1

Phin A: GIOI THIEU LUAN AN

1. PAT VAN PE

bai thdo duong (DTD) 1a mét trong nhitng nguyén nhan giy tir
vong hang dau ¢ cac nude phat trién va xu hudng tro thanh dai dich &
cac nudc phat trién va cac qudc gia c6 nén cong nghiép méi phat trién.
Théang 9 ndm 2011 tai Hoi nghi cac nha nghién ctru déi thao dudng
chau Au (EASD) t6 chirc ¢ Lisbon — B6 Pao Nha, cac quan chirc lién
doan dai thao dudng Qudc t& (IDF) da thong bao thé gii hién co 366
triéu ngudi mic bénh dai thdo dudng va dén nam 2030 c6 thé 1én téi
552 triéu ngudi, vugt xa du bao ctia IDF nam (2003) la 333 triéu vao
nam 2025.

Dai thao duong typ 2 1a thé dai thio duong thuong gip nhat,
chiém t&i 90% - 95% cac thé dai thdo duong va thuong xuat hién &
nguoi trén 35 tudi. Bai thudc Thap vi giang duong phuong (TVGDP)
da duoc ap dung diéu tri cho bénh nhéan dai thao duong typ 2 mirc do
nhe & mot s6 co s y té. Theo nhan xét budc dau bai thude co tac dung
ha duong huyét, it tic dung khong mong mudn.

Tuy nhién, cho d&én nay chua dwoc nghién ctru mét cach toan dién,
khoa hoc dé khang dinh hiéu qué cua bai thude. Vi véy, dé tai “Nghién
ctru tinh an toan, tic dung ha duong huyét trén thuc nghiém va dai
thao duong typ 2 mic do nhe bang cao 1ong Thap vi giang dudng
phuong” dugc thuc hién.

2. MUC TIEU CUA PE TAI
1. Nghién civu dpc tinh cdp, bdn trwong dién va tic dung ha
dwong huyét theo dwong uéng ciia cao long “Thdp vi gidng
duong phwong” trén dong vit thuc nghié¢m.

2. Nghién ciru tac dung ciia cao long “Thdp vi giang dwong

phwong” trén bénh nhan ddi thao dwong typ 2 mirc dp nhe.
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Y NGHIA THUC TIEN VA PONG GOP MOI CUA LUAN AN

Cong trinh khoa hoc cta Iudn an nghién ciru mét cach kha hé
thong ca tién 1am sang va lam sang mot bai thubc YHCT dé diéu tri
DTD typ 2.

Két qua nghién ctru cho thiy: cao long thap vi giang duong
phuong duong udng c6 tinh an toan cao, co tic dung ha glucose, diéu
chinh rdi loan lipid mau trén dong vat thuc nghiém cling nhu trén bénh
nhan DTP typ 2 mirc d6 nhe va chua thay tic dung khong mong mudn
trén 1am sang. Viéc nghién ctru tmg dung bai thuéc YHCT trong diéu
tri bénh DTD typ 2, gop phan lam sang to 1y luan YHCT va timg budc
hién dai hoa YHCT Ia viéc lam c6 y nghia khoa hoc, thuc tién. Pic
biét & nuodc ta 14 mot nude c6 bé diy truyén thdéng trong sir dung
YHCT & cham soc sirc khoé cong dong thi két qua ciia dé tai luan an
1a nhitng dong gop mai va hét strc thiét thyc.

Céu triic ciia ludn an:

Ngoai phén dat van deé va ket luén, luan an c6 4 chuong:

Chuong 1: Tong quan tai liéu 39 trang
Chuong 2: DPbi tugng va phuong phap nghién ctiru 20 trang
Chuong 3: Két qua nghién ciru 34 trang
Chuong 4: Ban luén 33 trang

Luan an co: 52 bang, 3 biéu dd, 6 hinh, 3 so d6 va phu luc, 114 tai
lidu tham khao (tiéng Viét 44, tiéng Anh 47, tiéng Trung Qudc 23).

Phan B: NOI DUNG LUAN AN
CHUONG 1: TONG QUAN
1.1. PINH NGHIA, CO CHE BENH SINH, TIEU CHUAN CHAN POAN VA
PIEU TRI PTP TYP 2 THEO YHHD
* Pinh nghia va phan loai dai thao dudng
Theo dinh nghia ctia Uy ban chan doan va phan loai bénh dai thao
duong Hoa Ky: “Pai thio dudng 12 mot nhom bénh chuyén hoa c6 dic
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diém 1a tang glucose mau, hau qua cua su thiéu hut tiét insulin; khiém
khuyét trong hoat dong cua insulin; hodc ca hai. Tang glucose man
tinh thuong két hop v6i huy hoai, ri loan va suy yéu chirc ning cia
nhiéu co quan dic biét 1a mat, than, than kinh, tim va mach mau”.

Theo phan loai cta Hi¢p héi BPTD Hoa Ky (ADA) nam 2011,
bénh DTD duogc chia thanh 4 loai: PTD typ 1, DTD typ 2, PTD thai
ky va cac tinh trang ting duong huyét dic biét khac, trong d6 DTD typ
1 va DTD typ 2 14 nhiing loai hay gip nhat.

* Co' ché bénh sinh ciia dai thao dwong typ 2

Co ché bénh sinh DTD typ 2 lién quan dén sy thiéu hut insulin
tuong ddi, chu yéu 1a do ri loan tiét insulin va hién twong khang
insulin. Trong d6 rdi loan tiét insulin va khang insulin c6 lién quan mat
thiét véi nhau va déu xay ra trude khi xuat hién cac biéu hién 1am sang
ctia DTD (giai doan tién DTD). O bénh nhan DT typ 2 khong thira
can biéu hién giam insulin la chinh, nguoc lai & bénh nhan DTD typ 2
c6 kém béo phi tinh trang khang insulin lai la chinh.

* Piéu tri DT typ 2

Céc bién phap diéu trj bao gdm diéu chinh 16i song (ché d6 an va
luyén tap) va ding thudc.

Cac thude diéu tri DTD typ 2 hién nay tap trung vao cac nhom:
thude kich thich bai tiét insulin (sulfonylurea, meglitinid), thudc lam
tang nhay cam cua té bao dich véi insulin (din xuit biguanid, nhom
thiazolidinedion), thudc trc ché enzym a glucosidase, thudc tc ché
chit ddng van chuyén Na+/glucose & dng than (SGLT2).

1.2. NGUYEN NHAN, CO CHE BENH SINH, TRIEU CHUNG VA NGUYEN
TAC PIEU TRI DAL THAO PUONG TYP 2 THEO YHCT

Y hoc ¢ truyén (YHCT) khong c6 bénh danh dai thao dudng, cac
biéu hién triéu chimg ctia chiing thudc pham trii chimg “Tiéu khat”, do
rat nhidu nguyén nhan giy ra, trén 1am sang lay cac triéu chimg nhu
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ubng nhiéu, an nhiéu, dai nhiéu, giy sut, mét méi hodc nude tiéu co vi
ngot 1a triéu chiing chinh cta bénh.

Nguyén nhén phat sinh chimg tiéu khat ¢ lién quan dén tién thién
bét tic, ngii tang hu nhugc, tinh than kich thich, tinh chi khong diéu
hoa, hoac an qua nhiéu dd béo ngot, co thé béo phi.

Ban chét cua chung ti€u khat 1a am hu - tao nhiét, &nh hudng tryc
tiép ti cac tang phu 1a phé, ty, vi, than. Phap diéu tri thuong dung 1a:
thanh nhuan phé nhiét — dudng 4m thanh vi — tu b6 than am — sinh tan
chi khat.

1.3. THUOC THAP VI GIANG PUONG PHUONG
- Thanh phan bai thude “Thép vi gidng dudong phuong”

TT Tén duoc liéu Ham lugng
1 | Sa sam (Radix Glehniae) 169
2 | Hoai son (Radix Dioscoreae Popositae) 20g
3 | Thuc dia (Radix Rehmanniae glutinosae praeparata) 20g
4 | Ky tr (Fructus lycii) 20g
5 | Pan sam (Radix Salviae multiorrhizae) 30g
6 | Thién hoa phin (Radix trichosantes) 169
7 | lch tri nhan (Fructus Alpiniae oxyphyllae) 15¢g
8 | Khiém thyc (Semen Euryales)) 20g
9 | Tri mau (Rhizoma Anemarrhenae) 50
10 | Thé phuc linh (Rhizoma Smilacis glabrae) 30g

- Tac dung: tu 4m, sinh tan, chi khat.

- Céc két qua nghién ciru hién dai di cho thiy cac vi thudc cu
tao nén bai thudc thap vi giang dudng phuong déu chira cac thanh
phan hoa hoc ¢c6 tac dung ha dudng huyét trén thuc nghiém.

- Bai thudc dd duoc ting dung diéu tri bénh nhan tiéu khat
(PTD) trén 1am sang budc dau co tic dung ha duong huyét va cai
thién mot sb triéu ching lam sang nhu an nhiéu, uéng nhiéu, dai
nhiéu, mét moi.
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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 ding nghién ctru trén thwe nghiém

Thép vi giang duong phuong st dung trong nghién ctru doc tinh
va tac dung dugc 1y dugce bao ché dang cao dic 3:1 tai Khoa Dugc —
Bénh vién Y hoc ¢b truyén Ha bong.
2.1.2. Thudc diung nghién ctru trén 1dm sang

Thap vi giang dudong phuong duoc sic bang may sic thude tu
dong, mdi thang sdc thanh 2 tGi, mdi tii 192ml do khoa Dugc bénh
vién YHCT Ha Péng san xuit dat tiéu chuén c& so.
2.2. POI TUONG NGHIEN CUU
2.2.1. Nghién ctru trén dong vat thue nghiém

Céc dong vat dung trong nghién ctru: 160 chudt nhét tring dong
Swiss tudi tir 6 - 8 tuan, trong luong 18 - 22g, 30 tho truong thanh
chiing Newzealand White ca 2 giéng, can nang 2,0 + 0,2 kg. Pong vat
thyc nghiém duoc nudi dudng trong didu kién diy du thirc dn va nudce
ubng tai phong thi nghiém cta B moén Duoc 1y, truong Pai hoc Y Ha
Noi tir 3 - 7 ngay trudc va trong sudt thdi gian nghién ciu.
2.2.2. Nghién ciru trén l1am sang

120 bénh nhan ca 2 gidi dugc chin doan x4c dinh dai thao duong
typ 2 mitc 0 nhe theo tiéu chuan chan doan PTD cua hiép hoi dai
thao duong My (ADA) nam 1998 va phan loai mirc d6 bénh theo Thai
Héng Quang 2001. Bénh nhan dugc diéu tri tai Trung tdim Y té huyén
Thanh Tri, thanh phé Ha Noi.
* Tiéu chudn chon bénh nhin nghién ciru:

Trong nghién ctru ndy, bénh nhan lua chon ¢ cé hai gidi, dugc
chan doan xac dinh 1 DTD typ 2 & mic do nhe, tinh nguyén tham gia
nghién ctru. Bénh nhan di duoc ngimg thude diéu trji DTD trude khi
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ubng thudc nghién ciru 2 tudn, hodc nhitng ngudi moi phat hién bénh
DTD typ 2 di diéu tri bang ché d6 an va luyén tap khong c6 két qua.
* Tiéu chudn logi triv ra khéi dién nghién ciru:

+ Bénh nhan DTD typ 1. Phu nir ¢6 thai, dang cho con bu. PTD
typ 2 mirc d6 trung binh va nang.

+ Bénh nhén c6 bién chimg cép tinh ciia DT nhu: nhiém toan
ceton, hon mé tang ap lyc tham thau, nhiém tring ning, suy gan, suy
than, va suy tim.

+ Bénh nhan c6 tién st nhdi mau co tim, dau thit nguc, thiéu
nang vanh, tai bién mach mau ndo. Khéng chon nhitng bénh nhan co6
bénh 1y noi tiét: Bénh Basedow, bénh Cushing, to dau chi, u tuy
thuong than...

+ Bénh nhan DTD typ 2 murc do nhe nhung khong thuc hién duoc
phac do diéu tri: bo udng thude, di cong tac xa dai ngay, bi bénh cép
tinh, ty ding thude didu tri DTD khac.

