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LOI CAM ON

Pé hoan thanh Luan vin thac si Y khoa chuyén nganh Y hoc c6 truyén véi
dé tai “Pdnh gid tdc dung ha glucose mdu cia vién nang Gydenphy trén déng vit
thuwee nghiém”, i Xin tran trong bay to long biét on sau sac toi:

bang uy, Ban Gidm hiéu, Phong Pao tao sau DPai hoc Hoc vién Y Dugc hoc
cb truyén Viét Nam va cac thay c6 Hoc vién di tao diéu kién va giup d& tdi trong
qua trinh hoc tap va lam luan an.

Va loi cam on chan thanh dén TS. Nguyén Duy Tuan, PGS.TS. Nguyén
Hoang Ngan 1a nhitng ngudi Thay di truc tiép hudng dan gitp d tan tinh trong
sudt thoi gian hoc tap va nghién cau. Quy Thay Co di cung cép tai liéu thong tin
khoa hoc can thiét cho luan vin nay, gitip d& t6i stra chira thiéu sot, dong vién toi
trong sudt qua trinh hoc tap, nghién ctu.

Céac Nha khoa hoc trong Hoi dong danh gia luan vin di cho toi nhitng gop y
sau sic dé t6i hoan thién luan van nay.

Xin chan thanh biét on ngudi than cung toan thé ban bé da ludn & bén tng hd

tinh than va giup d& t6i trong khoa hoc nay.
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LOI CAM DOAN

Toi tén la: Nguyén Trinh Thach Thi

La hoc vién 16p Cao hoc khoéa 11 — Hoc vién Y Dugc hoc cd truyén Viét
Nam. T61 xin cam doan:

Pay 1a cong trinh nghién ctru khoa hoc ddc lap cua riéng to61 dudi sy hudng
dan cua TS. Nguyén Duy Tuan va PGS.TS. Nguyén Hoang Ngan.

Céc s6 liéu sir dung phén tich trong luan vin c6 ngudn goc 1d rang, da cong
bd theo ding quy dinh. Cac két qua nghién ctru trong luén vin do t6i ty tim hiéu,
phan tich mot cach trung thyc, khach quan va da dugc xac nhan va chép thuan cua
co s& nghién ctru.

Két qua cua nghién ctru nay chua ting duoc cong bd trong bat ky nghién ciru

nao khac.
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PAT VAN PE

Niam 2017, trén toan cau, wéc tinh c6 khoang 462 triéu nguoi bi anh huéng
boi Pai thao dudng (PTP) type 2, twong ng Vai 6,28% dan sb thé gisi. Hon 1 triéu
truong hop tr vong duoc cho 1a do bénh nay chi trong nam 2017, 1a nguyén nhan tir
vong thir 9. Viét Nam da tang hang trong hai thap ky qua . Hién nay, ¢ Viét Nam co
khoang 5,76 triéu ngudi mac dai thao duong [60].

O bénh nhan Pai thao dudng, tinh trang ting glucose mau kéo dai dan dén
nhitng rdi loan chuyén héa, dé lai nhitng hau qua xau dbi véi hé tim mach gay nén
nhiéu cé4c bién ching man. Do viy, cac thube diéu tri nham kiém soat glucose mau,
c6 thé giam duoc nguy co tién trién cua cac bién ching, han ché tac dung phu cua
thudc ngay cang tré nén cap thiét va 1a van dé quan tim hang dau.

Theo Y hoc ¢6 truyén Pai thao duong ¢ nhiéu diém tuong dong véi ching
Tiéu khat , va c6 nhiéu vi thudc, bai thudc co hiéu qua trong diéu tri ching nay
trong thuc nghiém va ca trén 1am sang [1],[6],[12]. Hién nay, nhiéu nha khoa hoc &
Viét Nam, thé giéi dang c6 xu hudng tim kiém va phat trién cac thudc ngudn gbc tu
nhién vira c6 hiéu qua tét, vira it tdc dung phu, c6 thé ding trong thoi gian 1au dai
[17]. Cao Bing la noi c¢6 diéu kién khi hau thuan lgi cho nhiéu duogc liéu quy sinh
truéng va phat trién, trong d6 c6 me ring, thach hoc tia, giao c6 lam dwgc danh gia
la c6 chat luong tdt, ham lwong hoat chat cao . Day ciing 1a nhing vi thubc quy da
dugc dan gian st dyng, ciing nhu mot s6 nghién ciru trong va ngoai nudc danh gia
cao Vé tac dung ha Glucose mau, diéu chinh réi loan m& mau,...

