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Phin A: GIOI THIEU LUAN AN

1. PAT VAN PE

Loét da day, hanh ta trang 1 mot bénh kha pho bién trong cong dong, chiém
khoang 10% déan s6 & nhiéu quéc gia. O Viét Nam con sb nay chiém khoang 6-7%.
Dic diém chinh cta bénh 1a mot bénh man tinh, dién bién c6 chu ky, xu huéng hay tai
phét va d& gy bién chimg nguy hiém nhu chiay méu hay thing, ung thu da day...Bénh
gap & moi ltra tudi, thuong kéo dai, anh hudong dén chit luong cude sdng va cong viée,
lam giam sut suc lao dong cua toan xa hoi.

V& co ché bénh sinh cua bénh loét da day ta trang duoc cho la mat can bing
gitra yéu t& gy loét va yéu td bao vé chdng loét. Trong y hoc ¢o truyén (YHCT) loét
hanh ta trang (HTT) dugc qui vao ching vi quan thong. Tir xa xua di co nhiéu bai
thude, vi thude da duoc ung dung trong diéu tri va cai thién duogc cac tridu chiing lam
sang. Gan day cac nha khoa hoc da di sau nghién ctru vé thanh phan hoa hoc, tac dung
duoc 1y va budce dau nghién ctru trén 14m sang diéu tri bénh 1y da day hanh ta trang cua
Che day, Da cAm, 14 Khoi, mdi loai déu c6 wu nhuge diém riéng. Vi mong mudn tang
cudng hiéu qua diéu tri, giam tic dung khong mong muén ctia 3 loai dugc liéu trén, cac
nha khoa hoc truong dai hoc Dugc dd nghién ctru bao ché ra ché pham HPmax gdm
Che day, Da cam, 1a Khoi, dé danh gia vé tic dung cia HPmax, chung toi tién hanh
nghién ctru d& tai “Nghién citu tic dung ciia ché pham HPmax trong diéu tri loét hanh td
trang co Helicobacter pylori ”

2. MUC TIEU CUA PE TAI
- Nghién cieu déc tinh cdp va déc tinh ban triong dién ciia ché pham HPmax.
- Nghién citu tac dung diét Helicobacter pylori (HP), tic dung chong loét td trang va
tac dung chong viém, giam dau, trung hoa acid ciia HPmax trén thiec nghiém.
- Ddnh gig tic dung ciia HPmax diéu tri bénh nhén loét hanh G trang HP (+) theo
YHHD va YHCT.
Y NGHIA THUC TIEN VA PONG GOP MOI CUA LUAN AN

D¢ tai tién hanh diéu tri trén mot bénh 1y ma ty 1¢ gap trong cong dong tuong dbi
cao, didu tri b?mg y hoc hién dai (YHHD) ciling dem lai hi€u qua, song con mot s bt cap
nhu: Khéng khéng sinh, tac dung phy, gia thanh dit... Do vy viéc tiép tuc tim kiém ra céc
thude méi, thude c6 ngudn gde tir thao duoc c6 hiéu qua, an toan, gia thanh ré van 1a nhu
cau can thiét, 1a hudng nghién ctru dang duoc cac nha khoa hoc rét quan tam.

Cong trinh khoa hoc cia ludn an nghién ciru mét cach kha hé théng chat ché,
ca tién 14m sang va 1am sang mot ché pham YHCT méi c6 thanh phan gom ba vi
thubc nam sén co trong cong dong ding trong diéu tri loét HTT co HP.

Két qua nghién ctru dé tai gop phan chimg minh gia tri thyc té ctia YHCT- mot
san phim cta nén vin hoa phuong dong, gop phdn anh hudng tich cuc t6i truyén
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thong vin hoa thong qua viée quay lai véi cac liéu phap YHCT, khuyén khich long tu
hao dén tdc, giit gin ban sic van héa dan tdc, nang cao stic khoe cong dong.

Viéc nghién ctru ing dung bai thuc YHCT trong diéu tri, gop phan lam sang
to 1y luan YHCT va tirng budc hién dai hoa YHCT 1a viée lam c6 y nghia khoa hoc,
thue tién.

Céu tric ciia ludn an:
Ngoai phan dat van dé va két luan, luan an c6 4 chuong:

Chuong 1: Tong quan tai li¢u 30 trang
Chuong 2: Ddi tuong va phuwong phép nghién cru 20 trang
Chuong 3: Két qua nghién ciru 44 trang
Chuong 4: Ban luan 37 trang

Ludn an c6: 48 bang, 9 biéu dd, 3 hinh, 1 so dd va phu luc, 167 tai liéu tham khao
(82 tiéng Viét, 72 tiéng Anh, 13 tiéng Trung Qudc).
Phin B: NOI DUNG LUAN AN
CHUONG 1: TONG QUAN

1.1. PINH NGHIA, CO CHE BENH SINH, TIEU CHUAN CHAN POAN VA
PIEU TRI LOET HTT THEO YHHD
* Pinh nghia

Loét da day hanh ta trang dugc dinh nghia 13 “thuong ton ciia Iop niém mac,
xuyén qua I6p co niém xuéng dén lop co”
* Co ché bénh sinh ciia loét da day hanh ta trang

Do mét can bang gitta yéu t gay loét va yéu td chdng loét (yéu té bao veé)

+ Yéu té gay loét: acid HCI, pepsin, vi khuan Helicobacter pylori, thuéc
chéng viém khong steroid...

+ Yéu t6 bao vé : chét nhﬁy mucin, hé théng mach mau niém mac da day hanh
ta trang, mudi kiém. ..
* Piéu tri

Céc bién phap didu tri bao gdbm diéu chinh 16i séng va ding thudc, ding
thude theo cac phac dd huéng dan cta héi tiéu héa Viét Nam (2012): phac dd 1an dau
PPI+ Amoxicilin+ Clarithromycin 7-14 ngay, phac d6 diéu tri 1an 2: (sau thit bai
lan 1) Sir dung phéc d6 4 thude co bismuth néu trude do chua ding phac do diéu tri
nay, Str dung phac d6 PPI + Amoxicilin + Levofloxacin néu trudc d6 da dung phac
d6 4 thudc co bismuth, Khong ding lai khang sinh d4 sir dung trong phac d6 diéu
tri that bai trudc do, dac biét la Clarithromycin (ngoai trir Amoxicilin) vi ty 1¢
khang thudc thir phat rat cao, Phac db diéu tri ctru van: Trong truong hop tiét trir
van thit bai sau hai lan diéu tri, cAn nuéi cdy vi khuan va lam khang sinh d6 dé
chon khang sinh phu hgp.
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1.2. NGUYEN NHAN, CO CHE BENH SINH, TRIEU CHUNG VA NGUYEN
TAC PIEU TRI LOET HANH TA TRANG THEO YHCT

Loét hanh t4 trang trong YHCT duoc qui vao chig vi quan thong.

Vi quan thong hay con goi 14 vi thong, 1a chi cac bénh ma c6 tridu ching
dau ttrc sinh ra ¢ vung thugng vi dudi mii trc.
* Nguyén nhén, co ché bénh sinh ciia ching vi quan thong
+Do dn uéng: Do in udng khong dicu do, no doi that thuong, hodc an nhiéu
thirc an d6 udng thd, cay, néng, chua, lanh, 6i thiu.. 1am ton thwong téi vi, vi méat hoa
giang ma gy dau
+Tinh chi udt tec: Tinh chi udt tc 1am cho can khong so thong, can khi udt két
hoanh nghich pham vi, vi mit chirc ning hoa giang gay dau goi 1a can khi pham vi
(can khic ty- can vi bat hoa)
+ Do thé chit té nhwoc (ty vi hw han): Thé chat hu nhuoc lai dn udng that thuong,
lao Iyc quéa do kéo dai 1am cho ty vi khong dwoc 6n dudng din dén ty vi hu han gay
dau am 1, thién an...
* Phén thé diéu tri : Pugc chia 1am hai thé 16n
+ Thé can khi pham vi

- Triéu chirng: Pau thugng vi, dau lan ra canh sudn, ¢ hoi, ¢ chua va dai
tién phan tao. dé cau gat, tirc gian thi dau ting 1én, réu ludi trang nhot, chét ludi
hong, mach huyén.

- Phdp diéu tri: So can hoa vi, 1y khi chi thong

- Phurong thuéc: Sai hd so can thang hodc tiéu dao tan.
+ Thé tp vi huw han

- Triéu chung: Pau am i vung thuong vi, gap lanh dau tang, khi dau thich xoa
nén va chuom néng, thich an dd néng Am, dai tién phén nat, réu ludi tra‘ing tron, chat
ludi béu, mach trAm té.

- Phép diéu tri: On trung kién ty, hoa vi chi thong

- Phirong thuéc: Hoang ky kién trung thang.
1.3 Bai thudc nghién ciru:

Ché pham HPmax thanh phan gém: Cao kho Ché diy 280mg, Da cim
170mg, La khoi 110mg.

Trén co sé cac nghién ctru doc 1ap ting vi thudce cho thay: Che day, Da cam,
14 Khéi déu co6 tac dung chéng viém, giam dau, trung hoa acid, chdng loét da day,
lam lanh vét loét da day ta trang trén thuc nghiém ciing nhu trén 1am sang. M3i mot
vi déu thé hién nhirng uu, nhuge diém riéng. Do vay, cac nha bao ché duoc ¢
truyén da két hop 3 duoc liéu trén trong ché pham HPmax hy vong s& mang lai hiéu
qua diéu tri tt hon so voi dung riéng 1é timg duoc liéu. Tuy nhién sy két hop nay
liéu co dam bao chi tao ra tuong tac c6 lgi ma khong c6 nhitng twong tac bét loi
hay khong? nghién ciru nay s& gop phan giai dap nhirng cau hoi trén.
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CHUONG 2: CHAT LIEU POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. CHAT LIEU NGHIEN CUU
2.1.1. Thudc dung nghién ctru trén thye nghi¢m

- Vién nang cing HPmax do Cong ty c6 phan san pham thién nhién
VINACOM san xuat trén ddy chuyén cong nghé hién dai dat tiéu chudan GMP va dat
tiéu chuan co s& dugc Trung tim kiém nghiém So'y té Ha Noi cap gidy ching nhan.

- Céc thube nhoém ching: Ranitidin, Aspegic, Prednisolon...
2.1.2. Thudc diung nghién ciru trén 1am sang

- Nhom nghién ctru (nhém 1) dung ché pham HPmax

- Nhom ching (nhém 2) dung Omeprazol + Amoxicilint Clarithromycin
2.2. POI TUQNG NGHIEN CUU

Céc dong vat dung trong nghién ctru: 190 chudt nhét tring dong Swiss, trong
luong 20 + 2g; 144 chudt cong tring chung Wistar, khoé¢ manh, ca hai gidng, c6
trong luong trung binh 140-180g; 30 tho truong thanh ching Oryctolagus
Curiculus ca 2 gidng, can nang 1,8-2,0 kg.

Chung Helicobacter pylori phan lap tir manh sinh thiét da day bénh nhan.
2.2.2. Nghién ctru trén lam sang

85 bénh nhan ca 2 gidi dugc chan doan xac dinh loét hanh ta trang

Helicobacter pylori (+). Bénh nhan duoc diéu trj tai Bénh vién Trung wong Quan doi
108 va Bénh vién y hoc cb truyén B0 cong An..
* Tiéu chudn chon bénh nhén nghién ciru:

* Lam sang: Pau vung thuong vi, Triéu chimg ¢ hoi, ¢ chua., non, budn
non, chudng hoi, tdo bon va an kém, ngi kém.

Hién tai chua dung thube gi dé diéu trj viém loét da day, ta trang, hoac da
ngimg diéu trj cac thudc khac it nhat trudc 2 thang nghién ctru.

* Can lam sang:

- Bénh nhan dugc chan doan xac dinh c6 loét hanh ta tring qua ndi soi dng
mém, 6 loét co kich thude > 5 mm.

- Chan doan Helicobacter pylori (+) trén c4 hai phuong phéap test Urease va
md bénh hoc.

* Tiéu chuén chon theo YHCT: hai thé can khi pham vi va ty vi hu han
* Tiéu chudn logi triv ra khéi dién nghién civu:

- HP (-) &m tinh trén mét trong hai phuong phap: Test Urease va m6 bénh hoc.

- Bénh nhan dang c6 thai, dang cho con bu.

- Bénh nhan loét va ung thu da day. C6 bién chimg do loét: thing, xuat huyét. ..

- Bénh nhan dang dung cac thudc diéu tri loét hanh ta trang khac.

- Bénh nhéan khong thyc hién dung quy trinh diéu tri (b6 thudc udng > 3
ngay, khong noi soi kiém tra sau diéu tri)



2.3. PHUONG PHAP NGHIEN CUU
2.3.1. Nghién ctru trén thwe nghiém
* Nghién citu dpc tinh cip va dpc tinh bdn trwong dién

- Péc tinh cdp: duge xac dinh trén chudt nhat tring theo duong udng theo
hudng dan ctia Bo Y té va T6 chirc y té thé gidi, Bay 16 chudt nhét tring, mdi 16 10
con, dugc udng thude thir theo liéu ting dan tir lidu cao nhat khong gy chét chudt
dén 1idu thap nhit gay chét 100% chudt, véi thé tich thude udng hang dinh mdi lan
0,3ml/10g can ning, udng 3 14n/24 gid, cac 1an ubng cach nhau 2 gid

Theo dbi tinh trang chung ciia chudt va sb luong chudt chét & mdi 16 trong
72 gio (nhitng chudt chét trong 2 gid diu dwge md dé quan sat dai thé). Sau do tiép
tuc theo ddi tinh trang ciia chudt dén hét ngay thir 7 sau khi udng thudc thir. Tinh
LDs, theo phuong phép Litchfield- Wilcoxon.

- Thir djc tinh ban truong dién: tién hanh trén tho vai lidu 0 ZOZQ/kg(Iiéu dung
tuvong duong trén ngudi, tinh theo hé s6 3) va lidu 1,010g/kg/ngay (gip 5 1an 16 tri
1). Thé duoc uong nude hodc thudc thir trong 4 tuan lién, mdi ngay mot lan vao
budi sang. Sau 4 tudn udng thude, tho dwoc ngimg udng thude va nudi tiép trong 2
tudn dé theo ddi, danh gia sy phuc hdi (néu thude thir c6 doc tinh) hodc kha ning
gdy doc tinh cham ciia thudc.

Theo doi can ndng, an, ngu, hoat dong, tiéu hoa, huyet hoc, hoa sinh chirc néng
gan, than, tai cac thoi diém truéc udng thude, sau 2 tuan, 4 tuan udng thudc va sau 2
tuan ngung ubng thuoc Quan sat hinh anh dai thé, mo bénh hoc gan va than sau 4 tuan
udng thude va sau 2 tuan ngimg udng thudc.

* Nghién ctvu tic dung chong loét hanh td trang trén thuc nghiém

- Nghién ciru tdc dung chéng loét td trang trén mé hinh gdy loét bang
Cysteamin 64 chudt cong duoc chia 1am 4 16: 16 1(n=10), chudt uéng nude cat khong
gdy uong cysteamin ; 16 2 (n=18) la m6 hinh chudt uong nudce cit va gy loét bang
uong cysteamin ; 10 3 (n=18) la 16 ubng thudc chuén, chudt uéng Ranitidin 50mg/kg
trudc khi gay loét bang udng cysteamin ; 16 4 (n=18) 1a 16 nghién ctru, chudt uéng
HPmax liéu 470mg/kg trude khi gay loét bang udng cysteamin. So sanh chi s loét
trung binh cua timg 16 chudt dé danh gia két qua nghién ctru.

