CAC CHU VIET TAT

H.P : Helicobacter pylori
MBH : M& bénh hoc
YHHD .Y hoc hién dai
YHCT :'Y hoc c6 truyén
VDDMT : Viém da day man tinh
PT - biéu tri

PAT VAN DE

Viém da day man tinh (VDDMT) Ia mot bénh kha phd bién
trén thé gioi ciing nhu Viét Nam. Sy phat hién nguyén nhan gay bénh
do vi khuan Helicobacter pylori (H.P) d dua dén mot phuong thirc
diéu tri méi d6 1a phai str dung khang sinh két hop.VDDMT c6 H.P
dwong tinh chiém ty 18 20-30% dan s6 & cac nudc cong nghiép va 70-
90% & cac nudc dang phat trién. Céc thudc y hoc hién dai hién
(YHHD) nay rat nhiéu va cho hiéu qua cao nhung ty 1& khang thubc
cua H.P 1a mot van dé quan tdm Ién cua cac nha nghién ctu. Y hoc
cd truyén (YHCT) c6 nhiéu phuong phap dé diéu tri bénh nay. Cac
thudc thao dwoc c6 kha ning diét vi khuan H.P ¢ rat nhidu va da
dugc ching minh trén thuc nghiém, 1am sang ¢ nudc ngoai cd hiéu
qua diéu tri cao nhung cac nghién cau ¢ Viét Nam con rat it. Bai
thudc Vi quan khang (VQK) da duoc bude dau nghién ciru danh gia
diéu tri cho bénh nhan VDDMT tai Bénh vién Pa khoa Y hoc Cé
truyén Ha Noi cd tac dung cai thién tt cac triéu ching 1am sang va
trong ndi soi da day. Tuy nhién chua c6 mot nghién ciu mot cach
toan diéndé khan g dinh hiéu qua cua bai thuc Vi quan khang trén



bénh nh&n Viém da day man tinh H.P duong tinh. Do vay muc tiéu
nghién ciru dé tai la:

MUC TIEU NGHIEN cUU
1.Nghién ciru dgc tinh cdp, dgc tinh bdn trwong dién va mét sé tac
dung dwoc ly cua cao léng Vi qudn khang trén dong vat thuc
nghiém.
2.Nghién cizu tac dung diéu tri cia cao léng Vi qudn khang trén
bénh nhanviém dg day mgn tinh Helicobacter pylori dwong tinh.

NHUNG PONG GOP MO| CUA LUAN AN

Cong trinh khoa hoc dwoc nghién ciru mot cach hé thong ca
tién Iam sang va lam sang mét bai thuéc YHCT dé diéu tri VDDMT H.P
duong tinh.

Két qua nghién cau cho thdy cao long VQK dudng udng cé
tinh an toan cao, cé tac dung giam dau, bao vé niém mac da day va diét
vi khuan H.P trén thuc nghiém ciing nhu bénh nhan VDDMT H.P
duong tinh va chua thdy tac dung khdng mong mudn trén 1am sang.

Viéc nghién ciu tng dung bai thuéc YHCT trong diéu tri
VDDMT H.P duong tinh gép phan lam sang to ly luan YHCT va ting
budc hién dai hda YHCT la viéc lam c6 y nghia khoa hoc, thuc tién.
Pic biét ¢ nudc ta [a mot nude co bé day truyén thdng trong sir dung
YHCT dé chiam séc sirc khoé cong ddng thi két qua cua dé tai luan an 1a
nhitng dong gop méi va hét stc thiét thyc.

CAU TRUC LUAN AN
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Luan &n day 112 trang khdng ké phu luc va tai liéu tham khao,
gom4 chuong, 36 bang, 5 biéu d, 6 hinh anh minh hoa, 127 tai liéu
tham khao (54 tiéng Viét, 39 tiéng Anh, 34 tiéng Trung) va phu lyc.

B4 cuc luan an gom: it van dé 2 trang, téng quan 32 trang, doi
tuong va phuong phap nghién ciu 15 trang, két qua nghién ctu 28
trang, ban luan 32 trang, két luan 2 trang, kién nghi 1 trang va 5 bai
bao c6 ndi dung lién quan véi luan an da dugc cong bd.

CHUONG 1. TONG QUAN
1.1.VIEM DA DAY MAN TiNH THEO Y HQC HIEN DAl

Viém da day man tinh 1a tinh trang tén thuong niém mac da
day do nhiéu nguyén nhan khic nhau va duoc chia thanh 3 typ
nguyén nhan chinh. Trong d6 nguyén nhan gy viém da day dovi
khuan Helicobacter pylori chiém dén 70-80%.

Chan doan VDDMT chinh xac nhét 1a dwa vao két qua mo
bénh hoc. C6 rat nhiéu phan loai da day khac nhau da dwoc dé& xuat
va g dung tir truée dén nay nhu phan loai theo Kimura, Whitehead,
Sydney System, OLGA... Mdi cach phan loai ¢6 nhitng wu nhuoc
diém riéng. Hién nay céc trung tdm noi soi va giai phau bénh Tiéu
hoa ¢ Viét Nam déu dang danh gia két qua dwa theo hudng din cua
hé thong phan loai Sydney nim 1990 va hoan thién nim 1994, da
duogc ap dung rong rai trén thé gisi .

VDDMT c6 H.P duong tinh duge diéu tri noi khoa la chinh.
Helicobacter pylori 1a mot vi khuan kho bj tiéu diét vi né nam ¢ 16p
mang nhay bao phi niém mac da day 1a noi thuc khéng khuyéch tan
t6i dugc hoic khuyéch tan toi it véi ndng do thap khong du diét
khuan. H.P 1a mét loai vi khuan phat trién cham, doi hoi phai phdi
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hop thudc va diing kéo dai. Mudn dat dwoc hiéu qua cao can st dung
thudc c6 kha niang wc ché toan manh do vay nhém thudc &c ché bom
proton PPI (Proton Pump Inhibitor) thuong duoc lya chon. Béi véi
khang sinh phai chiu dugc méi truong acid, co tdc dung cong huong
tang hiéu lrc, luu khang sinh & da day cang lau cang tét nén chi ding
khang sinh duong udng va kha ning khang thudc véi vi khuan it
nhat.Céc thuéc YHHD hién nay rat nhiéu va cho hiéu qua cao nhung
ty 16 khang thudc caa H.P 1a mot van dé quan tam Ién cua cac nha
nghién ctu.Viéc diéu tri tiét trir H.P khong don gian la ding mot
thudc khang sinh ma can phai phdi hop 3 thudc va véi nhirng truong
hop thit bai trong diéu tri tiét trir H.P 1n du phai dung phac db diéu
tri 4 thuéc.

1.2.VIEM DA DAY MAN TiNH THEO Y HQC CO TRUYEN

Viém da day man tinh thuoc pham vi chitng Vi quan théng cua
y hoc ¢6 truyén, 1a tinh trang réi loan cong ning cua céc tang phu
Can, Ty va Vi do rat nhidu nguyén nhan khac nhau. Trong y hoc ¢6
truyén khong c6 tén Helicobacter pylori nhung ddi chiéu véi ching
bénh ma né gay ra thi day la mét loai ta khi gay bénh- nhiét ta.

Cac thudc thao dugc c6 kha ning diét vi khuan H.P c6 rat
nhiéu va da duoc chitng minh trén thuc nghiém qua cac nghién ctu
cuia CAC tac gia nudc ngoai, con ¢ Viét Nam con rét it.

1.3. TONG QUAN VE THUOC NGHIEN CUU

Bai thudc Vi quan khang thanh phan c6:

Hoang lién (Rhizoma Coptidis) 12g
Ngo6 thu (Fructus Evodiae rutaecarpae) 49
Ban ha ( Rhizoma Typhonii trilobati)(ché) 129

Tran bi (Pericarpium Citri deliciosae) 8¢



Bach linh (Poriae ) 129
Cam thao (Radix Glycyrrhizae) 60

Huyén hd (Tuber Corydalis ) 129
Nga truat ( Rhizoma Curcumae zedoariae) 129
O tic cdt (Os Sepiae) 12g

- Céc két qua nghién ciru hién dai da cho thiy céc vi thudc ciu tao nén
bai thuéc VQK c6 mét s vi ¢6 kha ning diét H.P trén thuc nghiém.

-Bai thuéc da duogc tng dung diéu tri bénh nhan viém da day man
tinh trén 1am sang budc dau c6 tac dung cai thién mot sb trieu
ching 1dm sang nhu  dau thwong vi, day chuéng bung, ¢ hoi, o
chua.

