thugc, Chich thao hoan cap chi thong, diéu hoa cac vi thudc [34].

Bai thuéc O bdi tan duoc viét trong Duge dién nudc cong hoa nhan dan
Trung Hoa ban nam 2020, bd 1, tap 4, trang: 691-695 gom cac vi thudc:

Thoé b6i mau 15% O tic cbt 85%

- Cach dung: nghién thanh bdt min, udng trudc dn 10g/ ngay.

- Téac dung: Ut toan chi thdng, thu 1iém chi huyét

- Ung dung lam sang: Bai thuc dung trong cac truong hop can vi bét
hoa dan t6i dau da day, non 61 ra nude chua, con cao.

- Phan tich bai thudc: Tho bdi mau c6 cong dung thanh nhiét, giai dom,
tiéu khoi, giam sung tay. O tic cot co tac dung liém huyét, chi huyét, tc toan [5].
1.4.2. Phan tich bai thudc

Sai ho So can giai uat Quan
Huong phu Ly khi, so can, gitp sai hd so can giai uat
Bach thuoc | Dudng huyét nhu can, hodn cap chi théng Than

Xuyén khung | Hanh khi hoat huyét gitip sai ho trir uat tré ¢ kinh can

Chi xac Ly khi hanh trg, chi théng

Tran bi Ly khi kién ty, hoa dom rdo thap ,
O tac cot Chi huyét thong kinh, liém sang chi théng e
B&i mau Théng uat khi, tan két tu

Cam thao Piéu hoa céc vi thube Str
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1.4.3. Nguyén Iy phéi hep Sai hé so can thang va O béi thang

Viém loét da day do khi uét thi thuong xuat hién céc triéu chimg dau
nhiéu vung thuong vi, ¢ hoi ¢ chua, rdi loan tiéu hoa. Cac trudng hop viém
loét da day thé nay thi bai thudc Sai hd so can thang duoc viét trong cudn
Canh nhac toan thu cua Truong Canh Nhac (1563-1640, Danh y doi nha
Minh), tap 56 trang 1682 gom cac vi thudc: Sai hd, Tran bi, Xuyén khung,
Bach thugc, Chi xac, Cam thao, Huong phu [3] da duoc sir dung rong réi. Bai
thudc O béi thang duoc viét trong Duoc dién (Nudc cong hoa nhan dan Trung
Hoa) ban nam 2020, bo 1 2020 trang: 691-695 gém cac vi thude: O tic cot,
Bdi miu [4] co tac dung trc ché tiét acid. Nguyén tic diéu tri ctia loét da day
la giam tiét acid va bao vé niém mac da day. Tac dung cua hai bai thudc khi
két hop véi nhau dap Gmg duoc nguyén tac diéu tri loét da day.

1.5. Nghién ciru vé bai thudc “Sai hd so can thang” va “O boi thang”

Lin WC (1998) di nghién cuu tac dung phong chong dau da day cua “O
bdi tan” trén chudt thi nghiém da bi gay hoai tir da day bang ethanol. Két qua
cho thay thudc da chita lanh va ngin ngira viéc ton thuong niém mac da day
caa chudt thém [35].

Tai Trung Quéc, O béi tan (Wu-Bei-San) va Sai hd so can tan (Chaihu-
Shugan-San) da dugc san xuat thanh ché pham cé dang vién hoan cing dé
tién cho viéc sir dung. Theo mot sé nghién ctu 1dam sang ¢ Trung Qudc, Sai
ho so can tan da cho thay tac dung tich cuc trong viéc giam cac triéu chang,
cai thién chat luong cudc séng va giam céc thay doi bénh ly cua thuc quan
trén GERD [36], [37].

Bai thudc “Sai hd so can tan” dugc ung dung rong rai dé chita cac ching
ton thuwong gan mat, rdi loan kinh nguyét, viém da day man tinh, trao nguoc

da day thuc quan [38].
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Yang Wang va cong su (2012) da c6 mot phan tich tdng hop vé viéc sir
dung bai thuéc “Sai hd so can tan” trong viéc diéu tri chéng tram cam. Két
qua cho thay, nhém bénh nhan sir dung thuéc chéng tram cam két hop véi bai
thudc “Sai hd so can tan” cai thién dang ké céc triéu chung va tang ti 1& hiéu
qua so Véi diéu tri don thuan thudc chéng tram cam. Khéng cé tac dung phu
nghiém trong nao dugc bao céo trong bat ky thir nghiém nao [39].

Pham Thi Minh Hién (2013) tién hanh nghién ciru dé tai “DPanh gia tac
dung cua bai thudc “Sai hd so can thang” trén bénh nhan viém gan man tinh
do ruou thé nhe”. Két qua cho thay bai thubc cé hiéu qua rd rét trén 1am sang sau
2 thang diéu tri: cac triéu chiing suy gan, hoi chimg cai ruou, déu hét hoac giam
nhiéu; tac dung cai thién chtc ning gan: 1am ha men gan va bilirubin. Chi s6
Maddrey trung binh giam sau diéu tri 1a 4,03 + 2,88 diém, giam nhiéu nhat 13
diém. Khong c6 tac dung phu nghiém trong 1am gian doan diéu tri [40].

Nguyén Thi Thanh Tu (Trudong Pai hoc Y Ha Noi), Ly Hai Yén (Bénh
vién DPa khoa tinh Lao Cai) (2022) Nghién cuu thuc hién danh gia tac dung
ctia bai thudc Sai hd so can tan (Sai hd, Tran bi, Xuyén khung, Bach thuoc,
Chi xac, Cam thao, Huong phu) két hop O bdi tan (O tic cbt, Bdi mau) trong
diéu tri hoi chimg trao nguoc da day thuc quan va theo ddi tac dung khong
mong mudn cua bai thudc trén 1am sang va can 1am sang. Nghién ciu can
thiép, so sanh trudc sau va co doi chung, 60 bénh nhan dugc chan doan trao
nguoc da day thuc quan dugc chia thanh hai nhom dam bao twong dong vé
tudi, giéi, mic do trao nguge theo thang diém GERD — Q. Nhém nghién ctu
st dung bai thuc Sai hd so can tan két hop O bdi tan lidu dung 39g/ ngay,
nhom d6i chiing s dung Lomec (omeprazol) liéu dung 40 mg/ ngay, thoi
gian diéu tri 1 thang. Két qua cho thay diém trung binh céc triéu chung cua
hoi ching trao nguoc da day thuc quan va diém trung binh GERD — Q cua 2

nhom déu giam co y nghia thong ké so véi trude diéu tri (p<0,05) va khong
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¢ su khéc biét giita hai nhom (p>0,05). Chua thay tac dung khéng mong
muén cua bai thubc trén 1am sang va can 1am sang [41].

Vii buc Loi cling ¢s (2021), nghién ciru tac dung chéng viém loét da day
va tac dung giam dau cua bai thuéc Sai hd so can thang gia vi trén thuc
nghiém, két qua cho thay Bai thudc Sai hd so can thang gia vi lidu 150 mg/
kg/ngay cho thiy cd tac dung bao vé niém mac da day trén mé hinh gay loét
da day bang indomethacin & chudt cdng trang théng qua cac chi tiéu: Lam
giam ti 1¢ chudt co loét so véi 16 mo hinh tuy nhién su khac biét chua co y
nghia thong ké (p>0,05), nhung lai lam giam rd rét chi s6 loét va phan tram uc
ché loét (p<0,05); Lam giam rd rét ton thuong trén hinh anh dai thé va vi thé
da day chuot. Bai thudc Sai hd so can thang gia vi ¢ ca 3 muc liéu ding (30
mg/kg/ngay, 60 mg/kg/ngay va 120 mg/kg/ngay) co tac dung giam dau trén
mo hinh gdy dau quan bing acid acetic, 1am giam sé con dau quin c6 ¥ nghia
théng ké so vai 16 mé hinh (p<0,05 va p<0,01) [42].
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pbi twong va chit liéu nghién ciu
2.1.1. Chat ligu nghién ciru

Bdng 2.1. Thanh phin ciia bai thudc “Sai hé so can thang” két hop “O boi thang”

) Ham | Tiéu
STT | Tén vi thuoc Tén khoa hoc ,
lwgng | chuan
1 Sai hd Radix Bupleuri 89
2 Tréan bi Pericarpium Citri reticulatae perenne 8¢
3 Xuyén khung Rhizoma Ligustici wallichii 89 | Duoc
4 Bach thugc Radix Paeoniae lactiflorae 129 dién
” Viét
5 Chi xac Fructus Aurantii 89
Nam
6 Cam théao Glycyrrhiza uralensis 49 v
7 Huong phu Rhizoma Cyperi 80 [43]
8 O tic cot Os sepiae 8.59
9 Tho bdi mau | Bulbus Pseudolarix 1.5¢
Tong: 669

Cac duoc liéu trong bai thudc duoc dung dudi dang duoc liéu kho va
dat tiéu chuan trong Duoc dién Viét Nam V.

Tur cac duogc lieu kho caa bai thudc, tién hanh chiét xuat cao long 1:1
bang may chiét ty dong cua Han Qudc, tién hanh tai B6 mén - Khoa Y hoc
co truyén, Bénh vién Quan y 103. Tuy theo muc liéu s dung cho chudt
uéng, cao long 1:1 dugc pha lodng trong nudc cat thanh cac dung dich c6

nong do khac nhau, dung dé danh gia tdc dung trén dong vat thuc nghiém.
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Liéu dung duoc tinh theo g dugc liéu khé/kg/ngay. Tong bai thudc 66g,
st dung cho ngudi udng 1 thang/ngay. Theo quy udc tinh liéu lay quéan binh
mot nguoi 50kg thi lieu dung dyu Kién trén nguoi s& 1a 1,32g duoc liéu
kho/kg/ngay. Quy dbi ra liéu twong duong trén chudt nhit voi hé sé quy doi 1a
12 thi liéu dy kién c6 tac dung trén chuot nhit 1a 15,84g duoc lidu kho/
kg/ngay. Quy ddi ra liéu tuong duong trén chudt cong véi hé sé quy doi 1a 07
thi liéu du kién cd tac dung trén chuot cong 1a 9.24g duoc lieu kho/kg/ngay.
2.1.2. Dong vat nghién ciru

Chudt nhét trang ching Swiss trong lugng 20+02g, Chudt cong tring
ching Wistar trong luong 180 —200g véi s6 luong duoc trinh bay ¢ bang 2.2.

Bing 2.2. Sé lwong dong vit thuwc nghiém

Pong vat n Tiéu chuan Nghién ciru
o 40 Mo hinh mam ndng
Chuot nhat trang chung khoe manh, trong — -
Swiss 40 |lwong 20 +02g M6 hinh gdy dau

qudn bang acid acetic

Chudt cong trang chung 50 khoe manh, trong MO0 hinh gay loét da
Wistar lurong 180 - 2009 day

Pong vat thi nghiém do Ban chin nuéi - Hoc vién Quan y cung cap, nudi
dudng trong phong nudi dong vat thi nghiém it nhat mot tuan trudc khi tién
hanh thi nghiém. Dong vat an thitc an theo tiéu chuan thic an cho dong vat
nghién ctru, nudc sach dun soi dé ngudi udng tu do. Hang ngay theo dbi ghi
chép dién bién két qua thi nghiém.

2.1.3. Hoa chdt nghién ciu
- Dung dich chuan d6 NaOH 0,01N
- Céc thudc thtr Toper, thude thir phenolphthalein

- Cac thube tham chiéu: Aspirin, Paracetamol, Omeprazol
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- Dung dich acid acetic.

- Hematoxylin (sigma)

- Eosin (sigma)

- Mot sb hoa chat khac.
2.1.4. Dung cu, may moc, thiét bi

- Can phan tich 10-4, model CP224S (Sartorius - Btc)

- Kinh lap d6 phong dai 10 lan.

- Kinh hién vi soi noi Luxeo 2S (Labomed - M¥)

- M4y do dau ban nong lanh - Hot Cold Plate (Ugo Basile 35100 - Y)

- B dung cu md dong vat ¢& nho, kim cho chudt udng thudc va céc
dung cu thi nghiém khéc.
2.2. Phuwong phap nghién ciru
2.2.1. Ddnh gia tac dung chong loét dg day cia bai thusc “Sai hé so can
thang” két hop “O béi thang” trén thuc nghiém

Panh gia tac dung chong loét da day cta bai thudc “Sai hd so can thang”
két hop “O bbi thang” trén mo hinh thuc nghiém gay loét da day bang Aspirin
két hop that moén vi & chudt cong trang, theo phuong phip mé ta boi
Vijayakumar AR va cong su (2016) [44] c6 sira doi cho phi hop véi diéu kién
nghién cuu.