Tuy nhién, hién nay chua c6 cac nghién ctu vé két hop nhiing vi thudce trén.
Vién nang Gydenphy la san pham cua dé tai cap tinh Cao Bang, bao ché tir qua me
ring, giao ¢ lam va thach hoc tia thu hai ¢ tinh nay. San pham duoc bao ché tai
Hoc vién Quan y, c6 quy trinh bao ché va tiéu chuan co s& duoc danh gia, tham
dinh. Vi cac thanh phan duoc liéu ¢6 ham lugng hoat chat tét, dinh huéng tac dung
trong du phong va diéu trj ting glucose mau ciing mot sb tac dung quy khéc. Su
phéi két hop cac duoc lidu véi nhitng thanh phan hoat chat khac nhau, co ché tac dung

Ién ha glucose mau khéc nhau, hd trg cho nhau tao tac dung hiép dong, gilp san pham



dat hiéu qua cao trong ha glucose méau. Do d6, ching tdi tién hanh dé tai “Pdnh gid
tac dung ha Glucose mau cua vién nang Gydenphy tén dong vdt thuc nghiém” vai
cac muc tiéu :

1. Danh gia tac dung ha Glucose mdu cua viéen nang Gydenphy trén chuot
nhdt gy Pdi thdo dwong type 1.

2. Danh gia tac dung ha Glucose mdu cua vién nang Gydenphy trén chudt

cong gdy Ddi thao dwong type 2.



CHUONG 1. TONG QUAN TAI LIEU

1.1. Tong quan vé Pai thao dwdng theo Y hoc hién dai
1.1.1. Dinh nghia

Bénh DTD la bénh rdi loan chuyén héa khong déng nhat, co dic diém ting
glucose huyét do khiém khuyét vé tiét insulin, vé tac dong cua insulin, hoic ca hai.
Tang glucose man tinh trong thoi gian dai gay nén nhiing rdi loan chuyén hoa
carbohydrate, protide, lipide, gay ton thuong & nhiéu co quan khac nhau, dic biét &
tim va mach mau, than, mat, than kinh [10],[15],[21],[22].[29].

1.1.2. Dich té
1.1.2.1. Thé gidi

Géanh niang bénh tat lién quan dén DTD dang gia ting va & muc cao & moi
qudc gia, boi sy gia tang ty 1¢ béo phi va 16i sbng khong lanh manh [61].

Theo Lién doan DTP Thé gi6i (IDF), nim 2015 toan thé gii co 415 triéu
ngudi (trong do tudi 20-79) bi DTD, nam 2040 con sb nay s& 1a 642 tridu, tuong
duong ctr 10 ngudi co 1 nguoi bi DTP [15],[41], 75% ngudi mic séng & cac nude
c6 thu nhap thip va trung binh [41].

Nam 2017, trén toan ciu, udc tinh c6 khoang 462 triéu nguoi bi anh hudng
boi DTD type 2, twong ting voi 6,28% dan sd thé gidi. Hon 1 triéu truong hop tir
vong dugc cho 1a do PTD chi trong nam 2017, 1a nguyén nhan tir vong thir 9. Mot
s6 khu vuc, nhu cac quéc dao ¢ Thai Binh Duong, dang cé ty 1é Iuu hanh bénh cao
nhét. Cac nuéc bong Nam A, nhu Indonesia, Malaysia, Thai Lan va Viét Nam, da
tang hang trong hai thap ky qua [12].