CHUONG 2.CHAT LIEU, POI TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1.CHAT LIEU NGHIEN CcUU

Thudc nghién ciru 13 Cao long Vi quan khang dugc bao ché tai
khoa Dugc cua Bénh vién Pa khoa Y hoc ¢ truyén Ha Noi theo ty
18 1:1 dong chai 90ml, kiém nghiém dat tiéu chuan co so.
2.2. POI TUQNG NGHIEN CUU
2.2.1. Poi twgng thure nghiém
- 120 chudt nhat tring chang Swiss thuan chang ca 2 gidng, 6 tuan
tudi, trong luong 20 + 2g dé nghién ctru doc tinh cap.
-45 chugt cdng tring ca 2 gidng khoe manh, trong lugng 180 + 220g, dé
nghién ciru tAc dung chdng viém bao vé niém mac da day.
- 30 tho truong thanh chiung Newzealand White ca 2 giéng,trong
lwong 2,0 + 2 kg dé nghién ctru doc tinh ban truong dién.
-Vi khuan H.P chung CCUG 17874



2.2.2. Poi twrgng bénh nhan

v Tiéu chudn chen lga bénh nhan

94 bénh nhan> 18 tudi khdng phan biét gisi, tinh nguyén tham
gia nghién ciru va c6 cac tiéu chuan sau:
+ CO céc triéu chimg dau thuong vi tai dién, day chuéng bung khé
tiéu, cam giac kho chiu hodc nong rat ving thuong vi, ¢ hoi, ¢ chua...
+Bénh nhan duoc noi soi da day, sinh thiét Iam test urease va xét nghiém
mo bénh va chin doan VDDMT c6 H.P (+) tinh, trong d6 mé bénh hoc Ia
tiéu chuan vang.
+Theo y hoc ¢c6 truyénhon Iya hai thé bénh Khi tré va Hoa uét.

v Tiéu chudn logi trir
-Loai trir nhitng bénh nhan dudi 18 tudi, VDDMT ¢ H.P (-) trén ca
hai phurong phap test urease va MBH.
-Bénh nhan nghi ngo c6 ung thu, c6 loét da day ta trang kém theo,
phu nir ¢ thai va cho con bd, c6 tién sir phau thuat da day, dang
hodc d4 st dung cac loai thuc khac diéu tri bénh da day ta trang
1thang va thudc diét H.P 3 thang trude khi vao vién, ding cac thude
khang viém non- steroid va steroid, nghién ma tay hoac c6 bénh phdi
hop khac (viém gan, suy gan, viém than, suy than, suy tim)
- Bénh nhan khdng thuc hién ding phac do diéu tri hoic bo udng
thuéc > 3 ngay lién tiép.
- Bénh nhéan khong lam du xét nghiém (khong soi kiém tra lai sau dot
diéu tri)
- Loai trir bénh nhan thé Huyét & va Ty vi hu han cua YHCT.
2.3. PHUONG PHAP NGHIEN CUU
Trén thuc nghiém va lam sang nghién ciru theo phuong phap nghién ciru
MG, so sanh trudC va sau diéu tri va so sanh ddi chung.



2.3.1. Nghién ciru déc tinh cdp va ban trwong dién

-Doc tinh cap cua cao long VQK duoc xac dinh trén chudt nhét tring
theo duong udng bang phuong phap Litchfield- Wilcoxon.

-Nghién ctru doc tinh ban truong dién cua cao long VQK duoc xac
dinh trén tho bing duong udng Vi quan khang 5.4g duoc
lieu/kg/ngay(lieu co tac dung fuwong dwong trén ngueoi, tinh theo hé
so 3) va lidu 27g dugc lidu/kg/ngay(gap 5 lan 16 tri 1).Tho duoc
udng nuéc hodc thube thir trong 4 tuan lién, mdi ngay mot lan vao
budi sang va sau khi ngirng uéng thuéc nudi thém trong 2 tuin dé
theo ddi, danh gia sy phuc hoi.

2.3.2.Nghién ctru tac dung dwec ly cia VQK

2.3.2.1. Phwong phdp nghién ciru tac dung chéng viém bao vé niém
mac da day

Panh gia tac dung bao vé niém mac da day cua VQK trén md hinh
thuc nghiém gay loét da day bang Indomethacin & chudt céng. Chia 5
16:

L6 1: L6 chirng ubng nudc cét.

L6 2: Udng indomethacin licu 30mg/kg.

L6 3: Udng misoprostol liéu 100mg/kg.

Lo 4: Udng VQK liéu 13g/kg/ ngay(lieu twong dirong véi liéu diéu
tri trén nguoi tinh theo hé sé 7)

Lo 5: Ubng VQK lidu 26g /kg/ngay (gap 2 lanliéu twong dwong véi
lieu diéu tri trén nguoi) .

2.3.2.2.Nghién crru tac dung gidm dau: Nghién ctu tdc dung giam
dau cia VQK theo 2 phuong phap “madm néng” (hot plate) va
phuong phap giy quin dau bang acid acetic (Koster).

- L& chung: ubng nudée cat liéu 0,2 ml/10g/ngay



8

- L6 2: Tiém mang bung morphin hydroclorid liéu 10mg/kg

- L& 3: Udng VQK liéu 22g/kg/ngay (liéu tuwong dirong véi lieu diéu
tri trén nguwoi theo hé so 12)

- L6 4: Udng VQK liéu 44g duoc ligu/kg/ ngay (lidu gip hai lan so

v6i lidu diéu tri trén ngudi)

2.3.2.3.Nghién ciru tac dung dc ché vi khuan H.P: theo phuong

phéap pha long trong mdi truong long xac dinh nong do wc ché toi

thiéu cua thudc.

2.3.3.Nghién ciru trén bénh nhan

Nghién ciu thir nghiém 1am sang mo so sanh két qua trudc va sau

diéu tri, cd so sanh hai nhém bénh cia YHCT.

- Bénh nhan du diéu kién nghién ctu duoc lam hd so bénh an, duoc

giai thich vé quyén lgi va nghia vu khi tham gia nghién ciu, cam két

thyuc hién theo diing yéu cau cua diéu tri.

- Bénh nhan uéng cao l6ng Vi quan khang ty 18 1:1, ngay uéng 1 chai

90 ml chia hai lan, udng trudc an trua va téi trude khi di nga trong 30

ngay lién tuc.

-Kiém tra danh gi4 cac chi s6 nghién ciru sau khi két thiic dung thubc

4 tuan.

2.3.4.P4nh gia két qua nghién ciru

2.3.4.1. Pdnh gid két quda nghién cieu trén néi soi, md bénh hec

- Chan doan VDDMT H.P duong tinh khi ca hai phuong phap xét

nghiém test urease va md bénh hoc (MBH) cuing cho két qua duong

tinh.

+Danh gia ton thuong qua ndi soi dudng tiéu hoa trén dua trén he

thdng phan loai “ Sydney system”



+DPanh gia trén mo6 bénh hoc theo Whitehead va Sydney c6 chinh ly
déanh gia tinh trang viém man tinh, danh gia muc d6 viém hoat dong,
danh gia mirc d6 viém teo niém mac da day.

+Panh gia mirc d6 nhiém H.P trén MBH theo 4 muc do:

-Mtic d9 nang H.P (+++), mic d¢ vira H.P (++), mac d6 nhe H.P (+).
2.3.4.2. Pdnh gid két qud diéu tri trén bénh nhan nghién cru
-Ddnh gia cac triéu chirng lim sang theo YHHD va YHCT

+ Theo ddi cac triéu ching 1am sang hang ngay va danh gia trudc va

sau diéu tri.
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-Pdnh gid tic dung khdng mong muén
+Theo dbi cac triéu chirng ma trude diéu tri bénh nhan khong c6, chi
xuit hién sau khi bénh nhan dung thubc hoic céc tridu ching ning
1én.
+ Trén can 1am sang dwa vao cé4c chi tiéu xét nghiém vé sinh héa
chic nang gan (AST va ALT) va than (Ure va creatinin).
2.3.5. Phirong phap xir Ii s ligu
Céc sb liéu phan tich dugc xir li theo phuong phap thdng ké y sinh
hoc trén may vi tinh dudi su trg gilip ctia phan mém SPSS 13.0 va so
sanh khi binh phuong ¥, su khac biét c6 y nghia khi p <0,05.
2.4. PIA PIEM TIEN HANH NGHIEN CUU
Nghién ctru duoc tién hanh tai B6 mén Duoc |y va Giai phau bénh
truong Pai hoc Y Ha Noi. B mbn Y sinh, Hoc vién Quéany 103 Ha
Noi, Trung tdm nghién ctu va phat hién sém ung thu Lién hiép cac
hoi khoa hoc va ki thuat Viét Nam va Bénh vién Pa khoa Y hoc ¢b
truyén Ha Noi.
2.5.VAN PE PAO PUC TRONG NGHIEN CUU

Pé tai nghién ciru dugc Hoi ddng vé dao duc y té cia So Y té
Ha Noi thong qua.

Bénh nhan déu duogc giai thich rd vé thanh phan, tac dung
cua VQK va cd thé rt khoi nghién ciu bat ky khi nao.Trong qua
trinh nghién ciru néu c6 sy phan ung bat loi dén sic khoe thi ding
ngay thubc va duoc theo ddi, xir tri cho phu hop tuy theo tinh trang
bénh.



11

Chwong 3.KET QUA NGHIEN CUU
3.1.Két qua nghién ciru ddc tinh va tac dung dwoc ly ciia VQK
3.1.1.Két qua nghién cizu dgc tinh cdp

Sau khi udng cao dic VQK véi lidu ting dan tir 20 ml dén 60
ml cao dic VQK ty 18 5:1 twong &ng vai lidu 300g duoc liéu/kg thé
trong chudt tat ca cac 16 dung thude chudt khdng c6 hién tuong gi dic
biét: dn udng, van dong binh thuong, chudt khong bi khoé tho, di
ngoai phan khd, khong thiy xuit hién chuot chét trong vong 72 gio
sau khi duoc udng thube va trong sudt 7 ngay tiép theo.
3.1.2.Két qud nghién ciru déc tinh bdn trwong dién

Trong thoi gian thi nghiém, tho & ca 3 16 hoat dong binh
thuong khong thiy biéu hién gi dic biét.