2.3. PHUONG PHAP NGHIEN CUU

2.3.1. Nghién ciru ddc tinh cip, ban trudong dién va tic dung ha
duong huyét theo dwdong udng ciia cao léng “TVGDP” trén dong
vat thuc nghiém

* Nghién civru dic tinh cdp va dpc tinh bdn truwong dién

- Déc tinh cép: duoc xac dinh trén chudt nhat tréng theo duong
ubng bang phuong phép Litchfield - Wilcoxon: cao long TVGDP liéu
tir 45g duogc lidwkg thé trong/24 gio dén lidu cao nhit chudt co thé
ubng duoc 225g duoc lidu/kg thé trong/24 gidy (¢ cac liéu khac nhau co
thé cho chudt udng 2 hodc 3 1an dé dat duoc thé tich t6i da c6 thé udng
dugc trong 24 gio). Theo ddi 1 tuan vé tinh trang sirc khoé, hoat dong,
tidu hoa, sdng chét. So sanh voi chimg udng nude cit.

- Thir doc tinh ban truong dién: tién hanh trén tho voi liéu 11,52
g/kg/ngiy (tuong dwong lidu ding trén nguoi, tinh theo hé s6 3) va
lidu 34,56 g/kg/ngay (gip 3 1an lidu ding trén ngudi) trong thoi gian
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thir nghiém 12 tudn. Theo ddi can ndng, an, ngu, hoat dong, ti€u hoa,
huyét hoc, hoa sinh chitic nang gan, than, mé bénh hoc gan va than. So
sanh v6i chimg udng nudc cit.

* Nghién cuu tdc dung ha glucose va lipid mdu ciia cao long
TVGDP trén chudt nhit tring thuc nghiém

- Nghién cuu tac dung ha glucose va lipid mau cia TVGDP trén
chudt nhdt tring PTP typ 2 thire nghiém: chudt nhit tring gdy DTD
typ 2, béo phi bang ché d¢ an giau nang luong tir chat béo va fructose
(ché d6 HFD) trong 12 tuan, sau d6 cho chudt udng cao long TVGDP
lidu 38,4g/kg va lidu 76,8g/kg trong 20 ngay. Tién hanh can kiém tra
trong lwong chudt, liy mau ngoai vi tién hanh dinh luong glucose mau
lic d6i va cac chi s6 lipid méu (cholesterol toan phan (TC), triglycerid
(TG), HDL-Cholesterol, LDL-Cholesterol) & tit ca cac 10 tai thoi diém
trude, sau 12 tuan gdy mo hinh va sau 20 ngay udng thudc. Két qua
duoc so sanh véi chudt ubng gliclazid lidu 30mg/kg, chudt giy DTD
typ 2 khong ding thudc va ddi chimg sinh hoc.

- Nghién ciru tac dung diéu tri dw phong PTD typ 2 ciia TVGPP
trén chudt nhdt tring thiee nghiém: cho chudt nhét tring in ché ché do
an giau nang lugng (ché d6 HFD) ddng thoi voi udng cao 1ong
TVGDP liéu 38,4g/kg va liéu 76,8g/kg trong thoi gian 8 tuan. Tién
hanh can kiém tra trong luong chudt, Iéy mau ngoai vi tién hanh dinh
luong glucose méau lac déi va cac chi s lipid mau (cholesterol toan
phan (TC), triglycerid (TG), HDL-Cholesterol, LDL-Cholesterol) tai
thoi diém trude, sau 8 tudn. Két qua dugc so sanh voi chudt uéng
gliclazid liéu 30mg/kg, chudt an ché ché d¢ an giau ning luong (ché
d6 HFD) khong dung thudc va dbi ching sinh hoc.

2.3.2. Nghién ciru trén lam sang

Nghién ciru - thir nghiém 1am sang mo - so sanh két qua trudc va

sau diéu tri.
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Nghién cuu dugce tién hanh trén 120 bénh nhan ca 2 gidi duoc
chan doan xac dinh DTD typ 2 muc do nhe theo tiéu chuan chan doan
DTD cua hiép hdi dai thao duong My (ADA) nam 1998 va phan loai
mirc d6 bénh theo Thai Hong Quang 2001. Bénh nhan duoc diu tr tai
Trung tim Y té huyén Thanh Tri, thanh phd Ha Noi.

* Thudc va cdch ding: bénh nhan uéng TVGDP dang thudc sic 02
tai (1 thang)/1ngay chia 2 1an sang - chiéu trong 90 ngay.
* Ngi dung nghién ciru:

- Céc bénh nhan dugc kham toan dién vé 1am sang theo YHHD
va theo YHCT, lam céc xét nghiém can lam sang trudc khi vao
nghién ctru. Bénh nhan thuong xuyén duoc kiém tra duong huyét va
kham dinh ky 2 tudn/lan, sau d6 dugc phat thudc va huong dan s
dung vao cac ngay Do, D15, D3y, Das, Deo, D75, va Dy .

— Bénh nhén trong dién nghién ctru khong st dung cac loai
thudc khéac va dugc huéng dan thuc hién cing mot ché do an uéng, tap
luyén trong khi diéu tri (co6 thuc don va bai tap kém theo).

* Phwong phdp ddanh gid két qua:

- Céc triéu chimg chu quan: 15 ngay kham 1 1an vao ngay (Do, Dis,
D30, Dss, Dgo, D75, Dgo) dua trén céac triéu chirng chu yéu vé an, uéng,
tiéu tién, cam giac mét mdi, ngu, dai ti€n. Cac triéu chiing chu quan
dugc danh gid tai cac thoi diém (Do, Dsg, Deo, Deo) theo hinh thirc
chim diém theo bang (2.5.)

- Céc triéu chimg thyuc thé: dugc danh gia qua can nang, huyét ap:

+ Xéc dinh chi sb can ning (BMI) theo quy dinh cia WHO (1990).

Panh gia két qua BMI theo tiéu chuan cua cac nuéc ASEAN 2001:
gay: <18,5; binh thuong: 18,5 - 22,9; thira can: > 23 (c6 nguy co: 23 -
24,9, béo phi do 1: 25 - 29,9, béo phi do 2: > 30).

+ Danh gi4 huyét ap theo tiéu chuan phan loai tang huyét dp (cho
nguoi tir 18 tudi tré 1én): dua vao tiéu chuin cua JNC VI (Six Report
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of the Joint National Committee on the Prevention, Detection,
Evaluation and Treatment of High Blood Pressure).

- Cac chi tiéu can 1am sang:

+ Céc chi s6 cua té bao mau ngoai vi: dugc xac dinh trén may CD -
1700 ciia hing ABBOTT (Hoa Ky), bao gdom cac chi sd: s luong
hong cau (T/L), sb luong bach cau (G/L), sé lugng tiéu ciu (G/L),
huyét sic t6 (g/L), Hematocrit (%).

+ Céc xét nghiém sinh héa duogc thuc hién trudce va sau diéu trj trén
may sinh hoa ty dong Hitachi — 704 (Nhat Ban), bao gom céc chi sé:
Creatinin, AST, ALT, Cholesterol, Triglycerid, HDL - Cholesterol,
LDL - Cholesterol.

+ Xét nghiém dudng huyét mao mach dugc thyc hién 1 1an/15
ngay, xét nghiém duong huyét tinh mach vao cac ngay diéu tri Do, Dys,
Dao, , Do, Dgo. Chi tidu danh gia két qua ha duong huyét:

Tét; duong huyét 4,4 - 6,1 mmol/l
Chap nhan dugc : duong huyét 6,2 - 7,0 mmol/I
Kém: duong huyét > 7,0 mmol/l

+ XN nude tiéu: duong niéu, protein, ceton niéu.

+ Dinh lvong HbAlc: dugc thyc hién trén may Imx clia hang
ABBOTT, binh thuong HbAlc: 3,0 - 6,5%. Danh gia két qua: theo
tiéu chuan cac nuéc ASEAN 2002.

- Theo ddi tic dung khong mong mudn: budn ndn, ndn, dau bung,
mén ngua. ..

- Panh gia tic dung didu tri chung: dua vao cac triéu chung lam
sang, can 1am sang dé phan loai thanh : loai tot, kha, trung binh va kém.
2.4. XU LY SO LIEU

- Céc sb liéu duoc phan tich xtr 1y theo phuong phap thong ké y
sinh hoc trén may vi tinh dudi sy tro gitip ctia phan mém SPSS 13.0.

- Cac thuat toan dugc str dung:

+ Tinh trung binh: ( X ), d¢ léch chuén (SD)
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+ Tinh ty 1& phan trim (%)

+ So sanh 2 s6 trung binh trong cling 16 nghién ciru gitra cac thoi
diém v6i nhau bang phuong phap so sanh timg cip.

+ So sanh 2 s6 trung binh gitta 2 nhom vé&i nhau ¢ cing thoi
diém bang thuat toan Student-T-test va ty 1& theo thuat toan 2.

CHUONG 3: KET QUA NGHIEN CUU

3.1. KET QUA NGHIEN CUU PQC TINH CAP, BAN TRUONG DIEN, TAC
DUNG HA GLUCOSE VA PIEU CHINH LIPID MAU THEO PUONG UONG
CUA CAO LONG “TVGPP” TREN THU'C NGHIEM
3.1.1. Két qua nghién ciru ddc tinh cAp (LDs)

Liéu dung nap téi da 225g/kg thé trong chudt nhét, cao gip 6 lan
lidu c6 tac dung va 58 1an lidu dy kién dung trén nguoi, khong co bicu
hién doc tinh cép.

3.1.2. Két qua nghién ciru ddc tinh ban truong dién

Lidu 11,52g/kg/ngay (lidu twong duong trén ngudi) va liéu
34,56g/kg/ngay (gap 3 lan liéu ding trén nguoi), udng lién tuc trong
90 ngay chua thiy bién dbi cac chi sb huyét hoc, hoa sinh mau va mé
bénh hoc gan, than tho.

3.1.3. Két qua nghién ciru tac dung ha glucose va lipid mau ciia
cao léng TVGPP dwong uong trén thwe nghiém

L6 1: L6 chimg: ché d6 NFD + ubng nudc cat

L6 2: Ché d6 HFD + udng nudc cét

L6 3: Ché d6 HFD + udng gliclazid lidu 30mg/kg

L6 4: Ché @6 HFD + uéng TVGDP lidu 38,4g/kg

L6 5: Ché do HFD + uéng TVGDP liéu 76,8g/kg

- Khac biét so voi 16 chung sinh hoc (16 1) *: p <0,05; **: p <0,01;
**%*: p <0,001

- Khac biét so v6i 16 mé hinh (16 2) A: p < 0,05; AA: p < 0,01;
AAA: p <0,001
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3.1.3.1. Két qud nghién ciru tic dung ha glucose va Lipid mdu ciia
cao léng TVGPP trén chudt nhit tring PTP typ 2 thuc nghiém
Bdng 3.11. Anh hwong ciia cao long TVGDP Ién trong lrong chudt

Trong lugng chudt (gam)

L6 nghién - " :
) Trudc nghién \ Sau 20 ngay
cliu . Sau 12 tuan P f
cliiu uong thuoc
Lo1 20,90 = 0,99 27,80 +2,44 31,40+ 3,10
Lo62 20,50 + 1,51 35,40 £ 4,67%*%* | 38,70 + 3, 30***
L63 20,50 + 1,51 28,40 £4,22%** | 2910 +2,13***
Lo 4 20,20 + 1,32 34,60 £4,22%** | 36,50 + 3,41
Lo65 20,50+ 1,43 35,30 +3,37*%%* | 35,80+ 2,82"

Nhdn xét: két qua bang 3.11 cho thay trong luong chudt ting cao & cac
16 an ché do HFD so voi 16 chung sinh hoc, voi (p < 0,001). Trong

lwong chudt & cac 16 udng gliclazid va thude thir c6 xu hudng giam so
v6i 16 md hinh, dic biét 1a mirc giam & 16 ubng gliclazid 30mg/kg va
TVGD lidu cao so vdi 16 2 véi (p<0,001 va p < 0,05).