- Nghién ciru tée dung diét HP in vitro: Danh gia anh huéng cua HPmax dén
HP duoc thyc hién theo phuong phap wc ché truc tiép vi khuan, trén méi trudng
dac hiéu.

- Nghién ciru tac dung chong viém

+ Nghién ciru tac dung chong viém trén mé hinh gdy phit chdn chugt bang

carragenin:

Chuot cong tring duoc chia thanh 4 16, mdi 16 10 con. L6 1 udng nudc cét;
162 uéng aspégic lidu 200 mg/kg/ngay; 16 3 uéng HPmax liéu 560mg/kg /ngay; 16
4 ubng HPmax lidu 1120/kg /ngay. Chudt duogc udng thubc hodc nudc trong 5 ngay
lién tyc trude khi gay viém. Ngay thir 5, sau khi uong thude 1 gi0, gly viém bang
cach tiém carragenin 1% (pha trong nuéc mubi sinh 1) 0,05ml/chudt vao duéi da
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gan ban chan sau bén phai cua chudt. Po thé tich chan chudt (dén khdp ¢ chan)
bang dung cu chuyén biét va so sanh giira cic 16 v6i nhau.

+ Nghién cuu tac dung chong viém trén mo hinh gady tran dich mang bung

Chudt dugce chia cac 16 va udng thubc nhu trén, Ngay thir 5, sau khi udng
thudc 1 gio, gdy viém mang bung bang dung dich pha nhu sau: 0,05g carragenin,
1,4 ml formaldehyd pha trong nuwéc mudi sinh 1y vira di 100ml. Tiém vao khoang
mang bung dung dich trén v6i thé tich 2 ml cho mdi chugt.. 24 gio sau khi gy viém,
md 6 bung chudt, hut dich ri viém. Do thé tich dich ri viém, dém s6 lugng bach cau va
dinh luong protein trong dich ri viém.

+ Nghién citu téc dung chong viém man

Chudt nhit trang chia 1am 4 16, mdi 16 10 con. Lo 1 udng nudc cit lidu
0,2ml/10g/ngay; 16 2 udng prednisolon lidu Smg/kg/ ngay; 16 3 udng HPmax liéu
840mg/kg/ngay; 16 4 ubng HPmax liéu 1680mg/kg/ngay. Gay viém man tinh bang cach
cdy soi amiant trong lugng 6mg da tiét tring dugc tam carragenin 1% vao duéi da gay
ctia mdi chudt. Sau khi céy u hat, cac chudt duoc uéng nude ct hodc thude lién tuc 9
ngay. Sau khi udng liéu thudc cudi cing 1 gid, tién hanh giét chudt, boc tach khdi u hat,
sau do6 sdy kho & nhiét do 56°C trong 18 gio. Tinh trong lugng u hat dugc siy kho (sau
khi da trir trong lwgng amiant).

- Nghién curu tdac dung giam dau

+ Nghién civu tdc dung gidm dau bang phiong phdp mam néng

Chudt nhét tring chia lam 4 16, mdi 16 10 con. Lo 1 udng nudc cat
0,2ml/10g/ngay trong 5 ngay; 16 2 tiém mang bung morphin hydroclorid liéu
10mg/kg mot lan truée khi do lan thir hai 30 phat; 16 3 udng HPmax lidu
840mg/kg/ngay; 16 4 udng HPmax licu 1680mg/kg/ngay trong 5 ngay. Do thoi gian
phan g voi nhiét d6 ciia chudt trude khi ubng thude va sau khi uong thudc 1an
cuoi cung 1 gio hodc sau khi tiém morphin hydroclorid 30 phut, do bang cach dit
chudt 1én mam noéng, ludn duy tri & nhiét do 56°C bang hé théng 6n nhiét.

+ Nghién citu tac dung giam dau trén mé hinh gay dau qudn bang acid acetic

Chudt nhit tring chia 1am 4 16 nhu trén, riéng 16 2 udng aspégic lleu
100mg/kg 1 lan trude khi gdy dau 1 gio. Chudt ¢ cac 16 1, 3 va 4 duoc cho ubng
nuée cat hodc thuoc thir moi ngay 1 lan vao budi sang trong 5 ngay lién tyc. Ngay
thu 4, sau khi uong thude 1 gio, tiém vao 6 bung mdi chudt 0,2 ml dung dich acid
acetic 1%. Pém sé con dau quin cua timg chudt trong mdi 5 phut cho dén hét phut
thtr 30 sau khi tiém acid acetic.

- Nghién cuu tdac dung trung hoa acid: Kha nang trung hoa acid duoc xac
dinh bang s6 luong HCI 0,1M (ml) cho thém vao dung dich khang acid, ma khong
lam giam pH cua hdon hop d6 xubng dudi 3,0.

2.3.2. Nghién ctru trén lam sang

Thir nghiém 1am sang tién ctru so sanh trudc sau va so sanh nhom chimg.

Nghién ciru dugc tién hanh trén 85 bénh nhén ca 2 gioi dugc chén doan xéac
dinh loét hanh ta trang du ti€u chuén dua vao dién nghién ctu.



* Thuéc va cdch ding:

- Nhém nghién ctru: Bénh nhan udng vién nang cimg HPmax 3 vién 1 lan
sau an no, ngay udng 2 lan

- Nhom chimg: Omeprazol 20mg, udng mdi lan 1 vién, ngay ubng 2 lan
trude an 30 phut, li¢u trinh 30 ngay.

- Amoxicillin 500mg, uéng mdi lan 1g, ngay 2 lan, ligu trinh 14 ngay.

- Clarithromycin 250mg udng mdi lan 500mg, ngay 2 lan, liu trinh 14 ngay.

* Ngi dung nghién ciru:

- Cac bénh nhan duoc kham toan dién vé 1am sang theo YHHD va theo
YHCT, Noi soi dé danh gia tinh trang 6 loét va sinh thiét da day dé chan doan HP
va lam mo6 bénh hoc

- Bénh nhén trong dién nghién ctru khong sir dung cac loai thudc khac va
duge huéng dan thyc hién tuan tha cac qui dinh trong qua trinh diéu tri.

* Phwong phdp dinh gid két qua:

- Triéu chung chd quan (dau, ¢ hoi, ¢ chua...), danh gia tai cac thoi diém :
trude diéu tri (TO), tudn dau (T1), tuan thir 2 (T2), tudn thi 3 (T3), tuin thir 4 (T4).
Hét dau tai T1- loai A, hét dau tai T2,T3 - loai B, hét dau tai T4- loai C.

- Tinh trang 6 106t sau 4 tudn diéu tri : Lién seo (loai A) ; 6 10ét thu nho (loai B);
6 loét giir nguyén ( loai C).

- Ty 1& diét HP sau diéu tri: HP(-) ca 2 phwong phép (loai A) ; HP (-) 1 trong
2 phuong phéap ( loai B) ; HP (+) ca hai phwong phéap (loai C)

2.4. XU LY SO LIEU

- Céac s6 liéu duoc phan tich xir Iy theo phuong phap thong ké y sinh hoc
trén may vi tinh dudi sy trg gitp cua phan mém St dung phan mém EPI-INFO
6.04 dé nhap va xir Iy s liéu bang phan mém Stata 12.0.

- Céc thuat toan dugc st dung:

+ Tinh trung binh: ( X ), d léch chuan (SD)

+ Tinh ty 1& phan tram (%)

+ So sanh 2 sb trung binh trong cling 16 nghién ctru giira cac thoi diém véi
nhau béng phuong phép so sanh tung cép.

+ So sanh 2 s6 trung binh giita 2 nhém vo&i nhau & clng thoi diém bang
thudt toan Student-T-test va ty 1¢ theo thuat toan x2.
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CHUONG 3: KET QUA NGHIEN CUU

3.1. KET QUA NGHIEN CUU TREN THU'C NGHIEM
3.1.1. Két qua nghién ciru dc tinh cép (LDsp)

Liéu dung nap t6i da 25 2g/kg thé trong chudt nhét, cao gip 31,2 lan liéu du
kién dung trén nguoi, khong c6 biéu hién doc tinh cap, chua tim dugce LD50
3.1.2. Két qua nghién ciru ddc tinh ban truomg dién

Liéu 0 ,202g/kg/ngay (heu trong duong trén ngudi, tinh theo hé s0 3) va lidu
1,010g/kg/ngay (gap 5 1an lidu dung trén nguoi), ung lién tyc trong 4 tuan chua thiy
bién ddi cac chi s6 huyét hoc, hoa sinh méu va mé bénh hoc gan, than tho.
3.1.3. Két qua nghién ctru tic dung chong loét ta trang

Bdng 3.1. Tdc dung ciia HPmax lén chi s6 loét td trang

<+ | S66loét |Mircddloét| Dién tich 6 loét C A,
" So6 chugt \ N Chi so loét
Lo con sb n’g B trung binh trung binh ()
(N) ®) (mm?)
Lo 1: Ching
(0= 10) 10 0 0 0 0
Lo (2n 1:\/1;81)111111 13 21406 | 1,7+06 164+127 | 54+19
Lo3:Ranitidin | ) | 414007 | 13410 | 103£102 | 34225
(n=18)
L"(:']:szS';‘aX 11 19405 | 15406 128459 46+ 1.4

- Khac biét so voi l6 chimg sinh hoc (16 1) *: p <0,05; **: p <0,01; ***: p <0,001
- Khac biét so v6i 6 mé hinh (16 2) A: p <0,05; 44: p <0,01; 444: p <0,001
Nhdn xét: S6 6 loét, mirc d¢ loét, dién tich trung binh va chi s6 loét déu c6 xu huéng gidm
s0 v&i 16 mo hinh, nhung su khac biét chua c6 ¥ nghia thong ké (p>0,05).
3.1.4 Ket qua tac dung diét HP
Bang 3.2. Tac dung diét HP cua HPmax

Nong dd dung dich HPmax $6 lwgng Puong lfl’nh
(g/mL) j vong vd khuan (mm)
1,7 10 5,5+0,97
3,3 10 6,7+2,16
5,0 10 11+3,02
6,7 10 12,8 + 4,63

Nhin xét: kha nang diét HP cua HPmax c6 lién quan thudn voi nong do
cta HPmax in vitro.




3.1.5. Két qua chong viém 4’
Badng 3.3. Tac dung cua HPmax lén do tang thé tich chan chugt
sau gay viém

Do ting thé tich chan chudt (%)

L6 chudt n
Sau 2 gio Sau 4 gio Sau 6 gio Sau 24 gio

L6 1 (Ching) 10 | 4223+8,80 | 47,34+ 9,45 | 4691+ 8,72 | 4,78+ 242

Lo 2 (uéng
Aspégic 10 21,22 £ 9,54** | 38,64 £ 6,46* | 36,67 + 8,67* [2,57+ 1,95*
200mg/kg/ngay)
1% 49,75 18,39 21,82 46,16

L6 3 (ubng HPmax 46,58 + 925 | 44,89+ 7,69 | 491+ 2.35
10 40,02+ 9,13 44 ’ ’ ’ ’
560mg/kg/ngay) ’ ’ A A A4
Lo 4 (uong HPrT1ax 10 4031+ 7.93 44 47,772+ 9,73 | 45,75+ 10,14 | 4,99 + 2,33
1120mg/kg/ngay) 4 4 4

Nhdn xét: HPmax ca 2 lidu 560mg/kg/ngay va 1120mg/kg/ngay udng trong 5 ngay
lién tuc khong 1am thay dbi do ting thé tich chan chudt so véi 16 chimg (p > 0,05) & cac
thoi diém nghién ctru. Do d6, HPmax khong c6 kha nang e ché phan (mg phu (1%). i
Badng 3.4. Anh huong cua HPmax lén thé tich dich ri viém, so lwong bach cdau
va ham luong protein trong dich ri viéem

. . Thé tich dich | S6 lwgng bach | Ham lugng protein
Lo chuot n n : x N l
ri viém (ml) cau (G/l) (mg/dl)
Lo 1 (Chung) 10 4,03 + 0,81 5,02+ 0,45 19,26 + 4,81

Ld 2 (udng Aspégic

OZ(ONg ASPCRIC | 4 | 5 g4 g3x | 4,66+ 0,175 |  12,84-+3,08%

200mg/kg/ngay)
Lé 3 (udng HPmax 10 3,00 £ 1,03** 5,40+0,73 19,01 + 6,42

560mg/kg/ngay) | Yyl Y|
Ld 4 (udng HPmax 10 1,42+ 1,17*** | 4,90+ 0,20 19,33 +5,98

1120mg/kg/ngay) A4 a4 a4

Nhdn xét: HPmax ca 2 liéu 560mg/kg/ngay va 1120mg/kg/ngay udng trong 5 ngay
lién tuc lam giam rd rét thé tich dich ri viém so véi 16 ching (p < 0,01 va p <
0,001), nhung khong 1am thay ddi sb luong bach cAu va ham lugng protein trong
dich ri viém (p so voi chung > 0,05).
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Bang 3.5. Anh huéng ciia HPmax 1én trong lwong khoi u hat

Trong lwong khoi u hat | p so véi
L6 chudt <
n say kho (mg) 161
Lo 1(16 chin 10
,( g), 13,00 + 3,37
(udng nudc cat)
Lo 2
. ) 8,10+ 4,38 <0,05
(uong prednisolon Smg/kg) 10
Lé3
. 10,30 + 3,56 < 0,05
(uong HPmax 840mg/kg/ngay) 10
Lo 4
. 9,78 + 3,99 < 0,05
(uong HPmax 1680mg/kg/ngay) 10

Nhdn xét: HPmax ca 2 lidu 840mg/kg/ngay va 1680mg/kg/ngiy udng 9 ngay lién tuc lam

giam trong luong khdi u hat c6 ¥ nghia thong ké so véi 16 chimg (p < 0,05).
3.1.6. Két qua nghién ciru tic dung giam dau

Bdng 3.6.Tdc dung giam dau bang phwong phdp mam néng

Thoi gian phan &ng v6i nhiét
Lé chudt n (gidy) ,p
truoc-sau
Truéc Sau
Lo 1 (chiing) 10 | 23,61 +6,57 23,95+ 7,63 > 0,05
L6 2 (tiém morphin
. 10 | 23,67+4,35 33,03 +£7,59* <0,01
hydroclorid 10mg/kg)
Lé 3 (uéng HPmax
10 | 23,98+7,84 24,41 £ 8,44 > 0,05
840mg/kg/ngay)
Ld 4 (udng HPmax
10 | 23,83+6,94 24,36 + 4,70 > 0,05
1680mg/kg/ngay)

Nhdn xét: HPmax voéi liéu 840mg/kg va liéu 1680mg/kg khong c6 tac dung giam dau

trén md hinh mam néng (p>0,05).
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Bdng 3.7.Téc dung giam dau bang phwong phdp gdy dau qudn bang acid acetic

S6 con dau quin (s6 con/ 5 phit)

Lo chudt n 0-5 |[>5-10(>10-15| >15- | >20- | >25-
phut phut phat | 20 phut | 25 phuat | 30 phit
Lol 10 560+ |15,60+]| 16,30+ | 14,40+ | 10,80+ | 8,00+
(ching) 2,46 5,04 5,91 5,83 4,37 3,83
L6 2 (ubng
L. 10 250+ | 9,90+ | 11,00+ | 9,40+ | 6,70+ | 4,80+
Speg’e 151%% | 223% | 2,83% | 237% | 2,36 | 2,39
100 mg/kg)
Lo 3 (uéng
HPMax 10 6,10+ |1550+| 11,00+ | 9,30+ | 5,60+ | 430+
. 2,96 44 | 4,67 44| 4,68* | 3,92** | 2,41** | 2,36*
840mg/kg/ngay)
Lo 4 (uéng
HPMax 10 582+ | 1555+ | 11,18+ | 9,09+ | 6,18+ | 4,73
. 1,66 44 | 5,37 44| 3,60* 3,39% | 2,89** | 2,97
1680mg/kg/ngay)

Nhén xét: O cac thoi diém

trén 10 phat dén 30 phat, HPmax ca 2 liéu
840mg/kg/ngay va 1680mg/kg/ngay déu cé tac dung lam giam s con dau quin rd

rét so véi 16 ching (p < 0,05); tac dung gidm dau nay tuwong duong vdi aspégic (p

so v6i 16 ubng aspégic > 0,05).