Truéc va sau 2 tuan, 4 tuan ubng thudc VQK lién tuc va sau 2
tuan ngirng thudc trong luong tho, cac théng sé cua mau ( sé lwong
hong ciu, thé ticch trung binh hong ciu, ham lwong huyét sic td,
hematocrit, s6 lugng bach ciu, cong thic bach cau va sé luong tiéu
cau) c6 su thay doi nhung khong c6 y nghia thong ké véi p>0,05.

Hoat d6 enzyme AST, ALT va ndng do protein toan phan, bilirubin
toan phan va cholesterol,creatinin trong mau tho sau 2 tuan, 4 tun ubng
thude 1ién tuc va sau 2 tuan ngimg thudc c6 sy thay doi nhung khong ¢6 y
nghia thong ké (p>0,05).

Trén md bénh hoc khdng quan sét thiy co thay ddi bénh 1y nao
vé mit dai thé va vi thé cua cic co quan tim, phdi, gan, lach, tuy, than
va hé thdng tidu hoa cua tho.
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3.1.3.Két qua nghién ciru tc dung gidm dau
Bing 3.12.Anh huong cia VQK Ién thoi gian phan ang véi nhiét cua
chuét nhit tring

Thoi gian phan tng vai nhiét

p
Lo chudt n Trudc Sau
_ B trudc-sau
X+SD X+SD
Lo
10 | 23,61+6,57 23,95 +7,63 > 0,05
1(chang)
L6 2 10 | 23,67 +4,35 33,03+7,59 <0,01
P2-1 > 0,05 <0,05
L6 3 10 | 23,23+4,19 32,85 +£8,74 <0,01
P31 > 0,05 <0,05
Ps-2 > 0,05 > 0,05
Lo 4 10 | 23,75+4,89 31,23 £6,94 <0,05
P41 > 0,05 <0,05
P42 > 0,05 > 0,05
P43 > 0,05 > 0,05

Nhgn xét: chudt 16 3 va 16 4 thoi gian phan (ng véi nhiét kéo dai hon
S0 véi 16 chirng va sy khéc biét ¢6 y nghia thong ké p<0,05.
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Bang 3.13.Anh huong ciia VQK 18n s6 con quin dau ciia chudt nhat

trang
S6 con quin dau (sé con/ 5 phut)
Lo X+SD
n

chugt 0-5 |>5-10| >10- | >15- | >20— | >25-
phat phat | 15phat | 20 phat | 25 phat | 30 phat
Lol 10 560+ | 1560+ | 16,30 + | 14,40+ | 10,80+ | 8,00 +

(chéng) 2,46 5,04 5,91 5,83 4,37 3,83
L6 2 10 250+ | 990+ | 11,00+ | 9,40+ | 6,70+ | 480+

1,51 2,23 2,83 2,37 2,36 2,39
P2t <0,01 | <001 | <005 | <005 | <0,05 | <0,05
L63 10 280+ | 1210+ | 1220+ | 970+ | 7,10+ | 4,10+

1,81 3,84 2,97 2,36 1,91 1,85
Lo4 10 309+ | 11,36+ | 12,00+ | 900+ | 6,73+ | 4,09+

1,76 2,01 4,07 3,44 3,07 2,95

P31 < 0,05 P32 > 0,05
p
Ps1 < 0,05 Ps2 > 0,05 Ps-3> 0,05

Nhan xét: chuot 16 3 va 16 4 sb con quin dau giam hon so vai 16
chirng va ¢6 y nghia thong ké p<0,05.
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3.1.4. Két qud tac dung chéng viém bdo vé niém mac da day
Bang 3.14. Két qua tac dung bao vé niém mac da day chudt cong

6 Chi s loét UI | (%) tr P%Or:]/gl
X+SD ché loét R
hinh
L6 1: Chung Khong c6 loét 0
Lo 2: M6 17,53 £ 0,80 0
hinh
L6 3 1431+1.21 18 P<0,001
Misoprostol
Lo 4 18,11+ 1,11 0 P >0,05
L6 5 11,78 +1,58 33 P<0,001

Nhdn xét: chuét 16 4 so véi 16 md hinh chi sb loét khong c6 y nghia
thong ké, chudt ¢ 16 5 so vai 16 md hinh chi s6 loét giam rd rét va co

y nghia thong ké p<0,001.

3.1.2.3.Két qua nghién ciru tc dung ic ché vi khuan H.P

Bang 3.15. Mt do tc vi khuan H.P caa VQK

Mire d§ giam nong d¢ vi khuan (so véi
o nong d§ chuan 10° VK/ml)
P lodng — — —
Sau 2 gio Sau 6 gio Sau 24 gio
tiép xuc tiép xuc tiép xuc
1/4 - - -
1/8 - - -
1/16 - - -
1/32 10°* - -
1/64 10° - -
1/128 10’ - -
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Nhgn xét: Nong d6 VQK tir 1/32-1/128 mirc d6 trc ché H.P giam sau
2 gio tiép xtic nhung sau 6 gid, 24 gio H.P ciing bi tc ché hoan toan.
3.2.Két qua nghién ciru trén bénh nhan
94 bénh nhan duoc nghién ctru ddnh gia tir thang 1/2012 dén thang
6/2013 tai Bénh vién Da khoa YHCT Ha Noi.
3.3.1.Pic diém bénh nhan nghién ciu truée diéu tri
- Ty Ié nam giGi mac bénh 28,7% va nit gidi 71,3%. Lia tudi tir 40-
49 chiém 27,7% va 50-59 chiém 23,4%.Thoi gian mac bénh tir 1-< 5
nim c6 ty | cao nhit 41,5 %; thoi gian 5-10 nim 30,9%. Bénh nhan
¢ tién sir gia dinh 61,7% va khéng c6 tién sir gia dinh 38,3%.
-Noi soi khéng ton thuong than vi don thuan; ton thwong hang vi
chiém 67,1%, ton thuong toan bo da day chiém 32,9%.
- M6 bénh hoc tén thuong viém néng 34,1%, viém teo nhe 34,1%,
viém teo vira 31,8% va khdng c6 ton thuong viém teo nang.
3.3.2.Két qua diéu tri trén bénh nhan

Bang 3.21. Céc triéu chirng trude va sau BT

Truéc BT Sau BT P
Triéu chung n % n %
Dau thuong vi 56 | 59,6 | 10 | 10,6 | <0,01
Day truéng kho tiéu 75 | 798 | 4 | 43 | <0,01
Nong rat thugng vi 16 | 170 | 0 0 -
O hoi, ¢ chua 47 | 500 | 1 | 11 | <0,01
Budn nén, ndn 21 | 223 | 0 0 -
Ding miéng 17 | 181 | 2 | 21 | <0,01
An kém 79 | 840 | 10 | 10,6 | <0,01

Nhdn xét: Cac triéu ching sau diéu tri déu c6 su thuyén giam so voi
trude diéu tri va c6 y nghia théng ké (p<0,01)
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Bang 3.22.Két qua hinh anh ndi soi trude va sau diéu tri

Trusc DT Sau BT p
Tén thuong

n % n %
Khong tén thwong 0 0 64 | 68,1 | <0,01
C6 ton thwong 94 | 100 | 30 | 31,9 | <0,01
Phi né xuat tiét 60 | 63,8 | 13 | 138 | <0,01
Trot phing 18 | 192 | 6 6,4 <0,01
Trot 16i 15 | 159 | 11 | 11,7 | >0,05
Trao nguoc dich mat 1 1,1 0 0 -

Nhgn xét: Hinh anh ngi soi phil né xuat tiét sau diéu tri thuyén giam
nhiéu va c6 y nghia théng ké (p<0,01). Hinh anh trot 13i it ¢ su thay
d6i va chua c6 ya nghia théng ké (p>0,05).

Bang 3.23.Muc do viém hoat dong trén MBH trudc va sau BT

Truéc BT Sau BT
Mtrc do p
n % n %
Khéng hoat dong 0 0 58 61,7
C6 hoat dong 94 | 100 | 36 | 383
Hoat dong nhe 42 | 447 | 27 | 287 | <001
Hoat dong vura 40 42,6 8 8,5
Hoat dong nang 12 12,7 1 1,1

Nhdn xét: tat ca mic do viém hoat dong sau diéu tri déu cé sy thay
d6i va c6 y nghia thong ké (p<0,01).




Bang 3.24.Murc d6 H.P trudc va sau diéu tri
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Truéc BT Sau BT
Muc do 5
n % n %
H.P (-) 0 0 68 | 72,3
H.P dwong tinh 94 100 26 27,6
H.P (+) 32 34,0 16 17,0 <0,01
H.P (++) 45 | 479 ] 10 | 106
H.P (+++) 17 18,1 0 0

Nhdn xét: sau diéu tri mic do H.P déu cd sy thay do6i va khong con

mirc do H.P (+++). Su khéc biét c6 y nghia thong ké (p<0,01).