Bdng 3.12. Anh hwéng ciia cao long TVGPP 1én nong dé glucose

mau chudt
A N Nong do glucose mau (mmol/L)
Lo nghién - " :
) Trudc nghién N Sau 20 ngay
clru , Sau 12 tuan B f
cliru udng thuoc
Lo1 4,77 + 0,68 4,85+ 0,45 4,69 + 0,58
Lo2 4,59 + 0,48 10,85 + 0,62%** | 10,68 & 0,81***
Lo3 4775+ 0,53 10,78 + 0,64*** | 6,30 + 0,48"**
Lo 4 4771 +0,52 10,51 +£0,71%%* | 783 +0,51°**
Lo5 4,50 + 0,45 10,73 £ 0,83%** | 7.85+ 0,65

Nhdn xét: két qua bang 3.12 cho thiy tinh trang ting glucose mau 16
rét & cac 16 an ché d6 HFD so véi 16 chimg sinh hoc (p < 0,001). Cao

long TVGD & ca 2 liéu udng lién tyc sau 20 ngay c6 tic dung lam
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giam ndng do glucose méau rd rét so v6i 16 mo hinh (p < 0,001). Tac
dung ha glucose mau cua cao 16ng TVGDP tuong duong voi tac dung
ha cua gliclazid liéu 30mg/kg.

Bdng 3.13. Anh huong ciia cao long TVGDP 1én cdc chi 6 lipid méu

cua chudt
Lo
‘ TG HDL-C TC LDL-C
nghién
] (mgy/dl) (may/dl) (mg/dl) (mg/dl)
cuu
Lo 1 1,08 0,14 0,52+0,08 | 2,32+0,25 1,58+ 0,21
Lo2 | 1,87+0,50%%% | 0,74+ 0.21%* | 4,12+ 0,63%** | 3,01 + 0,73%**
L6 3 1,32+022AA | 0,82+0,19 | 3,90+0,75 2,81+0,77
Lo 4 1,60 + 0,46 0,82+0,18 | 3,55+0,33" 2,41 +030"
Lo5 1,26 £037AA | 0,74+0,23 | 3,68+0,44 2,69 + 0,59

Nhdn xét: két qua bang 3.13 cho thay tinh trang rdi loan lipid & 16 2 (16
md hinh) so v&i 16 ching, thé hién & mirc ting cao cua tat ca cac chi sb
TG, HDL-C, TC, LDL-C ¢ 16 2 so v6i 16 m6 hinh, véi p < 0,05. Muc
giam TG c6 ¥ nghia théng ké & cac 16 ubng gliclazid (16 3) va ubng
TVGDP liéu cao (16 5) (p < 0,01), mirc giam TC va LDL-C c6 y nghia
thong ké & 16 uong TVGDP liéu thap (16 4) (p < 0,05).

3.1.3.2. Két qud nghién civu tic dung diéu tri dw phong DTPD typ 2
ciia TVGDP trén chuét nhit tring thwe nghigm

Bdng 3.14. Anh huong cia cao long TVGPP Ién trong lwong chudt

L6 nghién Trong luong chudt (gam)
cliu Trude nghién cliru Sau 8 tudn
Lo 1 21,61+ 1,14 26,89 + 1,05
L62 21,63+ 1,51 29,88+ 2,75%*
L63 21,25+1,78 26,40 £ 2,27
Lo 4 21,42+2.32 25,75+ 5,79
L65 20,29 + 1,63 26,00 + 4,20
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Nhdn xét: két qua bang 3.14 cho thiy trong lugng chudt ting cao & 10
mo hinh (16 2) so v6i 16 chung sinh hoc voi (p < 0,01). Trong lugng
chudt & cac 16 udng gliclazid va thude thir c6 xu hudéng giam so véi 16
mo hinh so véi 16 2 voi (p < 0,01).

Bdng 3.15. Anh huéng ciia cao long TVGDP Ién nong do glucose mdéu

chuot
L6 nghién Nong d6 glucose mau (mmol/L)
cliu Trude nghién ctu Sau 8 tuan
Lo 1 5,53+ 0,56 5,40 + 0,79
L62 5,49+ 0,67 10,46 + 0,58%%*
L63 527+0,56 6,30 £ 1,03 444
Lo4 5,28 + 0,49 6,78 + 0,93 444
L65 5,10 + 0,43 6,21 + 1,46 “**

Nhdn xét: két qua bang 3.15 cho thdy tinh trang ting glucose mau rd
rét ¢ 16 md hinh so véi 16 chung sinh hoc (p < 0,001). Cao léng
TVGDP & ca 2 lidu udng lién tuc sau 8 tuan c6 tic dung lam giam
nong do glucose mau rd rét so véi 16 mé hinh (p < 0,001). Tac dung ha
glucose mau cua cao long TVGDP tuong duong véi tac dung ha cua
gliclazid liéu 30mg/kg véi (p>0,05).

Bdng 3.16. Anh huong ciia cao long TVGDP lén cdc chi s lipid mdu

cua chugt
];1(1 TG (mg/dl) HDL-C TC (ma/d) LDL-C
nghien m m
& J (mg/dl) g (mg/di)
cuu
Lo1 1,84+ 0,35 1,57+0,34 | 4,41+026 2,48 +0,50

L62 | 2,71 £0,32%+% | 2,00+ 0,46* | 5,60+036%* | 2,97+0,67

L63 | 1,92£018"% | 1,66+0,30° | 483+055% | 279%050

Lo4 | 1,894020 % | 1,66+0,28" | 5,12+ 0,45 3,08 +0,50

L65 | 1,90£0,23 % | 1,80+026 | 4,99+042% | 2.81£0.29
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Nhdn xét: két qua bang 3.16 cho thay tinh trang rdi loan lipid & 16 2 (16
md hinh) so v&i 16 chimg, thé hién & mirc ting cao cla tat ca cac chi sb
TG, HDL-C, TC & 16 2 so v6i 16 mé hinh véi p < 0,001. Mirc d6 rdi
loan lipid mau (RLLPM) & cac 16 udng gliclazid va cao long TVGDP
duogc cai thién véi mice gidm o rét néng do TG, TC cua cac 16 uéng
thubc so voi 16 mé hinh vai (p < 0,05).

3.2. KET QUA NGHIEN CUU TREN LAM SANG

3.2.1. Pic diém chung ciia bénh nhén nghién ciru
3.2.1.1. Phén bo bénh nhén theo tuéi va giGi

Ty 1€%
O<40
W40-49
W50-59
@60-69
B>70

Biéu do 3.1. Phdn bé bénh nhan theo tuéi (n = 120)
Bang 3.18. Phdn b6 bénh nhin theo giéi

BN chung Giéi tinh theo Y hoc ¢ truyén
Gidi (n=120)
tinh 0 % Ha tiéu Trung tiéu | Thugng tiéu P
n % n % n %

Nam | 26 | 21,7 10 | 26,3 | 8 20,0 8 19,0 | >0,05
Nir 94 | 78,3 | 28 |73,7| 32 | 80,0 | 34 | 81,0 | >0,05
p <0,001 <0,001 <0,001 <0,001
Nhdn xét: ty 1¢ bénh nhan nir cao hon bénh nhan nam c6 y nghia
thong ké trong tong s6 bénh nhan va trong timg thé theo YHCT véi
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p<0,001, ty 18 gi6i tinh gitra cac thé theo YHCT khac biét khong c6 ¥
nghia thong ké vai p>0,05.
3.2.2. Két qua diéu tri theo Y hoc hién dai
Bdng 3.23. Két qud thay doi cdc triéu chiing lam sang trude va sau
diéu tri (n=120) danh gid theo bang 2.5

Do (n = 120) Dgo (N = 120)
Triéu | SL, % SL, | SL, % SL, | SL,
) SL,% | SL, % SL, %
chung | Binh , % Binh . % %
Tét Khé Tét
thuong Kém | thuong Kha | Kém
Ubng 18 56 46 0 116 4 0 0
nhidu | 15% | 46,6% | 383% | 0 | 96,7% | 3,3%
bai 17 63 40 0 93 27 0 0
nhiéu | 14,1% | 52,5% | 33,3% 775% | 22,5%
An 59 51 10 0 119 1 0 0
nhidu | 49,1% | 42,5% | 8,4% 99,2% | 0,8%
Mét 27 91 2 0 119 1 0 0
moi | 22,5% | 75,8% | 1,7% 99,2% | 0,8%
Ngu 57 63 118 2
0 0 0 0
kém | 47,5% | 52,5% 98,3% | 1,7%
118 2 120
Té bi 0 0 0 0 0
98,3% | 1,7% 100%
Ra md 45 74 1 0 106 14 0 0
hoi 37,5% | 61,7% | 0,8% 88,3% | 11,7%
Pai 64 56 118 2
, 0 0 0 0
tién tdo | 53,3% | 46,7% 98,3% | 1,7%
Mo 116 3 1 120
, 0 0 0 0
mat | 96,7% | 2,5% | 0,8% 100%
Pau 113 5 2 120
. 0 0 0 0
dau | 942% | 4,2% | 1,6% 100%
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Nhdén xét: Két qua bang 3.23 cho thdy hau nhu céc triéu chimg 1am
sang sau 90 ngay diéu tri da tr& vé binh thuong, 100% dat loai tot va
kha, khong c6 loai trung binh va kém.

Bdng 3.24. Chi sé dwong huyét (mmol/l) va HbAIc (%)

) (X=SD)
Chi so p
DO D30 DGO D90
Dudng (D0/30)<0,001
huyét 8,02+0,73 6,80+0,78 | 6,29+0,67 | 6,00+0,66 | (Dyso) <0,001
(n =120) (D()/go) <0,001
HbAlc 7,25+0,84 - - 6,23£0,94 | (Dgg) <0,001

Nhdn xét: O cac thoi diém theo doi dudng huyét giam c6 ¥ nghia
thdng ké ké tir ngay 30 sau diéu tri, sau 90 ngay diéu tri duong huyét
chung tré vé binh thuong (peo.o < 0,001). Sau 90 ngay diéu tri chi s6
HbA lc (%) giam, su thay ddi c6 ¥ nghia thong ké (peo-o < 0,001).
Bdng 3.25. Thay doi cdc chi $6 lipid mdu trwdc, sau diéu tri (n = 120)

Chi tiéu lipid Thoi diém (n) % (X+SD)
Trude diéu tr (Do) 69 57,5 5,98 + 0,51
Cholesterol ~——
Sau diéu tri (Dg) 28 21,7 5,50 +£ 0,29
> 5,2 mmol/l
p <0,001 <0,001
. . Trudc diéu tri (Dg) 76 63,3 2,97+ 1,20
Triglycerid —
Sau diéu tri (Dgp) 58 48,3 2,26+ 1,24
>1,7mmol/1
p <0,05 < 0,001
LDL.C Trude diéu tri (Do) | 17 142 | 4,51+0,46
Sau diéu tri (Dgo) 01 0,8 4,00+0,15
>3,9 momol/l
p <0,001 <0,001
HDL-C Trude didu tri (D) | 27 225 | 0,78+0,22
nam < 0,9 mmol/l | Sau diéu tri (Dgp) 09 7.5 0,81 £0,15
nir < 1,Immol/l p <0,01 >0,05
Chuvén héa linid Trude didu tri (Do) | 96 80,0
LY o I T Sau didu tri (D) | 70 | 583
chung
p <0,001
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Nhdn xét: Ty 1& % s6 bénh nhan c6 r6i loan cac chi sb lipid mau
(Cholesterol, Triglycerid, LDL-C, HDL-C) va ty 1¢ % bénh nhan c6
roi loan lipid chung déu giam sau 90 ngay diéu tri bang cao long
TVGDP ¢6 y nghia thong ké. Ham luong cholesterol, triglycerid,
LDL-C mau sau 90 ngay diéu tri ciing giam ¢ y nghia thong ké, voi
p< 0,001. Ham lugng HDL-C trudc va sau 90 ngay diéu tri thay doi
khong c6 ¥ nghia théng ké (p>0,05).