* Cach tién hanh

Chuot céng tr’fmg duogc danh sb thir ty va duoc chia thanh 5 16, mdi 16 10
con voi ti 1é duc/cai nhu nhau & mdi 16.

Cac 16 chudt duoc uéng thube nhu sau:

+ L6 1 (16 chung): khong gay loét da day, udng nudc ct.

+ L6 2 (16 mé hinh): gay loét da day, uéng nudc cat.

+ L6 3 (16 tham chiéu): gay loét da day, udng Omeprazol liéu 20 mg/
kg/ngay.

+ 164 (16 tri 1): gy loét da day, uong thude nghién ctru lidu 9,24 g/kg/ngay.
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+ L6 5 (16 tri 2): gay loét da day, ubng udng thudc nghién ctu liéu 18,48 g/
kg/ngay.

Chudt (& cac 16 2, 3, 4, 5) duoc gay loét da day bang cach cho uéng
Aspirin liéu 200 mg/kg (Aspirin duoc hoa tan trong dung dich natri
carboxymethyl cellulose - CMC 1%), trong 5 ngay lién tiép. Vao ngay tha 6
tién hanh that mén vi chudt (trong diéu kién gy mé chuot) ngay sau khi ubng
Aspirin 1an cudi. Thudc tham chiéu (Omeprazol) va thudc nghién ctu (“Sai
hd so can thang” két hop “O bdi thang™) ¢ lidu 1, liéu 2 dugc cho uéng hang
ngay 30 phut trudc khi cho chudt udng Aspirin.

* Panh gia két qua

Sau 4 gio ké tir khi that mon vi, tit ca chudt duoc gy mé bang
thiopental. Chudt duoc mo bung, bdc 10 da day. Cit mé da day doc theo
bo cong 16n. Dich chira bén trong da day duogc ly tim, thu 1y phan dich
trong dé xac dinh thé tich va d6 acid cua dich vi. Bé mat da day duoc rua
sach béng dung dich nudc mudi lanh, thAm bé miat vét loét béng
Fomaldehyd 5% dé danh gia mutc do loét.

- Céc chi tiéu danh gia vé chirc nang bai tiét dich vi trong da day

+ Thé tich dich vi tinh theo 100g can nang: bo thé tich dich vi tirng
chudt cong trang, tinh ra theo 100g can niang. Lay tri s trung binh cia ting
16 dé so sanh.

+ pH dich vi: do bang may do pH.

+ Xac dinh d6 acid dich vi: d¢ acid tu do va d6 acid toan phan dugc xac
dinh bang phuong phap chuan do acid — base, dung dung dich NaOH 0,01N.
P acid ty do dugc xac dinh bang chuan d6 NaOH cho t6i khi thubc thir
Toper chuyén mau cam. Tiép tuc chuan d6 cho t6i khi thubc thir
phenolphthalein chuyén mau hong. Tong luong NaOH dung chuan d6 duoc
dung dé tinh d6 acid toan phan.
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- Cac chi tiéu danh gia ton thuong loét:

+ Tinh chi s6 loét:

Quan sat bang kinh lap d6 phong dai 10 1an va quan sat bang kinh hién
Vi s0i noi. Tinh chi s loét bang phuong phap cho diém duge mé ta boi V.
Prasanth Reddy va cong su (2012). Cu thé: 0 diém cho niém mac da day mau
sic binh thuong; 0,5 diém cho niém mac da day xung huyét do; 1 diém cho
chdm loét nho (<3mm); 1,5 diém cho vét xuat huyét; 2 diém cho vét loét kich
thude tir 3 dén 5 mm; va 3 diém cho vét loét kich thuéc trén 5 mm.

Chi sb loét dugc danh gia theo cong thirc:

Ul=UN+US+UPx10"

Trong d6, UI (Ulcer Index) 14 chi s6 loét; UN (Average number of ulcers
per animal) 14 s vét loét trung binh trén mdi dong vat; US (Average number
of severity score) 1a trung binh cta diém ton thuong; UP (Percentage of
animals with ulcers) 1 phan tram sé dong vat bi loét.

+ Phan tram tc ché loét: duoc tinh theo cong thirc

(Ulc - Uly)

| (%) = x 100 (%)
Ulc

Trong d6 I (%) 1a phan trim tc ché loét; Ulc 1a chi s6 loét ¢ 16 ching
gay loét; Ul 1a chi s6 loét 16 ding thude.

- Panh gia ton thuong mo bénh hoc

Mau mo da day dugc ¢d dinh trong dung dich formalin dém trung tinh
trong 24h, sau d6 duoc dic khoi paraffin va cat 1at day 5 pm 1am tiéu ban nhuom
HE. Soi tiéu ban trén kinh hién vi danh gia cac thay d6i mé bénh hoc cua da day
chudt o cac 16 [45].
2.2.2. Pdnh gid tic dung gidm dau cia bai thuéc “Sai ho so can thang”
két hop “O béi thang” trén thuc nghigm.
2.2.2.1. Danh gia tac dung giam dau theo phuwong phdap mam nong (Hotplate)
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Tac dung giam dau trung wong cua bai thudc dugc danh gia trén chudt
nhét tring theo phuong phap mam néng (Hotplate), dugc mo ta bai Woolfe.
G va Mc Donald. A.D., (1944) [46].

Chu6t nhat trang chia ngiu nhién 1am 4 16, mdi 16 10 con.

+ L6 1 (chimg sinh 1y): udng nude cét, thé tich 10ml/kg/ngay.

+ L6 2 (tham chiéu): uéng Paracetamol liéu 180 mg/kg/ngay.

+ 1.6 3 (tri 1): Udng thudc nghién ctru lidu 15,84 g/kg/ngay.

+ 1.6 4 (tri 2): Udng thudc nghién ciru lidu 31,68 g/kg/ngay.

Chudt ¢ 16 1 duoc udng nude cat lidu 10ml/kg/ngay, chudt & 16 2 duoc
uéng Paracetamol liéu 180 mg/kg/ngay, chudt ¢ 16 3, 4 dugc udng thude
nghién cau liéu 15,84 g/kg/ngay va 31,68 g/kg/ngay mdi ngay 1 lan vao budi
sang trong 5 ngay lién tuc.

Nguyén ly ctia phuong phap nghién ctru dugc mo ta nhu sau:

- Chudt dugc dat 18n mam néng c6 nhiét do 6n dinh ¢ 56°C ciia May do
dau ban nong, lanh. Ban chan chudt sau mot thoi gian tiép xuc véi nhiét do
nay s& c6 cam giac dau. Khi cam giac dau xuat hién va truyén vé ndo bo cua
chudt, chudt sé co dap tng véi cam giac dau bang cach dua ban chan Ién liém
dé giam dau. Chi khi chudt dua ban chan sau 1én liém méi duoc tinh, khdng
tinh khi chudt dua chan trudc Ién liém. Piéu nay duogc giai thich vi dua chan
trudc 18n liém 13 hanh vi binh thuong cta chudt, con duoc goi 1a hanh vi 1am
duyén. Chuot thuong xuyén dua chan trudc 1én vubt ve rau, mép va liém chan
trudéc ma khong lién quan gi dén cam giac dau dé 1ong ban chan.

- Thoi gian tir khi chudt duge dat 18n ban nong dén khi chudt dua chan
sau 1én liém goi la thoi gian tiém. Thoi gian tiém cang dai ching to hoac 14
nguong dau cua chudt cao hon nén phai thoi gian 1au hon mdi c6 cam nhan

dau, hoic la kha niang chiu dau (dung nap dau) cua chudt tot hon nén dap tng
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v6i cam gidc dau cham hon. Vi vay, thudc cé tac dung giam dau s& 1am kéo
dai thoi gian tiém.

- Céc thudc c6 tac dung giam dau trung wong sé& thé hién tac dung trén
md hinh nay, vi vay md hinh nay 1a mé hinh sang loc cac thudc cé tac dung
giam dau trung wong. Paracetamol ciing thé hién tac dung giam dau trén mo
hinh nay va duoc st dung 1am thudc tham chiéu trong nghién cuu.

Trong nghién ctru nay, dé danh gia tic dung giam dau cta ché pham,
thoi gian tiém duge do tai hai thoi diém: trude khi cho chudt ung thude thir
va sau khi cho chudt udng thude thtr 5 ngay.

- Trudc khi cho chudt ubng thudc: tién hanh do thoi gian tiém cua ting
chudt, loai bo nhitng chudt phan tng trude 8 gidy va sau 30 giay.

- Sau khi cho chudt udng thudc thir 5 ngay: vao ngay tht 5, sau khi chudt
udng thube lan cudi 1 gio hodc sau khi udng Paracetamol 30 phut, dat chudt
lén mam ndng c6 nhiét d6 6n dinh & 56°C cua May do dau ban néng, lanh dé
do thai gian tiém cua ting chudt ¢ céc 16 nghién chu.

Panh gia tac dung giam dau thong qua chi tiéu muc tang thoi gian tiém.
So sanh giira cac 16 voi nhau, tinh phan tram kéo dai thoi gian tiém.
2.2.2.2. Bdnh gid tic dung giam dau ciia bai thuéc theo phwong phdp gady
dau qudn bang acid acetic (phwong phdp Koster)

Tac dung giam dau ngoai Vi cta thudc nghién ctru duoc danh gia trén
chudt nhit trang theo phuong phap ciia Koster va cs (1959) [47]. Céc thudc c6
tac dung giam dau ngoai vi (aspirin, diclofenac...) s& thé hién tac dung trén
mo hinh nay.

Chu6t nhat trang chia ngiu nhién 1am 4 16, mdi 16 10 con.

+ 16 1 (16 chimg): Udng nudc cat, thé tich 10 ml/kg/ngay.

+ L6 2 (16 tham chiéu): Udng Aspirin liéu 200 mg/kg/ngay.

+ 16 3 (tri 1): Udng thudc nghién ciru lidu 15,84 g/kg/ngay
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+ 1.0 4 (tri 2): Udng thude nghién ciru lidu 31,68 g/kg/ngay.

Chudt duoc udng thube hodc nude cat 7 ngay lién tuc, vao mot gio ¢d
dinh (8h sang).

Ngay thtr 8, sau khi dung thudc 60 phut, tién hanh gy dau quin bang
cach tiém phic mac dung dich acid acetic 0,6% liéu 0,1 ml/ 10g thé trong.
Chuot s& xuat hién nhiing con dau quan biéu hién nhu thop bung lai, ap bung
xubng san, dudi dai than va chin sau. Pém sb con dau quan mdi 5 phut ké tir
khi tiém acid acetic. So sanh két qua giita cac 16 nghién ctru, tinh % tc ché
dau quan theo cong thuec:

D, — Dy

A% = CD x 100
C

Trong d6: A% la ti 1& giam s6 con dau quan cua 16 thtr thude; De 1a sd
con dau quin cua 16 chimg sinh 1y; Dt 1a s6 con dau quin caa 16 thir thube.
2.3. Pia diém va thoi gian nghién ciru
2.3.1. Pia diém nghién ciru

B mon Dugc 1y — Hoc vién Quan y
2.3.2. Theai gian nghién caru

Thang 4/2023 dén thang 10/2023
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2.4. So' d6 nghién ctru

Sai ho so can
thang két hop O
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2.5. Xir Iy s6 liéu

Céc sb liéu dugc xir Iy theo cac phuong phéap théng ké y sinh hoc, so
sanh bang ANOVA test stt dung phan mém SPSS 20.0. Su khac biét c6 y
nghia thong ké khi p < 0,05.
2.6. Dao dirc trong nghién ciru

Puoc su cho phép cua Hoi dong thong qua dé cuong Hoc vién Y — Duoc
hoc ¢ truyén Viét Nam.

Nghién ctru dugc thuc hién trén chudt céng tréng va chudt nhat tréng, s6
luong dong vat sir dung trong cac mé hinh thi nghiém dugc han ché ¢ murc tbi
thiéu, du dé thu duoc két qua dam bao do tin ciy va da xu 1y thong ké.

Nhitng chudt chét trong qua trinh lam thi nghiém (néu cd) va sb chuot
sau khi thi nghiém hoan thanh déu duoc xur 1y theo dung quy dinh [48], [49].