Bang 3.25. Céc chi s6 huyét hoc va sinh hoa truéc va sau DT

) Truée diéu tri | Sau diéu tri p
Chiso X+SD X+SD

Hong cau(G/I) 4,59+ 0,36 4,58+0,52 >0,05
Bach cau(T/l) 6,67+ 1,21 6,33+1,08 >0,05
Hemoglobin(g/l) 139,8+16,3 141,2+15,8 >0,05
Hematocrit(%) 41,06+4,34 42,39+3,26 >0,05
Ure (mmol/l) 5,23+ 1,12 512 +1,16 >0,05
Creatinin(pumol/l) 78,3 +18,24 79,6+16,38 >0,05
AST(U/I) 27424123 | 27,17+1187 | >0,05
ALT(U/1) 24,26+10,81 | 2535+9,14 | >0,05
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Nhdn xét: sau diéu tri cac chi sé huyét hoc, sinh héa chirc ning gan

(AST, ALT) va than (ure, creatinin) c su thay doi nhung chua c6 y
nghia thdng ké P>0,05).
Bang 3.30.Muc d6 viém hoat dong trén MBH ¢ hai nhém sau diéu tri

Khi tré Hoa uat
n=48 n=46
Trudc Sau Trudc Sau
n(%) n(%) n(%) n(%)
Khéng hoat dong 0 32(66,7) 0 26(56,5)
Hoat dong nhe 29(60,4) | 11(22,9) | 13(28,3) | 16(34,8)
Hoat dong vira 19(39,6) 5(10,4) 21(45,6) 3(6,5)
Hoat dong nang 0 0 12(26,1) 1(2,2)
P (truoc sau) P<0,05 P<0,05
P (hai nhom) >0,05

Nhgn xét: & ca hai nhém muac do viém hoat dong sau diéu tri déu
thuyén giam nhung su khéc biét khdng cé y nghia théng ké (p>0,05).
Bang 3.31. Muc d6 diét H.P ¢ hai nhém

Nhém Khi tré Hoa uat
n=48 n=46
Muc dg Truéc Sau Truéc Sau
n(%) n(%) n(%) N(%)
H.P amtinh 0 37(77,1) 0 31(67,1)
H.P dwong tinh | 48(100) 11(22,9) 46(100) 15(32,6)
H.P (+) 24(50,0) 7(14,6) 8(17,4) 9(19,6)
H.P (++) 19(39,6) 4(8,3) 26(56,5) 6(13,0)
H.P (+++) 5(10,4) 0 12(26,1) 0
P (truoc sau) <0,05 <0,05
P (hai nhom) >0,05

Nhgn xét: muc do diét H.P nhom khi tré cao hon Hoa uét nhung sy

khéc biét chua c6 ¥ nghia théng ké (p>0,05).
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3.3.3. Két qua theo ddi tac dung khdng mong muén
Khéng c6 bénh nhan nao c6 biéu hién may day, ngira, chong
mit, kho tha, ph hay tiéu it trong qua trinh diéu tri.
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Chuwong 4.BAN LUAN

4.1.Két qua doc tinh caa Vi quan khang
4.1.1. Bjc tinh cdp

Liéu t6i da chudt d4 udng va cd thé dung nap duoc la 60 mi/kg thé
trong chudt cao long 5:1 twong duong 300 g duoc lidu/kg thé trong, cao
gap gan 170 lan dy kién trén lam. Két qua nay phd hop véi thanh phan
cau tao cua bai thudc , cac vi thube trong bai thude dd duoc cong bd
trong y van khéng doc va trong thuc hanh YHCT céc vi thubc nay van
thuong xuyén dugc ké don phdi ngii véi nhau theo bién chang luan tri
dé diéu tri ma khong gy doc cho nguoi bénh. Tir két qua nghién ciu
cho thay bai thuéc VQK c¢6 pham vi an toan rong.
4.1.2. Pjc tinh bdn trwong dién
- Tho udng lidu 5,4g/kg/ngay (liéu tuong duong trén ngudi) va lidu 279
/kg/ngay (gip 5 1an liéu dung trén ngudi), udng lién tuc trong 4 tuan va
sau 2 tuan theo ddi chua thdy bién ddi cac chi sb huyét hoc, hoa sinh
mau va md bénh hoc gan, than. Nhu vay thudc pht hop dé diéu tri dai
ngay trén bénh nhan VDDMT.
4.2.Két qua nghién ciru mdt sé tac dung dwgc Iy ciia VQK
4.2.1.Vé tac dung gidm dau

Két qua o bang 3.12 cho thdy VQK liéu 22,0g /kg/ngay va
44,0g /kg/ngay ubng trong 5 ngay c6 tac dung giam dau trén mo
hinh mam néng & chuét nhét trang, tic dung cua VQK lén thoi gian
phan ng vé6i nhiét cua chudt nhit tring sau khi udng thudc tuong
duong tac dung & 16 chudt tiém mot  1an morphin hydroclorid
10mg/kg va & hai liéu nghién ciru khdng c6 su khac biét c6 y nghia
thong ké (p>0,05). Bang 3.13 cho thiy Chuot ¢ 16 3 va 16 4 trén mo
hinh gay dau bang acid acetic s6 con quin dau giam rd rét ¢ tat ca
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c4c thoi diém nghién ctiu so véi 16 chirng (p < 0,05 hoic p<0,01); tac
dung giam dau nay tuong dwong véi aspégic (ps» va pso> 0,05).

Téc dung giam dau & 2 16 udng VQK lidu thdp va VQK liéu
cao khong c6 su khéc biét c6 y nghia thong ké (p > 0,05).

Tir két qua nghién ctru thu duoc ¢6 thé nhan dinh VQK c6 tac dung
giam dau theo ca hai co ché ngoai bién va giam dau trung wong.
4.2.2.\/é tac dung bdo vé niém mac dg day

Két qua nghién cau ¢ bang 3.14 cho thidy VQK liéu 13g/
kg/ngay khong c6 su khac biét & tat ca cac chi s6: Chi s loét, s6 6
loét, mirc d6 loét, sé chudt khong phat hién thiy loét so voi 16 md
hinh. Nhu vay, VQK lidu thip chua cho thiy tac dung trén mé hinh
loét da day gay ra do indomethacin trén chudt cbng trang.

Vi quan khang liéu 26g duoc liéu/ kg so vai 16 md hinh, chi s6
loét khéc biét c6 ¥ nghia théng ké (p<0,001), phan trim wrc ché loét 1a
33%. Sb 6 loét trung binh giam mat nira so véi 16 mo hinh.

Co ché gay loét cua Indomethacin la 1am giam tiét chat nhay.
Vi vay, thudc VQK c6 tac dung bao vé niém mac da day chéng loét
mot phan do kich thich tiét chat nhay ¢ niém mac da day.
4.2.3.Vé tac dung diét H.P

Két qua nghién ctru & bang 3.15 cho thiy, VQK & ndng do 1/4-
1/16 H.P bi tic ché hoan toan & moi thoi diém nghién ciu. Tir nong
d6 1/32-1/128 sau 2 gio tiép xtc véi thuc nong do vi khuan giam
din nhung sau 6 gid va 24 gio vi khuan H.P ciing bi tc ché hoan
toan. Nhu vdy nong do tc ché tdi thiéu cua VQK la 1/32.

Két qua nghién cau trén ciing pht hop véi nghién cau trén thyuc
nghiém vé kha ning diét H.P ciia mét sb vi thude c6 trong VQK.
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Nghién ciru trén thyc nghiém caa Chen Zhi Yun cho thiy
nong do tc ché téi thiéu vi khuin H.P cua Hoang lién la 1/640.
Zhang Lin nghién ciru cho thay duong kinh khang khuan cua Hoang
lién 1a 51mmcao hon duong kinh khang khuan cua Ampicilin
15mm.Ngoai Hoang lién cé kha ning diét H.P, trong thanh phan cua
Vi quan khang con c¢6 Huyén hd, Tran bi, Cam thio ciing c6 kha
ning diét H.P nhung & mic do thap.
4.3.Két qua nghién ciru trén bénh nhan
4.3.1. Mét sé dic diém chung

Sy phan bé vé gidi cho thay ty 1& nam gigi mic bénh la 28,7
% it hon nit giéi chiém 71,3 %. Ty 1é mic bénh nit mic bénh nhiéu
hon nam (p>0,05), két qua nay ciing phd hop véi mét s nghién cau
cua CAc tac gia nudc ngoai ciing cho thiy ty 1& nit mac bénh nhiéu
hon nam.

Mot s tac gia Viét Nam khi nghién ctu viém loét da day ta
trang ¢ nguoi 16n co lién quan H.P lai dua ra nhan xét khong co su
khéc biét c6 y nghia thdng ké vé ty 1é mac bénh theo gi6i tinh nhu
nghién ctru cta Lé Trung Tho nghién ciu 166 bénh nhan cé ty 1é
nam/nir 1a 1,1/1.

Trong nghién ctu caa chdng tdi s6 bénh nhan co tién sir gia
dinh nhu bd me, vo chong, con céi ciing mic bénh ly vé da day ta
trang (61,7%) cao hon khdng co tién sir gia dinh ( 38,3%), su khac
biét c6 y nghia théng ké véi p<0,05. Piéu nay cho thiy thoi quen
sinh hoat truyén thong ding chung mam hang ngay, ding diia chdm
chung va gap thire n khién cho H.P c6 thé theo nuéc bot qua céc

dung cu thia,dta roi vao thirc an, sau d6 theo thirc an vao hé tiéu hda
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ciia nguoi khac lam gia ting sy lay nhiém bénh sang nguoi khéac
trong gia dinh.