Bang 3.28. Két qud xét nghiém nudc tiéu trude va sau diéu tri

(n=120)
Chi tiéu n S6 luong p
Do Dyo
glucose 120 55 5 <0,001
Protein 120 3 0 -

Nhdn xét: Sb luong bénh nhan c6 glucose niéu (+) sau diéu tri 90 ngay
giam so voi trude lac didu tri co ¥ nghia théng ké vai (p < 0,001).

Bang 3.29. Két qud chung sau diéu tri 90 ngay (n = 120)

Két qua Sau diéu tri
SL TL%
Tét 62 51,7
Kha 40 33,3
Trung binh 3 2,5
Kém 15 12,5

Nhgn xét: Két qua chung sau 90 ngay diéu tri bénh nhan Dai théo
dudng typ 2 bang thudc Thap vi giang dudng phuong cho thiy: dat
loai tt 51,7%, kha 33,3%, trung binh 2,5%, khong két qua 12,5%.
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3.2.3. Két qua diéu tri theo Y hoc cb truyén
Bing 3.40. DPdnh gid két qud diéu tri theo thé bénh YHCT

Thé Bénh | Ha tiéu Trung tiéu Thuong
(n=38) (1) | (n=40) (2) tiu
Két qu (n=42) (3) P
n % N % n %
Tét 6 |158| 30 | 750 | 26 | 619 | P00
05<0,001
Kha | 14 | 368 | 10 | 250 | 16 | 38,1
Trungbinh | 3 | 79 | 0 | 00 | 0 | 00 | P.<0,01
Kéem | 15]395| 0 | 00 | 0 | 00

Nhdn xét: Két qua bang 3.40. cho thiy hiéu qua diéu tri & thé trung
tiéu va thuong tiéu tot hon thé ha tiéu, su khac biét c6 ¥ nghia thong ké
voi (p< 0,001).
3.2.4. Tac dung khong mong mudn trén 1am sang

Trong 90 ngay diéu tri lién tuc, ¢6 2/120 = 1,7% truong hgp bénh
nhan dai tién phan 10ng nat lic bit dau dwoc udng thude, nhung triéu
chimg hét dan sau 1 — 2 ngay va van tiép tuc phac do diéu tri.

CHUONG 4: BAN LUAN

4.1. CO SO LY LUAN CUA VIEC CHON BAI THUOC NGHIEN CUU

Dua trén co s& bién chiing luan tri chirng tiéu khat bai thude
“Thap vi giang dudng phuong” duoc xay dung gdbm 10 vi thube c6 tac
dung tu am, sinh tan, chi khat. Bai thudc st dung cac thudc bd am,
sinh tan thanh nhiét chi khat (sa sdm, hoai son, ky tr, thuc dia, thién
hoa phan) phdi hop khiém thuc, ich tri nhan c6 tac dung 6n 4m than
dwong, gitip than cb tinh, thu 1i8m chi sap ma diéu hoa dwoc luong
nudc trong co thé. Sir dung dan sam ta thyc nhiét cua tdm hda, hoat
huyét hoa @, tiéu viém cing v6i tri mau ha thiy ich khi, thd phuc linh
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tham thap loi niéu cang lam ting tic dung tu 4m thanh nhiét va diéu
hoa tan dich cta toan bai thude.

Bai thudc thap vi giang dudng phuong da dugc ing dung diéu tri
cho bénh nhan dai thdo dudng typ 2 tai bénh vién YHCT Ha Dong
budc dau di thu duoc két qua: thudc c6 tac dung ha glucose mau, cai
thién mot s triéu ching 14m sang nhu an nhiéu, uéng nhiéu, dai nhiéu,
giam ra md hoi, chng tdo bon va giam mét moi.

Két qua nghién cou Y, dugc hoc hién dai cling da ching minh
nhitng vi thudc trong bai thuéc TVGDP déu chira cac thanh phan c6
tac dung ha duong huyét duoc thé hién & bang 4.1.

4.2. KET QUA NGHIEN CU'U PAT PUQC CUA PE TAI
4.2.1. Poc tinh cip

Liéu t6i da chudt da udng va co thé dung nap duoc 1a 75 ml/kg thé
trong chudt cao 16ng 3:1 twong duwong 225 g duge lidwkg thé trong,
cao gip 6 1an lidu co tac dung ha glucose mau chudt va cao gip 58 lan
du kién trén 1am sang (bang 3.1). Két qua nay phu hop v6i thanh phan
c4u tao clia bai thudc (bang 2.1), cac vi thude trong bai thude da dugc
cong bd trong y vin khong doc va trong thue hanh YHCT céc vi thude
nay van thuong xuyén dugc ké don phdi ngil véi nhau theo bién chimg
ludn tri dé diéu tri ma khong giy doc cho ngudi bénh. Tir két qua
nghién ctru cho thdy bai thuc TVGDP c6 pham vi an toan rong.

4.2.2. Poc tinh ban truong dién

Lidu 11,52g/kg/ngay (liu twong dwong trén ngudi) va liéu
34,56g/kg/ngay (gap 3 lan lidu ding trén ngudi), udng lién tuc trong
12 tuan chua thdy bién doi cac chi sb huyét hoc, hoa sinh méu va mo
bénh hoc gan, than thé. Thudc phu hop dé didu tri dai ngay trén bénh
nhan DTD typ 2.

4.2.3. Tac dung ha glucose va lipid mau trén chuét DTD typ 2

D¢ tai chon md hinh giy DTD thé béo phi bang ché d¢ an giau

nang luong tir chat béo va fructose trong 12 tuan. Sau 12 tudn an ché
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do NFD va HFD, cac 16 chuot duoc uéng nudc cat va thubc TVGDP
lidu 1 va lidu 2 lién tuc trong 20 ngay. LAy mau ngoai vi tién hanh dinh
luong glucose méau lac déi va cac chi s lipid mau (cholesterol toan
phan (TC), triglycerid (TG), HDL-Cholesterol, LDL-Cholesterol). Mo
hinh ndy cho phép danh gia tic dung ha glucose, lipid mau trén dong
vat dai thao duong typ 2 cé béo phi.

Vi nghién ctru nay, chudt nhat tring duoc udng thude thir sau 12
tuan gay tinh trang DTD typ 2 nham danh gia diy da va chinh x4c hon
hidu qua diéu tri DT cua cao long TVGD. O cac 16 chudt udng cao
long TVGD, ndng d6 glucose mau déu giam rd rét so voi 16 mo hinh,
su khac biét c6 y nghia théng ké véi (p<0,001) (déu giam trén 26%)
(bang 3.12.). Két qua nay cho thiy kha ning diéu tri DTD typ 2 cua
thude thir 1a kha tot. Tinh trang ting glucose thuong di kém véi tinh
trang RLLPM. Bén canh tic dung ha glucose mau, cao long TVGD
ciing bude dau c6 tac dung didu chinh RLLPM, thé hién ¢ muc giam
TC va dic biét 1a TG ¢ cac 16 chudt udng thude (bang 3.12, 3.13).
4.2.4. Két qua nghién ciru tic dung du phong PTD typ 2 ciia
TVGDBP trén chudt nhit tring thuc nghiém

Két qua nghién ctru cho thdy, chudt nhit dn ché d6 an giau chat
béo va fructose lién tyc trong 8 tuan di co sy ting trong luong dang ké
(tang 11,12% so vai 16 ching) cung voi tinh trang tang glucose mau
va RLLPM 10 rét: glucose ting téi 93,7%; TG tang 47,3%, TC tang
27% va LDL-C tang 19,8% so vo6i 16 chitng sinh hoc (bang 3.14, 3.15,
3.16). Két qua nay twong ty v6i mod hinh nghién ctiu cia Fabiola
Rivera- Ramirez va cong sy va cling tuong ty nhu mo hinh chudt nhit
an ché d¢ an giau chat béo va fructose lién tuc trong 12 tuan ma dé tai
da thuc hién trong cting mot diéu kién phong thi nghiém. Duya trén su
thanh cong ctia mo hinh gy DTD typ 2 cho chudt nhat, tic dung cua
TVGD dén sy bién ddi chi s6 glucose mau va cac chi sb lipid méu da
duogc khao sat (bang 3.15, 3.16).
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V6i nghién ciru nay chudt nhét trang duoc an ché d6 HFD va uéng
thude thir dong thoi trong 8 tuan cho két qua: cac 16 chudt udng cao long
TVGDP, nong d6 glucose mau déu giam rd rét so v6i 16 md hinh, syr
khéc biét ¢ y nghia thong ké véi (p<0,001) (déu giam trén 35%), va
TVGDP lidu cao c6 xu hudng tac dung tét hon lidu thap (bang 3.15).

Tinh trang tang glucose thuong di kém voi tinh trang RLLPM da
dugc ching t6 qua két qua cta viéc gy mo hinh nghién ctru (bang
3.16). Bén canh tic dung ha glucose mau, cao long TVGDP con co tac
dung didu chinh RLLPM kh4 t6t, thé hién 15 & muc giam TC va dic
biét 1a TG & céc 16 chudt uéng thude. Ngoai vai tro diéu chinh RLLPM
clia saponin va cryptotanshinon, phytosterol c6 mat trong mot sd thanh
phan ciia bai thudc nhu ciu ky tir, khiém thyuc ciing gop phan ting
cuong tic dung diéu chinh RLLPM cuia bai thuéc TVGDP thong qua
co ché giam hap thu cholesterol. Khac véi md hinh chudt nht tring
duogc ubng thude thir sau 12 tuan gay tinh trang DTD typ 2 sau d6 cho
ubng thude thir 20 ngay dé danh gia hiéu qua diéu tri PTD cua cao
long TVGD, két qua nghién ctru trén md hinh nay con cho thay khong
nhiing TVGDP c¢6 tac dung diéu trj PTD typ 2 ma con c6 tac dung du
phong DTD typ 2. Két qua nay cho thdy c6 thé sir dung TVGDP dé
didu tri bénh nhan DTD typ 2, déng thoi c6 thé st dung du phong
DTD typ 2 cho nhiing ngudi co nguy co cao.

4.3. VE KET QUA NGHIEN CUU TREN LAM SANG
4.3.1. Pic diém chung ciia bénh nhén nghién ciru

- Phan b6 bénh nhan theo tudi: Phan bd bénh nhian BTD typ 2
trong nghién ciru gp ty 1& cao nhat & lira tudi tir 50 — 59 (33,3%), tiép
dén 14 60 — 69 tudi (31,6%), gip it nhat & do tudi dudi 40. Két qua cua
dé tai ciing phu hop véi cac gia khac: Mai Thé Trach va cong su, Lé
Vin Béch, Tran Hitu Dang (1993), Theo Bui Thi Hong Thuy (1998)...

Quan diém ciia y hoc ¢o truyén cho rang khi con ngudi tir 40 tudi
tr& 1én am khi chi con mot nira, thién qui bét du suy, co thé chuyén tir
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thinh sang suy, cong nang tang phi1 dé bi réi loan 1am cho khi hur huyét
kém dé sinh ra am hu, sinh ra nhiét bén trong, nhiét [am hao ton tan
dich, tir d6 phat sinh ra ching tiéu khat. Tudi mic bénh trung binh trén
60 tudi 1a do con ngudi dén tudi 60 van dong, di lai it dan; lai do an
uéng khong duoc diéu hoa, co thé an qua nhiéu chét ngon, chét ngot,
chit béo hoic c6 thé vat chét bi thiéu thon rdi tir 46 dan dén dén chimg
tiéu khat.

- Phan bd bénh nhén theo gidi: Trong nghién ctru cho thiy ty 1&
bénh nhén nit 78,3% cao hon bénh nhan nam (21,7%) c6 y nghia
thong ké trong tong s6 bénh nhan va trong timg thé theo YHCT véi
p<0,001, ty 1¢ gidi tinh giita cac thé theo YHCT khéc biét khong co ¥
nghia théng ké véi p>0,05 (bang 3.18).