Viéc lya chon dong vat thi nghiém, diéu kién nudi, chim soc va st dung
dong vat déu tuan thu chit ché theo quy dinh chung trong nghién ctru y sinh

hoc [48], [49].
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Chuong 3
KET QUA NGHIEN CUU

3.1. Két qua danh gia tac dung chong loét da day ciia bai thudc “Sai ho so
can thang” két hop “O bdi thang” trén thwe nghiém
3.1.1. Tac dung cia bai thusc 1&n céc chi tieu ddnh gid chive ning bai tiét
dich vi

Két qud nghién cieu duroc trinh bay & bang 3.1, bang 3.2, bang 3.3 va bang 3.4:

Bing 3.1. Tic dung ciia bdi thuoc Ién thé tich dich vi ciia chudt nghién ciru

. L, Thé tich dich | Psovéi | Psovéi | P sovéi
L6 nghién cau y

vi (m1/1009) @) ) 3)
Changsinnly | (1) | 0,456 % 0,079 - <0,05 | >0,05
M6 hinh (2) | 0,589 +0,083 | <0,01 <0,05

Thuocthamchicu | (3) | 0,490+0,069 | >0,05 | <0,05 -
Thuocﬁr‘é%h'le” Cwt @) | 0497 +0,075 | >005 | <005 | >0,05
Thuoc nghién cau

liéu 2

(5) | 0483+0,081 | >0,05 | <005 | >0,05

Nhan xet:

- So véi 16 chimg sinh 1y, thé tich dich vi ctia 16 md hinh tang cao co ¥
nghia théng ké vai p < 0,01.

- So voi 16 mo hinh, thé tich dich vi ctia cac 16 thubc tham chiéu
(Omeprazol) va thudc nghién ctru déu giam co y nghia théng ké voi p < 0,05.
Thudc tham chiéu va thudc nghién ctru ¢ cac muc lidu da ding déu co tac
dung lam giam sy tang thé tich dich vi.

- So v6i 16 thude tham chiéu, thé tich dich vi ¢ 16 dung thubc nghién cau
muc lidu 1 va 2 khéac biét khong co y nghia thong ké (p > 0,05). Thudc nghién
Ctru & ca 2 muc liéu dung c6 tac dung 1am giam thé tich dich vi twong dwong
so v6i 16 thude tham chiéu Omeprazol liéu 20 mg/kg/ngay.

- So sanh gitta hai 16 dung thudc nghién ctu, & 16 mic lidu cao thé tich dich

vi it hon chua c6 ¥ nghia thong ké so véi & 16 ding muc lidu thap (p > 0,05).
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Bing 3.2. Tic dung ciia bai thuéc 1én pH dich vi ciia chudt nghién ciru

Psovoi | Psovol | P sovoi

L6 nghién cau pH dich vi
1) ) 3)
Chung sinhly | (1) 3,64 +0,39 - <0,01 > 0,05
M4 hinh (2) 2,76 £ 0,41 < 0,001 - <0,01

Thudc tham chiéu | (3) 3,39+ 0,45 >0,05 | <0,01 -

Thudc nghién
. 4) 3,35+ 0,52 > 0,05 <0,05 > 0,05
cuu lieu 1

Thudc nghién
. (5) 3,43 +0,61 > 0,05 < 0,05 > 0,05
cuu liéu 2

Nhan xet:

- So véi 16 ching sinh 1y, pH dich vi ctia 16 mé hinh thap hon c6 y nghia
théng ké véi p < 0,001.

- So v6i 16 mo hinh, pH dich vi cta cac 16 thuéc tham chiéu (Omeprazol)
va thudc nghién ctru déu ting c6 y nghia théng k& (p < 0,01 va p < 0,05).
Thudc tham chiéu va thudc nghién ctru & cac muc liéu da dung déu co tac
dung lam tang pH da day trén chuot gay loét.

- So voi 16 thude tham chiéu, pH dich vi ¢ cac 16 dung thubc nghién cau
khac biét khong c6 y nghia thong ké (p > 0,05). Thudc nghién cau & ca 2
mure lidu dung déu c6 tac dung lam ting pH dich vi twong duong so véi thudc
tham chiéu Omeprazol liéu 20 mg/kg/ngay.

- So sanh giita hai 16 dung thudc nghién cau, ¢ 16 mirc lidu cao pH dich vi

cao hon chua c6 ¥ nghia théng ké so véi ¢ 16 dung mure lidu thap (p > 0,05).
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Bing 3.3. Tdc dung ciia bai thuoc lén dp acid tw do ciia dich vi

N A, Do acidtwdo | Psovol| Psovoi | Psovei
L6 nghién cau ’ :

(Meq/1/100g) (1) @) 3)
Changsinhly | (1) | 10,15+1,12 - <0,001 | >0,05
M6 hinh 2) | 1361+154 |<0,001 - <0,01

Thudc tham chiéu | (3) 10,98+1,25 | >0,05 | <0,01 -

Thudc nghién

ottt lidy 1 (4) 11,21 +1,41 >0,05 | <0,01 > 0,05

Thudc nghién

ctiu lidu 2 (5) | 1063+138 | >005| <001 | >005

Nhan xet:

- So v&i 16 ching sinh 1y, d6 acid tu do cua dich vi ¢ 16 md hinh cao hon
c¢6 ¥ nghia thong ké vai p < 0,001.

- So v6i 16 mé hinh, d¢ acid ty do cua dich vi & cac 16 thude tham chiéu
(Omeprazol) va thudc nghién ctru déu giam c6é ¥ nghia thong ké (p < 0,01).
Thudc tham chiéu va thudc nghién ctru ¢ cac muc lidu da ding déu co tac
dung lam giam acid tu do cua dich vi trén chudt gay loét.

- So véi 16 thudc tham chiéu, do acid tu do cua dich vi ¢ cac 16 dung
thudc nghién ctru khac biét khéng co ¥ nghia théng ké (p > 0,05). Thude
nghién ctru ¢ ca 2 mirc liéu dung déu c6 tac dung lam giam acid tu do cia
dich vi twong duong so voi thue tham chiéu Omeprazol liéu 20 mg/ kg/ngay.

- So sanh giita hai 16 dung thudc nghién ctru, ¢ 16 muc liéu cao d6 acid
tu do ctia dich vi thdp hon chua c6 ¥ nghia théng ké so véi ¢ 16 dung mirc

lidu thip (p > 0,05).
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Bing 3.4. Tic dung ciia bai thuéc lén dé acid toan phan ciia dich vi

.| Deacidtoanphan | pey\si | psovei | Pso
L6 nghién cau ‘s
(Meg/1/100g) (1) (2) | vei (3)
Chungsinhly |(1)| 21,12+235 i <0,001 | >0,05
M hinh @)|  2661+2,97 < 0,001 i <0,01
Thudc tham chiéu | (3) 22,85 + 2,46 >0,05 | <0,01 -
Thuoe nghien | ) | 9316+ 2,5 >005 | <005 |>0,05
cuu liéu 1
Thuoe nghien oy | 99 69 49 38 >0,05 | <001 |>0,05
cuu liéu 2
Nhan xet:

- So v6i 16 chtng sinh 1y, do acid toan phan cta dich vi ¢ 16 ching gay
loét cao hon ¢ ¥ nghia thong ké véi p < 0,001.

- So véi 16 ching gay loét, d6 acid toan phan cua dich vi ¢ cac 16 thudce
tham chiéu (Omeprazol) va thudc nghién ctru déu giam cé ¥ nghia thong ké (p <
0,01 va p < 0,05). Thudc tham chiéu va thudc nghién ctru ¢ cac muc licu da
ding déu co tac dung lam giam acid toan phan cua dich vi trén chudt gay loét.

- So véi 16 thube tham chiéu, d6 acid toan phﬁn cua dich vi ¢ cac 16
dung thudc nghién ctru khac biét khong co ¥ nghia thdng ké (p > 0,05). Thude
nghién ctru & ca 2 muc lidu dung déu c6 tac dung lam giam acid toan phan
cta dich vi twong duong so véi thudc tham chiéu Omeprazol licu 20 mg/kg/
ngay.

- So séanh giira hai 16 dung thudc nghién ctru, ¢ 16 murc lidu cao do acid
toan phan cua dich vi thip hon chwa c6 ¥ nghia théng ké so véi ¢ 16 dung
mure liéu thap (p > 0,05).
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3.1.2. Tac dung cia bai thuéc 1én cac chi tiéu danh gid ton thwong loét
Két qua nghién cizu diroc trinh bay ¢ bang 3.5:

Bing 3.5. Tdc dung ciia bai thudc lén cdc chi tiéu ddnh gid ton thwong 0ét

X S6 chudt khong phat
R " . Phan tram
L6 nghién cau Chi so loet o hién loét/téng s6

uc che loét : "

chugt

Chtng sinh Iy | Khong co vét loét - 10/10

MO hinh 18,35 + 5,54 - 0/10

Thudcthamchiéu | 11,65 + 4,44** 36,51 4/10

Thuoc nghien | 4 45 4 4 g1 28,88 3/10
cuu liéu 1

Thuoe nghien |41 5 4 4 g 37.33 4/10
cuu liéu 2

* Pso véi mé hink < 0,05, ** Dyo v6i mo nimn < 0,01
Nhan xet:

- L6 1 (16 chtng sinh 1y): tat ca cac chudt déu khong quan sat thiy 6 loét,
da day hoan toan binh thuong.

- L6 2 (16 m6 hinh): quan sat thay cac 6 loét da day & toan bd chuot. Chi
sb loét danh gia theo V. Prasanth Reddy la 18,35 + 5,54.

- Lo 3 (16 thudc tham chiéu): Chudt duoc cho udng Omeprazol liéu 20
mg/kg/ngdy: loét xuat hién & 6/10 chudt; chi sb loét giam co y nghia thong ké
so v6i 16 mé hinh voi p < 0,01; phan tram tc ché 1oét 1a 36,51%.

- L6 4 (thude nghién ctru lidu 1): Chudt duge cho udng thudc nghién ciu
lidu 9,24g dugc lieu khd/kg/ngay: loét xuat hién & 7/10 chudt; chi sd loét
giam c6 ¥ nghia thong ké so v&i 16 mé hinh véi p < 0,05; phan tram Grc ché
loét la 28,88%.

- L6 5 (thudc nghién ctu lidu 2): Chudt duge cho udng thube nghién ciu
lidu 18,48g dugc liéu kho/kg/ngay: loét xuat hién & 6/10 chudt; chi sb loét
giam c6 y nghia thong ké so v&i 16 mé hinh véi p < 0,01; phan tram {rc ché
loét la 37,33%.
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3.1.3. Két qud dai thé va md bénh hec da day cia chudt thi nghiém

AR ¥ ) [

Hinh 3.1. Hinh dnh dai thé da day
chugt quan sat qua kinh lap.
A. L0 chang sinh ly (chuét 5); B. L6
moé hinh (chudt 12); C. L6 Omeprazol
(chuot 24); D. L6 thuéc NC liéu 1
(chuot 36); E. L& thudc NC liéu 2
(chudt 45). Mili tén mau xanh chi 6
loét, miii tén mau vang chi Xxung

huyét.

Nhan xét anh: Niém mac da day chuét 16 ching sinh 1y binh thuong, khong co
ton thuong (anh 3.1A). Niém mac da day chudt 16 mo hinh c6 ton thuong loét
(miii tén mau xanh) va xung huyét (mii #n mau vang) (anh 3.1B). Niém mac da
day chudt & cac 16 dung Omeprazol ciing nhu & hai 16 dung thudc nghién ctru
giam rod cac biéu hién tén thuong so véi hinh anh niém mac da day chudt & 16 mo

hinh (4nh 3.1 C, D, E).
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Hinh 3.2. Hinh dnh dai thé da
day chuét quan sat qua kinh hién
Vi soi nai.

A. L6 chung sinh ly (chudt 6); B. Lo
mé hinh (chuot 15); C. L6
Omeprazol (chuot 27); D. L6 thudc
NC liéu 1 (chudt 32); E. L6 thudc
NC liéu 2 (chudt 42). Miii tén mau
xanh chi 6 loét, miii tén mau vang

chi xung huyét.

Nhan xét z’m: Niém mac da day chudt 16 ching sinh 1y binh thuong, khong co
t6n thuong (anh 3.2 A). Niém mac da day chudt 16 mé hinh c6 tén thuong loét
(miii tén mau xanh) va xung huyét (miii tén mau vang) (anh 3.2 B). Niém mac da
day chuot ¢ cac 16 ding Omeprazol ciing nhu & hai 16 ding thudc nghién ctru
giam 10 cac biéu hién ton thuong so véi hinh dnh ni€ém mac da day chudt ¢ 16 mo

hinh (4nh 3.2 C, D, E).
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chugt nhugm HE ( x 400).
A. L6 chang sinh ly (chuot 9); B. L6 md

hinh (chugt 18); C. L6 Omeprazole
(chuét 25); D. L6 thudc NC liéu 1 (chuét
33); E. L6 thuéc NC liéu 2 (chudt 46).

Miii tén mau xanh chi 6 loét.