3.1.7 Két qua trung hoa acid
Bang 3.8. Tac dung trung hoa acid cua HPmax

Ong S6 ml HC1 pH

0,1M 15 phit | 30 phit 1giov | 2giov | 3 gio
1 0,5 4,40 4,41 4,40 4,43 4,46
2 1,0 4,22 4,30 4,31 431 4,34
3 1,5 3,90 3,91 3,92 3,95 3,95
4 2,0 3,55 3,57 3,57 3,65 3,65
5 2,5 3,31 3,38 3,40 3,42 3,43
6 30 3,00 3,20 3,19 3,20 3,24

Nhdn xét: Tac dung trung hoa acid cia HPmax nhanh sau 15 phut, sau d6 pH
tang rat nhe trong khoang thoi gian do 3 gio. HPmax c6 tac dung duy tri pH > 3

it nhit 3 gio.
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Bdng 3.9. Tdc dung trung hoa acid cia Maalox

< x pH

Ong | SOmIHCIOIM o T 30 phat | 1gi0 | 2gio0 | 3gio
1 5 4,35 6,50 734 | 753 | 757
2 15 4,20
3 20 4,10 Khéng do tiép
4 25 3,70
5 28 3,02 494 | 569 | 622 | 714

Nhdn xét: Tac dung trung hoa acid nhanh sau 15 phut, sau d6 pH tiép tuc ting dan
trong khoang thoi gian do 3 gio.
Nhu vy, tc dung trung hoa acid ciia HPmax bang 10,7 % so voi Maalox.
3.2. KET QUA NGHIEN CUU TREN LAM SANG
3.2.1. Pic diém chung ciia bénh nhan nghién ciru
3.2.11. Phén b6 b¢gnh nhén theo tudi va gidi ,
Bang 3.10 Phdn bo bénh theo tuoi

Nhém 1 Nhém 2 Chung cho 2
Nhom tudi (Dung HPmax) (Ding OAC) nhém
n Ty ¢ % n Ty 1é % n Ty1¢ %
18 -29 3 7.1 3 6,9 6 7,0
30 -39 10 23,8 11 25,6 21 247
40 — 49 15 35,7 16 37,3 31 36,5
50 — 59 9 21,5 8 18,6 17 20,0
60 — 70 5 11,9 5 11,6 10 11,8
Cong 42 100 43 100 85 100
p > 0,05

Nhin xét: S6 bénh nhan ¢ nhém tudi tir 40-49 chiém ty 1¢ cao nhat trong ca 2 nhom,
sur khéc biét khong c6 ¥ nghia thong ké (p>0,05)
Bdng 3.11. Phdn bo bénh nhdn theo gici

Nhém 1 Nhém 2 Chung cho 2 nhém
Giéi tinh (Ding HPmax) (Ding OAC)
n Ty 1€ % n Ty 1€ % n %
Nam 28 66,7 27 62,8 53 64,7
Nir 14 33,3 16 37,2 32 35,3
Téng 42 100 43 100 85 100
p > 0,05

Nhan xét: Ty 1€ mic bénh nam>nir. sy khac biét gifta hai nhom khong c6 y nghia
thén ké (p>0,05).
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3.2.1.2 Tri¢u chirng ldm sang ciia 2 nhom bénh nhan
Bang 3.12. Triéu chirng lam sang nhom bénh nhan nghién ciru

B , 1\?113(1)‘1[:115;1 1T1h6m 2 Chung' cho

e I I e B Y
n=42
n | Tyle% n Tylé% | n Ty 1€ %

Pau thugng vi 42 100 43 100 85 100
* Pau luc doi 25 59,5 26 60,5 51 60,0 50,05

* Pau lic no 2 4.8 2 4.6 4 4.8

* Pau lucno + doi | 15 35,7 15 34,9 30 35,2
Q hoi, ¢ chua 42 100 43 100 85 100 >0,05
Budn nén va nén 7 16,7 7 16,3 14 16,5 >0,05
Cham tiéu 28 66,7 31 72,0 59 69,4 >0,05

Nhdn xét: Khong co sy khac biét ¢ ¥ nghia thong ké vé triéu ching 1am sang cua
2 nhom bénh nhan nghién ctru (p > 0,05).
3.2.1.3. Pic diém ndi soi & 2 nhém bénh nhan LHTT

Badng 3.13. Dac diém néi soi & 2 nhém bénh nhén nghién ctru

Dic diém Nhém 1 Nhém 2 Chung cho 2
tré'n 4 soi (Dung HPmax) | (Dung OAC) nhém 0(1-2)
j n % n % n %

Vi tri 6 loét (n=42) n=43 n=85
* Mat trude HTT 38 90,4 38 88,4 76 89,4 50 05
* Mat sau HTT 2 4,8 3 6,9 5 5,9 '
* Mat: trudc+ sau 2 4.8 2 47 4 4.7
S6 lwong 6 loét
* 16 loét 40 95,2 41 95,3 81 95,3 | >0,05
*2 4 loét 2 4,8 2 4,7 4 4,7
Kich thuéc 6 (n =44) (n =45) (n=89)
loét(Pwong kinh)
05-1,0cm 36 81,8 37 82,2 73 82,0 | >0,05
1,1-15cm 7 15,9 7 15,6 14 15,7
>15cm 1 2,3 1/ 2,2 2 2,3

Nhdn xét: Ty 18 mot 6 loét kich thuée 0,5-1 cm va gép ¢ mit truée HTT la chi yéu,
Khoéng cé sy khac biét c6 y nghia thong ké veé dac diém ndi soi & 2 nhom bénh
nhan nghién ctu (p > 0,05).




14

3.2.1.4 Mikc dp nhiém Helicobacter pylori ¢ 2 nhém bénh nhin

Ty 18 % W Hpylori (*) mHpylori (**) mHpylori (***)
c /0
?0 | 5955 60=S 60

o p>0,05
50 -

40 -
28,6 279 28.2
30 A
20 - 11.9 11.6 11.8

10 -

0 T T T
(Dung HP max) (Dung OAC) Chung  Nhom BN

Biéu db 3.2. Mirc dp nhiém HP ¢ 2 nhém bénh nhin
Nhdgn xét: Ty I& nhidm HP cha yéu 1a & mic do nhe, khong c6 su khac biét vé ty I8
nhiém HP giita hai nhom nghién ciru(p>0,05)
3.2.2. Két qua diéu tri trén 1am sang

3.2.2.1 Két qud cdi thign trigu chieng dau sau diéu tri gida hai nhém bénh nhin
Bdang 3.14. Ty I¢ hét dau theo phan logi két qua diéu tri o 2 nhom bénh nhan

Nhom 1 Nhom 2
Thoi gian cit con dau (Dung HPmax) (Dung OAC) 0(1-2)
n Ty 16% n Ty 18 %
Logi A (= < 7 ngay) 14 33,3 10 23,3
Logi B (8 — 21 ngay) 26 61,9 26 60,4 50,05
Loai C (> 21 ngay) 2 48 7 16,3
Tong 42 100 43 100

Nhdn xét: Ty 1é cit con dau loai A cua nhém HPmax 1a 33,3%, cao hon nhom
ding OAC 14 23,3%, song su khac biét khong c6 ¥ nghia théng ké (p>0,05).
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3.2.2.2 Két qud digt Helicobacter pylori sau 4 tudn diéu tri ¢ 2 nhém
= Nhém 1 (Dung HPmax)
m Nhom 2 (Dung OAC)
218 0
Ty 1% 69,8
80 1 59,9

p >0,05

60 - 40,5
30,2

40 -

20 -

o

Biéu d6 3.5. Két qua diét HP sau 4 tuin diéu tri & 2 nhém bénh nhén
Nhan xét: Ty 1€ di¢t HP nhém HPmax 1a 59,5% the‘ip hon nhém OAC 1a 69,8%,

su khac biét chua c6 y nghia théng ké(p>0,05).
3.2.2.3. Keét qua giam viém da day sau diéu tri ¢ 2 nhom bénh nhén

o

Két qua diét HP

Duongtinh Am tinh

Bing 3.15. Két qua giam viém da day 6 2 nhém bénh nhén sau diéu tri

Nhém 1 Nhém 2
Mirc do (Dung HPmax) (Dung OAC)
hoat dong T0 T4 TO T4
n |Tylg%| n |[Tyle%| n |[Tyle%| N |TylEé%
Khong hoat dong 0 6 14,3 0 10 23,3
Hoat dong nhe 4 9,5 17 | 40,5 4 9,3 19 44,2

Hoat dong vira 20 | 476 | 15| 357 21 48,8 12 27,9
Hoat dong manh 18 429 4 95 18 41,9 2 4.6

Cong 42 100 | 42 100 43 100 43 100
So sanh trude-sau
diéu tri <0,001 < 0,001

Nhdn xét: Mirc d6 hoat dong cua viém da day & mbi nhém sau diéu tri déu co bjéu
hién giam 106 rét vdi gia tri p< 0,001. Song khong c6 su khac biét co y nghia thong
ké gitta hai nhém nghién ctru (p>0,05).
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3.2.2.4. Két qud lién s¢o & hai nhém b¢nh nhin o
Badng 3.16. Ket qua lién seo o loét sau 4 tuan diéu tri

Nhom 1 Nhom 2
Két qua diéu tri 6 loét (Dung HPmax) (Dung OAC)
HTT sau 4 tuan diéu tri (n = 44) (n = 45) p
n Ty 1€ % n Ty 1€ %
Loai A (lién seo) 30 68,2 32 71,1
Loai B (thu nhé) 12 27,3 11 24,4 > 0,05
Loai C (Giir nguyén) 2 45 2 45
Cong 44 100 45 100

Nhdn xét: Ty 18 lién seo 6 loét HTT & nhém 1 chiém 68,2% (loai A), thap hon
nhém 2 1a 71,1% (loai A), song su khac biét khong c6 y nghia théng ké vai p>0,05.
3.2.3. Két qui theo phan thé¢ YHCT & nhém dung HPmax

Bdng 3.17. Ty 1é bénh nhén hét daug 2 thé YHCT

) Thé bénh
Thoi gian het dau ,
(ngay) Tyvihwhan | OO0 kkvul pham | ping | p(1-2)
Loai A (< 7 ngay) 6 (27,3%) 8 (40,0%) | 14(33,3%)
Loai B (8-21 ngay) 14 (63,6%) 11 (55,0%) | 25(59,5%) | >0,05
Loai C (> 21 ngay) 2 (9,1%) 1( 5%) 3 (7,2%)
Tong 22 (100,0%) | 20(100,0%) | 42(100,0%)

Nhdn xét: Ty 1& cit con dau giita hai thé can khi pham vi va ty vi hu han trong

nhém dung HPmax khong c6 su khac biét c6 ¥ nghia thdng ké (p>0,05).

3.2.3.2. Ty I¢ diét HP theo thé bénh y hoc cé truyén ¢ nhémHPmax
Bang 3.18. Ty Ié diét HP theo phdn thé YHCT

_— HP(+) HP sau diéu tri
Thé bénh ‘ _ -
¢ bén Trudgce dieu tri Am tinh Duong tinh P
22 12 10
T§ vi hu ha
y Vi han (52,4%) (54,5%) (45,5%)
, . 20 13 7 >0,05
Can khi pham vi (47,6%) (65,0%) (35,0%)
Tin 42 25 17
& 100% 59,5% 40,5%

Nhdn xét: Ty 18 1am sach HP & thé can khi pham vi 1 65,0%, cao hon thé ty vi hu
han 14 54,5 %. Song khong co sy khac biét & mirc ¢ y nghia thong ké( p>0.05).
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3.2.3.2. két qud lién seo theo hai thé YHCT nhém HPmax
Bang 3.19: Keét qua lién seo theo phan thé YHCT

Nhém | The ty vi hw han | Thé Can khi pham vi Chung
n=23 n=21 n=44 (1-2)
KQ n | Tyk% n Tye% | n [Tyk%]|"
Loai A
(lién seo) 16 69,6 14 66,7 30 | 682
Loai B
(thu nho) 6 26,0 6 28,6 12| 273 |>005
Loai C
(gitt nguyén) | 1 4.4 1 47 2 45

Nhdn xét: Ty 18 lién seo giita hai thé can khi pham vi va ty vi hu han & nhém dung
HPmax 1a twong duong nhau (p>0,05).
3.2.4. Tac dung khong mong muén giira hai nhém

Bdng 3.20. Téc dung khéng mong muén cia thude

Nhém 1 Nhém 2
Tac dung phu (Dung HPmax) (Dung OAC)
ciia thube n=42 =43 P
n Ty 18 % n Ty 18 %
Budn non 2 48 2 4,6
Chén dn 1 2,4 1 2,3
Di long 1 2,4 1 2,3 >0,05
Nhirc dau 1 2,4 1 2,3

Nhdn xét: Khong co su khac biét (p>0,05) vé tac dung khong mong mudn giita hai
nhém nghién ctru, ty 18 tic dung khong mong mubn déu thip, cac tic dung khong
mong muén & mie do nhe, ty hét sau 2-3 ngay.

CHUONG 4: BAN LUAN

4.1. KET QUA NGHIEN CUU TiNH AN TOAN CUA CHE PHAM HPmax
4.1.1. Pjc tinh cip

Lidu dung nap tdi da 25,2g/kg thé trong chuot nhét, cao gép 31,2 lan lidu du
kién dung trén nguoi, khong co biéu hién doc tinh cép, chua xac dinh dugc LD50..
Tir két qua nghién ctru cho thay ché pham HPmax khong giy doc cap cho dong vat
thi nghiém.
4.1.2. Pjc tinh ban trwong dién

HPmax lidu 0,202g/kg (liéu cé tic dung twong dicong trén nguoi tinh theo
hé s6 3) va lidu 1,010 g/kg(liéu cao gdp 5 lan 16 tri 1) udng lién tyc trong 4 tudn va
theo ddi tiép sau 2 tuan ngimg thudc, khong lam anh huong téi sy phét trién cua
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tho. chua thay bién doi cac chi s6 huyét hoc, hoa sinh méu va hinh anh dai thé, mo
bénh hoc gan, than tho. Két qua nay cho thdy HPmax c6 tinh an toan kha cao.
4.1.3. Tac dung khong mong mudn trén lAm sang

Két qué nghién ctu trén lam sa‘mg cho thiy ca 2 phac d6 HPmax va OAC
deu ¢6 mot sb tac dung khong mong mudn, nhung khong c¢6 cac bién chimg nang
né, khong c6 bénh nhan nao phai ngung thude. Cac tac dung khong mong mubn
xay ra trong thoi gian ngan va tu hét sau 2-3 ngay khong can diéu tri.