Két qua nghién ciu vé hinh anh néi soi cho thiy hinh anh noi
soi xung huyét phi né chiém 63,8%; trot phang chiém 19,2% ; trot
15i chiém 15,9%. Két qua nghién ciu ndy ciing phti hop voi mot sé
nghién ciru cua céc tac gia khéc, ton thuong noi soi chii yéu gip hinh
anh phii né xung huyét va su khac biét v& hinh anh ton thuong noi soi
¢6 y nghia thng ké véi p<0,05.
4.3.2.Két qua diéu tri

Két qua & bang 3.21 cho thiy trudc diéu tri co 56/94 truong
hop ¢6 biéu hién dau thuong vi (59,6%), sau diéu tri c6 10/94 truong
hop (10,6%) con biéu hién dau thuong vi.

Pay chudng kho tiéu trude diéu tri c675/94 truong hop
(79,8%), sau diéu tri con 4/94 (4,3%) truong hop con cam giac day
chudng kho tiéu. Pau va day chudng kho tiéu 1a do tinh trang niém
mac da day bi ton thwong viém do nhiéu nguyén nhan khac nhau ma
& day bénh nhan viém da day do nguyén nhan do vi khuan H.P.

Cac triéu chirng thuyén giam la do tac dung tac dung giam dau
va chbng viém da duoc ching toi chimg minh qua hai phwong phap
nghién ctu thuc nghiém o trén.

Két qua vé& mirc d6 hoat dong caa viém trén mé bénh hoc cho
thdy MBH sau diéu tri c6 61,7% trudng hop ¢ mic do viém khong
hoat dong va 38,3% cé muc ton thuong viém hoat dong. Trude diéu
tri mirc d6 hoat dong niang chiém 12,7%, sau diéu tri con 1,1%; mic
d6 hoat dong vira trude didu tri 42,6%, sau diéu tri con 8,5%. Su
khéc biét mirc d6 hoat dong viém trén mé bénh hoc trude va sau diéu
tri c6 y nghia thong ké vai p<0,01.
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Vé hiéu qua diét H.P cho thiy sau diéu tri c6 68/94 truong hop
(72,3%) tro vé Am tinh va 26/94 trudng hop (27,6%) con dwong tinh.
Mic d6 H.P (+++) trudce diéu tri chiém 18,1%, sau diéu tri khong con
truong hop ndo. Mac do H.P (++) trude didu tri 47,9 % sau didu tri
thuyén giam con 10,6 %. Hiéu qua diét H.P trudc va sau diéu tri c6 y
nghia théng ké voi p<0,01. So sanh két qua diét H.P vsi mot sé
nghién ciru két qua cua ching t6i ty 1& diét thap hon nghién ciru cua
tac gia nudc ngoai nhu Zhang Li Ying, Wang Jian Ping va cao hon
nghién ctu cua tac gia trong nudc nhu Nguyén Vin Toai, Bui Minh
Sang.

Két qua nghién ciru dbi voi hai thé bénh cua YHCT cho thay
thé khi tré co ty 18 diét H.P 77,1% cao hon thé Hoa uét (67,1%). Tuy
nhién su khac biét khong c6 y nghia théng ké (p>0,05), diéu nay cho
thdy VQK cd thé diéu trj cho ca hai thé bénh Khi tré va Hoa uit.

KET LUAN

1.Vé dpc tinh va mot sé tac dung dwoc ly caa thudc Vi quan
khang.
* \/é djc tinh ciia thuée

Vi quan khang chua thiy doc tinh cap. Chudt nhat tring duoc
udng Vi quan khang lidu 300g duoc lidu/kg thé trong chudt khdng
xac dinh duoc liéu chét 50% (LDsy).

Thé dwoc ubng Vi quan khang vai liéu 5,4g va 27g duoc
lisu/kg/ngay sau 2 tuan, 4 tuan udng thudc lién tuc va nging thude
sau 2 tuan chua thay doc tinh ban truong dién.

* \/& mot sb tac dung dwoc Iy ciia thudc
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Vi quan khang c6 tac dung giam dau trén hai mé hinh nghién
cau. Vi quan khang voi lidu 22,0g va 44,0g dugc lidu/kg/ngay udng
trong 5 ngay lién tuc c6 tdc dung giam dau tuong duong 16 chuot
udng Aspégic 100mg/kg va ¢ 16 chudt tiém mot  1an Morphin
hydroclorid 10mg/kg. Su khéc biét giira hai liéu nghién ciru chua co
y nghia thong ke.

Vi quan khang c6 tac dung bao vé niém mac da day trén mo
hinh gay loét da day chudt bang indomethacin, véi lidu 26g dugc
liéu/ kg c6 tac dung trc ché loét 33% so vai 16 md hinh, sy khéc biét
chi s6 loét c6 y nghia thdng ké (p<0,001).

Vi quan khang c6 tac dung diét vi khuan H.P trén in Vitro,
nong dé e ché téi thiéu 1a 1/32.

2. V@ higu qua diéu tri trén bénh nhan VDDMT H.P dwong tinh
*Trén lam sang

Vi quan khang c6 tac dung cai thién cac triéu ching trén 1am
sang nhu: dau thugng vi, ¢ hoi ¢ chua, cai thién triéu chirg an kém.
Sy khac biét vé hiéu qua trudc va sau diédu tri ¢ y nghia thong ké
(p<0,01).

*Trén noi soi va md bénh hoc

Sau diéu tri hinh anh noi soi tro vé binh thuong 68,1% bénh
nhan, trén md bénh hoc muc do viém khong hoat dong 61,7 % va két
qua diét H.P dat 72,3%.

* Két qua voi hai nhém bénh cua YHCT

Vi quan khang c6 tac dung diéu tri véi ca hai thé bénh Khi

tré va Hoa uat cia YHCT.
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Két qua diét H.P & nhom Khi tré (77,1%) cao hon nhom Hoa
uit (67,1%). Su khac biét v& hiéu qua diéu tri giita hai nhom chua
¢6 y nghia thong ké (p>0,05).

*V/i quan khang khong thay tac dung khong mong mudn trén Iam
sang va can lam sang.

KIEN NGHI
1. C6 thé tng dung bai thuéc Vi quan khang dé diéu tri bénh viém da
day man tinh Helicobacter pylori duong tinh.
2. Tiép tuc nghién ciu quy trinh san xuét thudc chuyén sang dang phu
hop hon, dé dé dang sir dung, dé bao quan va van chuyén trong thuc té.
3.Nghién ctru diéu tri trén trén dién rong hon, trén cac ltra tudi khac
nhau va céc thé bénh cia YHCT.
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ABBREVIATIONS

H.P :Helicobacter pylori

MBH : Histopathology

YHHD : Modern medicine

YHCT : Traditional Medicine

VDDMT : Chronic gastritis

bT . Treatment
BACKGROUND

Chronic gastritis is a widespread disease in Vietnam and
around the world. Detection of the cause of the disease caused
by bacterium Helicobacter pylori (H.P) has led to new
treatment methods in combination with antibiotics.Chronic
gastriscaused by H. Paccounts for 20-30% of the population in
industrialized countries and 70-90% in developing countries. At
present, there are many modern medicines with high treatment
efficiency, but the proportion of H.P strains that show drug
resistance is a major concern to researchers.

Traditional medicine has many methods to treat this disease.
Many herbal medicines can eradicate H.P are available and
have been proven to show high therapeutic effects in
experimental and clinical settings, but research is very limited
in Vietnam.

The Vi quan khang medicine (VQK) was initially assessed,
evaluated and used to treat patients with chronic gastritis at the
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Hanoi General Traditional Medicine Hospital; such patients
showed improved clinical symptoms and in
gastroscopy.However, there is no comprehensive research to
confirm the effects of Vi quan khang medicine on the patients
with chronic gastritis caused by H.P.Therefore, this research
was conducted with the following two objectives:

RESEARCH OBJECTIVES

1. Research on acute toxicity, semi-chronic toxicity and
other pharmacological effects of VQK syrup on
experimental animals.

2. Research on the treatment effects of VQK syrup on
patients with chronic gastris caused by H.P.

NEWCONTRIBUTIONSOFTHETHESIS

Scientific works were systematically reviewed both pre-clinical
and clinical on the traditional medical remedy for the treatment on
patients with chronic gastritis caused by H.P.

The research results showed that oral VQK syrup is a highly safe
analgesic and protectsthe gastric mucous membrance while
eradicating H.P in experimental settings and on patients. No
undesirable clinical effects were detected on patients.

The research on the application of traditional medicine in the
treatment of positive Helicobacter pylori contributes to clear
traditional medicine theory and gradually modernize traditional
medicineand it is the work with practical scientific significance.
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Notably, Vietnam is a country with a long history of using
traditional medicine for public health care, thus the results of the
thesis is new and very practical contribution.



34

THESIS STRUCTURE

The dissertation is 112 pages excluding appendices and
references, and consists of 4 chapters, 36 tables, 5 graphs, 6
illustration pictures, 127 references (54 Vietnamese, 39 English,
34 Chinese) and Appendix .