Nam gi6i ¢6 ty 1& mac bénh cao hon mot chut so véi nir gidi (6219 so vai
5898/100.000 truong hop). Tudi bat dau phat hién chan doan méi ciing c¢6 phan sém
hon & nam gidi, ty 1é mac cao nhat ¢ tuoi 55 [51]. Bén canh d6, cung vai Viéc st
dung thuc pham khéng thich hop gia ting, it/khdng hoat dong thé lyc ¢ tré em, bénh
DTD type 2 dang c6 xu hudng ting & ca tré em, tro thanh van dé sic khoe cong
dong nghiém trong [15].



1.1.2.2. Viet Nam

Hién nay, & Viét Nam c6 khoang 5,76 triéu ngudi mac. Ty Ié hién mic DTD
so sanh c6 diéu chinh theo tudi trong dan sé VN 1a xap xi 6% vao nim 2017 [60].

Theo két qua diéu tra STEPwise vé cac yéu té nguy co cua bénh khéng lay
nhiém do B6 Y té thyc hién nim 2015, & nhdm tudi tir 18-69, cho thay ty 1¢ DTD
toan qudc 1a 4,1%, tién DT 1a 3,6% [15].

1.1.3. Nguyén nhan
1.1.3.1. Ddi thdao duong type 1

Nguyén nhan khong rd: mot sé truong hop DTP type 1 khong co nguyén
nhan, bénh nay bi thiéu insulin tram trong va dé& bi nhiém ceton acid nhung khéng
c6 bang chang ty mién.

Nguyén nhan di truyén: thé bénh nay c6 yéu té di truyén rat rd, thiéu cac yéu
t6 tw mién véi té bao B, khong két hop véi nhém HLA, BN c6 ldc can insulin dé
sbng s6t cd lac khong.

Ngoai ra su thiéu sét acid amin (acid aspartic) & vi tri 57 cua chudi DQ dé&
méac bénh DTD type 1 hon nhitng nguoi c6 acid amin nay [1].
1.1.3.2. Bdi thao duong type 2

Dic diém quan trong nhat trong sinh 1y bénh caa DTD type 2 14 ¢6 sy twong
tac gitra yéu t6 gen va yéu té méi trudng: 1a nhom céc yéu td co thé can thiép dé lam
giam ty 16 méc bénh. Cac yéu t6 dé 1a: Sy thay doi 16i sdng, chit lugng thuc pham,
cac stress vé tam ly. Tudi tho ngay cang ting, nguy co mac bénh cang cao: Day la
yéu té khong thé can thiép duoc [13].

1.1.4. Sinh ly bénh va phdn logi
1.1.4.1. Bdi thao duong type 1

Do té bao B bi pha hiy nén BN khdng con hoic con rat it insulin, 95% do co
ché tu mién (1A), 5% vo can (1B). BN bi thiéu hyt insulin, ting glucagon trong
mau, khong diéu tri s& bi nhiém toan ceton. BN can insulin dé 6n dinh glucose
huyét. Nguoi 16n tudi ¢d thé bi DTD tu mién dién tién cham [31].

PTPD type 1 tu mién thuong cd cac tu khang thé (KT) trong mau trudc khi

xuat hién bénh, Iic méi chan doan: khang thé khang Glutamic acid decarboxylase



65, KT khang Insulin, KT khéang tyrosine phosphatase 1A 2, KT khang Zinc
transpoeter 8. Khi bénh kéo dai, cac khang thé s& giam dan. Gen ma héa nhdm phu
hop t6 chiic 16p 11 DR DQ ¢6 lién quan dén ting nguy co DTD type 1 [15].

1.1.4.2. Pdi thao dwong type 2

Go6m nhiing ngudi ¢6 thiéu insulin twong ddi cing véi dé khang insulin. Giai
doan dau hoic ca doi BN DTD type 2 khdng can dén insulin.