Két qua nghién ctru cia dé tai phu hop voi két qua nghién ctru ctia
cac tic gia trong va ngoai nudc: Gracey M; Krechmer M, Mai Thé
Trach va cong sy, Lé Vin Béach va cong su (1993)... Cho dén nay chua
c6 1y giai c6 tinh thuyét phuc vé nguyén nhan bénh nhan DTD typ 2 ¢
nit gap nhiéu hon nam. Theo YHCT co ché phat sinh chig tiéu khat
(PTD) trén co ban 1a do am hu sinh ndi nhiét, ndi nhiét la ti€u (ngon —
triéu chimg), 4m hu 13 ban (géc — nguyén nhan) ciia bénh. Mat khac
YHCT quan niém phu nit khi tu6i da cao thi khi hitu du, huyét bat tac
(ddng nghia véi thira duong va thiéu 4m), & nam gidi thi nguoc lai khi
bat tic va huyét hitu du (dong nghia voi thiéu duong va thira am). Nhu
vy am hu, gdc cua “tiéu khat” s& gip ¢ phu nit nhiéu hon nam giéi 1a
hoan toan phu hop véi 1y luan YHCT.

4.3.2. Tac dung didu tri

Qua bang 3.29. cho thiy: két qua chung sau 90 ngay diéu tri bénh
nhan dai thio dudng typ 2 bang thudc Théap vi giang dudng phuong:
dat loai tt 51,7%, kha 33,3%, trung binh 2,5%, khong két qua 12,5%.

Véi két qua diéu tri trén ddy s€ md ra mot trién vong tiép tuc
nghién ctru dé sém tmg dung rong rai thudc Thap vi giang dudng
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phuong vao cong dong. Két qua nghién ctru tuong duong véi két qua
nghién ciru ctia mot sb tic gia nghién ctru tac dung ciia mot sd bai
thubc YHCT: Nguyén Hitu Chung (2004), Duong Pang Hién (2005),
Tiéu Ngoc Chién (2008)...

Két qua bang 3.40. cho thdy tac dung diéu tri ¢ thé trung tiéu va
thugng tiéu t6t hon thé ha tiéu, sy khac biét co ¥ nghia thong ké véi
(p<0,001). Nhu vdy s6 bénh nhan dat két qua kém trong 120 bénh
nhan DTD typ 2 duoc diéu tri bang TVGDP déu tap trung ¢ thé ha tiéu
khat. Ly luan Y hoc c6 truyén cho rang ban chét ctia chimg tiéu khat 1a
am hu sinh noi nhiét, du cho c6 phan chia 1am 3 thé thuong tiéu (phé),
trung tiéu (vi), ha tiéu (than) nhung gdc van 1a mot loai am hu, déu
anh huong téi than. Trong cac phép chira bénh tiéu khat thi phai chira
vao gdc bénh 14 tang than. Pong thoi khi bénh da anh hudng dén chirc
nang cua tang than thi thuong la giai doan mudn nén han ché dén Kkét
qué diéu tri bénh. Didu nay goi y cho viée tmg dung thubc TVGDP d6i
v6i thé ha tiéu khat can phai diéu tri dai ngay hon va c6 thé diéu tri voi

lidu cao hon hoic gia giam cac vi thudc bo than.
KET LUAN

1. Cao Iong thdp vi gidng dwong phirong dwong udng cé tinh an
toan cao, ¢o tic dung ha glucose va diéu chinh réi loan lipid mdu trén
dong vat thuc nghiém:

- Lidu dung nap ti da 225g/kg thé trong chudt nhét khong c6 biéu
hién doc tinh cip. Lidu 11,52g/kg/ngay (lidu twong dwong trén nguoi)
va lidu 34,56g/kg/ngay (gip 3 lan lidu dung trén ngudi), udng lién tuc
trong 3 thang chua thay bién ddi cac chi sé huyét hoc, hoa sinh méau va
mo bénh hoc gan, than tho.

- Trén chudt gdy DTD typ 2 udng cao long TVGDP trong 20 ngay:
liéu 38,4g va 76,8g/kg /ngay, ndng do glucose mau giam (p<0,001); liéu
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76,8g/kg/ngay, TG méau giam (p<0,01); licu 38,4g/kgngay, TC va
LDL-C giam (p <0,05). Céc tac dung déu tuong duong 16 ubng gliclazid
liéu 30mg/kg (p>0,05).

- Trén chudt udng cao long TVGDP véi lidu 38,4g/kg va 76,8g/kg
thé trong /ngiy song song voi an ché dd HFD lién tyc trong 8 tuan c6
tac dung: ndng do glucose va TG, TC mau giam (p<0,001; 0,01), tac
dung tuong duong gliclazid liéu 30mg/kg (p>0,05).

2. Cao Iong Thadp vi giang dwong phirong cé tic dung ha glucose, diéu
chinh réi loan lipid mau va chiea thay c6 tac dung khéng mong muén
trén bénh nhan ddi thao dwong typ 2 mirc do nhe sau 90 ngay diéu tri:

Glucose mau giam (tir 8,02 + 0,73 xuéng 6,00 = 0,66 mmol/L) v&i
(p90-0<0,001); Chi sb HbAlc (%) giam (7,25+0,84 xudng 6,23+0,94)
véi (p90-0<0,001); S6 luong bénh nhan 16i loan cholesterol, LDL-C va
gié tri trung binh cac chi s§ giam (p<0,01, dén 0,001); Triglycerid giam
va HDL-C ting (p<0,01, dén 0,001). Két qua diéu tri chung dat loai t6t
51,7%, khé 33,3%, trung binh 2,5%, khong két qua 12,5%. Tac dung
diéu tri thé trung tiéu va thuong tiéu tot hon thé ha tidu (p<0,001).
Thudc khong giy tac dung khong mong mudn trén bénh nhan.

KIEN NGHI

1. C6 thé g dung bai thubc thap vi gidng duong phuong dé didu tri
bénh TP typ 2 méi phat hién mirc d6 nhe va c6 thé két hop vai
thuéc YHHD diéu tri bénh nhan DTD typ 2 mirc d6 trung binh.

2. Tiép tuc nghién ctru quy trinh san xuét thudc chuyén sang dang
phu hop hon, dé dé& dang st dung, d& bao quan va van chuyén
trong thyc té.

PART A: INTRODUCTION OF THE THESIS

1. INTRODUCTION
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Diabetes is one of leading reasons that causes death at developed
countries and has tendency to become epidemic in developed countries
and nations with newly developed industries. In October 2011 at the
Conference of European researchers on diabetes (EASD) organized in
Lisbon —Portugal, International dignities of Diabetes Association
(IDF) had informed in the world, there was 366 million people
suffered from diabetes disease and up to 2030 this figure may arise to
552 million people, far exceeding from forecast of IDF in (2003) of
333 million people in 2025.

Diabetic, kind 2, is the most popular diabetic kind, occupies up to
90% - 95% of diabetic kind and usually appears at person more than
35 years old. Thap vi giang duong phuong remedy has been applied to
treat diabetes patients, kind 2, and minor level at some medical
facilities. According to initial comment, the remedy has effects to
reduce blood glucose, few unexpected effects.

However, up to now, it has not been researched overall,
scientifically to confirm the effect of the medicine. Therefore,
"Research the safety, effect to reduce blood sugar on testing and
diabetic , kind 2, minor level by Thap vi giang duong phuong syrup”
subject has been implemented.

2. TARGETS OF THE SUBJECT

1. Research acute toxic, semi chronic and effect to reduce blood
glucose by oral of “Thap vi giang duong phuong” syrup on testing
animals.

2. Research effect of ""Thap vi giang duong phuong syrup™ on
diabetic patients, kind 2 and minor level

PRACTICAL SIGNIFICANCE AND NEW CONTRIBUTION OF
THE THESIS
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Scientifics work of the thesis to research rather systematically both pre-
clinic and clinic one traditional medical remedy to treat diabetic, kind 2.

Researching results shows: Oral Thap vi giang duong phuong
syrup has high safety, effect to reduce glucose, amend blood lipids
disorders on testing animals as well as on diabetic patients, kind 2,
minor level and no clinical unexpected effect is noticed. The research
on application of traditional medicine in diabetic, kind 2, minor level
treatment contributes to clear traditional medicine theory and gradually
modernize traditional medicine is the work with practical scientific
significance. Especially, our country is one nation with customs depth
in using traditional medicine to take care the health of community;
results of thesis's subject are new and quite practical contribution.
The structure of the thesis:

Besides the introduction and conclusion, the thesis has 4 chapters:

Chapter 1: Overview of documents 39 pages
Chapter 2: Objectives and researching method 20 pages
Chapter 3: Researching results 34 pages
Chapter 4: Discussion 33 pages

The thesis has: 52 tables, 3 diagram, 6 images, 3 diagrams and
annexes, 114 referential documents (Vietnamese language: 44,
English language: 47, Chinese language 23).
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PART B: THE CONTENT OF THE THESIS
CHAPTER 1: OVERVIEW

1.1. DEFINITION, DISEASE GENERATING SYSTEM, DIANOSIS STANDARD
AND TREATMENT OF DIABETE KIND 2 BY MODERN MEDICINE.
* Definition and classification of diabetes

According to the definition of American Diabetes Diagnosis and
Classification: "Diabetes is one metabolism disease group with the
attribution of increasing blood glucose, results of insulin shortage,
default in insulin action; or both. Increasing of chronic glucose usually
combines with destroy, disorder and weakening functions of many
organs, especially eyes, kidney, nerve system and blood vessels”.

According to the classification of America Diabetes Association in
2011, diabetes is divided into 4 kinds: Diabetes kind 1, diabetes kind 2,
maternity period diabetes and other special blood glucose increasing
kinds, in which diabetes kind 1, diabetes kind 2 are most popular ones.

* Disease generating mechanism of diabetes kind 2

Disease generating mechanism of diabetes kind 2 relates to the
rather shortage of insulin, mainly due to insulin generating disorder
and anti- insulin phenomenon. In which the insulin generating disorder
and anti- insulin has close relationship to each other and both happen
before the appearance of other clinical manifestation of diabetes (pre-
diabetes period). On diabetes patient kind 2 without weight exceeding,
insulin reduce manifestation is main, on the contrast, on diabetes
patient kind 2 with obesity; anti- insulin is the main symptom.
Treatment of Diabetes kind 2

Treatment methods comprise the amendment way of living (diet
and physical exercise) and taking medicine.

Currently, medicine for diabetes kind 2 treatment focuses on the
group: medicine to excite insulin excretion (sulfonylurea, meglitinid),
medicine to increase the sensitive of objective cell with insulin (iguanid
deviation, thiazolidinedion group), enzyme o glucosidasecytic, medicine
to restrict co-transport Na+/glucose substance at kidney larynx).
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1.2. REASONS, DISCEASE GENERATING, SYMTON AND TREATMENT
PRINCIPLES ON DIABETES KIND 2 ACCORDING TO TRADITIONAL
MEDICINE

Traditional medicine has no name for diabetes disease, their
manifestations belong to phenomenon of "thirsty digestion” caused by
many reasons, on clinical, it has symptoms such as much drinking,
much eating and much urinate, very thin and tired or urine water has
sweet taste which are symptoms of the disease.

Reason that causes to the thirsty digestion relating to the illness of
the five inner parts innards, exciting spirit, temper is unbalance or
eating too much sugar, lipid and the body is alimentary obesity.

The nature of thirsty digestion is damaged inner parts - heat and
constipation that directly effect to inner parts which are: lung, kidney,
and spleen, liver. Common treatment method is: Lung aperients -
foster liver - strengthen kidney - generating nutrient to reduce thirsty.

1.3. THAP VI GIANG DUONG PHUONG MEDICINE
Composition of "Thap vi giang duong phuong" medicine

No. Name of medicines (drug) Content
1. | Radix Glehniae 169
2. | Radix Dioscoreae Popositae 209
3. | Radix Rehmanniae glutinosae praeparata 20g
4. | Fructus lycii 20g
5. | Radix Salviae multiorrhizae 30g
6. | Radix trichosantes 169
7. | Fructus Alpena oxyphyllae 15¢
8. | Semen Euryales 20g
9. | Rhizoma Anemarrhenae 5¢
10. | Rhizoma Smilacis glabrae 309

- Effect: Generating nutrients to prevent thirsty, foster inner parts.
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- Modern researching results shows that medicine components of
Thap vi giang duong phuong medicine all contains chemical
compositions that have effect to reduce blood glucose practically.