Vi két qua nghién ctru doc tinh cip va doc tinh ban truong dién, dong thoi
mdt 1an nita dwgc nghién ctru chimg minh trén 1am sang cho thay ché pham HPmax
khong ddc , ¢6 pham vi an toan rong.

4.2. MQT SO PAC PIEM CHUNG CUA 2 NHOM BENH NHAN NGHIEN CUU
4.2.1 Pic diém vé tudi va giéi

Céac nghién ctru déu thay rang: tudi trung nién thuong dé bi loét HTT
nhiéu hon so v&i nhiing 1ra tudi khac. Két qua nghién ctru ciia chiing t6i cho biét:
tudi trung binh ciia nhém ding HPmax va nhom dung OAC tuong tng 1a: 45, 2 +
12,3 va 46,3 + 11,8 (p>0,05). Két qua nay ciing pht hop voi mot s6 két qua nghién
clru trong va ngoai nudc khac:

Ta Long va cs qua ndi soi da day ta trang cho 5808 bénh nhan. Tac gia da
dua ra két luan: loét da day ta trang thuong gip ¢ bénh nhan trung nién. Két qua
nghién ciru cho biét: tudi trung binh & bénh nhan loét da day ta trang v6i nam la:
49,0+ 11,2 va 41,8 + 13,1 voinit.

- Phan bd bénh theo gisi: O nghién ciru cua ching t6i gip ty 16 nam> nir.
Két qua nay ciing phu hop véi mot sb nghién ciru trog va ngoai nudc khac, Theo
nghién ctru cta Lai KC va cs cho biét ty 1€ loét HTT & nam/nir 1a 2,7. Tai Viét
Nam. nghién ctru ctia Phan Qudc Hoan va cs 1a 2,8. Nghién ctru ciia Ta Long ty 1é
nam/ntr 1a: 2,7. Nhu vy, s6 bénh nhin nam mic loét HTT nhiéu hon so véi nit. Ly
giai vé van dé nay, tic gia da cho rang: nam gi6i thuong c6 nhiing thoéi quan sinh
hoat khong phu hop (udng nhidu ruou bia, hat thudce 14...) d& dua dén loét HTT.
4.2.2 Pic diém triéu chirng 1dm sang

Triéu chimg 1dm sang cta bénh nhan loét HTT thudng khong dién hinh hoic
khong 16 rang (asymptomatic), cac dau hi¢u 1am sang thuong gip nhu: Dau thugng
vi, ¢ hoi, ¢ chua, chim tiéu... chiém ty 1¢ cao trong ca 2 nhom, trong d6 ty 1¢ dau
vung thwong vi va ¢ hoi, ¢ chua cia 2 nhém nghién ctiu déu dat: 100%, su khac
biét khong c6 y nghia théng ké (p > 0,05) vé triéu ching 1am sang cta 2 nhom
nghién ctru. Két qua nay ciing phu hop véi cac nghién ctru khac; Nghién clru cta
Nguyén Thi Xuyén trén bénh nhan loét HTT s dung phac dd thuéc LAM
(Lansoprazol + Amoxicilin + Metronidazol) va phac d6 RAM (Ranitidin +
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Amoxicilin + Metronidazol) déu thay rang: 100% bénh nhan déu c6 dau am i viing
thuong vi. Tri€u chung ¢ hoi, ¢ chua cua bénh nhan su dung phac dd LAM la
96,2%, phic d6 RAM la: 98,1%.

4.2.3 Pic diém ndi soi

Két qua cho thdy: S6 bénh nhan ¢ nhom 1 (ding HPmax) c¢6 loét HTT & vi
tri mat trude, 01 & 1oét va kich thude 0,5-1,0 cm chiém ty 1€ tuong rng 1a: 90,4%;
95,2% va 81,8%. SO bénh nhan & nhoém 2 (dung OAC) ty 1€ tuong tng la: 88,4%;
95,3% va 82,2%. Su khéc biét khong c6 y nghia thong ké vé dic diém néi soi giita
nhom 1 so véi nhém 2 (p > 0,05).

Két qua nghién ctru ctia chiing t6i ciing twong tw nhu cac nghién ctru clia cac
tac gia khac; Nghién ctru cia Pham Thi Lan Huong ciing cho biét s6 bénh nhén c¢6
01 6 loét HTT chiém 89%, xuét hién & mat trudc HTT la: 70,7% va sb 6 loét HTT
c6 kich thuéc 0,5 -1,0 cm chiém ty 1& 59,8%. Nghién ctru ctia Nguyén Thi Tuyét
Lan trén 40 bénh nhan loét HTT c6 nhiém Helicobacter pylori cho biét: 87,5%
bénh nhan c6 01 6 loét, kich thude 6 loét dudi 1 cm chiém 57,5%.

4.3. TAC DUNG CUA CHE PHAM HPmax.
4.3.1.Tac dung chong viém
+ Tdc dung trén thuc nghiém

- Tac dung chdng viém cap ciia HPmax duoc so sanh vai aspirin liéu 200mg/kg,
day 1a thudc chdng viém khong steroid co tic dung chdng viém cip. HPmax ca 2 lidu
560mg/kg/ngay va 1120mg/kg/ngay lam giam rd rét thé tich dich ri viém so vai 16
chimg (p < 0,01 va p < 0,001), nhung khong lam thay déi sé lugng bach ciu va
ham luong protein trong dich ri viém (p so véi ching > 0,05).

- Tac dung chdng viém man : HPmax ca 2 lidu 840mg/kg/ngay va 1680mg/kg/ngay
ubng 9 ngay lién tuc lam giam trong luong khdi u hat ¢6 y nghia thong ké so voi 16
ching (p < 0,05).

+ Tac dung trén lam sang

Mic du tiéu chi viém khong nim trong muc tiéu nghién ciru 1am sang cua dé
tai, nhung viém ciing 12 mot trong nhirng yéu t thuc day sy hinh thanh, tién trién
ctia 6 loét, mot tac nhan kich thich gy ra triéu chimg dau trén 1am sang. Thong qua
ndi soi sinh thiét muc dich dé chan doan sy hién dién cua HP trudc va sau diéu tri,
chung t6i cling danh gid so bo vé tac dung cai thién tinh trang viém niém mac da
day dé co thé giai thich phan nao d6 vé co ché giam dau trén 1am sang ciing nhu
lién S€eo 6 loét trén ndi soi

Tét ca céc bénh nhan ¢ hai nhém nghién ciru déu c6 tinh trang viém niém
mac hang vi da day véi mic d§ hoat dong khac nhau, sy khac biét khong co y
nghia thong ké (p > 0,05) vé mirc d6 viém niém mac hang vi giita 2 nhém nghién
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ctru. Sau diéu tri mirc d6 hoat dong ctia viém da day ¢ mdi nhoém déu c6 biéu hién
giam 16 rét vai gia tri p< 0,001. Song su khac biét khong c6 ¥ nghia thong ké gitra
hai nhém nghién ctru (p>0,05).

+ Ly gidi vé co ché tac dung giam viém ciia ché pham HPmax.

Trong thanh phén cua HPmax gém: Che¢ day, Da cam, 14 Khoi

Che day c6 vi ngot, nhat, tinh mat, c6 tac dung thanh nhiét, giai doc, khu
phong, loi thp, chdng viém, giam dau.

L4 Khoi co tac dung chdng viém cip, 1am giam do phu chan chudt rd rét, va
cho thiy tac dung chdng viém cua 14 Khoi manh xap xi bang 2/3 tic dung chdng
viém cua Analgin lidu 100mg/kg thé trong. Da cim ciing c¢6 tic dung chéng viém
cép trén md hinh gay phu chin chudt & ca nudc sic than 14 (2:1) va alcaloid.

Két qua nghién ctru trén thuc nghiém da dwa ra cdc minh chimg khoa hoc o
rang vé tac dung giam viém cua céac vi thudc co trong thanh phan HPmax ciing nhu
tac dung ctia ca ché pham, sy phdi hop céc vi thudc trong ché phim da mang lai
hiéu qua cua toan bai thude, khi sir dung bai thudc 1am giam qua trinh viém gitp
cho cai thién cac tridu chimg 1dm sang va can 1am sang trong diéu tri loét hanh ta
trang trén lam sang.

4.3.2 Tac dung giam dau
+ Tdc dung trén thuc nghém

Nghién curu tac dung giam dau ciia HPmax trén mo hinh giy dau quén tac
nhan 14 acid acetic, két qua cho thiy, O cic thoi diém trén 10 phat dén 30 phit,
HPmax ca 2 liéu 840mg/kg/ngay va 1680mg/kg/ngay déu co tic dung lam giam s6
con dau quan rd rét so vdi 16 ching (p < 0,05); tac dung giam dau nay tuwong duong
vai aspégic.

+ Tac dung trén lam sang

Pau thugng vi 1a mdt trong nhitng triéu chirng bénh nhén loét HTT thuong
quan tdm nhat. Pau lam anh huong dén tinh thdn va kha niang lao dong ciia ngudi
bénh. Vi vay ngudi bénh thudng mong mudn cit con dau cang nhanh cang tot.
Két qua cho thay : S6 bénh nhan c6 thoi gian cit con dau trude 7 ngay (loai A)
60 nhom 1 1a 33,3%, cao hon & nhom 2 la 23,3%, song sy khac biét nay ciing
chua thyc sy c6 y nghia thong ké (p>0,05). Ty 1é bénh nhan hét dau sau 3 tuan
diéu tri (loai A+B) cua nhom HPmax 1a 95,2%, nhém OAC 1a 83,7%, sy khac
biét khong c6 y nghia thdng ké (p>0,05). Két qua nay ciing phi hop véi mot sb
nghién ctru khac: nghién ctru cia Vi Nam, nhém dung Cheé diy giam dau sau 3
tuan 1a 93%, cta Nguyén Thi Tuyét Lan dung Ché day két hop vai phac do tan
duoc, ty 1¢ nay 1a 95%.
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+ Ly gidi vé co ché tac dung giam dau ciia ché pham HPmax

Ch¢ day trén thyc nghiém c6 thé hién lam giam dau voi tac nhan gay dau la
acid acetic. Nghién ctru Da cim trén md hinh gay dau bang nhiét, cho thiy Da cdm c6
tdc dung gidm dau ¢ ca 2 dang la alcaloid va duogc liu kho. Nghién ctru La khoéi trén
md hinh giy dau bang tiém mang bung chudt acid acetic. Két qua cho thay véi dich
chiét 1a khoi ty 1¢ 1:1 ¢6 tac dung giam dau rd rét.

Nhu vay tac dung gidm dau cia HPmax la sy cong hudng tac dung giam dau
ctia ban than 3 vi thudc, ngoai ra nhu nhiéu tic gia da thong nhat y kién 1a giam
viém s& dan dén giam dau, HPmax c6 tac dung giam viém nhu trinh bay & trén. Do
véy tac dung giam dau ctia HPmax ciing c6 sy gop phén cia tac dung giam dau

4.3.3. Tac dung diét HP

+ Tdc dung trén thuc nghiém

Nghién ctru vé tac dung diét HP in vitro cia HPmax, bang phuwong phap
khuéch tan trén thach, do dudng kinh vo khuén rdi tinh ndng d6 tc ché cua thube.
Két qua budc dau cho théy: dung dich HPmax c¢6 tac dung diét HP phu thudc vao
ndng do, ndng do cang cao tac dung trc ché HP cang manh

+ Tac dung trén ldm sang

Két qua nghién ciru trén 1am sang cho thdy ty 1¢ diét HP ¢ nhém 1 (dung
HPmax) dat 59,5% gan tuong duong vdi két qua diét HP & nhom 2 (sir dung OAC)
dat 69,8%. V&i két qua nghién ctru nay da cho thdy HPmax 14 thudc c6 gié tri trong
diéu tri diét trir HP — mot yéu t& quan trong trong bénh sinh gay loét da day t4
trang. Két qua nghién ctru ctia chung t6i cao hon nghién ctru ciia Vii Nam dung Ché
day don thuén 1a 42,5%, va thip hon nghién ctru cia Nguyén Thi Tuyét Lan st
dung Che day + 2 khang sinh cho hi¢u qua diét HP 1a 28/40 bénh nhan (70%).

+ Ly gidi vé tac dung diét HP ciia HPmax

Ché day co tac dung tc ché rd rét mot s6 vi khuan nhu: Bacellins punmilus,
Bacillus subtilis, E.Coi B16. Ngoai ra cac tic gia con nhan thiy dung dich flavonoid ¢
tac dung khang khuan gin tuong duong so voi khang sinh (ampicilin, erythromycin,
tetracyclin). Nudc sic than, 14 Da cdm(2:1), nudce séc ré (2:1) ¢6 tac dung tc ché 5
chung vi khudn Gr(+), 5 chung Gr(-), va c6 kha ning e ché HP in vitro, vi khuin
HP thé hién sy nhay cam & ndng do chat thr tbi thiéu 1a 100 pg (1iy theo tiéu chuin
duong kinh vong vo khuan cua khang sinh dbi chimg 1a amoxicilin 30 pg >18mm).
Cao long 14 Khoi 1:1 va mau dich chiét flavonoid toan phan cia 1a Khoi déu co tac
dung trc ché vi khuan d6i v6i vi khuan Gr(+) va Bucillus Sub.
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HPmax c6 tac dung diét HP 1a nho tac dung diét khuan ciia cac thanh phan
vi thudc trong ché pham, mat khac HPmax c6 cac Alcaloid va cac chat nhay, day la
thanh phan hd trg tac dung trc ché vi khuan HP.
4.3.3 Tac dung chdng loét va lién seo 6 loét cia HPmax
+ Tac dung trén thuc nghiém

Nghién ctru vé kha ning chong loét ta trang dugc thyc hién trén mo hinh
gdy loét ta trang bang cysteamin. DAy 1a mo hinh lan dau tién thuc hién tai Viét
Nam. Nghién ctru trén mo hinh thuc nghiém ché pham HPmax vdi lidu 470,0 mg
cao/ kg/ngay (lieu twong dicong véi liéu dir kién ding trén nguoi), két qua cho thiy
s6 0 loét, dién tich trung binh 6 loét va chi sb loét déu c6 xu hudng giam so v6i mod
16 hinh.

Nghién ciru vé kha ning trung hoa acid ciia HPmax in vitro. Két qua cho thy thy
tac dung trung hoa acid ctia HPmax bang 10,7 % so v6i Maalox. Téc dung trung hoa acid
ctia HPmax dat gan t6i da ngay trong 15 phit dau va duy tri trong it nhat 3 gio, trong khi
tac dung trung hoa acid ctia Maalox ting dan trong 3 gio.