The thesis layout includes: 2 pages of introduction, 32 pages of
overview, 15 pages of research subjects and methods, 28 pages of
research results, 32 pages of discussion, 2 pages of conclusions, 1
page of recommendations and 5 articles with content relavant to
the thesis has been published.

CHAPTER 1. OVERVIEW

1.1.CHRONIC GASTRITIS IN VIEW OF MODERN
MEDICINE

Chronic gastritis is defined by gastric mucosal lesions
caused by many different reasons, which are divided into 3
main types. Helicobacter pylori bacteria accounts for 70% -
80% of all gastritis in developing countries.The most accurate
method todiagnose chronic gastritis is based on histopathology.
There are many different classifications of stomach that have
been proposed and applied so far such as classified by Kimura,
Whitehead, Sydney System, OLGA, etc. Each classification has
its own advantages and disadvantages. At present, the
endoscopic and gastrointestinal surgery centers in Vietnam are
assessing the results basedon the guidelines of the Sydney
classification system introduced in 1990 and completed in 1994
and has been widely applied in the world.
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Chronic gastritis caused by H.P has been mainly been treated
using internal medicine methods. H.P is hard to eradicate
because it is located in the mucous membrane of the gastric
mucosa where the drug is not diffused to or diffused in low
concentrations and thus unable to eradicate the bacteria.

HP is a slow-growing bacterium, requiring coordination and
prolonged use of the medicine. To achieve high effects of
treatment, a strong antacid should be used. Thus, proton pump
inhibitors PPIs (Proton Pump Inhibitor) are commonly selected.
For the antibiotics: Antibiotics should withstand the acidic
environment and increase resonant effects effectiveness and
stay in the stomach as long as possible. Thus, the oral
antibiotics are least resistant to bacteria

At present, there are many modern medicines with high
treatment efficiency, but the proportion of H.P strains that show
drug resistance is a major concern to researchers.

The HP eradicationis not simply taking some antibiotic
regimens, the effective treatment regimens for chronic gastritis
caused by H.P will be triple antibiotics. For the cases that first
regimenon HP eradicationfailed and then the 4 drug regimens
should be used.

1.2.CHRONIC GASTRITIS IN VIEW OF TRADITIONAL
MEDICINE

Chronic gastritis belong to phenomenon “Vi quan Thong”of
traditional medicine and is functional disorders of the Can, Ty
and Vi due to many different reasons.There is no name of
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Helicobacter pylori in traditional medicine, but refer to the
disease it caused, this is a kind pathogenic miasma.

Many herbal medicines can eradicate H.P are available and
have been proven to show high therapeutic effects in
experimental and clinical settings, but research is very limited
in Vietnam.

1.3.0VERVIEW ON MEDICINE RESEARCH

VQK medicine combines:

Rhizoma Coptidis 129
Fructus Evodiae rutaecarpae 49
Rhizoma Typhonii trilobati 129
Pericarpium Citri deliciosae 8¢
Poriae 129
Radix Glycyrrhizae 69
Tuber Corydalis 12 g
RhizomaCurcumaezedoariae 12g
Os Sepiae 12¢

The modern research results showed that there are some
remedies in the VQK are able to eradicate H.P in experiments.
Medicine has been used to treat patients with chronic gastritis
in clinical and initially improved some clinical symptoms such
as epigastric pain, abdominal distention full, belching, and
heartburn.

CHAPTER 2
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RESEARCH MATERIALS, SUBJECTS AND METHODS

2.1. RESEARCH MATERIALS

The Research medicineis VQK which was prepared at the
Faculty of Pharmacy of the Hanoi General Traditional
Medicine Hospital in Hanoi 1:1 bottle 90ml, attaining basic
standard.

2.2.RESEARCH SUBJECTS

2.2.1. Experimental subjects

- 120 purebred Swiss white mice, both genders, 6 weeks old,
weighing 20 + 2 g for acute toxicity research.

- 45 healthy white rats, both genders, weighing 180 + 220 g,
to research the protective effect against inflammation of the
gastric mucosa

- 30 male and female mature purebred rabbits Newzealand
weight 2,0 + 2 kg for research on semi-chronic toxicity.

- H.P bacterial strain CCUG 17874

2.2.2.The patient subjects

e Patient selection criteria

94patients> 18 year old, regardless of sex,volunteer to invole in

the research and meet following criteria:

- Patients with symptoms of recurrent epigastric pain,
indigestion, discomfort or epigastric burning, belching,
heartburn.

- Patients who have been diagnosed chronic gastritis caused
by HP Dby gastroscopy, biopsic urease test and
histopathological examination.
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According to the traditional medicine, two disease types
“Khi tre” and “Hoa uat” are selected.

Exclusion criteria

Exclude patients under 18 years old diagnosed chronic
gastritis with H.P negative by biopsic urease test and
histopathological examination.

Patients suspected of having cancer with peptic ulcers,
pregnant women and breastfeeding, stomach surgery history
or using other drugs to treat peptic disease for a month and
H. Peradication for 3 months prior admission, using of non-
steroidal and steroids anti-inflammatory drugs, drug
addicted or other co-infected diseases (hepatitis, liver
failure, nephritis, kidney failure, heart failure).

Patients who failed to comply treatment regimen or quited
medication> 3 days continously.

Patients who didnot get all required tests (did not screen
again after treatment).

2.3.RESEARCH METHODOLOGY

In experimental and clinical,the open research methods is
applied, Open clinical research - testing - compare results
before and after treatment and compare with the control group.
2.3.1. Research on acute toxicity and semi-chronic toxicity.

Acute toxicity of VQK determined on white mouse orally
by the Litchfield-Wilcoxon method.

Research on semi-chronic toxicityof VQK determined on
white rabit orally with dose 5,49 medicine/kg/day(effective
dose equivalent to dose used on human being, calculated by
3rd coefficient) and dose 279 medicine /kg/day (5 times of
treatment lot 1).

Rabbits are drinking water or reagent in 4 weeks, once daily
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in the morning. After stop taking drug, rabbits are kept in 2
weeks to monitor and evaluate recovery.

2.3.2.Research on pharmacological effectsof VQK

2.3.2.1. Research on anti-inflammatory and gastric mucosa

protective effects.

Evaluate the gastric mucosa protective effect of VQK on the

experimental model of gastric ulcers caused by indomethacin in

rats.

Divided into 5 lots:

Lot 1: Control lot takes distilled water.

Lot 2: Oral dose of 30mg/kg indomethacin

Lot 3: Oral dose of 100mg/kg misoprostol.

Lot4: Oral dose of 13g/kg/day VQK (this dose equivalent to

dose on human being calculated by 7th coefficient).

Lot 5:Oral dose 26g /kg/day VQK (double equivalent dose on

human being).

2.3.2.2.Research on analgesic effects.

Research on analgesic effects of VQK by 2 methods: *“hot

plate” and cause writhe by acid acetic (Koster).

- Control lot: Oral dose 0,2 ml/10g/day distilled water.

- Lot 2: Inject dose 10mg/kg morphin hydroclorid peritoneally.

- Lot 3: Oral dose 22g/kg/day (dose equivalent to dose on
human being according to coefficient of 12)

- Lot 4: Oral dose 44g medicine/kg/day(double compare with
treatment dose for human being)

2.3.2.3.Research on inhibitory effects of HP: dilution method in

liquid medium to determine the minimum concentration of the drug.

2.3.3.Research on patients
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- Open clinical research - testing - compare results before and
after treatment, with comparision with two traditional
medical diseases.

- The patient records will be completed for those patients
who are eligible for the research. These patients were
explained about rights and obligations when participating in
the research, they also comitted to comply with treatment
requirements.

- Patients with oral VQK with proportion of 1:1, drink 1
bottle of 90 ml per day divided twice, before lunch and
before bedtime for 30 consecutive days.

- Monitor and evaluate research indicators after 4 weeks of
medication.

2.3.4.Evaluate research findings.

2.3.4.1. Evaluate research findings on endoscopy,

histopathology

- Diagnose chronic gastritis caused by H.P when both urease

test and histopathological test show same positive results.

+Assess injury caused by gastrointestinal endoscopy based on a

classification system "Sydney system"

+Assessment on histopathology according to Whitehead and

Sydney with revised assessment of chronic inflammation,

arthritis activities, gastric mucosal atrophy.

+Assess level of H.P exposure on histopathology by 4

levels:Severe level H.P (+++), Moderate level H.P (++), Mild

level H.P (+).

2.3.4.2. Assessment of treatment results on research patients

-Evaluation of clinical symptoms according to modern

medicnie and traditional medicine

Monitorthe clinical symptoms before and after treatment
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-Evaluation of the undesirable effects.

+ Monitor symptoms which are only occurred on patients after
medication or worsening symptoms.

+The subclinical undesirable effects of medicine based on
criteria for biochemical tests of liver function (AST and ALT)
and kidney (Ureandcreatinin).

2.3.5. Data processing method

Data are processed by the biomedical statistic method using
SPSS 13.0 software and compare the squared y2, differences
with statistical significant p< 0.05.

2.4. RESEARCH PLACE

The research conducted at Department of Pharmacology and
Anatomy, Hanoi Medical University;

Department of Biomedical, Hanoi Military Medical Academy
103;

Center for cancer research and early detection, Vietnam Union
of Sciences Technology Associations;

Hanoi General Traditional Medicine Hospital.