Pa s6 BN c6 béo phi hozc thira can, béo phi viing bung c6 lién quan véi ting
acid béo trong mau, md md ciing tiét ra mot sé hormon 1am giam tac dung cua
insulin & cac co quan dich nhu gan, té bao ma, té bao co (dé khang insulin tai cac co
quan dich). Do tinh trang d& khang insulin, & giai doan dau té bao B bu trir va ting
tiét insulin trong mau, néu tinh trang dé khang insulin kéo dai hoic nang dan, té bao
B s& khong tiét du insulin va DTD type 2 1am sang s& xuat hién [31]. Tinh trang dé
khang insulin c6 thé cai thién khi giam can, hoac ding mot sb thuée nhung khong
bao gid hoan toan tré lai binh thuong. Yéu td di truyén anh huoang manh trong bénh
DTD type 2 [1]. Néu tim dugc mot gen cu thé gay ting glucose huyét, BN s& duoc
xép vao thé bénh chuyén biét cia TP [15].
1.1.4.3. Ddi thao duong thai ky DTP thai ky

Puoc chan doan trong 3 thang gitra hodc 3 thang cudi cua thai ky va khong
c6 bang ching vé DTD type 1, type 2 trudc d6. Néu phu nit co thai 3 thang dau
dugc phat hién ting glucose huyét thi chan doan 1a PTD chua dwgc chan doan hoic
chua duoc phét hién va ding tiéu chi chan doan nhu & ngudi khong cé thai
[15],[16].
1.1.4.4. Thé bénh chuyén biét ciia TP - Pdi thdo dwrong thir phat

Khiém khuyét trén nhiém sac thé thuong, di truyén theo gen troi tai té bao .
PTP don gen thé MODY (Maturity Onset Diabetes of the Young). Khiém khuyét
trén nhiém sic thé thuong, di truyén theo gen lan tai té bao p. Khiém khuyét gen
lién quan dén hoat tinh insulin. Bénh Iy tuy. DTP do thudc, hoa chat. Cac hoi ching
bat thuong nhidm sac thé khac d6i khi ciing két hop véi DTD [20], [15].



1.1.5. Chin doan
1.1.5.1. Chdn dodn Pdi thio dwong

Theo ADA dua vao 1 trong 4 tiéu chuan:

- IFG (Impaired fasting glucose): Glucose > 126 mg/dL (hay 7 mmol/L)
hodc: - IGT (Impaired glucose tolerance): Glucose huyét trong & thoi diém sau 2
gio 1am nghiém phép dung nap glucose duong udng 759 theo hudng dan caa WHO
> 200 mg/dL (hay 11,1 mmol/L)

- HbAlc > 6,5% (48 mmol/mol). Xét nghiém phai dugc thuc hién & phong
thi nghiém dugc chuan héa theo tiéu chuan qudc té.

- O BN ¢6 triéu chimg kinh dién hoac muc glucose huyét ¢ thoi diém bat ky
> 200 mg/dL (hay 11,1 mmol/L).

Néu khong c6 triéu chimg kinh dién (tiéu nhiéu, uéng nhiéu, an nhiéu, sut
can khéng rd nguyén nhan), xét nghiém chan doan ¢ trén can lap lai lan 2 dé xac
dinh. Thoi gian thuc hién sau 1an 1 c6 thé tir 1-7 ngay. Tai VN, nén dung phuong
phap don gian va hiéu qua dé chan doan 1a dinh lugng glucose huyét trong lac doi
2 1an > 126 mg/dL (hay 7 mmol/L). Néu HbAlc dugc do tai phong xét nghiém duoc
chuan hda quéc té, co thé do HbAlc 2 1an dé chian doan BTD [20].
1.1.5.2. Chdn dodn tién ddi thdo dwong

Chan doan tién DTD khi ¢ mot trong cac roi loan sau day:

- IFG: Pinh lugng tir 100 (5,6mmol/L) dén 125 mg/dL (6,9 mmol/L), hoic

- IGT: Glucose huyét twong ¢ thoi diém 2 gio sau khi 1am nghiém phép dung
nap glucose bang duong udng 75 g tir 140 (7.8 mmol/L) dén 199 mg/dL (11
mmol/L), hoac

- HbAlc tir 5,7% (39 mmol/mol) dén 6,4% (47 mmol/mol). Nhiing tinh trang
IFG nay chua du tiéu chuan dé chan doan PTP nhung c6 nguy co xuét hién céac
bién chiing mach méau Ién caa BTD, goi la tién DTD (pre-diabetes) [15].