+ Tac dung trén lam sang

Két qua nghién ciru cho biét: Ty 1& lién seo, 6 loét thu nho, 6 loét giir
nguyén cta nhom dung HPmax va nhém dung OAC tuong Gng la: 68,2%, 27,3%,
4,5% va 71,1%, 24,4%, 4,5%. Vi két qua nghién ctru nay da cho thdy HPmax 14
thudc c6 hiéu qua lam lanh 6 loét tuong duong vé6i phac d6 ding OAC (p>0,05).
Két qua nay thap hon ciia Vii Nam khi nghién ciru Che ddy diéu tri loét da day ta
trang 1a (79,5%).Diéu nay c6 thé 1y giai 1a vi trong nghién ctru cua Vii Nam c6 ca
bénh nhan HP (-), Két qua ciia chung toi twong duong véi cac nghién ctru cua Ta
Long dung phac d6 OAM 1a 73,9%, Lé Ngoc Quynh ding phac d6 FAM 14 63,8%.
+ Ly gidi vé tac dung lam lién seo ciia HPmax

- Ché dady: c6 kha ning (rc ché loét cao trén thuc nghiém. Che ddy c6 kha
nang lam giam d¢ acid HCI (in vitro) va giam do6 acid dich vi ¢ chu6t thi nghiém,
c6 kha ning trung hoa acid, nong do dich chiét Che day cang dam dac thi kha niang
trung hoa acid HCI cang 16n. Alcaloid toan phan Da cdm va nudc sic than 14
(2:1) déu lam giam chi s6 loét va giam thé tich dich vi 14 Khoi c6 kha ning trc
ché loét da day trén mo hinh gay loét bang thit mon vi chudt va lam giam thé
tich dich vi va ndng do acid toan phan so v&i 16 chimg. Nhu vay tic dung
chdng loét ciia HPmax c6 thé giai thich 1a do tac dung chéng loét, trung hoa
acid cua cac vi thudc cé trong bai thude.
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4.2.6 Tac dung theo thé¢ YHCT & nhém HPmax

HPmax cho két qua cit con dau <7 ngay (loai A) cua thé ty vi hu han la
27,3 %, thép thé can khi pham vi 1a 40%, két qua diét HP cua thé ty vi hu han ( loai
A) 12 54,5%, thap hon ciia thé can khi pham vi 1a 65%, két qua lién seo cua thé ty
vi hu han (loai A) 1a 69,6%, cia thé can khi pham vi 14 66,7%, su khac biét khong
¢6 ¥ nghia thong ké (p>0,05). Céc két qua nay cho thdy HPmax c6 tac dung ddi voi
thé can khi pham vi cao hon thé ty vi hu han. Nhu vay liéu HPmax c6 tinh mat,
ding dé diéu tri thé can khi pham vi 1a pht hop? Xét vé tong thé va so sanh két
qua cua hai thé cho théy mac du cé sy khac nhau, song sy khac biét do déu chua c6
¥ nghia thdng ké (p>0,05), nghia 1a HPmax c6 tac dung ca trén hai thé. Phai ching
HPmax theo y hoc ¢ truyén 1a c6 tinh binh? mic du trong thanh phan cua HPmax
¢6 mot s& vi mang tinh mat, thanh nhiét; nhung ciing c6 thé qua qua trinh bao ché
san xuat, tinh vi cta ché pham c6 thé thay d6i. Van d& nay nén dugc di sdu nghién
clru ca vé bao ché san xuat va 1am sang méi c¢6 cdu tra 10i chinh x4c.

KET LUAN

1. Ché phim HPmax dwong udng cé tinh an toan cao:

- Trong nghién ctru doc tinh cép trén chudt nhét tring theo dudng udng
cia HPmax chua thiy xuat hién dau hiéu bét thuong ¢ tit ca cac liéu thir va lidu
dung nap t6i da 25,2g/kg cao gip 31,2 lan lidu dy kién dung trén 1am sang va chua
xac dinh dugc LDsg,

- HPmax khong lam thay ddi tinh trang chung ciing nhu cac chi s6 huyét
hoc, sinh hoa mau, hinh thai dai thé va cu trac vi thé gan - than tho sau 4 tudn
ubng thudc lién tuc va sau 2 tudn ngimg thude véi lidu 0,202g/kg tuong duong lidu
dung trén 1am sang va liéul,010 g/kg cao gp 5 lan liéu ding cho ngudi.

2. HPmax c¢6 mot sb tac dung sinh hoc theo hwéng diéu tri loét hanh ta trang,
diét HP trén dong vat thuc nghiém.

- HPmax c6 tac dung chdng loét ta trang trén md hinh giy loét bing
cysteamin; c6 tic dung giam dau trén md hinh gy dau quin bang phuong phap
tiém mang bung acid acetic vdi ca 2 lidu 840mg/kg/ngay va 1680mg/kg/ngay; cd
tac dung giam thé tich dich ri viém trén mo hinh gy viém mang bung chudt cong
trang & lidu 560mg/kg va c6 tac dung chdng viém man tinh, & lidu 840mg/kg; co
tac dung trung hoa acid bang 10,7 % tic dung ctia Maalox.

- HPmax c6 tac dung diét Helicobacter pylori in vitro véi lidu 6,7g/ml tao
vong vo khuin c6 duong kinh 1a: 12,8 + 4,63 mm.
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3. Tac dung ciia HPmax trong diéu tri loét hanh ta trang HP(+) trén 1am sang:

- HPmax c6 tac dung tot trong giam dau, diét HP va lién sco trén bénh nhan
loét hanh ta trang HP (+) cu thé 1a:

+ HP max c6 tac dung cit con dau véi ty 1¢ loai t6t 1a 33,3%, loai trung
binh la 61,9%, loai kém 1a 4,8% so v&i nhém dung OAC cac ty 1€ nay lan luot 1a
23,3%, 60,4% va 16,3%

+ HPmax c6 tac dung diét Helicobacter pylori dat 59,5% so véi nhém dung
OAC 12 69,8%.

+ HPmax c6 tac dung lam lién seo véi ty 1€ loai tdt 13 68,2%, loai trung binh
14 27,3%, loai kém 1a 4,5% so véi nhom ding OAC céc ty 1¢ nay lan luot 1a 71,1%,
24.,4% va 4,5%

+ Két qua diéu tri & nhém ding HPmax tiwong dwong véi nhém chimg ding
OAC (p>0,05).

- Téc dung ctia HPmax theo phén thé bénh YHCT:

+ Két qua giam dau & thé can khi pham vi: dat ty 18 tot 13 40,0%, loai trung
binh 13 55,0%, loai kém 1a 5% so véi thé ty vi hu han cic ty 1& nay lan luot la
27,3%, 68,2% va 4,5%

+ Két qua diét HP thé can khi pham vi 1a 65% cao hon so véi thé ty vi hu
han la 54,5%.

+ Két qua lién seo & loét & thé can khi pham vi: dat ty 1¢ tbt 1a 66,7%, loai
trung binh 13 28,6%, loai kém 1a 4,7% so v&i thé ty vi hu han cac ty 18 nay lan luot
1a 69,6%, 26% va 4,4%.

+ HPmax c6 khuynh hudng tot hon trén thé can khi pham vi so v&i thé ty vi
hu han, tuy nhién su khac biét chua c6 y nghia thong ké (p>0,05).

- HPmax c¢6 mét s6 tac dung khong mong mudn trén 1am sang nhu budn nén
4,8%, chan an, di ngoai phan long 2,4%. Cac tac dung phu nay & muc do nhe va tu
hét sau 2-3 ngay.

KIEN NGHI

V6i nhitng két qua nghién ciru dat dugc ciia HPmax trén thuc nghiém va 1am sang
theo hudng diéu tri viém loét da day, hanh ta trang HP (+) chung toi kién nghi:

- C6 thé tiép tuc nghién ctru phdi hop véi cac thude tan dugc trong phac dd
diéu tri viém loét da day hanh ta trang HP (+) nhdm néng cao hiéu qua diéu tri.

- Pé c6 nhitng két luan chinh x4c hon can phai c6 nhiing nghién ciru 1am
sang voi ¢& mau 16n hon va can tién hanh thém nghién ciru ty 18 tai phat sau diéu tri.
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Part A: THESIS INTRODUCTION

1. INTRODUCTION

Gastroduodenal ulcer is a fairly common disease in the community,
accounting for 10% of population in many countries. In Vietnam, this figure
accounts for about 6-7%. Major features of the disease are a chronic disease,
periodic disease progression, easy recurrence, and easily causing serious
complications such as gastropyloric, gastrobrosis, gastric cancer, etc... The disease
occurs in all age groups, usually lasts, affects the quality of life, working and
reduces labor of the whole society.

It is thought that pathogenesis of gastroduodenal ulcer is imbalance between
ulcer-causing factors and anti-ulcer factors. In traditional medicine, duodenal ulcer
is included in epigastric pain. Since ancient times, there were many traditional
medicine or remedies which were used in treatment and improvement of clinical
symptoms. Recently, scientists have deeply studied chemical compositions,
pharmacological effects and initial clinical studies on treatment of gastroduodenal
ulcer of Ampelopsis Cantoniensis Planch, Hedyotis Capitellata, Ardisia Silvestris,
each has its own advantages and disadvantages. In order to enhance treatment
efficiency, reduce undesirable effects of 3 types of herbal medicines mentioned
above, scientists of Hanoi University of Pharmacy studied to create HPmax
medical preparation including Ampelopsis Cantoniensis Planch, Hedyotis
Capitellata, and Ardisia Silvestris. To evaluate effects of HPmax, we have
conducted a study with the topic “Study on effects of HPmax medical preparation
on treating active Helicobacter Pylori associated duodenal ulcer”

2. OBJECTIVES OF TOPIC

- Study on acute and subchronic toxicity of HPmax medical preparation.

- Study on the effects of HPmax on experiment including Helicobacter pylori
(HP)-killing effect, anti-duodenal ulcer effect, anti-inflammatory and
analgesic effect, and acid neutralization effect.

- Evaluate the effect of HPmax on treating patients suffering duodenal ulcer HP (+)
in accordance with modern medicine and traditional medicine.

PRACTICAL SIGNIFICANCE AND NEW FINDINGS OF THE THESIS

The topic is carried out to study treatment of a disease whose incidence is
relatively high in the community. Treatment with modern medicine has brought good
effects, but there are also some shortcomings such as antibiotic resistance, side effects,
expensive price, etc... Therefore, it is necessary to continue looking for new medicines
derived from herbs which are effective, safe and inexpensive. And this is also the research
trend which scientists are very interested in.

The thesis has closely and sytematically studied both pre-clinical and clinical
matters of a new traditional medicine preparation which has the components
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including three Vietnamese herbs available in the community used for treatment of
active HP associated duodenal ulcer.

The research findings of thesis contribute to prove the real value of traditional
medicine which is a product of oriental culture, contributing to have positive influences on
cultural traditions through use of traditional therapies, encourage ethnic pride, preserve
national cultural identity, and improve public health.

Study on application of traditional medicinal remedy in treatment contributes
to clarify the theories of traditional medicine, and modernization of traditional
medicine step by step is a practical action with scientific meaning.

Structure of the thesis:
In addition to Introduction and Conclusion, the thesis has 4 chapters:
Chapter 1: Overview

Chapter 2: Materials and research methods page
Chapter 3: Research findings page
Chapter 4: Discussion page

The thesis has: 48 tables, 9 charts, 3 figures, 1 diagrams and appendices, 165 references
(82 written by Vietnamse, 72 written by English and 13 written by Chinese).

Part B: THESIS CONTENTS
CHAPTER 1: OVERVIEW

1.1. DEFINITION, PATHOGENESIS, DIAGNOSIS AND TREATMENT OF
DUODENAL ULCER ACCORDING MODERN MEDICINE POINT’S VIEW
* Definition

Gastroduodenal ulcer is defined as ‘“lesions of mucous layer, through
membrane layer to muscular layer”.
* Pathogenesis of gastroduodenal ulcer

Is due to the imbalance between ulcer-causing factors and anti-ulcer factors
(protective factors)

+ Ulcer-causing factors: acid HCI, pepsin, Helicobacter pylori bacterium,
nonsteroidal anti-inflammatory drugs, etc...

+ Protective factors: mucin, vascular system of duodenal and gastric mucosa,
alkaline salts, etc...
* Treatment

Treatment methods include lifestyle adjustment and medicine use ; medicine
use is in accordance with the regimens of Vietnam Association of Gastroenterology
(2012) : first regimen: PPIl+ Amoxicilin+ Clarithromycin 7-14 days; second
regimen : (after the first failure) use the 4-drug regimen with Bismuth if previously
this treatment regimen has not been used yet, use the regimen PPl + Amoxicilin +
Levofloxacin if the 4-drug regimen with Bismuth was used previously ; do not reuse
the antibiotics used in the previously failed treatment regimen, especially
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Clarithromycin (except for Amoxicilin) because the ratio of secondary drug

resistance is very high; Salvage treatment regimen: If disease eradication still fails

after two treatments, should grow bacteria and perform antibiotic susceptibility

testing to select appropriate antibiotics.

1.2. CAUSES, PATHOGENESIS, SYMPTOMS AND TREATMENT PRINCIPLES OF

DUODENAL ULCER ACCORDING TRADITIONAL MEDICINE’S POINT OF VIEW
In traditional medicine, duodenal ulcer is included in syndrome of epigastric pain.
Epigastric pain syndrome relates the diseases which have symptoms of pain

in epigastrium under the xiphoid.

* Causes and pathogenesis of epigastric pain syndrome

+ Eating and drinking: Caused by unhealthy eating and drinking,
irregularly hungry or surfeited state, or eating a lot of raw, spicy, hot, sour,
cold, and stale foods and beverages which hurts stomach, and causes pain.

+ Depressed sentiment and will: depressed sentiment and will make liver
unhealthy, liver qui depression; digestive function of stomach is lost, which causes
pains, called as liver gi stagnated stomach (liver against spleen — liver depression
and stomach deficiency).

+ Weak physical condition (spleen stomach deficiency): Weak physical
condition, irregular eating and drinking habits, excessive labor for a long time
make spleen and stomach unrested, which leads to spleen stomach deficiency, and
causes dull ache, etc...

* Treatment according problem classification : Epigastric pain syndrome
is divided into two major types.

+ Sstagnated liver gi affected to stomach

-Symptoms:Epigastric pain, pain spreading to chest side, belching,
heartburn, and defecation with raw shit, irritability, more anger more pain, pale
tongue coating, pink tongue, stretched vessel.

- Treatment method: Liver and stomach harmony, “circulating qi and
stopping pain”

- Medicine: “chai hu shu gan tang” or “xiao yao san”.

+ Deficient and cold spleen and stomach

- Symptoms: Dull ache in epigastrium, colder sorer; patients like massage and
fomentation when sore; like warm and hot food; defecation with watery shit,
slippery white tongue coating, flabby tongue; vessels are deep under the skin.

- Treatment method: “Warming central body pat and strenthening spleen”,
“Harmonizing stomach and stopping pain”

- Medicine: “Huang qi jian zhong tang”

1.3 Studied medicine:

Components of HPmax medical preparation include Ampelopsis Cantoniensis

Planch 280mg, Hedyotis Capitellata 170mg, and Ardisia Silvestris 110mg.
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Based on independent researches of each herb, we find that Ampelopsis
Cantoniensis Planch, Hedyotis Capitellata, Ardisia Silvestris have both
experimental and clinical effects such as anti-inflammatory, analgesic, acid
neutralization, anti-gastric ulcer, healing of gastroduodenal ulcer. Each of them has
its own advantages and disadvantages. Therefore, traditional pharmacists combined
three herbs mentioned above in HPmax medical preparation with the hope that it
will bring better therapeutic effect than individual use of each herb. However,
whether this combination ensures to only create positive interaction without
adverse interactions or not? This study will contribute to answering these questions.