Nhan xét anh: Niém mac da day chudt 16 chiing sinh 1y binh thuong, khong
c6 ton thuong (anh 3.3 A). Niém mac da day chudt 16 mé hinh cé ton thuong
loét biéu hién niém mac da day bi thoai hoa, bong troc 16p biéu md (miii tén
mau xanh) (anh 3.3 B). Niém mac da day chudt ¢ cac 16 dung Omeprazol
cling nhu & hai 16 dung thudc nghién ctru giam rd cac biéu hién t6n thuong so
v6i hinh anh niém mac da day chudt ¢ 16 mo hinh (anh 3.3 C, D, E).
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3.2. Két qua danh gia tac dung giam dau ciia bai thudc “Sai hd so can
thang” két hop “O boi thang” trén thue nghiém
3.2.1. Két quda nghién cieu tac dung gidgm dau theo phwong phdp mém néng
(Hotplate)
Két qud nghién ciru duwoc trinh bay ¢ bang 3.6:
Bing 3.6: Tdic dung ciia thuéc nghién civu téi thoi gian tiém ciia chugt

nhit tring

Thoi gian tiém trong dap ng véi dau (gidy) Do
L6 nghién ctu |, 799 UONG | say ubng thudc nghién ciru (b) o
thuoc nghién _ (e sau
ciru (a) Mean +SD | % tangso voi (1) (Po-2)
Chingsinhly (1) |13,82+2,19 | 13,38 +£2,05 - > 0,05
Paracetamol (2) 113,16 1,68 | 17,16 + 3,32 28,25 % < 0,05
X v 0
T!’]UO.(:: nghién 3) 12,97 +2,41 | 16,64 +2,93 24,36 % <005
cau licu 1
Thudc nghién () 1401 +2,74 | 16,95% 2,26 26,68 % <0,05
cuu licu 2
Pso sanh giira cc 1o P>0,05 |P341<0,05 pss»>0,05ps4>0,05 -
Nhan xét:

- Trudc khi udng thudc nghién ctru: thoi gian tiém trong dap tmg voi dau cia
chudt & cac 16 nghién ciru khong c6 sy khéc biét co ¥ nghia théng ké (p > 0,05).

- Sau udng thubc nghién ctru:

+ So sanh giira cac 16 v6i nhau: Thoi gian tiém trong dap tmg véi dau
ctia chudt & cac 16 dung thudc nghién ctiu (ca 2 murc lidu) dai hon c6 ¥ nghia
théng ké so véi ¢ 16 ching sinh 1y v6i p < 0,05. Thude nghién ctru dung udng
liéu 15,84 g/kg/ngay va 31,68 g/kg/ngay da thé hién tic dung giam dau khi
thur theo phuong phap mam nong (Hotplate). Tac dung nay tuong duong so
v6i Paracetamol lidu 180 mg/kg (psar > 0,05). Thoi gian tiém trong dap tng
dau cua chudt ¢ 16 dung thude nghién ctru lidu cao so v6i ¢ 16 dung thude
nghién ciru liéu thap, dai hon chua c6 y nghia théng ké (ps.4 > 0,05).

+ So sanh trong timg 16, thoi gian tiém trong dap Gng dau cta chudt &
cac 16 dung thube nghién ciru (ca 2 muc liéu) tai thoi diém sau udng thudce dai
hon c6 ¥ nghia thong ké so vdi tai thoi diém trude udng thude vai p < 0,05.
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3.2.2. Két qud nghién ciru tac dung gidm dau ciia bai thuéc theo phwong
phap gay dau quan béing acid acetic (phwong phdp Koster)
3.2.2.1. Thoi gian tiém xudt hién dap ving véi dau cia chugt

Két qua diroc trinh bay ¢ bdng 3.7:

Bing 3.7. Anh hwéng ciia thuéc nghién civu t6i thoi gian xudt hién dau qudn

Thoi gian Thoi gian Trung binh thoi gian xuét
L6 nghién | xuéthiéndau | xudt hién hién dau (gidy)
ciru sémnhat | dautré nhat | Mean = SD p
(giay) (giay)
281,90
L6 chung (1) 181 369
+ 65,82
Aspirin (2) 269 483 30050 % 0,05
spirin 1< 0,
P 8216 P234-1
P342>0,05
352,80
Lotril(3) 258 474 Ps.4> 0,05
+ 79,24
360,80
Lotri2 (4) 263 495
+ 86,22
Két qua bang 3.7 cho théy:

- Thoi gian xuat hién dau quin sém nhat ciing nhu thoi gian xuat hién
dau quan tré nhat & cac 16 dung thude déu Ion hon so vai & 16 chang sinh ly.

- So véi 16 chimg, cac 16 dung thudc nghién cau va 16 dung thudc tham
chiéu Aspirin co trung binh thoi gian xuét hién dau 16n hon ¢ y nghia thong ké
(p < 0,05).

Nhu vay, thudc nghién cau va thude tham chiéu Aspirin déu thé hién tac
dung lam thoi gian xuét hién dau quin mudn hon so véi 16 ching.

- So v6i 16 tham chiéu dung Aspirin, cac 16 ding thudc nghién ctu co
trung binh thoi gian xuét hién dau sau tiém acid acetic 1a twong dwong, khong
c6 su khac biét c6 ¥ nghia théng ké (p > 0,05).
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3.2.3.2. Két qua danh gid so con dau qudn trong tirng khodng thoi gian 5 phiit
sau tiém acid acetic
Két qua dwoc thé hién ¢ bang 3.8 va biéu do 3.1:
Bing 3.8. Anh huwéng ciia thuéc nghién civu t6i sé6 con dau quin 6 moi

khodng thoi gian 5 phut sau tiém acid acetic

S6 con dau quiin trong cic khoing thoi gian 5 phit sau tiém

A n acid acetic.
L6 nghién

curu
10-15 15-20 20—25

0-5phat | 5-10phuat ) ) )
phat phat phut

Lochang (1) | 230+211 | 11,40+259 | 1240+237 | 10904223 | 890+269

Lo Aspirin (2) | 080114 | 860+222 | 970+231 | 850+207 | 710256

Lotril(3) 1,00+094 | 910+213 | 1010+233 | 880+199 | 740+237

Lotri2 (4) 090+099 | 880+225 | 950+222 | 8§20+210 | 700+221

P234-1> 0,05 | P2321<0,05 | P2341<0,05 | P2341<0,05 | p23s1>0,05

P P34-2>0,05; | P342>0,05; | Psaz>0,05; | P3az2>0,05; | P3az>0,05;
Ps4> 0,05 P34>005 | pP34>005 | p34>005 | p34>005
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Nhan xét: Két qua bang 3.8 cho thay:

Trong ca 5 khoang thoi gian do, sé con dau quin ¢ cac 16 dung thudc
nghién ciru va 16 tham chiéu ludn nhé hon so voi 16 chimg sinh 1y. Tuy nhién,
tai cac khoang thoi gian do 0-5 phut va 20-25 phat, su khac biét chua dat y
nghia théng ké (p > 0,05). Tai cac khoang thoi gian do 5-10 phat, 10-15 phut
va 15-20 phdt, sy khac biét dat ¥ nghia thdng ké vai p < 0,05.

3.2.3.4. Két qua dénh gid tong s6 con dau qudn trong 25 phiit sau tiém acid acetic
Két qua dwoc trinh bay ¢ bang 3.9:
Bing 3.9. Anh hwéng ciia thuéc nghién civu tdi tong sé con dau qudn trong

25 phut sau tiém acid acetic

) 2 1A (0 en X
L6 nghién | So con dau quan trong 25 phat sau h le(/").glam s?.c?n
: " . : dau quan so voi lo
clru tiém acid acetic AN
chimg sinh ly
Lo ching (1) 45,90 + 10,05 -
L6 Aspirin (2) 34,70+ 7,70 24,20 %
Lo tri 1 (3) 36,40 £ 6,75 20,70 %
Lo tri 2 (4) 34,40 + 8,06 25,05 %
P P2:34-1< 0,05; pP34-2>0,05; p3.4> 0,05 -
Nhéan xét:

- So vo&i 16 chtng, s6 con dau quin trong ca 25 phat sau tiém acid acetic
& ca 2 16 dung thudc nghién cau lidu 1, liéu 2 va 16 dung thudc tham chiéu
Aspirin déu nhé hon c6 y nghia thong ké voi p < 0,05. Tinh toan ¢ trong
khoang thoi gian 25 phdt nay, ti 1é phan traim 1am giam s6 con dau quin ¢ 16
ding Aspirin liéu 200 mg/kg/ngay, va cac 16 dung thudc nghién ctu ca 2 mirc
liéu 15,84 g/kg/ngay va 31,68 g/kg/ngay, lan luot 1a 24,20 %; 20,70 %:; va
25,05 %.
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- So v6i 16 tham chiéu dung Aspirine liéu 200 mg/kg/ngay, s6 con dau
quan trong ca 25 pht sau tiém acid acetic ¢ cac 16 dung thudc nghién cau ca
2 mic liéu khong c6 su khac biét c¢o ¥ nghia thong ké (p3 4., > 0,05).

- So vé6i ¢ 16 dung thude nghién cau lidu thap, & 16 dung thudc nghién ctu
liéu cao c6 sé con dau quin trong ca 25 phdt sau tiém acid acetic it hon chua co ¥

nghia théng ké (ps.> 0,05).
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Chuong 4
BAN LUAN

4.1. Vé tac dung chong loét da day ciia bai thudc “Sai ho so can thang”
két hop “O bdi thang” trén thuc nghiém
4.1.1. M6 hinh gay loét dg day bang Aspirin

Viém loét da day la bénh Iy thuong gap cua duong tiéu hoa, trong do co su
mat can bang gitta cac yéu t6 tan cong va yéu té bao vé. Trén thé gisi co nhiéu
mo hinh thuc nghiém gay loét da day bang cac tac nhan nhu thudc chong viém,
giam dau khong steroid (indomethacin), glucocorticoid, ethanol, serotonin,
histamin, cysteamin, phau thuat that mén vi [50]. Takeuchi va cong su (1986)
dua ra mo hinh loét ta trang bang cach tiém dudi da indomethacin 5 mg/kg mot
lan duy nhat sau d6 tiém dudi da histamin hidydrochlorid 40 mg/kg ba lan cach
nhau 2,5 gid, két qua cho thay gay loét rd & 100% chudt [51].

Trong nghién ctu ndy, ching téi dung md hinh gay loét da day bang
Aspirin vi dé thyuc hién va cd hiéu qua cao, duoc str dung rong rai trong céac
nghién ctru gay loét da day.

Muac d6 loét da day duoc danh gia qua sd chudt bi loét, sé 6 loét
va mirc do ning cua tén thuong loét. Theo két qua cua nghién ctu nay, chudt
dugc udng Aspirin 200 mg/kg/ngay trong 5 ngay lién tiép da 1am giam mic
d6 loét rd rét so vai chudt ¢ 16 mé hinh vé cac chi s6 danh gia. Bén canh do,
mac di 90 —100% chudt ubng bai thude “Sai hd so can thang” két hop “O bodi
thang” (thudc nghién ciu) 2 mic lidu déu xuat hién hinh anh loét da day, tuy
nhién s6 6 loét va chi s6 loét c6 xu huéng giam so véi 16 md hinh. Hinh anh
giai phau bénh cang thé hién mac do tén thuong nhe hon ¢ cac 16 duoc diéu
tri bang Omeprazol va thudc nghién ctu véi nhiéu ving niém mac binh
thuong, it s6 6 1oét sdu sat co niém, it thim nhiém té bao lympho va cac té
bao it thoai hoa hon.
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4.1.2. TAc dung dén chike nang bai tiét dich vi trong dg day

T trude dén nay di c6 nhiéu gia thuyét giai thich su hinh thanh va phét ton
thuong tai 0 loét. Thuyét huyét quan Wirchov, thuyét in mon cta Claude
Bernard, thuyét co gii cua Aschof, thuyét viém, thuyét réi loan chuyén hoa,
thuyét than kinh thyc vat... Nhung cudi cting, ngudi ta nhan thay rang 6 loét phat
trién 1a hau qua cua sy mat can bang gitra yéu to tan cong va yéu tb bao vé. Moi
qua trinh 1am cho yéu t6 tin cong ting 1én va yéu té bao vé khong dugc cang ¢b
hodc yéu t6 bao vé giam sit ma khdng cé su suy yéu tuong tng cia yéu tb tan
céng hozc ca hai 1am cho ton thuong khong duoc sira chita dan dén loét da day.
Cac yéu t6 tan cong: Acid, pepsin, xoin khuan Helicobacter Pylori, NSAIDs,
Corticoid, pH thap, cudng phd giao cam giy ting tiét dich vi...; Cac yéu tb bao
vé: Chat nhay, HCO3, hang rao niém mac [52], [53], [54].