- The remedy has been applied to treat diabetes patients on
clinical, initially it has effect to reduce blood glucose and improves
some clinical symptom such as much eating, much drinking, much
urinate and tiredness.

CHAPTER 2: MATERIAL OF OBJECTIVES AND
RESEARCHING METHOD

2.1. RESEARCHING MATERIAL (STUFF)
2.1.1. Medicine to be reached on testing

Thap vi giang duong phuong is used in toxic research and
pharmaceutical effect have been produced under thick syrup 3:1 at
Pharmaceutical Department - Ha Dong traditional Medicine Hospital.
2.1.2. Medicine on clinical research

Thap vi giang duong phuong is infused by automatic infusion
machine, each medicine parcels is infused into 2 bags, each bag is
192ml manufactured by Ha Dong traditional medicine Hospital
attaining basic standard.
2.2. RESEARCHING OBJECTIVE
2.2.1. Research on testing animals

Animals used in the research: 160 Swiss white mice from 6 - 8
weeks old, weight is from 18 - 22g, 30 grown up rabbits, New
Zealand White species, both genders, weight of 2,0 + 0,2 kg. Testing
animals are feed in enough food and water conditions at laboratory of
Pharmaceutical Department of Hanoi Medical University from 3 - 7
days before and during all researching period.
2.2.2. Research on clinical research

120 patients both genders are diagnosis to be diabetes type 2,
minor level according to diabetes diagnosis standard of American
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Diabetes Association in 1998 and classification of disease levels due
to Thai Hong Quang 2001. The patients are treated at Health Care
Center of Thanh Tri district, Hanoi City.
* Criteria to select patients for research:

In this research, selected patients at both genders are diagnosed to
be diabetes kind 2, minor level spontaneously participate in the
research. The patients have cease to use diabetes medicine treatment
before taking researched medicine 2 weeks, or the ones who are newly
discovered diabetes kind 2, minor level have been treated by diet and
physical exercise regimes but no result is generated.

* Criteria to eliminate from research scale:

Diabetes patient kind 1 Pregnant and breeding women diabetes
kind 2, average and serious levels.

+ The patient has pernicious side effect of diabetes such as:
Diabetic ketoacidosis, coma with increased absorb pressure increase,
serious infection, hepatic failure, renal failure and heart failure.

+ The patients has prehistory: Myocardial infarction, chest angina,
coronary arteries insufficiency, cerebra-vascular accident (CVA) Do
not select endocrine disease patients Basedow, Cushing diseases, big
end of limbs, myeloid leukemia, adrenal rest patients.

+ Diabetes patients type 2 with minor level but treatment diagram is
not implemented: Do not take medicine, go to business for a long time,
acute diseases, and self use other diabetes medicine for treatments.

2.3. RESEACHING METHOD

2.3.1. Research acute toxic, semi chronic and effect to reduce
blood glucose by oral of Thap vi giang duong phuong syrup on
testing animals.

* Research pernicious toxic, semi chronic

Pernicious toxic to be confirmed on white mouse by oral taking
due to Litchfield - Wilcox on method: Thap vi giang duong phuong
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syrup dose 45g medicine material /kg body weight /24 hours to highest
dose that mice can drink 2259 medicine material /kg body weight /24
hours (at different doses that may provide for mouse to drink 2 or 3
times to attain maximum cubit dimension to be able to drink within 24
hours). To follow up 1 week on health conditions, operation, digression,
death or alive. Comparison to taking of poured distilled water.

- Test toxic on semi chronic: to carry out on rabbit with dose 11,52
o/kg/day (equivalent to dose used on human being, calculated by 3rd
coefficient) and dose 34,56 g/kg/day (3 times higher than dose used on
human being) during test time of 12 weeks. To follow up weight, eating,
sleeping, digestion, biochemical function of liver, kidney, tissue disease
of liver and kidney. Comparison to taking of poured distilled water.

* To research glucose reduce and blood lipid effect of Thap vi giang
duong phuong syrup on tested white mouse.

- To research glucose reduce and blood lipid effect of Thap vi
giang duong phuong syrup on tested diabetes white mouse, type 2:
diabetes white mouse, type 2, obesity by rich nutria energy from lipid
and fructose (HFD regime) in 12 weeks, then give Thap vi giang duong
phuong syrup for mice to take orally dose 38,4g/kg and dose 76,8g/kg
within 20 days. Carry out weight testing of mouse, take peripheral blood
testing to carry out the identification of blood glucose content when
being hungry and blood lipid index (complete cholesterol (TC),
triglyceride (TG), HDL-Cholesterol, LDL-Cholesterol) at all batches at
period before, after 12 weeks of generating models and after 20 days of
taking medicine. Results are compared with mouse taking orally
gliclazid dose 30mg/kg, mice with diabetes kind 2 without using
medicine and bio counterpart comparison.

- To research standby treatment effect on diabetes kind 2 of Thap
vi giang duong phuong syrup on white testing mice: white testing
mice eats rich energy food regimes (HFD regimes) at the same time,
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orally taking Thap vi giang duong phuong syrup dose 38,4g/kg and
dose 76,8g/kg during the time of 8 weeks. To carry out the weight
checking of mice, take peripheral blood testing carry out the
identification of blood glucose content when being hungry and blood
lipid index (complete cholesterol (TC), triglyceride (TG), HDL-
Cholesterol, LDL-Cholesterol) at all batches at period before, after 8
weeks. Results are compared with mouse taking orally gliclazid dose
30mg/kg, mice with rich energy regimes (HFD regimes) without using
medicine and bio counterpart comparison.

2.3.2. Research on clinical research

Open clinical research - testing - compare results before and after
treatment.

The research was implemented on 120 patients both genders are
diagnosis to be diabetes type 2, minor level according to diabetes diagnosis
standard of American Diabetes Association in 1998 and classification of
disease levels due to Thai Hong Quang 2001. The patients are treated at
Health Care Center of Thanh Tri district, Hanoi City.

Medicines and usage: patients take orally Thap VI giang duong
phuong syrup infusion type: 2 bags (1 medical remedy). /1 day
dividing into 2 times: morning and afternoon in 90 days.
Researching content:

- Patients are medical examined over ally on clinic by modern
and traditional medicines, to do para-clinical tests before researching.
Patients are regularly check blood glucose and periodical medical
examination 2 weeks/1 time, after that they are given medicines and
using guidances on days Dy, Dys, D3g, Dss, Dgo, D75, Doo.

— Patients in researching scope do not use other medicine and to
be guided to implement one eating regimes, physical exercise while
being treated (with menu and attached exercises).
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Outcome appraisal method:

Subjective symptoms Test 15 days /1 time on (Dgy, Dis,
D3y, Das, Deo, D75, Dgo) based on main symptoms on eating, drinking,
urinating, tiredness, going to stool, sleeping. Objective symptoms are
evaluated at periods (Do, D3y, Dgo, Dgo) according to marking form by
table (2.5.)

Subjective symptoms to be evaluated via weight, blood tension:

+ To identify weight index (BMI) by the regulation of WHO (1990).

To evaluate BMI results according to standards of ASEAN 2001
nations: Thin: <18, 5; normal: 18, 5 - 22, 9; overweighed > 23 (with
risk: 23 - 24, 9, obesity level 1: 25 - 29, 9, obesity level 2: > 30).

+ To evaluate blood pressure increasing (applied for adults from
18 years old): based on the standards of JNC VI (Six Report of the
Joint National Committee on the Prevention, Detection, Evaluation
and Treatment of High Blood Pressure).

- Subclinical criteria’s:

+ Index of peripheral blood cell: to be confirmed on CD - 1700
machines of ABBOTT (American) company, comprising indexes: the
number of erythrocyte (T/L), Leukocyte quantity (G/L), blood plaque
guantity (G/L), ferrochrome (g/L), Hematocrit (%).

+ Biochemical tests are implemented before and after treatment on
Hitachi — 704 (Japanese) automatic biochemical machine comprising
indexes: Creatinin, AST, ALT, Cholesterol, Triglyceride, and HDL -
Cholesterol, LDL - Cholesterol.

+ Glucose blood testing on capillary is implemented on treatment
days Dy, Dys, D2, , Do, Doo-Criteria to evaluate blood glucose reduce:

Good: Blood glucose 4, 4 - 6,1 mmol/l

Acceptable: Blood glucose 6, 2 - 7,0
mmol/l
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Poor: Blood glucose > 7,0 mmol/I

+ Urinate testing: Urinary’s, protein, urinate cetin.

+ HbAlc content: to be implemented on Imx machine of
ABBOTT company, HbAlc normal: 3,0 - 6,5%.Result evaluation:
according to ASEAN 2002 national standards.

- To follow up unexpected effect: vomiting attempt, vomiting,
bellyache, itching...

- Evaluation of general treatment effect. Based on clinical, subclinical
symptoms to classify into: good, fair, average and poor types.

2.4. DATA PROCESSING

- Database is analyzes by bio medical statistics method on the
computer under the assist of software SPSS 13.0.

- Used mathematic methods:

+ In average: (i ), standard discrepancy (SD)

+ Calculate percentage proportion (%)

+ To compare two average number in one researching batch
between interval periods by pair comparison method.

+ To compare two average numbers between two groups to each
other at one period by mathematics method s Student-T-test and
mathematical proportion y2.

CHAPTER 3: RESEARCHING METHOD

3.1. SEARCHING RESULTS ON PERNICOUS TOXIC, SEMI CHRONIC
WITH EFFECT TO REDUCE GLUCOSE AMENDMENT OF BLOOD
LIPID BY ORAL TAKING OF THAP VI GIANG DUONG PHUONG
SYRUP ON PRACTICE

3.1.1. Result on pernicious toxic research (LDsx)
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Maximum taking dose 225¢/kg body weight of mice, 6 times
higher than effective doses and 58 times of estimated dose used on

human, has no pernicious toxic manifestation.
3.1.2. Result on pernicious toxic research on semi chronic

Dose of 11,52g/kg/day (equivalent to dose used on human being)
and dose 34,56g/kg/day (three times higher than dose used on human
being), taking orally continuously in three months, there is no change
on hematology index, hematology biochemical indexes and liver tissue
disease of rabbit’s kidney.
3.1.3. To research glucose reduce and blood lipid effect of Thap
VI giang duong phuong syrup on practice.

First batch: Sample batch: NFD regime + drinking distilled water

Second batch: HFD regime + drinking distilled water

Third batch: HFD regime + taking gliclazid dose 30mg/kg

Fourth batch: HFD regime + taking Thap vi giang duong phuong
syrup dose 38.4g/kg

Fifth batch: HFD regime + taking Thap vi giang duong phuong
syrup dose 76.8g/kg

- In discrepancies to biological batch (first batch) *: p <0, 05; **:
p <0, 01; ***: p <0,001

- In discrepancies to model batch (second batch) A: p <0, 05; AA:
p <0, 01; AAA: p<0,001
3.1.3.1. Researching results on glucose reduce and blood lipid
effect of Thap vi giang duong phuong syrup on practice.

Table 3.11 Effect of Thap vi giang duong phuong syrup on weight of mice

i Weight of the mouse
Researching
Before After 20 days of
batch . After 12 weeks ) .
researching taking medicines
First batch 20,90 + 0,99 27,80 +2,44 31,40 £ 3,10
Second batch | 20,50 +1,51 | 35,40 £4,67*** | 38,70 & 3,30%**
Third batch | 20,50+ 1,51 | 28,40 +422%** | 2910+2,13***
Fourth batch | 20,20 + 1,32 | 34,60 & 4,22%*** 36,50 + 3,41
Fifth batch 20,50 £ 1,43 | 35,30 £3,37*** 35,80 +2,82°
Comments: Results of table 3.11 proves the weight of mice increase highl

at HFD eating regime in comparison to bio sample batch with (p < 0,001).
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Weight of mice at gliclazid taking and testing medicine has reduced

tenden_(:gl in comparison to sample model batch, espeuallﬁl reducing level at

gllcla_n taking, of 30mg/kg and Thap vi giang duong 8 uong syrup high
ose in comparison to batch 2 with (p<0,001 and p < 0,05).