CHAPTER 2: MATERIALS AND RESEARCH METHODS

2.1. RESEARCH MATERIALS
2.1.1. Drugs used for experimental study

- HPmax capsule manufactured by VINACOM natural products Joint Stock
Company on modern production line conforming to GMP standards and basic standards
with certificate issued by Examination Center under Hanoi Department of Health.

- Syndrome group drugs: Ranitidin, Aspegic, Prednisolon...
2.1.2. Drugs on clinical study

- Research group (group 1) uses HPmax medical preparation

- Syndrome group (group 2) uses Omeprazol + Amoxicilin+ Clarithromycin
2.2. RESEARCH OBJECTS

Experimental animals : 190 Swiss white rats, weight 20 + 2g; 144 Wistar
white rats, healthy, both genders, average weight 140-180g; 30 mature Oryctolagus
Curiculus rabbits, both genders, weight 1.8-2.0 kg.

Helicobacter pylori inoculation is subdivided from biopsy of patient’s
stomach.
2.2.2. Clinical study

85 patients of both genders have been diagnosed as active HP associated

duodenal ulcer. Patients have been treated at Army Central Hospital 108 and
Traditional Medicine Hospital- Ministry of Public Security.
* Criteria to select research patients:

* Clinical: Epigastric pain, eructation, heartburn, vomiting, nausea,
bloating, constipation, poor eating and sleeping.

Not taking any drugs to treat gastroduodenal ulcer, or stop trating with
other drugs at least 2 months before research.

* Nonclinical:

- Patient is diagnosed with duodenal ulcer through fiber endoscope, ulcer
with dimension > 5 mm.

- Diagnose Helicobacter pylori (+) by both methods of test Urease and
pathologic histology.
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* Selection based on traditional medicine: two types including stagnated
liver gi affected to stomach; deficient and cold spleen stomach .

* Criteria to exclude patients out of research :

- HP () negative by one of two methods : Test Urease and pathologic histology.

- Pregnant woman and breastfeeding mothers.

- Patients who suffer from stomach ulcer and cancer with complication due to
ulcer such as: hole, bleeding, etc.

- Patients who are taking other drugs for duodenal ulcer.

- Patients who do not follow treatment process (stop taking drugs for more
than 3 days, not doing endoscope after treatment)

2.3. RESEARCH METHODS
2.3.1. Experimental research
* Acute and subchronic toxicity research

- Acute toxicity : identified on white mice orally as instructed by Ministry of
Health and World Health Organization, Seven groups of white mice, 10 for each
group, taking reagent at the highest dose without any death to the rats to the lowest
with 100% death to the rats, constant volume for each time is 0.3ml/10g weight,
taking 3 times/24 hours, 2 hours from the last to the next time.

Observe general conditions of rats and number of dead rats for each group for
72 hours (rats dying for the first 2 hours shall be operated to observe general
conditions). Continue observing conditions of rats until the 7th day after taking
reagent. Calculate LDs, by Litchfield- Wilcoxon method.

- Subchronic toxicity test: experiment on rabbits at dose of 0.202g/kg
(equivalent to on human with indicator 3) and and dose of 1.010g/kg/day (5 times
more than dose of group 1). The rabbits have drunk water or reagent for 4
continuous weeks, one time per day in the mornings. After 4 weeks, the rabbits stop
taking drugs and are under observation to evaluate recovery (in case reagent has
any toxicity) or slow toxicity of the drugs.

Observe weight, eating, sleeping, activities, digestion, hematology,
biochemistry, liver, kidney at the time beforr taking drugs, 2-4 weeks after taking drugs
and 2 weeks after stopping taking drugs. Observe general conditions, pathologic
histology of liver and kidney 4 weeks after stopping taking drugs and 2 weeks after
stopping taking drugs.

* Experimental anti-duodenal ulcer effect research

- Study on Anti-duodenal uncer effect with ulcer induced by cysteamin: 64 rats
divided into 4 groups: group 1 (n=10) is group of distilled water rats without ulcer
induced by taking cysteamin ; group 2 (n=18) is group of distilled water rats with ulcer
induced by taking cysteamin ; group 3 (n=18) is group of rats taking standard drugs,
Ranitidin 50mg/kg before inducing ulcer by taking cysteamin; group 4 (n=18) is
research group with rats taking HPmax at dose of 470mg/kg before inducing ulcer by
taking cysteamin. Compare average ulcer indicator of each group to evaluate findings.
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- Study on effect of disabling HP in vitro : Evaluate influence of HPmax on
HP implemented by direct bacterial inhibition method, in specific environment.

- Study on Anti-inflammation effect
+ Study on Anti-inflammation effect by swelling rats’ legs with carragenin:

White rats are divided into 4 groups, 10 for each group. Group 1 drinks
distilled water, group 2 drinks aspégic at dose of 200 mg/kg/day; group 3 takes
HPmax at dose of 560mg/kg /day; group 4 takes HPmax at dose of 1120/kg
/day. The rats have drunk water or drugs for 5 continuous days before inducing
ulcer. On the 5™ day, after taking drugs for 1 hour, induce ulcer by carragenin
1% (mixed in physiological saline) 0.05ml/rat injected subcutaneously of sole
of the back right leg. Measure volume of leg (to ankle) by special equipment
and compare all groups.

+ Study on Anti-inflammation effect by inducing peritoneal effusion

The rats are divided into groups and take drugs as mentioned above. On the
5" day, after taking drugs for 1 hour, induce peritonitis by solutions including:
0.05g carragenin, 1.4 ml formaldehyd mixed in 100ml adequate physiological
saline. Inject into peritoneal cavity with the above solution at volume 2ml for each
rat. 24 hours after inducing inflammation, operate rats’ abdomen, suck
inflammatory exudate. Measure volume of inflammatory exudate, count number of
white blood cells and quantify protein in inflammatory exudate.

+ Study on Anti-chronic inflammation effect

White rats are divided into 4 groups, 10 for each group. Group 1 drinks
distilled water at dose of 0.2ml/10g/day, group 2 drinks prednisolon at dose of
5mg/kg/day; group 3 takes HPmax at dose of 840mg/kg/day; group 4 takes HPmax
at dose of 1680mg/kg/day. Induce chronic inflammation by transplanting 6mg
weight pasteurized carragenin soaked amiant fiber 1% into nuchal of each rat. After
transplanting granulomas, the rats drink distilled water or drugs for 9 continuous
days. 1 hour after the last dose, kill the rats, detach granuloma and dry at 56°C for
18 hours. Calculate weight of dried granulomas (after deducting weight of amiant).

- Study on Pain relief effect

+ Study on Pain relief effect by hot tray

White rats are divided into 4 groups, 10 for each group. Group 1 drinks
distilled water at dose of 0.2ml/10g/day for 5 days; group 2 is injected peritoneum
with morphin hydroclorid at dose of 10mg/kg once 30 minutes before measuring
for the 2™ time; group 3 takes HPmax at dose of 840mg/kg/day; group 4 takes
HPmax at dose of 1680mg/kg/day for 5 days. Measure rats’ response time to
temperature before and 1 hour after taking drugs for the last time or 30 minutes
after injecting morphin hydroclorid, measure by putting rats on hot trays at 56°C by
thermostatic systems.
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+ Study on Pain relief effect by inducing sting with acid acetic

White rats are divided into 4 groups as above, group 2 drinks aspégic at dose
of 100mg/kg once 1 hour before inducing pain. Rats of groups 1, 3 and 4 drink
distilled water or reagent once per day in the morning for 5 continuous days. On the
4" day, 1 hour after drinking drugs, inject abdomen of each rat with 0.2 ml acid
acetic 1%. Count numbers of stings of each rat in each 5 minutes until the 30"
minute after injecting acid acetic.

- Study on Acid neutralization effect: Acid neutralization is identified by
HCI 0,1M (ml) added into antacid solution without any reduction of pH lower than 3.0.
2.3.2. Clinical research

Clinical study compares before-after and syndrome groups.

Research is implemented on 85 duodenal ulcer patients of both genders who
have been adapted all research criteria.

* Drugs and usage:

- Research group : Patients take HPmax capsules, 3 capsules one after eating
his/her fill, twice a day. Treatment progress is lasting 30 days

- Control group :

+ Omeprazol 20mg, 1 capsule for each time, twice a day and 30 minutes
before eating. Treatment progress is lasting 30 days.

+ Amoxicillin 500mg, 1g for each time, twice a day. Treatment progress is
lasting 14 days.

+ Clarithromycin 250mg, 500mg for each time, twice a day, Treatment progress
is lasting 14 days.

* Content:

- Patients have been examined clinically according to modern and traditional
medicine, Endoscope to evaluate conditions of ulcers and biopsy of stomach, to
diagnose HP and pathologic histology.

- Patients for research do not use other drugs and follow instructions during
treatment.

* Evaluation:

- Subjective symptoms (pain, eructation, heartburn, etc.) are evaluated at the
time : pre-treatment (TO0), week 1 (T1), week 2 (T2), week 3 (T3), week 4 (T4). Free
of pain in T1 —type A, free of pain in T2, T3 —type B, free of pain in T4 —type C.

- Ulcer’s codition after 4 weeks of treatment : Cicatrization (type A) ; shrunk
ulcer (type B) ; unchanged ulcer (type C).

- Ratio of disability of HP after treatment : HP(-) both methods (type A) ; HP
(-) one of two methods (type B) ; HP(+) both methods (type C).

2.4. DATA ANALYSIS

- Data are analyzed by biostatistics on the computer with support of

software. Apply EPI-INFO 6.04 software to enter and analyze by Stata 12.0.
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- Applied algorithms:

+ Average: ( X ), standard deviation (SD)

+ Percentage (%)

+ Compare 2 average numbers in the same group at different times by pair
comparison.

+ Compare 2 average humbers of 2 group at the same time by Student-T-test
and ratio according to algorithm y2.

CHAPTER 3: RESEARCH FINDINGS

3.1. EXPERIMENTAL RESEARCH FINDINGS
3.1.1. Research findings of acute toxicity (LDsg)

The maximum tolerated dose of 25.2g/kg on body weight of mice, 31,2 times
higher than that on human body, and there is no expression of acute toxicity and
LD50 has not still found.

3.1.2. The research results of subchronic toxicity

With the dose of 0,202g/kg/day (equivalent to that on human body, calculared
by coefficency of 3) and the dose of 1,010/kg/day (5 times higher than that on human
body) and continuously drunk in 4 weeks, there is not any changes in hematology
ratio, serum biochemistry and histopathology of rabbit’s liver and kidney.

3.1.3. Research findings on effectiveness against duodenal ulcer
Table 3: Effect of HPmax on duodenal ulcer ratio

Group of | Average
Group Alive mice u_Ilplgr degree of Averggrg:aulcer Ulcer ratio
ulcer (mm?) m
(N) ©)
Group 1:

Control group 10 0 0 0 0
(n=10)

Gm‘aﬁ’f'l'g’)"’de' 13 | 21406 | 1,7£06 | 164127 | 54+19
Group 3: . .
Ranitidin 14 1,1+£09 | 13+1,0 10,3+ 10,2 34+25
(n=18)

Group 4:
HPmax 11 1,9+05 | 1,5+0,6 12,8459 46+14
(n=18)

- Different from biological control group (group 1) *: p <0,05; **: p <0,01;

**k: p <0,001

- Different from group of model (group 2) A: p <0,05; A4: p <0,01; A44: p <0,001
Comment: The number of ulcer group, ulcer degree, average are and ulcer

ratio are in decrease compared with the model group; however, the difference has not

made statistic significance (p<0.05).
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3.1.4 Effect on killing HP
Table 3.2: Effect on killing HP of HPmax

Concentration of HPmax . Diameter of sterile loop
. Quantity
solution (g/mL) (mm)
1,7 10 5,5+0,97
3,3 10 6,7+2,16
5,0 10 11+3,02
6,7 10 12,8 + 4,63

Comment: HPmax’s ability to kill HP is apt with the concentration of Hpmax in
vitro.

3.1.5. Effect on anti-inflammatory
Table 3.3: Effect of HPmax on volume increase of mouse leg after inflammation

Volume increase of mouse leg (%)
Group n After 6 After 24
After 2 hours | After 4 hours
hours hours
Group 1 (Control ) 10 | 42,23 +8,80 | 47,34+ 9,45 (46,91 = 8,72| 4,78 = 2,42
Group 2
. _ 21,22+ 36,67 £
(drink Aspheric 38,64 £ 6,46 2,57+ 1,95*
10 9,54** 8,67*
200mg/kg/day
1% 49,75 18,39 21,82 46,16
Group 3
. 40,02+ 9,13 | 46,58 + 9,25 (44,89 + 7,69 | 4,91 + 2,35
(drink HPmax 10
A4 A Y| Y|
560mg/kg/day)
Group 4
. 40,31+ 7,93 | 47,72+ 9,73 45,75 + 499+ 233
(drink HPmax 10
A4 Y| 10,14 4 Y|
1120mg/kg/day)
Comment: The result shows that both doses 560mg/kg/day and

112mg/kg/day drunk in 5 consecutive days did not make any changes in volume
increase of mouse leg compared with control group (p>0,05) at time of study. Thus,
HPmax has no ability to control edema reaction (1%).
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Table 3.4: Affect of HPmax on volume of inflammatory exudates, leukocyte, and
protein degree in inflammatory exudates

Volume of No. of .
. Concentration of
Group n inflammatory leukocyte .
exudates (ml) (G/N) protein (mg/di)
Group 1 (Control) 10 4,03 £0,81 5,02 +£0,45 19,26 + 4,81
Group 2
(drink Aspégic 10 2,94 £ 0,83* 4,66 +0,17* 12,84 + 3,08**
200mg/kg/day)
Group 3
(drink HPmax 10 3,00 22,03** 5,40;;0,73 19,01; 6,42
560mg/kg/day)
Drink 4 142+ 1,17%%% | 4,90+ 0,20 19,33 5,98
(drink HPmax 10 ’ Az; ’ o ’ ’ i ’
1120mg/kg/day)

Comment: HPmax at both doses of 560mg/kg/day and 1120mg/kg/day
drunk in 5 consecutive days makes volume of inflammatory exudates significantly
reduced against control group (p < 0,01 and p < 0,001), but both changes in
numbers of leukocyte and concentration of protein in inflammatory exudates (p

against p>0.05)
Table 3.5: Affect of HPmax on weight of granuloma

Weight of i
Group eight of cured p against
granuloma (mg) group 1
Group 1 (control n=10) 13,00 + 3,37
Group 2 (n=10)
8,10 + 4,38 <0,05
(take prednisolon 5mg/kg) ’ ’
Group 3 (n=10)
10,30 = 3,56 <0,05
(take HPmax 840mg/kg/day) ’ ’
Group 4 (n=10)
9,78 +3,99 <0,05
(take HPmax 1680mg/kg/day) ’ ’

Comment: HPmax both doses of 840mg/kg.day and 1680mg/kg/day drunk
in 9 consecutive days make weight of granuloma reduced and create statistic
significance compared with control group (p< 0,05)
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3.1.6. Research result on analgesic
Table 3.6: Effect on analgestic by hot tray method

Group n Time to response to heat (second) p
Before Afte Before-after
Group 1 (control) 10 23,61 +£ 6,57 23,95+ 7,63 > 0,05
Group 2
(inject morphin 10 23,67 £ 4,35 33,03 + 7,59* <0,01
hydroclorid 10mg/kg)
Group 3
(take HPmax 10 23,98 +£7.84 24.41 £ 8,44 > 0,05
840mg/kg/day)
Group 4
(take HPmax 10 23,83 £ 6,94 24,36 £ 4,70 > 0,05
1680mg/kg/day)

Comment: HPmax with the dose of 840mg/kg and 1680mg/kg does not have
influence on analgesic on hot tray model (p>0,05).
Table 3.7: Analgesic effect by causing cramps with acetic acid

Number of cramps (times/ 5 minutes)

Group n| 0-5 [>5-10|>10-15| > | >20- | >25-
: . . 20 25 30
minutes | minutes | minutes . . .
minutes | minutes | minutes
Group 1 10| 500% 1560 16,30+ [ 1440% [ 1080 | 8,00
(control) 2,46 5,04 5,91 5,83 4,37 3,83
" fm“p,z. 10| 250+ | 990+ | 11,00+ | 940+ | 670+ | 480=
aKe aspegic 1,51%* | 2,23** | 283* | 237* | 236* | 2,39*
100 mg/kg)
(tafem"jgriax 10| 610% 1550 11,00 | 930+ | 5,60+ | 430=
* *%* *k *
840mg/kgfiay) 29644 | 4,67 44| 4,68% | 392%% | 2.41%* | 2,36
(taGkgoﬁF?r:aX lo| 582% 15555 | 1118+ | 9,00 | 618+ | 473
* * *k *
1680myka/day) 1,66 44 |537 44| 3,60 | 339% | 2,89%* | 2,97

Comment: The result shows that at the time of over 10 minutes to 30 minutes,
HPmax at both doses of 840mg/kg/day and 1680mg/kg/day are effective in reducing
the number of cramps clearly against control group (p<0,05); this effect is equivalent
to aspegic (p compared with the group taking aspegic > 0,05).