Trong nghién cau ndy, cac chi sé nghién ciu vé thé tich dich da day, pH,
d6 acid ty do va d6 acid toan phan da duoc danh gia. Sy gia tang luong acid
va lugng dich trong da day 1a mot yéu té ting nguy co gy viém loét da day.
Két qua bang 3.1 cho thay thé tich dich vi & nhém udng thudc nghién ctu ca
hai liéu cho thay c6 xu huéng giam dang ké so véi 16 mo hinh (p < 0,05). Co
ché gay ton thuong niém mac: pH thap, Aspirin thanh mét dang khéng ion, c6
thé van chuyén qua mang té bao, lam ting tinh thim mang té bao véi Na+,
Ca2+, nudc, lam té bao cing to va chét. Té bao bé mat chét cho phép khuéch
tan nguoC cua acid, pepsin, Aspirin vao bé mat, lan dau tién duoc dé cap boi
Davenport. Ngoai ra su ton thuong té bao mast, bach cau da nhan trung tinh,
té bao noi mo, 1am giai phong cac chat trung gian viém gay ton thuong mao
mach, bach ciu da nhan trung tinh gay thdm nhap té bao noéi md, co mach,
gay thiéu mau cuc bo, hoai tir t& bao [55], [56]. Két qua trong bang 3.2 cho
thay: so véi 16 md hinh do pH & nhdm ding thudc nghién ciu & ca 2 lidu tang

c¢6 y nghia théng ké (p < 0,05). Tinh acid 1a yéu té anh hudng tryc tiép dén do
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pH, acid clohydric 12 tAc nhan chinh anh huong dén do pH dich da day. O loai
dong vat gam nham c6 nhiéu sinh vat cong sinh trong da day, cac vi sinh vat
nay tiét ra cac acid hitu co nhu acid lactic, acid axetic... Pay 1a cac acid yéu
g6p phan lam thay d6i d6 pH cua dich vi. Do d6, viéc danh gia do acid trong
dich vi doi hoi phai xac dinh ndng do cua ca acid hitu co va acid clohydric va
dugc danh gia thong qua 2 chi s6 d6 acid tu do va do acid toan phan cua dich
vi. Két qua nghién ctu trong bang 3.3, do acid ty do ¢ nhém dung thudc
nghién ctu & ca 2 muc lidu c6 xu hudng giam so véi 16 md hinh; Két qua
nghién cau trong bang 3.4 cho thdy do acid toan phan cho thay giam co y
nghia thong ké & ca 2 nhém udng thudc nghién cau (p < 0,01).

4.1.3. TAc dung dén tén thwong loét

4.1.3.1. Tac dung cua thuoc nghién cizu dén chi so loét

Theo bang 3.5, L& chudt udng Omeprazol 20 mg/kg/ngay loét xuat hién
& 6/10 chuot; chi s6 loét giam c6 ¥ nghia théng ké so véi 16 md hinh (p <
0,01); phan tram tc ché loét 12 36,51 %. Lo chudt uéng thudc nghién ctu & ca
2 muc lidu 9,24g/kg/ngay va 18,48g/kg/ngay lam giam dang ké chi sb loét
trung binh ¢ y nghia thong ké so véi 16 md hinh (p < 0,05).

Tur két qua nghién cau c6 thé két luan chung toi da thuc hién thanh cong
mo hinh gay loét da day trén dong vat thuc nghiém va mé hinh du tin cay dé
danh gia tac dung cua céac bai thudc trong tha nghiém. Trong nghién cuu,
ching tdi chon, Omeprazol 1am thudc d6i ching dwong. Thudc tc ché bom
proton (PPI) thuong duoc sir dung dong thoi véi NSAID dé giam céc tac
dung phu trén duong tiéu héa do NSAID gay ra [57]. Viéc st dung dong thoi
nay thudong duoc coi la an toan va duoc dua vao nhiéu huéng dan ké don
NSAID. Omeprazol 1a mot chat tc ché bom proton va nhu vay ngan chin su
giai phong axit da day. Dya trén nghién ctiu hiéu qua diéu tri caa thudc trong

nhom PPI, chung t6i dd chon Omeprazol 1am thubc chitng duong [58].


https://vi.wikipedia.org/w/index.php?title=Ch%E1%BA%A5t_%E1%BB%A9c_ch%E1%BA%BF_b%C6%A1m_proton&action=edit&redlink=1
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Trong nghién cuu cia Koji Takeuchi va Kenji Nagahama, nhém chuét
st dung esomeprazol (10 mg/kg/ngay) di giam dang ké dién tich da day bi
ton thuong va luong acid trong da day so vi nhém mé hinh [59]. Nhém
chudt udng esomeprazol (20 mg/kg ngay) trong nghién ctu caa Kenichi
Nakahara va cong su (2014) cho thdy pH va thé tich dich vi déu duoc cai
thién, hinh anh dai thé va vi thé ciing 1am giam ton thuong rd rét [60]. Biéu
d6 cho thay, két qua trong nghién ciu nay tuong dong véi két qua nghién cau
vé PPI cua céc tac gia khéc trén thé gidi.
4.1.3.2. Pdc diém hinh anh dai thé, vi thé da day chuét ¢ mai 16

Hinh anh dai thé, vi thé da day trong md hinh thuc nghiém bang Aspirin
cha yéu 1a ton thuong viém cap. Viém cap tinh 1am bién doi cac cau trdc niém
mac va dudi niém mac cta da day nhu: ¢6 nhiéu ving bi mat niém mac, 16p
tuyén bi thoai hda, c6 cac 6 loét ndng va sau, nhiéu 6 loét cd td chirc thoéi hoa
xubng qua 1ép co niém, nhiéu té bao viém, cac ton thuong vi thé nay rat dic
trung va thé hién rd rét khi 1am xét nghiém vi thé da day. Trén 16 Omeprazol
da s6 hinh anh sung huyét trén dai thé, cling nhu ton thuong viém loét nong,
chua tén thuong dén Iop tuyén sat co niém. Trén 16 thuéc nghién cau liéu
thap c6 hinh anh tén thuong loét tir nong dén sau, rai rac ton thuong sau dén
16p tuyén sat co niém. Trén 16 thuéc nghién ctu lidu cao chi yéu hinh anh
qua san tuyén, nhiéu vang chi c6 niém mac, rai rac cé nhiéu 6 loét néng,
khong thay ton thuong loét sau.

Két qua nghién ctu nay 1a phd hop vai cac nghién cau trude do vé tac
dung bao vé day day do co ché cua tirng loai duoc liéu trong bai thudc:

- O tac ¢bt (mai myc) voi thanh phan cha yéu calci carbonat vén dugc
coi 1a chat trung hoa acid tu nhién va con chua chirin ¢é tac dung l1am lanh vét
thuong do tiang cac yéu td sinh mach [61], [62]. Lifeng Qui va cs (2020)
nghién ctu trén md hinh gay loét da day bang indomethacin cho thay, 6 tac
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cdt liéu 3g/kg gay tang tiét FGF, PGE, va kich hoat cac yéu t6 chdng oxy hoa
tdt hon Omeprazol, ¢ tac dung bao vé niém mac da day chuét [63].

- B6i mau c6 cong dung thanh nhiét, giai dom, tiéu khdi, giam sung tay.
Cac nghién ctru da chi ra rang cac alcaloid, thanh phan hoat chat chinh trong
B&i mau, co tac dung an than, giam dau, ting cudng chirc ning co bop co tron
duong tiéu hoa

- Licorice (dich chiét r& Cam thao) c6 tac dung bao vé niém mac da day
bang cach chdng oxy hoa, ting nong d6 PG ¢ dudng tiéu hoa, ting tiét chat
nhay, chira carbenoxolon 1am giam tiét gastrin, acid [64]. Ngoai ra, licorice
chtra cac flavonoid c6 tac dung wc ché HP trong thi nghiém in vitro, ké ca véi
vi khuan khang clarithromycin va amoxicillin [65]; licorice trong Cam thao
con lam ting nong do prostaglandin ¢ duong tiéu hoa, ting tiét chat nhay,
chtra carbenoxolone 1am giam tiét gastrin [66]. M6t s6 nghién ctu khac cho
thay trong cam thao cé cac terpenoid nhu scopadulcic acid A,B, scopadiol,
scopadulciol, scopadulin, scoparic acids A—C... ¢6 tac dung tc ché su tiét
histamin, dong thoi tc ché bom proton ¢ té bao thanh cua da day tir d6 gilp
lam giam tiét acid dich vi [67]. Thanh phan glycirisin va glycuronic acid c6
trong cam thao con c6 tac dung khang viém, lam giam muac d6 tén thuong
niém mac do acid gay ra [68].

- Bupleuran 2 trong Sai ho c6 tac dung phong ngira va diéu tri loét da
day chuét trén mé hinh gy loét biang acid acetic, ethanol, stress, that mon vi
do lam giam tiét acid va pepsinogen tao thanh 16p &o polysaccharide bao vé
niém mac va don dep céc géc tu do. Tac dung nay khdng phu thuoc lidu va
Xay ra & ca cac duong udng, tiém duéi da, tiém mang bung [69].

- Dich chiét methanol r& Bach thugc ¢ liéu 10 mg/kg c6 tac dung bao vé
da day chuot gay loét bang HCl-ethanol (88,89% so v&i tac dung bao vé caa
chung duong Sucralfat 1a 75,9%). Co ché dugc cho 1a Bach thugc chia
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catechin va pentagalloyglucose c6 tac dung loai bo cac géc tu do, paeoniflorin
tao ra protein soc nhiét Hsp70 1a yéu t noi sinh bao vé té bao khoi cac stress
tr moi truong [70], [71]. Ngoai ra, pentagalloyglucose con wc ché bom
H*/K*-ATPase 1am giam tiét acid dich vi [72].

Nhu vay, véi su phdi hop cua cac loai dugc lidu ké trén bai thude “Sai
hd so can thang” két hop “O bdi thang” d thé hién tac dung chéng loét da
day trén md hinh gay loét bang Asprine & chudt cong trang.

4.2. V& tac dung giam dau ciia bai thudc “Sai ho so can thang” két hop
“Q béi thang” trén thuc nghié¢m.

Trong nghién ctru nay, dé danh gia tac dung giam dau trung wong va tac
dung giam dau ngoai bién cia “Sai ho so can thang” két hop “O boi thang”,
ching t6i sir dung hai md hinh nghién ctu da duoc &p dung pho bién ca trong
nudc va trén thé gioi.

M6 hinh mam néng st dung nhiét 1a tic nhan gy dau nham danh gia tac
dung giam dau trung wong cua thudc va so sanh véi tac dung caa Paracetamol
liu twong dwong 1am sang. Két qua nghién cau cho thiy “Sai hd so can
thang” két hop “O bdi thang” ca hai liéu 15,84 g/kg/ngay va 31,68 g/kg/ngay
thoi gian xuat hién dap tng dau ctia chudt dai hon c6 y nghia théng ké so voi
& 16 chung (p < 0,05). Nhu vay, “Sai ho so can thang” két hop “O bbi thang”
c6 tac dung giam dau trén thyc nghiém theo co ché trung wong. Tac dung nay
tuong duong véi Paracetamol 180 mg/kg/ngay (p3,4-2 > 0,05). Thoi gian dap
g dau cua chudt ¢ 16 ding “Sai ho so can thang” két hop “O bbi thang” liéu
cao dai hon so v6i ¢ 16 ding “Sai hd so can thang” két hop “O bdi thang” liéu
thap, ching to tc dung giam dau theo phuwong phap mam néng cua “Sai ho so
can thang” két hop “O bdi thang” c6 xu hudng dap tng theo liéu, tuy nhién su
khac biét chua c6 ¥ nghia thong ké (p3-4 > 0,05). Tur két qua nay, phai ching

& céac thir nghiém tiép theo, chling t6i can danh gia tic dung giam dau cua
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“Sai hd so can thang” két hop “O bdi thang” & mac lidu cao hon 31,68 g/kg/
ngay?

Trén mo hinh gy dau bang acid acetic: Mo hinh gy dau quan trén chugt
nhit 1a mé hinh duoc dung dé danh gia tc dung giam dau ngoai Vi cia cac
thudc. M6 hinh nay dugc sir dung mot cach phd bién do tinh don gian cua né
dé sang loc, danh gia tic dung giam dau cua thudc. Trong nghién ctu nay,
ching t6i sir dung Aspirin 1a ching duong dé danh gia tac dung giam dau
ngoai bién cua thudc. Aspirin tc ché sinh tong hop prostaglandin do @c ché
c6 hoi phuc enzym cyclooxygenase (COX), lam giam PGF2a, 1am giam tinh
cam thy cta cac ngon day than kinh cam giac véi céc chat giy dau cta phan
ung viém nhu bradykinin, histamin, serotonin [73].