Table 3.12 Effect of Thap vi giang duong phuong syrup on glucose
blood content of mice

. Blood glucose content (mmol/L)
Researching Before After 20 days of
batch . After 12 weeks . )

researching taking medicines
First batch 4,77 £ 0,68 4,85 +0,45 4,69 +£ 0,58
Second batch | 4,59 + 0,48 10,85 £ 0,62%*** | 10,68 &+ 0,81 %**
Third batch 475+0,53 | 10,78 +£0,64%** | 6,30=0,48"*"
Fourth batch | 4,71+0,52 | 10,51 +0,71*** | 7.83+051**"
Fifth batch 4,50+0,45 | 10,73 £0,83%*%* | 7.85+0,65

Comment: Results of table 3.12 proves the blood glucose content of
mice increase significantly at HFD eating regime in comparison to bio
sample batch with (p < 0,001). Thap vi giang duong phuong syrup of
two oral doses used continuously after 20 days has effect to reduce
blood glucose content in comparison to sample model batch (p < 0,001).
Glucose reducing effect of Thap vi giang duong phuong syrup is
similar to reducing effect of gliclazid dose 30mg/kg.

Table 3.13 Effect of Thap vi giang duong phuong syrup on lipid blood

content of mice

Researching TG HDL-C TC LDL-C
batch (mg/dl) (mg/dl) (mg/dl) (mg/dl)
First batch 1,08 +£0,14 0,52+ 0,08 2,32+£0,25 1,58 £0,21
Second batch | 1,87+ 0,50*%** | 0,74+ 0,21*** | 4,12 + 0,63**%* | 3,01 £ 0,73%%**
Third batch | 1,32 +0,22AA| 0,82 +0,19 3,90 +0,75 2,81+0,77
Fourth batch | 1,60+0,46 | 082+0,18 | 355+0,33" | 2,41+030"
Fifth batch 1,26 £ 0,37AA| 0,74 +0,23 3,68 + 0,44 2,69 +0,59

Comment: The results of table 3.13 shows lipid disorder conditions of
batch No.2 (model batch? in comparison to sample batch, presents at
high increasing level of all indexes TG, HDL-C, TC, LDL-C R batch 2
in comparison to model batch with p < 0,05. TG reduced level has
statistic meaning at oral gliclazid medicine batch (batch No.3) and
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Thap vi giang duong phuong syrup taking at high dose (batch No.5)
(p <0,01), TC reducing and LDL-C has statistic meanmg at oral Thap
vi giang duong phuong syrup taking at low dose (batch 4) (p < 0,05).

3.1.3.2. Research results on standby effect on diabetes kind 2
treatment of thap vi giang duong phuong syrup on white mouse
Table 3.14 Effect of Thap vi giang duong phuong syrup on weight of mice

Researching batch Weight of the mouse
Before researching After 8 weeks
First batch 21,61+1,14 26,89+ 1,05
Second batch 21,63 +1,51 29,88+ 2,75%**
Third batch 21,25+ 1,78 26,40 £2 27
Fourth batch 21,42+£232 2575+ 579"
Fifth batch 20,29 + 1,63 26,00 + 420

Comment: Results of table 3.14 proves the weight of mice increase
highly at model (batch 2) in comparison to bio sample batch with (p <
0, 01). Weight of mouse at gliclazid oral medicine and testing
medicines have reduced tendency in comparison to model batch in
comparison to batch No.2 with (p <0, 01).

Table 3.15 Effect of Thap vi giang duong phuong syrup on glucose
blood content of mice

i Blood glucose content (mmol/L)
Researching batch 5
Before researching After 8 weeks

First batch 5,53+0,56 5,40+ 0,79
Second batch 5,49 + 0,67 10,46 + 0,58%**
Third batch 527+0,56 6,30 = 1,03 ***
Fourth batch 528+ 0,49 6,78 +0,93 44

Fifth batch 5,10+ 0,43 6,21 + 1,46 **

Comment: Results of table 3.15 proves the blood glucose content of mice
increase significantly in comparison to bio sample batch with (p < 0,001).
Thap vi giang duong phuong syrup of two oral doses used
continuously after 8 days has effect to reduce blood glucose content in
comparison to sample model batch(p < 0,001). Glucose reducing
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effect of Thap vi giang duong phuong syrup is similar to reducing
effect of gliclazid dose 30mg/kg with (p>0.05)
Table 3.16 Effect of Thap vi giang duong phuong syrup on lipid blood

content of mice

Resg:{g:'”g TG (mg/dI) (Hm[; dg TC (mg/dl) (Ln?; dﬁ

First batch 1,84+035 | 1,57+034 | 4414026 | 2,48+0,50
Second batch | 2,71 £ 0,32*%* | 2.09 £ 0,46* | 5,60 £ 0,36*** | 297+ 0,67
Third batch | 1,92+ 0,18 | 1,66+ 0,30 | 4,83 +0,55* | 2,79 + 0,50
Fourth batch | 1,89+0,20 *** | 1,66+0,28" | 5,12+045" | 3,08+ 0,50
Fifth batch 1,9040,23 “** | 1,80+0,26 | 4,99+0,42"* | 2,81+0,29

Comment: The results of table 3.16 shows lipid disorder conditions of
batch No.2 (model batch) in comparison to sample batch, presents at high
increasing level of all indexes TG, HDL-C, TC, LDL-C R batch 2 in
comparison to model batch with p < 0,001. Blood lipid disorder
(RLLPM) at gliclazid oral taking batch and Thap vi giang duong phuong
syrup have been improved with significance reduces of TG, TC content of
oral medicine batch in comparison to model batch with (p < 0,05).

3.2. CLINICAL RESULTS

3.2.1. General attributions of researched patient
3.2.1.1. Distribution of patients by ages and gender
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Diagram 3.1 Distribution of patients by ages (n=120)
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Table 3.18 Distribution of patients by gender

Common
patient Gender by traditional medicine
n=120
Gender ( ) Lower Medium Upper P
n 0% | digestion part | digestion part | digestion part
n % n % n %
Man 26 | 21,7 10 26,3 | 8 20,0 8 19,0 | >0,05
Woman| 94 | 78,3 28 73,7 | 32 80,0 34 81,0 | >0,05
p <0,001 <0,001 <0,001 <0,001
Comment: Proportion of woman patients is higher than male patients with

statistic significance in total amount of patients and in each kind of disease
by traditional medicine with p<0,001, gender proportion between types by
traditional medicine has no statistic meaning with p>0, 05.
3.2.2. Treatment results due to modern medicine

Table 3.23 Results on changing of clinical symptoms before and after

treatment (n=120) evaluated by table 2.5

Dy(n=120) Dy(n=120)
Sympom | SL% | SL.% | SL.% | SL.% | SL.% | SL.% | SL,% | SL,%
Normal| Good | Fair Poor | Normal| Good | Fair Poor
Much 18 | 56 | 46 | 0 | 116 | 4 0 0
drinking | 15% |46,6%38,3%| 0 |96,7%| 3,3%
. 17 | 63 | 40 93 | 27
Much urinate | ; o150 505(33.30%6| O |77.50%|2250| © | ©
) 59 | 51 | 10 119 | 1
Batingalot | o 104142506| 8.4% | © |09,20%| 08% | © | ©
) 27 | 91 | 2 119 | 1
Tired o) cop | 75.8%| 1,79 | © [99.206| 0.8% | © 0
57 | 63 118 | 2
Sleepless | 12004152 506 O 0 log30| 1,79% | © 0
Insensitive 118 2 120
skin 98.3%| 1,7% | © 0 11000 © 0 0
. 45 | 74 | 1 106 | 14
Sweating |37 500161.706| 0,8% | O |88,3%|11,7%| °© 0
. 64 | 56 118 | 2
Constipation 53,3%| 46.7% 0 0 98.3%| 1.7% 0 0
116 | 3 1 120
Opaque eyes | g5 7041 2506 | 0.8% | © |100%| @ | O | ©
113 | 5 2 120
Headache 1o/ 00) 4206 | 16% | © |100%| O | O | ©
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Comment: Results of table 3.23 shows that most of clinical symptom
after 90 days of treatment has come to normal, 100% attain good
condition and fair, no poor and average levels.

Table 3.24 Blood glucose index (mmol/l) and HbAlc (%)

(X£SD)
Indexes P
Dy D3 Dgo Dyo

Blood (Dor30)<0,001
glucose | 8,02+0,73 | 6,80+0,78 | 6,29£0,67 | 6,00£0,66 | (Doseo) <0,001
(n =120) (Dgiso) <0,001
HbAlc | 7,25+0,84 - - 6,23£0,94 | (Dgjgo) <0,001
Comment: Checking point of reduced blood glucose has statistics

meaning since the

Oth days after the treatment, after 90 days of
treatment of general blood glucose to turn to normal conditions (pgo-o
< 0,001). After 90 days of treatment, HbAlc index (%) reduces, the
changes have statistics meaning (pgo.o < 0,001).

Table 3.25 to change blood lipid index before and after treatment (n = 120)

Lipid criteria Period (n) % ( X£SD)
Before treatment
+
Cholesterol (Do) 69 57,5 >,98£0,51
> 5,2 mmol/l After treatment (Dgy) | 28 21,7 5,50+ 0,29
p <0,001 <0,001
Before treatment
. . +
Triglyceride (Do) 76 63,3 2.97+120
>1,7mmol/l | After treatment (Dgg) | 58 483 | 226+ 124
p <0,05 < 0,001
Before treatment
LDL-C (Dy) 17 14,2 | 4,51+0,46
>3,9 mmol/l After treatment (Dgy) | 01 0,8 4,00+ 0,15
p <0,001 <0,001
HDL-C Before treatment
man < 0.9 mmol/l (Dy) 27 22,5 0,78 +0,22
woman < After treatment (Dgo) | 09 75 0,81 +0,15
1,1mmol/l p <0,01 >0,05
Before treatment
General lipid (Do) % | 800
metabolism After treatment (Dgo) | 70 58,3
p <0,001
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Comment: % proportion of patients with blood lipid disorders
(Cholesterol, Triglyceride, LDL-C, HDL-C) and % proportion of
patients with general blood lipid disorder are reduced after 90 days
of treatment by % proportion of patients with general lipid disorder
reduces after 90 days of treatment by Thap vi giang duong phuong
syrup has statistics significance. Cholesterol, triglyceride, LDL-C
content in blood after 90 days of treatment also reduces has statistics
significance with p< 0,001. HDL-C content after 90 days of
treatment also reduces has statistics significance with (p>0, 05).

Table 3.28 Urine testing results before and after treatment (n =120)

Criteria N Quantity p
Do Dgo
glucose 120 55 5 <0,001
Protein 120 3 0 -

Comment: The number of patients with urethra glucose (+) after 90
days of treatment reduces in comparison to before the treatment has
statistic meaning with (p < 0,001).

Table 3.29 General results after 90 days of treatment (n = 120)

Results After treatment
Quantity Proportion %
Good: 62 51,7
Fair 40 33,3
Average 3 2,5
Poor: 15 12,5

Comment: General results after 90 days of treatment applied for
diabetes patients type 2 by Thap vi giang duong phuong remedy
proves: attaining good level 51, 7%, fair 33, 3%, average 2, 5%, no
results 12, 5%.
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3.2.3. Treatment results due to traditional medicine

Table 3.40 Evaluation on treatment results by the traditional medicine

Type of|  Lower Medium Upper
disease| digestion |digestion part | digestion part
part (n=40) (2) (n=42) (3) p
Results (n=38) (1)
n % n % n %
<0,001
Good | 6 [158| 30 | 750 | 26 | 61,9 |7
ps<0,001
Fair 14 1368 | 10 | 25,0 | 16 | 38,1
Average 3179 0 0,0 0 0,0 | P;<0,01
Poor 15 1395| O 0,0 0 0,0

Comment: Results of table 3.40. Shows that treatment efficiency at
middle digestion part and upper digestion part to be better than lower
digestion part form, the discrepancy has statistic significance with
(p< 0,001).
3.2.4. Unexpected clinical effect

Within 90 continuous treatment day, there are 2/120 = 1,7% the
case that patient go to stool with crushed excrements when they start
to take medicine but the symptom gradually disappears after 1 — 2
days and treatment diagram is still continued.