3.1.7 Result on neutralizing acid
Table 3.8: Effect on neutralizing acid of HPmax
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. MI HCI pH
Pipe 15 30 2

P 0.1M minutes minutes 1 hour hours 3 hours
1 0,5 4,40 4,41 4,40 4,43 4,46
2 1,0 4,22 4,30 4,31 4,31 4,34
3 1,5 3,90 3,91 3,92 3,95 3,95
4 2,0 3,55 3,57 3,57 3,65 3,65
5 2,5 3,31 3,38 3,40 3,42 3,43
6 3,0 3,00 3,20 3,19 3,20 3,24

Comment: Effect on neutralizing acid of HPmax is effective soon afte 15

minutes and then PH takes a very slight increase within 3 hours. HPmax has effect
on maintaining pH > 3 or at least 3 hours.
Table 3.9: Neutralizing effect on acid of Maalox

pH
Pipe MIHCI 0,1M 15 30 1 3
P minutes | minutes hour 2 hours hours
1 5 4,35 6,50 7,34 7,53 7,57
2 15 4,20
3 20 4,10 No continuous measurement
4 25 3,70
5 28 3,02 494 | 569 | 622 [ 714

Comment: Effect on neutralizing acid takes effects right after 15 minutes and
then pH continues to increase in 3 hours of measurement
Thus, acid neutralizing effect of HPmax is equivalent to 10,7% against Maalox
3.2. CLINICAL RESEARCH FINDINGS
3.2.1. General characteristics of studied patients
3.2.1.1. Classification of patients in accordance with age and sex
Table 3.10: Classification under age

Group 1 Group 2
Age group (Use HPF;nax) (Use OFZAC) Total for 2 groups
n % n % N %
18 — 29 3 7,1 3 6,9 6 7,0
30 -39 10 23,8 11 25,6 21 24,7
40 —-49 15 35,7 16 37,3 31 36,5
50 - 59 9 21,5 8 18,6 17 20,0
6070 5 11,9 5 11,6 10 11,8
Total 42 100 43 100 85 100
p > 0,05
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Comment: The number of patients in the group of 40-49 accounted for the
highest percentage in 2 groups.There is no difference in statistic significance on average
age, age classification ratio of 2 groups (p>0,05)

Table 3.11: Patient classification under by sex

Group 1 Group 2 Total for 2 groups
Sex (Use HPmax) (Use OAC)
n % n % N %
Female 28 66,7 27 62,8 53 64,7
Male 14 33,3 16 37,2 32 35,3
Total 42 100 43 100 85 100
p > 0,05

Comment: The ratio of male > that of female and the difference
between 2 group does not make statistic significance.
3.2.1.2 Clinical symptoms of two groups of patients

Table 3.12: Clinical symptoms of studied patients

Group 1 Group 2 Total for 2
. (Use HPmax) (Use OAC) groups

Clinical symptoms =42 =43 =85 p(1-2)

n % n % n %

Epigastric pain 42 100 43 100 85 100

* Pain at hungry 25 59,5 26 60,5 51 60,0
* Pain at eating full 2 4.8 2 4,6 4 4,8 | >0,05

* Pain at eating full + 15 35,7 15 34,9 30 35,2

hungry
Belching, heartburn 42 100 43 100 85 100 | >0,05
Nausea and 7 |17 | 7 |163| 14 | 165 |>005
vomiting

Slow in digestion 28 | 667 | 31 | 720 | 59 | 694 |>005

Comment: The statistically difference in clinical symptoms of 2 groups of
studied patients (p> 0,05).
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3.2.1.3. Endoscopy characteristics of 2 groups of patients with duodenal ulcer
Table 3.13: Endoscopy characteristics of 2 groups of studied patients

Endoscopic Group 1 Group 2 Total for 2

characteristic (Use HPmax) (Use OAC) groups 0(1-2)
n % n % N %

Position of (n=42) n=43 n=85
ulcer 38 90,4 38 88,4 76 89,4
* Front 2 4.8 3 6,9 5 59
duodenal bulb 2 4,8 2 4,7 4 4,7 | >0,05
* Behind
duodenal bulb
* Front +behind
No. of ulcer
* 1 ulcer 40 95,2 41 95,3 81 95,3 | >0,05
* 2 ulcers 2 48 2 4,7 4 47
Ulcer size (n=44) (n =45) (n=89)
(diameter)
0,5-1,0cm 36 81,8 37 82,2 73 82,0 | >0,05
1,1-15¢cm 7 15,9 7 15,6 14 15,7
>1,5cm 1 2,3 1/ 2,2 2 2,3

Comment: The ratio is one ulcer with the diameter of 0,05-1 cm appeared
on the front of duodenal bulb mainly. There is no statistic difference in endoscopic
characteristics of 2 studied groups (p>0,05).

3.2.1.4 Helicobacter pylori infection degree in 2 groups of patients

Hpylori (***)

80Ra1e %

= Hpylori (*)
60,5

59,5

60 -
40 -
20 -
0

11,9

(Group HP max)

27.9

(Group OAC)

= Hpylori (**)

11,6

60

p >0,05

28.2

Total

11,8

HP infection degree

Chart 3.2: HP infection degree in 2 groups of patients
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Comment: HP infection degree of 2 groups of patients: We can see from
the result that rate of HP infection degree of 2 groups of patients is quite slight,
without difference in HP infection rate between 2 studied groups (p>0,05).

3.2.2. Result of clinical treatment
3.2.2.1 Result in improving the pain symptoms after treatment between 2 groups
of patients

Table 3.4: The rate of pain stopping according to the treatment classification result of 2

groups of patients
Group 1 Group 2
Time to stop to pain (Use HPmax) (Use OAC) p(1-2)
n % n %

Type A (= < 7 days) 14 33,3 10 23,3
Type B (8 — 21 days) 26 61,9 26 60,4 50,05
Type C (> 21 days) 2 4.8 7 16,3

Total 42 100 43 100

Comment: It can be seen from the result that the rate of pain stopping, type
A of group using HPmax is 33.3% higher than that using OAC, 23.3%; however,
this difference does not make statistic meaning (p>0,05).

3.2.2.2 Result of killing Helicobacter pylori after 4 weeks of treatment of 2 groups

® Group Hpmax m Group OAC
Result
80

60
40

59.9 69.8

p > 0,05

Positive Negative

Chart 3.5: Result of killing HP after 4 weeks of treatment of 2 groups
Comment: Showed in Chart 3.5 that rate of killing HP of group using
HPmax is 59.5% lower than that using OAC, 69.8% and this difference also does




not make statistic meaning (p>0,05).
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3.2.2.3. Result of gastritis decrease after treatment of 2 groups of patients
Table 3.15: Result of gastritis decrease after treatment of 2 groups of patients

( Group 1 ) (Group 2)
. Use HPmax Use OAC
Active level T0 7 To 7
n % n % n % n %
No activeness 0 6 14,3 0 10 23,3
Light activeness 4 9,5 17 40,5 4 9,3 19 44,2
Average activeness 20 47,6 15 35,7 21 48,8 12 27,9
Strong activeness 18 429 4 9,6 18 41,9 2 4,6
Total 42 100 42 100 43 100 43 100
Comparison of
before and after <0.001 <0.001
treatment ' '

Comment: The active level of gastritis in each group after treatment has a
significant reduction against p<0,001; but there is no statistic meaning between 2

groups

3.2.2.4. Result in healing of 2 groups of patients
Table 3.16: Result in ulcer healing after 4 weeks of treatment

Group 1 Group 2
g Result of ulcer of (Use HP?nax) (Use O%C)
uodenal bulb after 4 (n = 44) (n = 45) D
weeks of treatment n % o %
Type A (healing) 30 68,2 32 71,1
Type B (in_miniature) 12 27,3 11 24,4 > 0,05
Type C (unchanged) 2 4,5 2 4,5
Total 44 100 45 100

Comment: The healing rate of ulcer of duodenal bulb in group 1 is 30
patients accounting for 68.2% (type A), lower than group 2 32 patients accounting
for 71.1% (type A), but there is no statistic meaning with p>0,05.
3.2.3. Result according to traditional classification of groups using HPmax

Table 3.17: Ratio of patients without pain in line with traditional classification

Type of illness

Time to stop the Deficient and

Stagnated liver

Type B (8-21 days) 14 (63,6%)

Type C (> 21 days) 2 (9,1%)

1(5%) 3(7,2%)

pain (days) cold Spleen qi affected to Total p (1-2)
stomach stomach
Type A (£ 7 days) 6 (27,3%) 8 (40,0%) 14 (33,3%)
11 (55,0%) 25 (59,5%) | >0,05

Total 22 (100,0%0)

20(100,0%) | 42(100,0%0)
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Comment:The rate of stopping the pain between deficient and cold spleen
stomach and stagnated liver gi affected to stomach in groups using HPmax is not
different from statistic meaning (p>0,05).
3.2.3.2. The rate of killing HP according to traditional classification of group

using HPmax
Table 3.18: The rate of killing HP according to traditional classification
_ HP(+) HP after treatment
Type of illness trgggronr:nt Negative Possitive P
Deficient and cold 22 12 10
Spleen stomach (52,4%) (54,5%) (45,5%)
Stagnated Liver qi 20 13 7 >0,05
affected tostomach (47,6%) (65,0%) (35,0%)
Total 42 25 17
100% 59,5% 40,5%

Comment: The rate of HP cleaning at stagnated liver qi affected to
stomach is 65,0% higher than that at deficient and cold spleen stomach 54,5%; but
there is no statistic meaning with p>0,05.
3.2.3.2. Healing result of 2 traditional groups using HPmax

Table 3.19: Healing result according to traditional classification

Deficient and . :
Stagnated liver qi
Group Cgltgrf]%fﬁn affe(?ted to stomaqch Igﬂ
Result n=23 n=21 p(1-2)
n % n % n %
Type A
(healing) 16 69,6 14 66,7 30 68,2
Type B (in
miniature) 6 26,0 6 28,6 12 27,3 | >0,05
Type C
(unchanged) 1 4,4 1 4,7 2 4,5

Comment: The healing rate between 2 groups (stagnated liver gi affected to stomach
and deficient and cold spleen stomach) using HPmax is similar (p>0,05).
3.2.4. Unexpected effects of 2 groups
Table 3.20: Unexpected effects of medicine

( Group 1 ) (Group 2)
. Use HPmax Use OAC
Side effects h=42 n=43 p
n % n %
Nausea 2 4.8 2 4,6
Anorexia 1 2,4 1 2,3
Diarrhea 1 2,4 1 2,3 >0,05
Headache 1 2,4 1 2,3
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Comment: The result shows that there is no difference (p>0,05) in side
effects of 2 studied groups, the rate of side effects is slow with light unexpected effects,
vanishing by its self within 2-3 days and there has no patient abandoned therapy.

CHAPTER 4: DISCUSSION
4.1. FINDINGS ON SAFETY OF HPmax MEDICAL PREPARATION
4.1.1. Acute toxicity

The maximum tolerated dose is 25,2/kg of mice body weight 31,2 times as
high as that on human body, there is no expression of acute toxicity and LD50 has
still not determined. From above research findings we can come to a conclusion that
HPmax medical preparation does not cause acute toxicity for experimental animals.
4.1.2. Subchronic toxicity

HPmax with the dose of 0,202g/kg (a dose with similar effects on human
calculated by coeeficency of 3) and the dose of 1,010g/kg (5 times as much as that
of treated group 1) drunk continuously in 4 weeks and then followed up after 2
weeks of stopping drinking do not affect to the development of rabbit. The
haematological parameters, serum biochemistry, general images, pathologic
histology of liver and rabbit’s kidney. This result shows that HPmax has safe effects.
4.1.3. Clinical side effects

From clinical results, we can make a summary that both regimes HPmax and
OAC have some side effects but no heavy complication, there are no patient
stopping taking drugs. These side effects occur in a short time and disappear within
2-3 days without treatment.

Based on researching acute toxicity and subchronic toxicity and then putting
them into clinical researches, we can see that HPmax medical preparation is safe
with wide range of safety.

4.2. SOME GENERAL CHARACTERISTICS OF 2 GROUPS OF PATIENTS
4.2.1 Characteristics of age and sex

It can be found in the studies that: middle-aged patients are likely to
get ulcer duodenal bulb than other groups. And from that result we can see that:
middle age of group using HPmax and OAC is 45, 2 + 12,3 and 46,3 + 11,8
respectively (p>0,05). This result is also consistent with the internal and
external findings.

Ta Long and his research on gastroduodenal endoscope of 5808 patients
showed that: gastroduodenal ulcer is common in middle-aged patients and average
age of patients with gastroduodenal ulcer in male and female is 49,0 = 11,2 and
41,8 £ 13,1 respectively.