2.5. ETHICAL ISSUES IN RESEARCH

The research topic was approved by Council on Medical Ethics,
Hanoi Department of Health.

Patients involved in research had been explained about remedy,
effects of VQK and they could withdraw from research
anytime. During the research, if any adverse reactions to health
happened, medication stopped immediately for monitoring and
management depended on condition.
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CHAPTER 3
RESEARCH RESULTS

3.1. The research result on toxicity and pharmacological effects
of VQK.
3.1.1.Research result on acute toxicity

After taking “VQKdose increasing from 20 ml to 60 ml ratio
5:1 equivelent to 300gmedicine/kg body weigh, mice from all lots
have no abnormal reaction: normal eating, movement, no shortness
of breath and no death mice found within 72 hours taking syrup and
during next 7 days.

3.1.2.Research results of semi chronic toxicity

During the experiment, the rabbits in 3 lots live normally, no
unexpected expression were found.Before and after 2 weeks, 4 weeks
taking VQK syrup continuously and 2 weeks after stopped taking
medicine, there is a change in rabbits” weigh, blood test parameters
including erythrocyte count, average erythrocyte volume,
hemoglobin concentration, hematocrit, leucocytecount, leucocyte
formula and platelet counts but no statistical significant (p>0.05).
After 2 weeks, 4 weeks taking VQK syrup continuously and 2 weeks
after stopped taking medicine, there is a change in enzyme AST
activity, ALT and fullprotein concentration, full bilirubin and
cholesterol, creatinine in rabbit blood but no statistical significant
(p>0.05).In term of histopathology, no pathological changes seen in
macroscopic and microscopic aspects of rabbits’ heart, lungs, liver,
spleen, pancreas, kidneys and digestive system.
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3.1.3.Research results on analgetic effects

Table 3.12.Effects of VQK on reaction time to heat on white mice

The reaction timetoheat
Mice lots n XBeiosrleD XAf_LtgrD before-after
Lot 10 | 2361+657 | 2395+763 > 0,05
1(control)
Lot 2 10 23,67 +4,35 33,03+ 7,59 < 0,01
P21 > 0,05 < 0,05
Lot 3 10 23,23 +4,19 32,85+ 8,74 < 0,01
P31 > 0,05 < 0,05
P32 > 0,05 > 0,05
Lot 4 10 23,75 + 4,89 31,23 +6,94 < 0,05
P41 > 0,05 < 0,05
Paso > 0,05 > 0,05
Pas > 0,05 > 0,05

Table 3.13.The effect of VQK on number of spasms of pain on white

mice
Number of spasms of pain (No. of spasm/ 5 minutes)
Mice | X £SD o
ice lot | n >10 -[>15 -[>20 -[> 25 -
0 - 51>5-10 5 20 25 30
minutes minutes f . . .
minutes minutes | minutes | minutes
Lot 1 10 560 +| 1560 + | 16,30 + | 14,40 | 10,80+ | 8,00 *
(control) 2,46 5,04 5,91 +583 | 4,37 3,83
Lot 2 10 250 +]990 +|11,00+ (9,40 | 6,70+ | 4,80 %
1,51 2,23 2,83 2,37 2,36 2,39
P21 <001 | <001 |<005 |<005 |<005 |<0,05
Lot 3 10 280 +|1210+|1220x| 9,70 £| 7,10 £ | 4,10 =
1,81 3,84 2,97 2,36 1,91 1,85
Lot 4 10 309 +|11,36 +| 12,00+ | 9,00 | 6,73 +| 4,09 *
1,76 2,01 4,07 3,44 3,07 2,95
P3-1 < 0,05 P3-2 > (0,05
P Pi1 <0,05 Pas > 0,05 P> 0,05
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3.1.4. Result of protective effects on the gastric mucosa

Table 3.14. Result of protective effects on the gastric mucosa on

rats
. % P compare

Lot p | Uleerindexyl Lglcgr with

X +SD inhibition | model lot
Lot 1 9 No ulcer 0
Control
Lot 2:1 9 17,53 +0,80 0
Model
Lot 3 9 1431 +1,21 18 P<0,001
Misoprostol
Lot 4 9 18,11 +1,11 0 P >0,05
Lot 5 9 11,78 +1,58 33 P<0,001

3.1.2.3.Research result on H.Pbacteria inhibitory effects
Table3.4. Level of H.P eradication of VQK.

Decrease level of bacteria concentration
Dilution level (compare with standard concentration)
After 2 hours After 6 hours After 24 hours
of exposure of exposure of exposure

1/4 - - -
1/8 - - -
1/16 - - -
1/32 10° - -
1/64 10° - -
1/128 10’ - -

Note:The initial bacterial concentration for all drug samples is
10®bacterial / ml. (- ) The bacteria were completely eradicated.
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3.2. Research results on patients

Research conducted on 94 patients from January 2012 to June
2013 at Hanoi General Tradition Medicine Hospital.

3.3.1. Characteristics of research patients before treatment.
Propostion of infected males account 28.7% and females
account 71.3%. Ages from 40- 49 accounts 27,7% and 50-59
accounts 23,4%.Infected duration of time from 1 to < 5 years
accounts for highest proportion of 41,5 %. Patients with
infected family history accounts 61,7% and without infected
family history accounts 38,3%.

Results of endoscopicAntral lesions accounts 67,1%, entire
stomach lesionsaccounts 32,9%.

Histopathology shallow inflammatory lesions accounts 34,1%,
mild inflamed atrophy account 34,1%, moderate inflamed
atrophy accounts 31,8% and there were no patients with
severeinflamed atrophy.

3.3.2. Treatment results on patients

Table 3.21.Changes in symptoms before and after treatment.

Before After P
Symptoms treatment treatment
n % n %
Epigastric pain 56 | 59,6 | 10 10,6 | <0,01
Indigestion 75 79,8 4 4,3 <0,01
Epigastric burning 16 17,0 0 0 -
Belching, heartburn 47 50,0 1 1,1 <0,01
Nausea, vomiting 21 | 22,3 0 0 -
Bitter mouth 17 18,1 2 2,1 <0,01
Eating less 79 | 840 | 10 10,6 | <0,01
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Table 3.22.Results of endoscopic imagebefore and after

treatment
Before After P
Lesions treatment treatment
n % n %
No lesion 0 0 64 | 68,1
With lesion 94 100 | 30 | 31,9
Exudate edema 60 | 63,8 | 13 | 13,8
Flat ulcer 18 [ 192 | 6 6,4 | <001
Convex ulcer 15 159 | 11 | 11,7
Bile reflux 1 1,1 0 0

Taable 3.23.Level of inflammatory activity on histopathology

before and after treatment

Before After
Level treatment treatment P
n % n %
No activity 0 0 58 | 61,7
With activity 94 100 36 | 383
Mild activity 42 | 44,7 | 27 | 28,7 |<0,01
Moderate activity 40 | 42,6 8 8,5
Severe activity 12 12,7 1 1,1
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Table 3.24.Level of H.P before and after treatment

Before After
Level treatment treatment P
n % n %
H.P (-) 0 0 68 72,3 | <0,01
H.P positive 94 100 26 27,6
H.P (+) 32 | 340 | 16 17,0
H.P (++) 45 | 479] 10 | 10,6
H.P (+++) 17 18,1 0 0

Table 3.25.Changes in some haematological and biochemical
indices before and after treatment

Before After p
Indices treatment treatment

X +SD X +SD
(Eéﬁ)hmcyte Counts | 4 59+036 | 458+0,52 | >0,05
Leucocyte
counts(T/) 6,67+ 1,21 6,33+1,08 >0,05
Hemoglobin(g/l) 139,8+16,3 141,2+15,8 | >0,05
Hematocrit(%) 41,06+4,34 42,39+£3,26 | >0,05
Ure (mmol/l) 5,23+ 1,12 512+1,16 | >0,05
Creatinin(mol/1) 78,3 £18,24 79,6+16,38 | >0,05
AST(U/I) 27,42+12,3 | 27,17+11,87 | >0,05
ALT(U/) 24,26+10,81 | 25,35+9,14 | >0,05
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Table 3.30.Treatment effects on level of inflammatory activity
on histopathology in two traditional medicine disease groups

Groups Khi tre Hoa uat
n=48 n=46
Ulcers Before After Before After
n(%) n(%) n(%) n(%)

No activity 0 32(66,7) 0 26(56,5)
Mild activity 29(60,4) | 11(22,9) | 13(28,3) | 16(34,8)
Moderate 19(39,6) | 5(10,4) | 21(45,6) | 3(6,5)
activity
Severe activity 0 0 12(26,1) 1(2,2)
P (before after) P<0,05 P<0,05
P (two groups) >0,05

Table 3.31.Effects on H.P eradication in two groups

Groups Khi tre Hoa uat
n=48 n=46

Level Before After Before After
n(%) n(%) n(%) N(%)

H.P negative 0 37(77,1) 0 31(67,1)

H.P positive 48(100) | 11(22,9) | 46(100) | 15(32,6)

H.P (+) 24(50,0) | 7(14,6) | 8(17.4) | 9(19,6)