Thong qua danh gia thoi gian xuat hién dau quan cua chudt, nghién cau
cho thay “Sai ho so can thang” két hop “O bdi thang” & ca hai muac lidu thoi
gian xuat hién dau 16n hon c6 ¥ nghia thong ké (p < 0,05); thé hién tac dung
lam thoi gian xuat hién dau quan mudn hon so vai 16 ching. Thong qua danh
gia s6 con quan dau cua chudt, nghién ciu cho thay “Sai hd so can thang” két
hop “O bdi thang” & ca hai mac lieu sé con quin dau trong ca 25 phit sau
tiém acid acetic déu nho hon 16 chtng c6 ¥ nghia thong ké véi p < 0,05. O 16
ding “Sai ho so can thang” két hop “O boi thang” liéu 15,84 g/kg/ngay, ¢ 16
ding “Sai ho so can thang” két hop “O béi thang” liéu 31,68 g/kg/ngay c6 sb
con dau quan trong ca 25 phut sau tiém acid acetic it hon, tuy nhién su khac
biét chua co y nghia thong ké (p3-4 > 0,05).

Nhu vay, “Sai hd so can thang” két hop “O bbi thang” 6 tac dung giam
dau ngoai bién khi sir dung liéu 1am sang rd nhat sau 25 phat va thé hién tac
dung giam dau trung uong rd rét khi sir dung liéu gap 2 1an 1am sang.

Két qua nghién ctu cia chung t6i ciing twong tu mot sé nghién cau vé

tac dung giam dau ngoai bién ctua dugc liéu khac. Theo nghién ctu cia tac gia
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Truong Thi Huyén vé nghién cau bai thuéc GT1, khi dung lidu twong duong
vé6i liéu trén 1am sang va lidu gap 3 liéu dung trén 1am sang udng trong 4 tuan
lién tuc ciing thé hién tac dung giam dau c6 y nghia théng ké khi nghién cau
bang phuong phap gay dau quin bing acid so vai 16 ching [74].

M6 hinh nghién ciu giam dau cua Hamid khao séat cac liéu MCX 10, 30,
100, 300 mg/kg trén chudt ciing cho thay hiéu qua giam sé con dau quin. Trong
d6 liéu tdi wu twong dwong vai thudc nhém chimg duong 1a 20 mg/kg [75].

Két qua nghién ctiu cua tac gia Bd Thi Huong Lan, tac dung chéng viém
giam dau cua bot cao khd toa duong trén thuc nghiém bang phuwong phap
giam dau nay cho thay, bot cao kho téa duong cé tac dung giam dau theo mo
hinh gy dau quin bang acid acetic va phién nong [76].

Ciing theo nghién ctu tac gia Nguyén Vinh Qudc, danh gia tac dung
chéng viém giam dau cta thuéc hoan chi thdng trén thuc nghiém bang
phuong phép giam dau nay cho thay, Thudc Hoan chi thong liéu 6,8 g/kg thé
trong chudt nhét ¢ tac dung giam dau trén mé hinh quin dau bang axit acetic,
rc ché 34,74% s con dau quin caa chudt nhat trang thuc nghiém [77].

4.3. Ban ludn vé bai thudc nghién ctru

Trén 1am sang chia chiing vi quan théng thanh 2 thé Ion 1a: can khi pham
vi va ty vi hu han. Trong d6, thé can khi pham vi dugc chia 1am 3 thé 1a: khi
tré, hoa uat va huyét . Theo YHCT chung vi quan théng lién quan chi yéu
tGi cac tang: can, ty, vi. can cha so tiét, thich diéu dat, néu tinh chi khéng
thoai mai thi can khi uat két, thing giang mat diéu hoa, hoanh nghich pham vi
ma sinh dau. Suon la vung thudc kinh can nén khi khi co khong thong loi, can
vi khi nghich gay day chudng ma ¢ hoi. Néu tinh chi khéng hoa, can khi cang
uat, nén khi gian dir triéu ching ting lén. Ngoai ra, khi can khi uat két lau
ngay hda nhiét, nhiét ta pham vi nén vi quan nong rat, dau cu an. can khi uat

nhiét, hoanh nghich 1&n gy phién téo, ¢ hoi, o chua, con cao [20].
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Hai bai thudc Sai hd so can tan va O béi tan tir lau da duoc st dung diéu
tri chong loét da day trén 1am sang da tir 1au cho tac dung cai thién tét cac
triéu chiing trén 1am sang. Trong nghién ctu cta chung toi da két hop “Sai hd
so can thang” voi “O bdi thang”. Bai thudc gom 9 vi duoc liéu: Sai hd, Tran
bi, Xuyén khung, Bach thugc, Chi x4c, Cam thao, Huong phy, O tic cdt, Boi
mau. Céc loai dugc liéu san cd & Viét Nam da dugc nghién ctu trén thé gigi
chang minh c6 tac dung trong viéc lam giam sy ton thuong gy ra do su ting
tiét acid dich vi. Su két hop cac duogc lidu c6 thé duoc ting cudng nhd cac co
ché bao vé khac nhau.

Sai ho so can thang la bai thudc tiéu biéu so can ly khi. Sai hd, Chi xac
so can ly khi, diéu vi chi théng, thiic day qua trinh tiéu hoa trong vi va tiéu
truong. Bach thuoc dudng can liém &m, hoa vi chi théng, phdi cling Sai ho 1
tan 1 thu, hd trg Sai hd so can. Bach thuoc phdi Cam thao wc ché dang ké su
bai tiét qua muc caa acid dich vi va giam dau, giam sy hung phan cua day
than kinh phé vi va cai thién d6 cing cua co that thyc quan dudi, Xuyén
khung hanh khi khai uét, hoat huyét chi théng, Huong phu lai so can giai uat
tiéu thuc, Tran bi ly khi hoa trung, Bach thuoc, Cam thao hodn cap chi thong,
diéu hoa cac vi thudc, 1am nén tac dung chung so can [34], [78]. O béi thang
thanh phan gom 2 vi: O tic cot va B6i mau. B6i mau c6 céng dung thanh
nhiét, giam dom, tiéu khoi, giam sung tay. Cac nghién cau da chi ra rang cac
alcaloid, thanh phan hoat chét chinh trong B&i mau, cé tac dung an than, giam
dau, ting cuong chic ning co bop co tron dudng tiéu héa. Phéi ngii véi O tic
cot tac dung lidm huyét, chi théng dong thoi ¢ tac dung Gc ché chat chua
trong dich vi, tham thap va thuc day qua trinh chira lanh vét loét, giam céc
triéu chimg dau nong rat trong nguc, ¢ chua cua nguoi bénh [79], [80]. Viéc
két hop 2 bai thudc giai quyét duoc nguyén nhan giy loét va dau trong bénh
ly loét da day.
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TOm lai, xét trén phuong dién tac dung dugc ly cua cac vi thude trong
bai thudc “Sai ho so can thang” két hop “O bdi thang” thi ¢o tac dung chong
loét da day va giam dau. Xay dung bai thudc trén co s¢ bién ching luan tri
theo Iy luan YHCT, sau d6 nghién ciru theo mé hinh YHHP dé danh gia hiéu
qua 1a hudng nghién ctru dang dugc ng dung nham muc dich thém bang
ching khoa hoc va hién dai héa cac bai thubc YHCT hién nay. Vi nghién
ctu nay ching toi hy vong c6 dong gop nho trong qua trinh hién dai hoa
thuéc YHCT va thém mot nghién ctu vé thuéec YHCT trong diéu tri bénh ly
da day.
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KET LUAN

Tur cac két qua thir nghiém tac dung trén thuc nghiém cua bai thuc “Sai
hd so can thang” két hop “O bdi thang”, rit ra mot s6 két luan:

1. Tac dung chong loét da day ciia bai thudc trén mé hinh thuwe nghiém
giy loét da day & chudt cong tring

Bai thudc “Sai hd so can thang” két hop “O bdi thang” ¢ ca 2 muc lidu
dung (9,24 g/kg/ngay va 18,48 g/kg/ngay, tinh theo duogc liéu khd) cé tac dung
t6t trong diéu tri loét da day trén md hinh gy loét bang Asprine két hop that
mon vi & chudt cong trang, thdng qua cac chi tiéu:

+ Lam giam thé tich dich vi, tang pH dich vi, giam d6 acid tu do va acid
toan phan caa dich vi, cé y nghia théng ké so vai 16 chung gay loét.

+ Lam giam s6 dong vat bj loét, giam chi s6 loét c6 y nghia thdng ké so
véi 16 chiing gay loét.

+ Lam giam rd rét ton thuong trén hinh anh dai thé va vi thé da day chudt.
2. T4c dung giam dau ciia bai thudc

Bai thudc “Sai ho so can thang” két hop “O bdi thang” ding trén chuot
nhat tring liéu 15,84 g/kg/ngay va 31,68 g/kg/ngay (tinh theo duoc lidu kho)
thé hién tac dung giam dau ca trén md hinh danh gia bang thir nghiém
hotplate va trén mé hinh gay dau quan bang acid acetic.

Trén mo hinh danh gia bang thtr nghiém hotplate, thudc nghién ciu lam
tré thoi gian thoi gian tiém trong dép tng dau ciia chudt so voi 16 chimg sinh
Iy cling nhu so véi trude udbng thude (p < 0,05), twong duong so vai khi ding
Paracetamol 180 mg/kg/ngay.

Trén md hinh gay dau quan bang acid acetic, thuéc nghién cau lam tré
thoi gian xuat hién dau va lam giam sé con dau quin so véi 16 chung (p <

0,05), tuong duong so vai khi dung Aspirin 200 mg/kg/ngay.
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KIEN NGHI

- Tiép tuc nghién cau danh gia tinh an toan va tac dung chéng viém loét
da day, chdng trao ngugc da day thuc quan, khang Helicobacter pylori ... trén
thuc nghiém

- Tiép tuc nghién cau 1am sang vé tac dung diéu tri va tac dung khong

mong mudn caa bai thudc trén bénh nhan viém loét da day.
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PHU LUC

1. Sai hé (Radix Bupleuri)

Hinh 1.1: Sai ho (Radix Bupleuri)
R& da phoi hay sdy kho caa cay Bac Sai hd (Bupleurum chinense DC.),

ho Hoa tan (Apiaceae).

- Tén khoa hoc: Radix Bupleuri

- M6 ta: R& hinh try hogc hinh nén thon dai, dai 6 cm dén 15 cm, duong
kinh 0,3 cm dén 0,8 cm. Phan dau r& phinh to; & dinh r& c6 tir 3 dén 15 gbc
than hoic c6 gbc 14 dang soi ngan. Phan dudi cua ré phan nhanh. Mit ngoai
mau nau den hodc nau sim, c6 nhiéu vét nhan doc, vét seo cua ré con va 1o
vé. Chat ciing va dai, khd bé gdy, mit gdy c6 nhitng 16p soi, vo mau nau sang,
phan gé mau tring nga. Mui thom nhe, vi hoi ding.

- Thanh phan hod hoc: Trong sai hd ¢6 ching 0,50% chét saponin, mot
chat ruou goi 1 bupleurumola Cs7HesO, do chay 163-164°C, phytosterola
Ca3oH430, va mot it tinh dau.

- Tinh vi, quy kinh: Khé. tan, vi, han. Quy vao cac kinh: can, dom, tam
bao, tam tiéu.



- Tac dung: Hoa giai biéu 1y, so can, thing duong
- Liéu dung: 3-9 g/ngay [43], [80], [81].

2. Tran bi (Pericarpium Citri reticulatae perettne)

Hinh 1.2: Tran bi (Pericarpium Citri reticulatae perettne)

V6 qua chin dd phoi hoic sdy khé va dé 1au nam cua cay Quyt (Citrus
reticulata Blanco), ho Cam (Rutaceae).

- Tén khoa hoc: Pericarpium Citri reticulatae perettne

- M6 ta: Vo cudn lai hodc quan, day 0,1 cm dén 0,15 cm, c6 manh con
vét tich cua cudng qua. Mat ngodi mau vang nau hay nau nhat, cd nhiéu cham
mau sam hon va 16m xudng (tGi tiét). Mat trong x6p, mau tring nga hoic
hong nhat, thuong 16n ra ngoai. Vo nhe, gion, dé bé giy. Mui thom, vi hoi
déng, hoi cay.

- Thanh phan hoé hoc: Thanh phan chinh Ia tinh dau (khoang 2%). Céc
hoat chat quan trong trong thanh phan tinh dau, bao gém: limonene,
isopropenyl-toluen, humulene, hesperidin, vitamin B1, vitamin C...