- Classification of illness under sex: Result shown in our studies shows
that male have a higher proportion than that of female and this result is in
compliance with studies in and outside of the country. The studies of Lai KC and cs
presented that ulcer rate of duodenal bulb at male/male is 2,7. In Vietnam, through
Phan Quoc Hoan studies we can see this rate is 2,8 and Ta Long is 2,7. Thus, the
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number of male suffering from duodenal bulb ulcer is higher than female. For the
explanations of this issue, the authors said that male often have inappropriate
activities (alcohol consumption, smoking...) easily leading to duodenal bulb ulcer.
4.2.2 Characteristics of clinical symptoms

Clinical symptoms of patients with duodenal bulb ulcer are not typical or
unclear (asymptomatic); the common symptoms as espigastric pain, belching,
heartburn, slow in digestion... accounting for a high proportion of 2 groups in
which rate of belching, heartburn and espigastric pain accounts for 100% and the
difference does not make a statistic meaning (p>0,05) to the clinical symptoms of 2
groups. This result is line with other results of other studies. Studies of Nguyen Thi
Xuyen on patients with duodenal bulb ulcer using regimen LAM (Lansoprazol +
Amoxicilin + Metronidazol) and RAM (Ranitidin + Amoxicilin + Metronidazol)
showed that: 100% of patients has a dull espigastric pain. Rate of belching and
heartburn of patients using LAM regimen is 96,2% and RAM is 98,1%.

4.2.3 Endoscopic characteristics

The result showed that: the number of patient within group 1 (using
HPmax) has expression of duodenal bulb ulcer in the front, one ulcer with the
diameter of 0,5-1,0 cm accounting for 90,4%; 95,2% and 81,8% respectively. The
number of patients within group 2 (using OAC) is 88,4%; 95,3% and 82,2%
respectively. The difference does not make statistic meaning in endoscopic
characteristic between group 1 and 2 (p>0,05).

Our research findings are similar to the studies of other authors. The study
of Pham Thi Lan Huong also showed that the ratio of patients within 01 duodenal
bulb ulcer accounts for 89%; ulcer appearing in the front of duodenal bulb accounts
for 70,7% and the number of ulcer with diameter of 0,5-1,0 cm accounts for 59,8%.
The study of Nguyen Thi Tuyet Lan on 40 patients with duodenal bulb ulcer and
injected with Helicobacter pylori showed that: 87,5% of patients had one ulcer and
ulcer with diameter < 1 accounts for 57,5%.

4.3. EFFECTS OF HPmax MEDICAL PREPARATION
4.3.1. Anti-inflammatory effects

+ Experimental effect

- Acute anti-inflammatory effect of Hpmax is compared with an aspirin with
the dose of 200mg/kg, this is a non-steroid anti-inflammatory drug that has acute
anti-inflammatory effect. HPmax with both doses of 560mg/kg/day and
1120mg/kg/day significantly reduces volume of inflammatory exudates in
comparison with control batch (p < 0.01 and p < 0.001), but does not change the
number of white blood cell and protein content in inflammatory exudates (p
compared to the control group > 0.05).

- Chronic anti-inflammatory effect: taking 9 consecutive days of HPmax
with both doses of 840mg/kg/day and 1680mg/kg/day will reduce particle tumor’s
weight significantly compared to control group (p < 0.05).
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+ Clinical effect

Although inflammation criteria is not a clinical research target of the topic,
but inflammation is one of the motivating factors of the formation, progression of
ulcers, a stimulus causes clinical pain. Through biopsy endoscopy to diagnose the
presence of HP before and after treatment, we also evaluate preliminarily the effect
of improvement of gastric mucosa inflammation to explain certain part of
mechanism of clinical pain as well as the ulcer healing on endoscopy.

All the patients in the two study groups have an inflammation of gastric
antral membranes with different activity level, and the difference is not statistically
significant (p > 0.05) on the level of inflammation of antral membranes between
the two study groups. After treatment, the activity level of gastritis in each group
has is markedly reduced expression with value p< 0.001. But the difference is not
statistically significant between the two study groups (p>0.05).

+ Explaining the mechanism of inflammation reduction of HPmax medical
preparation.

Components of HPmax include: Ampelopsis Cantoniensis Planch, Hedyotis
Capitellata, Ardisia Silvestris.

Ampelopsis Cantoniensis Planch is sweet, tasteless, has properties of
cooling, antipyretic, detoxification, coldness block, rheumatism eradication, anti-
inflammatory, analgesic.

Ardisia Silvestris has effect of acute anti-inflammatory, reducing markedly
the rat’s leg edema, and anti-inflammatory effect of Ardisia Silvestris is
approximately 2/3 anti-inflammatory effect of an Analgin dose of 100mg/kg of
weight. Hedyotis Capitellata has also acute anti-inflammatory effect on model
causing rat’s leg edema in both decoction of stems and leaves (2:1) and alkaloid.

The results of experimental studies have come up with clear scientific evidences
about anti-inflammatory effect of drugs in the components of HPmax as well as
product’s effect, and the combination of herbs in the product has brought effects of
overall remedy when using remedy to reduce inflammation process to improve the
clinical and nonclinical symptoms in the treatment of duodenal ulcer in clinical.

4.3.2 Analgesic effect

+ Experimental effect

Research analgesic effect of HPmax on model of causing sting with agent
as acetic acid, the result shows that, at the moment over 10 minutes to 30 minutes,
HPmax of both doses of 840mg/kg/day and 1680mg/kg/day has effect in reducing
the number of the distinct stings compared to control batch (p < 0.05); this
analgesic effect is equivalent to aspegic.

+ Clinical effect

Epigastric pain is one of the symptoms that the patients with duodenal ulcer
are often interested. The pain affects morale and working capacity of the patients.
So patients want to cut the pain as quick as possible. The results show: The number
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of patients with time of pain cutting before 7 days (type A) in group 1 is 33.3%,
higher than the group 2 of 23.3%, but this difference is not really statistically
significant (p>0.05). The percentage of patients free of pain after 3 weeks of
treatment (type A+B) of group HPmax is 95.2%, group OAC is 83.7%, the
difference is not statistically significant (p>0.05). This result is consistent with
several other researches: in Vu Nam’s research, group using Ampelopsis
Cantoniensis Planch that reduces the pain after 3 weeks is 93%, in Nguyen Thi
Tuyet Lan’s research, with the group using Ampelopsis Cantoniensis Planch in
conjunction with medicine regime, this percentage is 95%.

+ Explaining the mechanism of analgesic effect of HPmax medical
preparation Ampelopsis Cantoniensis Planch experimentally shows to reduce the
pain with agent as acetic acid. Research of Hedyotis Capitellata on model of
causing pain by the heat shows that Hedyotis Capitellata has analgesic effect in
both types as alkaloid and dry medicine. Research of Ardisia Silvestris on model of
causing pain by injecting acetic acid to rat’s peritoneum. The result shows that
solution extracted from Ardisia Silvestris with percentage of 1:1 has distinctly
analgesic effect.

So, analgesic effect of HPmax is the resonance of analgesic effect off 3
medicines themselves, in addition many authors have agreed that inflammatory
reduction will lead to pain reduction, HPmax has effect of inflammatory reduction
as stated above. So, analgesic effect of HPmax also has contribution of
inflammatory reduction effect.

4.3.3. Effect of killing HP

+ Experimental effect

Research on effects of HP elimination in vitro of HPmax is done by
diffusing on agar, measuring aseptic diameter and calculating inhibitory
concentration of medicine. Initial results show that: HPmax solution has effect of
HP elimination depending on the concentration. The higher the concentration is, the
stronger the HP inhibitory effect is.

+ Clinical effect

Clinical results show that the percentage of HP elimination in group 1 (use
HPmax) reaches 59.5%, almost equivalent to result of HP elimination in group 2
(use OAC), reaches 69.8%. This study result shows that HPmax is a value medicine
in HP elimination — an important factor in the pathogenesis of duodenal and gastric
ulcer. Our study result is higher than Vu Nam’s study result using mere
Ampelopsis Cantoniensis Planch as 42.5, and lower than Nguyen Thi Tuyet Lan’s
study result using Ampelopsis Cantoniensis Planch + 2 antibiotic medicines with
effect of HP elimination is 28/40 patients (70%).

+Explaining HP elimination effect of HPmax

Ampelopsis Cantoniensis Planch has effect of obvious inhibition of certain
bacteria as: Bacellins punmilus, Bacillus subtilis, E.Coi B16. In addition, the
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authors also found that flavonoid solution has anti-bacterial effect nearly equivalent
compared to antibiotics (ampicillin, erythromycin, tetracycline). Decoction from
stems and leaves of Hedyotis Capitellata (2:1), decoction from root (2:1) has effect
to inhibit 5 species of bacteria Gr(+), 5 species of Gr(-), and has ability to inhibit
HP in vitro, HP bacteria show the sensitivity in the minimum concentration of 100
pg (according to standard of aseptic loop diameter of control antibiotics as
amoxicillin 30 pg >18mm). Liquid glue of Hedyotis Capitellata 1:1 and full
extracted solution sample flavonoid of Hedyotis Capitellata have inhibitory effect
of bacteria inhibition for bacterium Gr(+) and Bucillus Sub.

HPmax has effect of HP elimination due to bactericidal effect of
components of the product, and on the other hand, HPmax has Alkaloids and
mucus which supports the HP inhibitory effect.

4.3.3 Effects of anti-ulcer and ulcer healing of HPmax

+ Experimental effect

Research of duodenal ulcer against is performed on model of causing
duodenal ulcer by cysteamin. This is a model performed in the first time in
Vietnam. Research on experimental model HPmax product with a dose of 470,0 mg
glue/ kg/day (dose equivalent to expected dose on human), the results show that the
number of ulcers, average area of ulcers and ulcer indicator were decreased in
comparison with the model batch.

Research carried out on the capacity of acid neutralization of HPmax in
vitro. Results showed that the effect of acid neutralization of HPmax is 10.7 %
compared with Maalox. The effect of acid neutralization of HPmax reached nearly
maximum in the first 15 minutes and maintained for at least 3 hours while the
effect of acid neutralization of Maalox gradually increased in 3 hours.

+ Clinical effect

Study results show: Percentage of scar healing, ulcer shrink, ulcer
preservation of the group using HPmax and the group using OAC, respectively is:
68.2%, 27.3%, 4.5% and 71.1%, 24.4%, 4.5%. This study result shows that HPmax
is a medicine with effect of ulcer healing equivalent to using regime of OAC
(p>0.05). This result is lower Vu Nam’s result when studying Ampelopsis
Cantoniensis Planch to treat duodenal and gastric ulcer as (79.5%). This can be
explained because in Vu Nam’s research, there are patients with HP (-). Our result
is equivalent to Ta Long’s researches using OAM regime 73.9%, Le Ngoc Quynh
uses FAM regime as 63.8%.

+ Explaining the scar healing effect of HPmax

- Ampelopsis Cantoniensis Planch: has capacity to inhibit the ulcer in
experimental research. Ampelopsis Cantoniensis Planch has capacity to reduce acid
HCL concentration (in vitro) and gastric acid in mice, capacity of neutralizing acid.
The stronger the concentration of extracted solution of Ampelopsis Cantoniensis
Planch is, the greater the capacity of acid HCL neutralization is. Full alkaloids of
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Hedyotis Capitellata and decoction of stems and leaves (2:1) decrease ulcerated
indicator and volume of gastric juice, Ardisia Silvestris has capacity to inhibit
gastric ulcer on model causing ulcer by pylorus ligation in rats and reducing
volume of gastric juice and full acid concentration compared to control batch.
Thus, anti-ulcer effect of HPmax can be explained by the effect of anti-ulcer, acid
neutralization of the medicines in the remedy.
4.2.6 The effects of HPmax according traditional medical classification

HPmax gives result of stopping pain <7 days (type A) of deficient and cold
spleen stomach as 27.3 % which is lower than group of stagnated liver qi affected
to stomach with result 40%; result of HP elimination in group of deficient and cold
spleen stomach (type A) is 54.5%, lower than group of stagnated liver gi affected to
stomach type as 65%, scar healing result of deficient and cold spleen stomach
(type A) is 69.6% while in group of stagnated liver gi affected to stomach type is
66.7%, the difference is not statistically significant (p>0.05). These results show
that HPmax has effect to stagnated liver gi affected to stomach type that is higher
than deficient and cold spleen stomach type. So, can HPmax with cool feature be
used to treat liver gi stagnated stomach type? In terms of overall and comparison of
the two types’ result shows that although there are differences, but those
differences are not statistically significant (p>0.05), it means HPmax has effect on
both types. Has HPmax got cool feature according to traditional medicine?
Although some components of HPmax have cool feature, antipyretic but through
the production process, the feature and taste of the product can change. This issue
should be studied in both spects interms of preparing production and clinical using
in order to have exact answers.

CONCLUSION

1. HPmax is not toxic to experimental animals:

. HPmax is not toxic to experimental animals when researching acute
toxicity, LDsg has’s been identified

- HPmax does not change indicators of,hermatological, serum biochemical
microscopic and macroscopic imag and structure of liver and kidneys of experimental
animals 4 weeks after taking drugs and 2 weeks after stopping taking drugs.
2. HPmax has some biological effects towards duodenal ulcer treatment and
HP disability on experimental animals

- HPmax is effective against duodenal ulcer with ulcer caused by cysteamin;
relieves pain of sting caused by intraperitoneal injection of acetic acid at both doses of
840mg/kg/day and 1680mg/kg/day; reduces volume of inflammatory exudate of
peritonitis on white rats at dose of 560mg/kg and against chronic inflammation at dose of
840mg/kg; neutralizes acid equal to 10.7% of Maalox effect.

- HPmax is able to disable HP in vitro at dose of 6.7g/ml with creating
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aseptic round with diameter: 12.8 + 4.63 mm.

3. Effect of HPmax in clinical treating active HP associated duodenal ulcer :

- HPmax is effective to relieve pain, disable HP and cicatrize patients
suffering from active HP associated duodenal ulcer as follows:

+ HPmax stops pain with results as 33.3% for good type, 61.9%,0f average
type 4.8% of bad type while the results in control group using OAC are 23.3%,
60.4% and 16.3% in turn.

+ HPmax disables Helicobacter pylori with result of 59.5% in comparison
with control group using OAC with 69.8%

+ HPmax cicatrizes with results as 68.2%,0f good type 27.3%, of average type
4.5% of bad type, while results in control group using OAC are 71.1%, 24.4% and 4.5% in tum.

+ Results of group using HPmax is equivalent to group using OAC (p>0.05).

- Effect of HPmax according to illness classification of traditional medicine:

+ Pain relief for stagnated liver qi affected stomach: results gained as
40.0%,0f good type 55.0% of average type, 5% of bad type in comparison with
deficient and cold spleen stomach the results are 27.3%, 68.2% and 4.5% in turn

+ HP disability for stagnated liver qi affected stomach achieved 65%, higher
than result of deficient and cold spleen stomach which is 54.5%.

+ Cicatrization of ulcer for stagnated liver qi affected to stomach: results
achieved as 66.7%,0f good type is 28.6% of average type 4.7% of bad type in
comparison with deficient and cold spleen stomach such results are 69.6%, 26%
and 4.4% in turn

+ HPmax tends to give better results on the type of stagnated liver qi
affected to stomach than the type of deficient and cold spleen stomach, However
difference has no statistic significance (p>0.05).

- HPmax has some unexpected effects clinically such as nausea 4.8%, loss
of appetite, diarrhea 2.4%. All side effects are mild and over after 2-3 days.

RECOMMENDATIONS

With experimental and clinical results of HPmax towards treatment of active HP
associated gastroduodenal ulcer , we recommend:

- To continue researching on using HPmax in combination with modern
medicines in treatment of patients suffering active HP associated gastroduodenal
ulcer in oder to improve treatment effect in clinical.

- To implement clinical research with bigger samples and research on
recurrence after treatment for getting more accurate conclusions about HPmax’s effect.