H.P (++) 19(39,6) | 4(8,3) 26(56,5) | 6(13,0)

H.P (+++) 5(10,4) 0 12(26,1) 0

P (before after) <0,05 <0,05

P (two groups) >0,05

3.3.3. Results of monitoring undesireable effects.

There were no patients with symptoms of urticaria, itching,
dizziness, shortness of breath, beriberi or less urination during

treatment.
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CHAPTER 4
DISCUSSION

4.1.The results of toxicity of VQK
4.1.1. Acute toxicity
The maximum oral dose that mice can tolerate is 60 ml / kg
body weight of mouse syrup 5:1 equivalent of 300 g/kg of body
weight, nearly 170 times higher than expected on experiement.
This result is consistent with the composition of the
medicine;medical composition in the remedy which has been
announced non toxic in medical books and traditional medical
practices, those medicines are regularly prescribed to coordinate 5
medicines to each other according to treatment theory which does
not cause toxic to patients. The study results showed that VQK
has wide range of safety.
4.1.2. Semi-chronictoxicity

Rabbit oral dose of 5.4 g / kg / day (equivalent to human dose) and
dose 279 / kg / day (5 times higher than human dose), continuous
taking for 4 weeks and after 2 weeks monitored and found no
change inhaematological, biochemical blood and histopathology
of liver and kidney indices. Thus, medicine suitable for long-term
treatmenton patients with chronic gastritis
4.2.Research results on some pharmacological effects of VQK.
4.2.1. Analgesic effects.

The results in Table 3.12 show that VQK dose 22.0 g/kg
/day and 44.0 g/kg/day taking orally for 5 days have analgesic
effects on hot plate model on white mice. Effects of VQK on
the thermal reaction time of white mice after taking medicine
equivalent with effects on lot 2 where the mice injected once
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with dose of 10mg/kg morphin hydroclorid peritoneally. And
there is no difference between two research doses with
statistical significant (p>0.05).

Table 3.13 shows the mice in Lot 3 and Lot 4, on the
model of acetic acid caused pain, the number of spasms of pain
significantly reduced at all research points of time compared
with control lot (p < 0.05 or p < 0.01). This analgesic effect
equivalent to aspegic (p3-2 and p4-2 > 0,05).

Analgesic effect in 2 lots taking low-dose and high-dose
of VQKare almost the same with statistical significant
(p>0.05).

Based on the research results, it isjudged that VQK has
analgesic effects in both peripheral and central mechanisms.

4.2.2.Protective effects on the gastric mucosa

Research results in table 3.14 show that there is no difference in
all indices at VQK dose 13g/kg/day.The ulcer indices, number
of ulcer, severity of ulcers and number of mice did not detect
ulcers compared with model lot.Thus, low dose VQK showed
no effects on patterns of gastric ulcers induced by Indomethacin
on white rats.VQK dose 26g medicine/kg compare with model
lot, ulcer indices difference with statistically significant
(p<0,001), percentage of inhibition of ulcer is 33%. The
average number of ulcers halved compared to model lot.

Ulcerative mechanism of Indomethacin is reducing mucus-
secreting. Thus,VQK has protective effect against gastric
mucosal ulceration, due to a part of stimulating the production
of mucus in the gastric mucosa

4.2.3. Effects on H.P eradication
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The research results at table 3.15 show that after 2 hours exposed
to VQK at diluted concentration of 1/32, the bacterial
concentration decreased to 10* and after 6 hours and 24 hours
H.P bacteria was completely inhibited.Thus, the minimum
inhabitive concentration of VQK is 1/32

The study results also consistent with the experimental researches
onpossibility of HP eradication of some remedies in VQK
medince components.

The experimental researche Chen Zhi Yun showed that the
minimum inhabitive concentration of Rhizoma Coptidis to H.P
bacterium is 1/640.Zhang Lin’s research showed that
antimicrobial diameter of Rhizoma Coptidis is 51mm higher
than antimicrobial diameter of Ampicillin 15mm. In addition to
the Rhizoma Coptidis which is able to eradicate H.P bacterium,
there are other remedies in the VQK medicine component are
also eradicate H.P bacterium but at the lower level such as
Tuber Corydalis, Pericarpium Citri deliciosae and Radix
Glycyrrhizae.

4.3. The research results on patients

4.3.1. Some common characteristics

The gender distribution showed that the percentage of infection
among males is 28.7%, less than percentage of infection among
females of 71.3%. The percentage of infection of fermales
higher than males (p> 0.05), this result is consistent with
several studies of foreign authors that also found that the
percentage of infection among women higher than men.

Some Vietnamese authors who researched on peptic ulcers in
adults related HP commented no differences with statistical
significant in infected ratioby sex as the research of Le Trung
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Tho who conducted research on 166 patients with male/female
ratio is 1.1/1.

In our research, 61,7% of patients with gastric duodenitis also
infected family history such as parents, wife/husband and
children. This was higher than patients without family history,
accounting for 38.3%, the difference with of statistical
significance (p < 0.05)

This suggests that traditional habits of daily food sharing, using
chopsticks to pick up food can cause HP infection through
saliva and increase the chance of passing the infection to other
family members.

Research results on endoscopic image showed that congestive
edema accounts for 63.8%; flat ulcer accounts for 19.2%;
convex ulcer accounts for 15.9%. This research result is
consistant with other authors’ research results. Endoscopic
lesions mainly seen by congestive edema image and the
differences in endoscopic lesions image were found to be
statistically significant (p<0,05).

4.3.2.Results of treatment

The results in table 3.21 show that there were 56/94 cases with
epigastric pain expression (59.6%) before treatment, after
treatment these cases decreased to 10/94 cases (10.6%). Before
treatment, there were 75/94 cases with indigestion expression
(79.8%) and this number decreased to 4/94 cases after
treatment (4.3%).

The pain and indigestion caused by gastric mucosal
inflammatory lesions can due to many different reasons, but in
these cases, most patients with gastritis were caused by
Helicobacter pylori.The symptoms were relieved thanks to
theanalgesic and anti-inflammatory effects which have been
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proved through above mentioned two experimental research
methods.

Results on active levels of inflammation on histopathology
showed that after treatment there were only 61.7% cases with
non-active inflammation and 38.3% cases with active
inflammation.

Before treatment, the severe active levels accounted for 12.7%
and decreased to 1.1% after treatment. Moderate active levels
before treatment accounted for 42.6% and remained only 8.5%
after treatment.

The differences in active levels on inflammation before and
after treatment were statistically significant p<0.01.

The H.P eradication effects showed that 68/94 cases (72.3%)
became negative and 26/94 cases (27.6%) remained positive.
Level of HP (+++) before treatment accounts for 47.9%and was
decreased to 10.6% after treatment.

H.P eradication effects before and after treatment was of
statistical significance p<0.01. Comparison of HP eradication
effects between our research and some other research showed
that the effect of our research lower than those of foreign
authors Zhang Li Ying, Wang Jian Ping but higher than those
of domestic authors Nguyen Van Toai, Bui Minh Sang.

The research results on two traditional medical diseases showed
that HP eradication ratio in Khi Tre disease was 77.1% higher
than ratio of 67.1% in Hoa Uat disease. However, the
difference was of no statistical significance (p>0.05); this
concludes that VQKcan be used to treat both diseases of Khi
Tre and HoaUat.
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CONCLUSION

1. VQK syrup has wide margin of safety, shows analgesic
effect, gastric mucosa protection and HP eradication in
experimental settings

-The maximum tolerated dose 300g/kg on white mice body weigh
does not show acute toxicity. Dose 5.4g/kg/day (5 times higher
than dose for human), taking continuously for 1 month showedno
changes in haematological, biochemical blood indices and
histopathology of liver, kidney on rabbits.

-The experimental results on mice showed that taking VQK dose
22.0g and 44.0g/kg/day for 5 days continuously resulted in pain
relief equivalent to the mice lot taking Aspégic 100mg/kg and the
mice lot injected with Morphinhydroclorid 10mg/kg. There is
no statistical significance in two research doses.

-On gastric ulcer by indomethacin models in white rat, VQK
dose of 26g medicine/kg is effective in ulcer inhibition 33%
compare with model lot, ulcer index diferrence with statistical
significance (p<0.001)

-VQK is effective in H.P eradication in Vitro, the minimum
inhibitory concentration is 1/32.

2.VQK is effective in treatment of chronic gastritis caused
Helicobacter pylori and there is no undesireable effects
found.

The endoscopic image showed that 68.1% patients fully
recovered, the non-active inflammation on histology accounted
for 61.7% and H.P eradication proportion is 72.3%.
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VQK is effective in treatment of both Khitre and Hoauat
traditional medical diseases.After treatment, proportion of non-
active inflammation on histology in KhiTre and HoaUat groups
was 66.7% and 56.5%, respectively. The H.P eradication
proportion in KhiTre group acocunted for 77.1% while in
HoaUat was 67.1%. The difference in treatment effects of both
groups has no statistical significance with p>0.05

The syrup does not cause any undesireable effect on patients

RECOMMENDATIONS

1. VQK can be used to treatchronic gastritis disease caused
by Helicobacter pylori.

2. Continued study regarding the production process to produce
VQK under more suitable form to facilitate use, storage and
delivery.

3. Research on treatment over a larger area, on the varying age
scales and the disease forms of traditional medicine.
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