CHAPTER 4: DISCUSSION

4.1. THEORIOTICAL BASIS OF THE SELECTION OF RESEARCHING
REMEDY

Based on dialectics basis to treat thirsty digestion, Thap vi giang
duong phuong syrup remedy is established which comprises 10 medical
drug with effects to foster inner organs, create new cells, reduce thirsty.
The remedy use medicines that is nutrias for inner parts, generate new
cells and reduce thirsty (Radix Glehniae, Radix Dioscoreae Popositae,
Radix Rehmanniae glutinosae praeparata, Fructus lycii) in combination
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with Rhizoma Anemarrhenae, Rhizoma Smilacis glabrae with effects to
remedy kidney, strengthen its functions.

And harmonize water contents in the body. The using of

Radix trichosantes, Fructus, Semen Euryales Alpena oxyphyllae
to reduce inflammation and absorb urinary’s to increase reducing of
heat and harmonize tissues of all remedy.

Thap vi giang duong phuong syrup remedy has been applied to
treat diabetes patient kind 2 at Ha Dong Traditional medical Hospital,
initially getting results: the medicine has effect to reduce blood
glucose and some clinical symptoms such as much eating, much
drinking, much urinating, reduce of sweating, reduce costition and
reduce tiredness.

Modern medicine and pharmaceutical research results also proves
that drugs in Thap vi giang duong phuong syrup comprises composition
with effect to reduce blood glucose which has been presented at table 4.1.
4.2. ATTAINED RESEARCHING RESULTS OF THE SUBJECT
4.2.1. Pernicious toxic

Maximum dose that mice have taken and may intake is 75 ml/kg
weight of mice and syrup 3:1 equivalent to 225 g medical material /kg
weight, 6 times higher than dose with effect to reduce blood glucose of
mice and 58 times higher in clinical expectation (table3.1). This result
is suitable to the composition of remedy (table 2.1), medical composition
in the remedy which has been announced non toxic in medical books and
traditional medical practices, those medicines are regularly prescribed to
coordinate 5 medicines to each other according to treatment theory which
does not cause toxic to patients. From researching results, it proves that
Thap vi giang duong phuong remedy has wide safety scale.

4.2.2. Semi chronically toxic

Dose of 11,52g/kg/day (equivalent to dose used on human being)
and dose 34,56g/kg/day (three times higher than dose used on human
being), taking orally continuously in three months, there is no change
on hematology index, hematology biochemical indexes and liver tissue
disease of rabbit’s Kidney. The remedy is suitable to long term
treatment on diabetes patient kind 2.
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4.2.3. Effect to reduce blood glucose and lipid on diabetes, type 2 mice

The subject to select model causing diabetes with obesity by rich
energy eating regime from lipid and fructose food in 12 week. After 12
week of having NFD and HFD eating regime, batches of mice is given
distilled water and Thap vi giang duong phuong syrup dose 1 and dose
2 continuously in 20 days. Peripheral blood taken to carry out the
identification of blood glucose while being hungry and blood lipid
index (complete cholesterol (TC), triglyceride (TG), HDL-Cholesterol,
LDL-Cholesterol). This model allows the evaluation of reducing
glucose, lipid in diabetes animals, kind 2 with obesity.

With this research, white mouse is given test oral medicine after
12 weeks of generating diabetes kind 2 in order to evaluate in full and
more accurately treatment effect of thap vi giang duong phuong syrup.
At mouse batches that take thap vi giang duong phuong syrup orally,
content of blood glucose reduce significantly in comparison to model
batch, the discrepancy has statistic meaning with (p<0,001) (both
reduce more than 26%) (Table 3.12.). This result proves that treatment
capacity on diabetes kind 2 of testing medicine is rather good. Glucose
increasing status is normally in attachment with RLLPM status.
Besides reducing blood glucose effect, thap vi giang duong phuong
syrup initially has effect to amend RLLPM, presenting at TC reducing
level and especially is the TG at mouse batches that take medicine
orally (table 3.12, 3.13).
4.2.4. Research results on standby effect on diabetes kind 2 of
thap vi giang duong phuong syrup on white mouse

Research results shows that mice eating rich lipid and fructose
foods continuously in 8 weeks has significantly weight increased
(increases 11,12% in comparison to other batch ) together with blood
glucose and RLLPM increasing significantly: glucose increases to
93,7%; TG increases 47,3%, TC increases 27% and LDL-C increases
19,8% in comparison to biological sample batch (table 3.14, 3.15, 3.16).
This result is similar to research model of Fabio Rivera- Ramirez and
colleagues and similarly to model of mice eating rich lipid and fructose
foods continuously in 12 weeks that the subject has implemented at the
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same laboratory conditions. Based on the success of model causing
diabetes type 2 applied for mice, effect of thap vi giang duong phuong
syrup to the changes of blood glucose index and blood lipid indexes
have been surveyed (tables 3.15, 3.16).

With this research, white mouse is given HFD food eating regime
and take testing medicine orally at the same time in 8 weeks that generates
results: At mouse batches that take thap vi giang duong phuong syrup
orally, content of blood glucose reduce significantly in comparison to
sample model batch, the discrepancy has statistic meaning with (p<0,001)
(both reduce more than 35%) and thap vi giang duong phuong syrup high
dose has better effect than low dose (table 3.15).

Glucose increasing status normally is in attachment with RLLPM
status which has been proved results of issue causing research model
(table 3.16). Besides reducing blood glucose effect, thap vi giang
duong phuong syrup initially has effect to amend RLLPM rather good,
presenting at TC reducing level and especially is the TG at mouse batches
that take medicine orally. Besides, RLLPM amendment role of saponin
and cryptotanshinon, phytosterol presenting in some component part of
the remedy also contributes to increase the RLLPM amendment effect of
thap vi giang duong phuong remedy via the less cholesterol absorbtion
regime. Difference from white mouse model taking orally testing
medicine after 12 weeks of causing diabetes kind 2 status, then giving
test medicine 20 days to evaluate treatment efficiency of thap vi giang
duong phuong syrup, researching method on this model proves that
thap vi giang duong phuong syrup not only has diabetes kind 2
treatment effect but also has standby effect on diabetes kind 2. This
results shows that it is possible to use thap vi giang duong phuong
syrup for treatment to diabetes patient kind 2 for high risk persons.

4.3. REGARDING RESULTS ON CLINICAL RESEARCH
4.3.1. General attributions of researched patient

Distribution of patients by ages: Distribution of diabetes patient
kind 2 in research having highest proportion at ages from 50 — 59 (33,
3%), next is from 60 — 69 years old (31, 6%), less happens at ages
under 40. Results of the subject are also suitable to other authors: Mai
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The Trach and colleagues, L& Van Bach, Tran Huu Dang (1993),
according to Bui Thi Hong Thuy (1998)...Point of view of traditional
medical thinks that when the people is 40 years old onward, the inner
energy is only half, the strength is reduced, the body is transferred
from strength to declining, functions of inner part is easy to be
disorder that makes vitality from then, causing to thirsty digestion.
Average age that suffering diseases is above 60 years old because old
people lessens their activities, walking; eating regime is not
harmonized, it is possible to eat too much good and sweet, rich lipid
foods, or eating to little that cause to thirsty digestion disease.

Distribution of patients by gender: In the research, it proves that
Proportion of woman patients 78,3% is higher than male patients
(21,7%) and in each kind of diseases by traditional medicine with
p<0,001, gender proportion between types by traditional medicine
has no statistic meaning with p>0,05 (table 3.18).

Researching results of the subject is suitable to researching results
of domestic and overseas author:Gracey M; Krechmer M,Mai The
Trach and colleagues, Le Van Bach and colleagues (1993)...Up to
now, there is no persuaded explanation for the reason that female
diabetes patient, kind 2 is more than male patients. According to
traditional medicine, the body generates thirsty digestion due to
damaged inner organs causing inner heat. Inner heat is the top of the
symptom; damaged inner organs are the root — reasons of the disease.
On the other hands, traditional medicine has concepts that when
women grow old, they become having surplus negative energy and
lacking of positive energy, in man, it is opposite. Therefore, origin of
thirsty digestion would happen in woman more than man is quite
suitable to philosophy theory of traditional medicine.

4.3.2. Effect of treatment

Through table 3.20, it proves: general results after 90 days of
treatment applied for diabetes patients type 2 by Thap vi giang duong
phuong remedy: attaining good level 51,7%, fair 33,3%, average
2,5%, no results 12,5%. With above mentioned treatment results, it
would open one potential to continue to research to soon apply
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profoundly Thap vi giang duong phuong remedy to commodity.
Research result is similar to research outcomes of some researchers on
effect of some traditional medicines: Nguyen Huu Chung (2004),
Duong Dang Hien (2005), Tieu Ngoc Chien (2008)...

Results of table 3.40 shows that treatment efficiency at middle
digestion part and upper digestion part to be better than lower
digestion part form, the discrepancy has statistic significance with (p<
0,001). Therefore, the total of patients with poor results among 120
diabetes patients kind 2 are treated by Thap vi giang duong phuong
both focusing at lower digestion part. Theory of traditional medicine
thinks that nature of thirsty digestion is that inner parts are ill and
generate inner heat, although it is divided into three kinds : middle
digestion part and upper digestion part ,lower digestion part forms but
in the origin, it is one kind of ill inner part and effects to kidney. In
thirsty digestion treatment methods, the origin treatment should be
carried out in kidney. At the same time, when diseases have effected to
functions of kidney, it is usually late period and restricts treatment
results. This suggests the application of Thap vi giang duong phuong
medicine to thirsty digestion at lower digestion part and should be
treated longer with higher dose or reducing, adding kidney tonic
medicines.

CONCLUSION

1. Thap vi giang duong phuong syrup has high safety, with effect
to reduce glucose and amend blood lipid disorder on testing animals:

- Maximum taking dose 225g/kg weight of mice has no pernicious
toxic manifestation. Dose of 11,52g/kg/day (equivalent to dose used
on human being) and dose 34,56g/kg/day (three times higher than dose
used on human being), taking orally continuously in three months,
there is no change on hematology index, hematology biochemical
indexes and liver tissue disease of rabbit’s kidney.

- On mouse with diabetes kind 2, orally take Thap vi giang duong
phuong syrup in 20 days: dose 38,4g and 76,8g/kg /day, content of
glucose in blood reduces (p<0,001); dose 76,8g/kg/day, blood TG
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reduces (p<0,01); dose 38,4g/kg/day, TC and LDL-C reduce (p
<0,05). Having effect equivalent to oral taking batch of gliclazid dose
30mg/kg (p>0, 05).

- Mouse orally taking Thap vi giang duong phuong syrup with
dose 38,4g/kg and 76,8g/kg weight /day in parallel with HFD eating
regime continuously in 8 week, it has effect: glucose TG, TC content
in blood reduces (p<0,001; 0,01), equivalent effect with gliclazid dose
30mg/kg (p>0,05).

2. Thap vi giang duong phuong syrup has effect to reduce glucose,
amend blood lipid disorder and no unexpected effect is found on
diabetes patients types 2, minor level after 90 days of treatment:

Blood glucose reduces (from 8,02 = 0,73 down to 6,00 £ 0,66
mmol/L) with (p90-0<0,001); HbAlc index (%) reduces (7,25+0,84
down to 6,23+0,94) with (p90-0<0,001); The number of cholesterol
disorder patient, LDL-C and average value of index reduces (p<0,01,
up to 0,001); Triglyceride reduces and HDL-C increases(p<0,01, up to
0,001). General treatment results attain good level 51, 7%, fair 33, 3%,
average 2, 5%, no results 12, 5%. Treatment effect on middle digestion
and upper digestion part is better than lower digestion part (p<0,001).
The medicine does not cause unexpected effect to patients.

RECOMMENDATION

1. It is possible to apply Thap vi giang duong remedy to treat
diabetes type 2 which is newly discovered at minor level and it
might combine to modern medicine to treat diabetes patient’s type
2 at average level.

2. Continue to research medicine production process to transfer to
easier type, for easy using, easy to maintain and transport actually.