- Tinh vi: Kho, tan. dn, quy vao hai kinh phé, ty.



- Tac dung: Ly khi kién ty, hoa dom réo thap
- Liéu dung: 3 - 9 g/ngay [3], [81].
3. Xuyén khung (Rhizoma Ligustici wallichii)

Hinh 1.3: Xuyén khung (Rhizoma Ligustici wallichii)

Than ré da phoi hay say kho cua cay Xuyén khung (Ligusticum wallichii
Franch.), Ho Hoa tan(Apiaceae).

- Tén khoa hoc: Rhizoma Ligustici wallichii

- M@ ta: Than ré (quen goi la ci) c6 hinh khi méo md, nhiéu dang,
duong kinh 2 cm dén 5 cm, ¢6 nhiéu u khong déu ndi 1én. B& ngoai mau nau
dat, c6 nép nhan, xu xi, co vét tich caa ré con con sot lai. Phia dinh cd vét
than cay cat di, hinh tron, 16m xudng. Chét cung, kho bé gdy. Mat cit ngang
mau vang nau. Mui thom, vi cay hoi té.

- Thanh phan héa hoc: Tinh dau 1%, dau béo, acid ferulic,...

- Tinh vi, quy Kinh: Tan, 6n, quy vao cac kinh can, dom, tdm bao.

- Tac dung: Hanh khi hoat huyét, trir phong, giam dau

- Liéu dung: 6 -12g/ ngay [43], [80], [81].



4. Bach thwoc (Radix Paconiae lactiflorae)

Hinh 1.4: Bach thugc (Radix Paconiae lactiflorae)

Ré d3 cao bo 16p ban va phoi hay say kho cua cay Thuoc dugc (Paeonia
lactiflora Pall.), ho Hoang lién (Ranunculaceae)

- Tén khoa hoc: Radix Paconiae lactiflorae

- M6 ta: R& hinh try tron, thang hodc doi khi hoi udn cong, hai dau
phang; déu nhau hoac mot dau to hon, dai 5 cm dén 18 cm, duong kinh 1 cm
dén 2,5 cm. Mit ngoai hoi trang hodc hong nhat, d6i khi c6 mau nau tham,
nhan hoic c6 nép nhin doc va vét tich cua ré nho. Chat ran chac, nang, khé bé
gdy. Mit cat phang mau trang nga hoic hoi phdt hong, vo hep, gd thanh tia rd
d6i khi c6 khe nut. Khéng mi. vi hoi déng va chua.

Dugc liéu thai lat: Lat mong gan tron, bén ngoai nhan min, mau tring
hodc hoi phét hong. vi hoi dang va chua.

- Thanh phan hoa hoc: Tinh bot, Tanin, Calci oxalat, 1 it tinh dau, Chat
béo, Acid Benzoic (1,07%), nhya va chét nhay.

- Tac dung duoc ly: Tac dung trén su co bop cua dng tiéu hoa: Nam 1940,
Tao Khué Toan da ding nudc sic thuoc duoc thi nghiém trén mau rudt co 1ap cua
tho thi thdy véi nong do thip co tac dung wc phé, véi ndng do cao lac dau co tac
dung hung phan, sau tc ché. Nam 1953 (Nhat Ban Pong Duong y hoc tap chi)
mot s6 tac gia Nhat Ban dd nghién cau thy thuoc c6 tc dung kich nhu dong
duoc co tac dung kich thich nhu dong ruét co lap cua tho.

- Tinh vi, quy kinh: Khé, toan, vi han, quy vao céc kinh ty, can, phé.

- Tac dung: Binh can, chi théng, dudng huyét, diéu kinh, lidm am, chi
han, tiéu viém, lam mat, loi tiéu.

- Liéu dung: 6-12g [43], [79], [81].



5. Chi xdc (Fructus Aurantii)

Hinh 1.5: Chi xac (Fructus Aurantii)
Qua chua chin di bd déi, phoi hay siy khd cua cdy Cam chua (Citrus

aurantium L-), ho Cam (Rutaceae)

- Tén khoa hoc: Fructus Aurantii

- M6 ta: Chi xac c6 hinh béan cau, dudng kinh 3 cm dén 5 cm, vo qua
ngoai mau nau hoic nau thim, & dinh c6 nhimg diém tai tinh dau dang hat
triing xudng, thay rd c6 vét voi nhuy con lai hodc vét seo caa cudng qua. Mat
cit 16p vo qua gitta mau trang vang, nhin, hoi nho 1én, day 0,4 cm dén
1,3 cm, c¢6 1 d&én 2 hang tai tinh dau & phan ngoai vo qua ngoai. Chat cung,
ran, kho bé gay. Rudt qua co tir 7 dén 12 mui, mot s it qua co téi 15 dén 16
mai. Mui kho, nhan nheo, c6 mau tir nau dén nau tham. trong c6 hat. Mui
thom, vi déng, hoi chua.

- Thanh phan ho4 hoc: 0,09% ancaloit, 20,49% glucozit, 5,86% saponin

- Tinh vi, quy Kinh: Kho, tan, luong, vao cac kinh ty, vi

- T4c dung: Pha khi, tiéu tinh, ddng thoi c6 tac dung ta dam, trir bi tich,
hanh khi (Lam Sang Thuong Dung Trung Dugc Thu Sach).

- Liéu dung: 4-12g/ ngay [43], [79], [81].



6. Cam thdo (Glycyrrhiza uralensis)

Hinh 1.6: Cam thao (Glycyrrhiza uralensis)

R& con vo hoic di cao 16p ban, dugc phoi hay sdy khd cua cdy Cam
thao (Radix Glycyrrhizae), ho dau (Fabaceae)

- Tén khoa hoc: Glycyrrhiza uralensis

- M0 ta: Poan ré hinh try, thang hay hoi cong queo, thuong dai 20 cm
dén 100 cm, duong kinh 0,6 cm dén 3,5 cm. Lop ban ngoai cuing bi cao bo
hoic dinh chat. RE chua cao 16p ban bén ngoai c6 mau niu dé hoic nau xam
c6 c4c vét seo cua ré con, nhitng vét nhin doc va cac 16 vo nho 1én. RE da cao
Iép ban 6 mau vang nhat. Chat cting chic, khd bé gy, vét bé mau vang nhat
c6 nhiéu xo doc, co tinh bot. Mat cat ngan cd nhiéu tia rudt tir trung tam toa
ra, trong giéng nhu nan hoa banh xe, doi khi c6 khe nut, ting phat sinh libe-
go thanh vong rd. Poan than ré hinh try, bén ngoai c6 cac nim seo, tly &
trung tam mit cat ngang. Mui dic biét, vi ngot hoi khé co.

- Thanh phan ho4 hoc: 3 — 8% glucoza, 2,4 - 6,5% sacaroza, 25 — 30%
tinh bot, 0,3 — 0,35% tinh dau, 2 — 4% asparagin, 11 — 30 mg% vitamin C,
gbm, nhua, ...

- Tinh vi, quy kinh: Cam, binh. VVao céc kinh tam, phé, ty, vi va thong 12 kinh.

- Tac dung: B6 ty , ich khi, phuc mach

- Liéu dung: 4 -12 g/ngay [43], [79], [81].



7. Hwong phu (Rhizoma Cyperi)

Hinh 1.7: Huong phu (Rhizoma Cyperi)

Than ré da loai bo ré con va 16ng, phoi hay sy kho cua cay Huong phu
vuon (Cyperus rotimdus L.), ho Céi (Cypcraceae), hoic cdy Cu gau bién
(Cyperus stoloniferus Retz).

- Tén khoa hoc: Rhizoma Cyperi

- M@ ta: Huong phu vuon: Than ré (thuong goi 1 ci) hinh thoi, thé chat
chic, dai 1 cm dén 3 cm, duong kinh 0,4 cm dén 1 cm. Mat ngodi mau xam
den, c6 nhiéu nép nhan doc va d6t ngang (mdi dot cach nhau 0,1 cm dén 0,6
cm); trén mdi dét c6 16ng cang moc thang goc véi ¢, mau xam den va co
nhiéu vét tich cua ré con. vét cat ngang c6 sgi, mat nhan bong, phan vé c6
mau xam nhat, try gitta mau nau sdm. Mui thom, vi hoi ding ngot, sau d6 c6
Vi cay.

- Thanh phan hoa hoc: C6 tir 0,3 dén 2,8% thanh phan 1a tinh diu mau
vang, mui thom nhe dac bi¢t cua huong phy. Thanh ph?m chinh cua loai tinh
dau nay 1a 32% cyperen, 49% ruou cyperola, axit béo, phenol, alkaloid,
glycoside,....

- Tinh vi, quy Kkinh: vi cay, hoi dang, hoi ngot, tinh binh (hoac am), quy
kinh: can, ty, tam tiéu

- Tac dyng: Hanh khi giai uat, diéu kinh, giam dau

- Liéu dung: 8-12g/ ngay [43], [80].



8. O tgc cét (Os Sepiae)

Hinh 1.8: O tic cét (Os Sepiae)

Mai rira sach phoi hay sy khd cta con C& muc (Sepia escalenta

Hoyle), ho Muc nang (Seplidae).

- Tén khoa hoc: Os Sepiae

- M6 ta: Mai muc hinh bau duc dai 13 cm dén 23 cm, rong 6,5 cm dén 8
cm va det, mép mong. Lung cing, mau trang hay trang nga, hai bén c6 ria mau
vang dam hon. Trén mat lung c6 u hat noi Ién, xép thanh nhitng dudng van hinh
chir u md. Mt bung mau tring, xop, ¢6 nhimg dudng van ngang nho, day dac,
tira nhur nhitng 1an séng gon, ¢ 1 rdnh doc néng ¢ giita mit bung. Mép nhur
strng cua phan dudi mé rong dan va ubn cong ve phia bung, tan cing phan dudi
c6 gai nhu chat xuong, thuong bi giy va roi rung. Trir phan lung va mép bung,
c6 thé chat cing, con toan bo mai myc co thé ding méng tay nghién dé dang
thanh bot min. vi hoi man va chat. Mui hoi tanh.

- Thanh phan hda hoc: Trong mai muc c6 cac mudi canxi cacbonat,
canxi photphat, mudi natri clorua, cac chét hitu co va chét keo

- Tinh vi, quy kinh: Ham, 6n, quy kinh can than

- Tac dung: Théng huyét mach, trir han thap, chi huyét.

- Liéu dung: 5-9g/ ngay [43], [81].



9. Thé boi mdu (Bulbus Pseudolarix)

Hinh 1.9: Thé béi mau (Bulbus Pseudolarix)

Than hanh d3 phoi hay sdy kho cua cdy Tho béi mau (Bulbus fritillariae

cirrhosae), ho Hanh (Alliaceae).

- Tén khoa hoc: Bulbus Pseudolarix

- M6 ta: Than hanh hinh nén hoic hinh cau, cao 0,3 cm dén 0,8 cm,
duong kinh 0,3 cm dén 0,9 cm. Mat ngoai mau trang nga, 2 vay ngoai co kich
thude rat khac nhau, vay ngoai Ién hon bao 1ay vay trong , phan vay khong bi
bao boc c6 hinh trang ludi liém, phan nay c6 tén 1a hoai trung bao nguyét (6m
trang trong tay). Pinh than hanh kin, chdi hinh cau hoi thon, c6 1 dén 2 vay
nho, dinh t0 hoidc hoi nhon, gbc bang, hoi 16m, ¢ giita c6 chim tron mau nau
xam, thinh thoang thay vét tich r&. Chat cting, gion, vét bé trang, ¢ chat bot.
vi hoi ding.

- Thanh phan héa hoc: Trong Thé bdi mau c6 nhitng ancaloit sau day:
Peiminin, Peimin, Peimisin, Peimidin, Peimitidin, Fritimin.

- Tinh vi, quy kinh: Khé, cam, vi han. Quy vao cac kinh phé, tam.

- Tac dung: Thanh nhiét, nhuan phé, hoa dom, tan két.

- Liéu dung: 4-9 g/ ngay [43], [79], [81].



NHAT KY LAM SANG

Thei gian xuit hién dau quan trong nghién ciru bai thuéc SHSCT két

hop OBT
STT Thoi gian xuat hién dau quan (s)

Chung Aspirin Tri 1 Tri 2

1 181 269 268 263

2 352.9 435.2 441.2 291.3
3 280.8 290.3 294.8 439.4
4 320.1 446.8 296.5 443.1

5 227.3 421.4 439.2 375
6 351.1 285.3 298.1 289.9
7 214.5 423.5 299.9 284.5

8 233.3 292.1 442.3 291
9 289 318.4 294 435.8

10 369 483 454 495
mean 281.90 366.50 352.80 360.80
SD 65.82 82.16 79.24 86.22




Két qua nghién ctru tac dung giam dau quin ciia bai thuéc SHSCT két hop OBT trén CNT

S6 co dau quin trong khoang 0-5 phut

S6 co dau quin trong khoang 5-10 phit

STt Chirng Aspirin Tril Tri 2 Chirng Aspirin Tril Tri 2
1 5 3 2 2 16 10 10 13
2 0 0 0 1 10 11 8 9
3 5 2 2 0 14 12 13 7
4 0 0 2 0 11 9 7 9
5 4 0 0 0 10 8 10 7
6 0 2 1 2 8 10 9 7
7 3 0 1 2 13 7 12 12
8 3 1 0 2 13 8 7 10
9 3 0 2 0 11 6 8 7
10 0 0 0 0 8 5 7 7

mean 2.30 0.80 1.00 0.90 11.40 8.60 9.10 8.80

SD 2.11 1.14 0.94 0.99 2.59 2.22 2.13 2.25




Két qua nghién ctru tac dung giam dau quin ciia bai thuéc SHSCT két hop OBT trén CNT

S6 co dau quin trong khoang 10-15 phut

So co dau quin trong khoang 15-20 phut

STT Chirng Aspirin Tril Tri 2 Chirng Aspirin Tril Tri 2
1 15 11 14 13 14 11 13 11
2 11 12 10 11 11 10 10 11
3 15 8 13 7 14 10 9 7
4 9 12 9 11 8 7 11 11
5 14 12 11 10 12 11 8 9
6 9 9 9 7 9 6 8 6
7 13 12 8 12 9 10 7 7
8 15 7 7 8 13 6 7 7
9 12 7 12 9 10 7 8 7
10 11 7 8 7 9 7 7 6

mean 12.40 9.70 10.10 9.50 10.90 8.50 8.80 8.20

SD 2.37 2.31 2.33 2.22 2.23 2.07 1.99 2.10




Két qua nghién ctru tac dung giam dau quin ciia bai thuéc SHSCT két hop OBT trén CNT

S6 co dau quin trong khoang 20-25 phit

So co dau quin trong tong 25 phut

STt Chirng Aspirin Tril Tri 2 Chirng Aspirin Tril Tri 2
1 12 10 9 9 62 45 48 48
2 11 9 10 8 43 42 38 40
3 11 5 5 5 59 37 42 26
4 12 10 10 9 40 38 39 40
5 7 10 9 10 47 41 38 36
6 6 6 6 5 32 33 33 27
7 7 8 5 9 45 37 33 42
8 11 5 5 6 55 27 26 33
9 6 4 10 5 42 24 40 28
10 6 4 5 4 34 23 27 24

mean 8.90 7.10 7.40 7.00 45.90 34.70 36.40 34.40

SD 2.69 2.56 2.37 2.21 10.05 7.70 6.75 8.06




_THOI GIAN TIEM PAP UNG VOI PAU CUA CHUQT TRONG NGHIEN CUU TAC DUNG
GIAM PAU HOTPLATE CUA BAI THUOC SHSCT két hgp OBT TREN CHUQT NHAT TRANG

STT Thoi gian tiém (s) trude dung thude Thoi gian tiém (s) sau dung thudc
Ching SL Paracetamol Tri 1 Tri 2 Chung SL Paracetamol Tri 1 Tri 2
1 11.89 14.18 11.08 | 18.42 11.92 20.03 21.35 | 18.89
2 16.31 10.74 15.68 | 14.36 12.37 19.24 16.98 | 19.69
3 15.23 12.79 10.14 | 14.16 16.51 15.34 16.18 | 13.03
4 12.66 14.92 10.71 | 18.42 12.13 17.11 2143 | 18.12
5 11.63 14.59 1446 | 14.51 14.61 21.62 16.98 | 17.64
6 16.28 11.57 11.14 | 11.09 11.13 18.36 1422 | 15.13
7 11.43 14.48 15.01 | 12.08 16.39 20.56 13.12 | 19.35
8 12.71 10.85 15.21 | 10.35 12.05 13.26 15.11 | 17.46
9 12.93 12.51 15.73 | 14.26 11.66 12.35 17.61 | 14.33
10 17.16 14.97 10.51 | 12.47 15.06 13.69 13.43 | 15.82
mean 13.82 13.16 12.97 | 14.01 13.38 17.16 16.64 | 16.95
SD 2.19 1.68 241 2.74 2.05 3.32 2.93 2.26




Két qua danh gia ton thuwong loét NC bai thuéc SHSCT két hop OBT

Pié¢m ton thwong

S6 vét loét Chi s loét
STT (theo V. Prasanth Reddy)

Mo Th. Tri Mo Th. | Tri | Tri M6 | Th.
Chung | . | Tril Chung | . Chung | . | Tril | Tri2

hinh | Chiéeu 2 hinh | Chieu | 1 2 hinh | Chieu
1 0.00 | 1.00 | 0.00 | 4.00 (200 0.00 | 1.00 | 050 |8.00(450| 0.00 [12.00| 6.50 |19.00|12.50
2 0.00 | 3.00 | 400 | 2.00 [500| 000 | 350 | 550 |350|7.00| 0.00 [16.50| 15.50 |12.50|18.00
3 0.00 | 1.00 | 3.00 | 0.00 |0.00| 0.00 | 1.00 | 550 |0.50(050| 0.00 |12.00| 1450 | 7.50 | 6.50
4 0.00 | 400 | 000 | 4.00 [1.00| 0.00 | 950 | 050 |9.00(850| 0.00 [23.50| 6.50 |20.00]|15.50
5 0.00 | 400 | 3.00 | 3.00 |400| 0.00 | 7.50 6.00 [5.00/6.00 0.00 |21.50| 15.00 |15.00|16.00
6 0.00 | 500 | 0.00 | 2.00 |0.00| 0.00 |1250 | 050 |1.50|150| 0.00 |[27.50| 6.50 |10.50| 7.50
7 0.00 | 3.00 | 3.00 | 0.00 |0.00| 0.00 | 450 6.00 [0.00/0.50| 0.00 |17.50| 15.00 | 7.00 | 6.50
8 0.00 | 200 | 400 | 4.00 |3.00| 0.00 | 2.00 550 |[7.00/8.00| 0.00 |14.00 15.50 |18.0017.00
9 0.00 | 400 | 0.00 | 2.00 |1.00, 0.00 | 1050 | 050 |4.50(2.00| 0.00 [2450| 6.50 |13.50| 9.00
10 0.00 | 200 | 3.00 | 0.00 |0.00| 0.00 | 250 6.00 [0.50|0.50| 0.00 |14.50| 15.00 | 7.50 | 6.50
Mean| 0.00 | 290 | 200 | 2110 [1.60| 0.00 | 545 | 3.65 [3.95(390| 0.00 [18.35| 11.65 |13.05|11.50
SD | 0.00 | 1.37 1.76 | 1.66 |1.84| 0.00 | 4.23 2.72 330|327 | 0.00 | 554 | 444 | 491 | 4.80
| (%) 36.51 | 28.88 | 37.33




Két qua danh gia t/d ctia bai thudc 1én céc chi tiéu danh gia chirc ning bai tiét dich vi

Lo 1: Chirng sinh ly

T Dy Thé tich dich vi oH dich vi Do acid ty do Do acid toan phén
(m1/1009g) (Meq/1/100q) (Meq/1/100q)

1 Pau 0.423 3.60 10.15 21.22
2 |- C.trudc (P) 0.391 3.48 10.50 21.85
3 | D - C.trudc (T) 0.582 4.01 9.11 18.96
4 |DP-C.Sau (P) 0.351 3.12 11.71 24.37
5 |D—C.Sau (T) 0.495 3.21 11.38 23.69
6 |D—2.C.Trudc 0.408 3.83 9.54 19.85
7 |P-2.C.Sau 0.438 3.99 9.16 19.06
8 [P-2.C.(P) 0.567 4.06 9.00 18.63
9 [P-2.C.(T) 0.393 3.11 11.75 24.45
10 | Pau - SF 0.512 3.98 9.18 19.11
SD 0.079 0.39 1.12 2.35
Xmean 0.456 3.64 10.15 21.12




Két qua danh gia t/d cua bai thudc 18n cac chi tiéu danh gia chirc ning bai tiét dich vi

L6 2: MG hinh
T Diu Thé tich dich vi oH dich vi Do acid tu do Do acid toan phén
(m1/1009) (Meq/1/100q) (Meq/1/100q)
11 buoi 0.482 2.33 15.81 3091
12 | b — C.trudce (P) 0.693 3.27 12.29 22.02
13 | b — C.trude (T) 0.598 2.76 13.42 26.09
14 | b - C.Sau (P) 0.574 2.64 13.95 28.28
15 | b - C.Sau (T) 0.592 2.75 12.29 26.19
16 | D —-2. C.Trudc 0.489 2.25 16.37 27.01
17 | b-2. C.Sau 0.613 2.92 13.61 24.66
18 | b-2.C.(P) 0.489 2.29 14.08 31.61
19 [b-2.C.(T) 0.715 3.47 11.61 24.59
20 | budi - SF 0.649 2.91 12.66 24.75
SD 0.083 0.41 1.54 2.97
Xmean 0.589 2.76 13.61 26.61




Két qua danh gia t/d cia bai thuéc 1én cac chi tiéu danh gia chirc ning bai tiét dich vi
L 3: Tham chiéu

T Diu Thé tich dich vi oH dich vi Do acid tu do Do acid toan phén
(m1/1009) (Meq/1/100q) (Meq/1/100q)

21 Lung 0.422 291 12.6 26.23
22 | L - C.trude (P) 0.576 3.79 9.68 21.14
23 | L—C.trude (T) 0.493 3.4 10.79 22.25
24 | L-C.Sau (P) 0.437 3.29 11.15 23.63
25 | L—C.Sau (T) 0.493 3.4 10.79 22.12
26 | L—-2.C.Truéc 0.419 2.88 12.73 25.68
27 |L-2.C.Sau 0.504 3.61 10.16 20.11
28 |L-2.C.(P) 0.414 2.8 12.54 26.29
29 |L-2.C.(T) 0.615 4.21 9.38 20.03
30 | Lung - SF 0.528 3.63 10.01 21.02
SD 0.069 0.45 1.25 2.46
Xmean 0.490 3.39 10.98 22.85




Két qua danh gia t/d ciia bai thuéc 1én cac chi tiéu danh gia chirc ning bai tiét dich vi

T Diu Thé tich dich vi oH dich vi Do acid ty do Do acid toan phén
(m1/1009) (Meq/1/100q) (Meq/1/100q)

31 Pau - Lung 0.515 3.25 11.32 23.36
32 | b- L — C.trude (P) 0.472 3.69 9.97 20.16
33 | b- L - C.trude (T) 0.603 3.17 11.6 23.98
34 [D-L-C.Sau (P) 0.415 2.85 12.71 25.77
35 |D- L - C.Sau (T) 0.554 3.93 9.56 20.74
36 | b-L—2.C.Trudc 0.433 2.96 12.43 25.68
37 |b-L-2.C.Sau 0.611 4.04 10.11 20.81
38 |b-L-2.C.(P) 0.515 2.79 12.19 26.24
39 |[b-L-2.C.(T) 0.407 2.82 13.05 24.95
40 | b- L — Suon (P) 0.443 4.01 9.17 19.95
SD 0.075 0.52 1.41 2.52
Xmean 0.497 3.35 11.21 23.16




Két qua danh gia t/d ciia bai thuéc 1én cac chi tiéu danh gia chirc ning bai tiét dich vi

L6 5: NC2
T Diu Thé tich dich vi oH dich vi Do acid tu do Do acid toan phén
(m1/1009g) (Meq/1/100q) (Meq/1/100q)
41 Dau - Duoi 0.462 3.13 11.34 24.12
42 | b- b — C.trudce (P) 0.434 4.17 8.51 20.11
43 | b- b — C.trudce (T) 0.597 4.18 9.49 20.06
44 | P-b - C.Sau (P) 0.356 2.86 11.41 23.66
45 [D-D - C.Sau (T) 0.475 3.09 11.48 24.63
46 | b- b -2. C.Truoc 0.549 3.97 8.94 20.32
47 | b- b - 2. C.Sau 0.561 4.21 9.43 19.13
48 |b-b-2.C. (P) 0.412 2.83 11.54 24.68
49 |b-b-2.C.(T) 0.568 2.92 12.15 24.86
50 | b-b- SF 0.412 2.95 12.03 24.59
SD 0.081 0.61 1.38 2.38
Xmean 0.483 3.43 10.63 22.62