1.1.6. Thuéc diéu tri
1.1.6.1. Thuoc diéu tri TP type 1
Liéu phap Insulin: O BDTD type 1 té bao B gan nhu mat hoan toan chirc nang.

Diéu tri bang insulin 1a can thiét cho nhimg nguoi mac DTD type 1 [23]. Trong ba



thap ky qua, qua nhiéu bang chiing sir dung nhiéu mii tiém insulin hang ngay hoic
tiém dudi da thong qua kim truyén 1a su két hop hiéu qua va an toan cho nhitng
ngudi mic DT type 1. Bénh nhan DTD type 1 nhu cau cd thé dugc udc tinh dua
trén trong luong, vai liéu luong dao dong tir 0,4 - 1,0 don vi / kg / ngay. Can lugng
cao hon duoc trong tudi day thi, mang thai va bénh tat [22].

Insulin duy tri mac glucose mau gan muc do sinh 1y, dugc chang minh 1a
cach tbt nhat dé phong cac bénh vé mach mau, 1am giam ty 18 tir vong, kéo dai tudi
tho va nang cao chit lugng cudc séng cua ngudi DTH. C6 thé chi dinh insulin ngay
tir 1an kham dau tién néu HbA1C > 9,0% va glucose mau luc do6i trén 15,0 mmol/l
(270 mg/dL). Ngudi bénh DTD type 2 dang mac mot bénh cap tinh khac; vi du
nhidm tring ning, nhdi mau co tim, dot quy... Nguoi bénh DTD suy than c6 chéng
chi dinh ding thudc vién ha glucose mau; nguoi bénh cé tén thuong gan... Ngudi
DTD mang thai hoic DTD thai ky. Diéu tri cac thubc ha glucose mau bang thudc
vién khdng hiéu qua, di ang voi cac thude vién ha glucose mau [13].
1.1.6.2. Thuoc diéu tri PTP type 2

- Sulfonylurea: Nhom sulfonylurea c6 chira nhan sulfonic acid urea, khi thay
dbi cau tric hoa hoc s& cho ra cac loai ché pham khéc nhau vé hoat tinh. Thuéc kich
thich té bao B tuy tiét insulin. Thudc gin vao kénh kali phu thuoc ATP (KATP) nim
trén mang té bao P tuy lam déng kénh nay, do d6 1am phan cuc mang té bao. Khi
mang té bao B phan cuc, kénh calci phu thudc dién thé s& mé ra, calci s& di vao
trong té bao l1am phong thich insulin tir cac hat dy trir. Thudc lam giam HbA1c tir 1
— 1,5%. Thubc Sulfonylurea thuoc thé hé tha nhat nhu Tolbutamide,
Chlorpropamide, Tolazamide, hién nay it dugc ding. Céac thudc thé hé 2 (nhu
Glyburide/glibenclamide, Gliclazide, Glimepiride, Glipizide) dugc wa dung hon céc
thudc thé hé 1.

+ Glyburide/glibenclamide: Glyburide duoc chuyén hda ¢ gan thanh chat dan
xuat kém hoat tinh trir khi bénh nhan c6 suy than. Tac dung sinh hoc cua glyburide
kéo dai dén 24 gio sau khi uéng 1 liéu vao budi sang, do d6 nguy co ha glucose

huyét cao, nhat 12 & ngudi gia, suy gan, suy than. Chéng chi dinh: suy than, di tng.



+ Glimepiride: Thudc c6 tac dung kéo dai, thoi gian ban hay 5 gio, cd thé
uéng ngay 1 lan vao budi sang. Thude dugc chuyén hda hoan toan ¢ gan thanh chat
khong con nhiéu hoat tinh

+ Gliclazide: Thubc c6 ham lugng 80mg, tac dung kéo dai 12 gio. Liéu khai
dau 40- 80mg/ngay. Liéu téi da 320 mg/ngay. Dang phdong thich cham cé ham
lwong 30-60mg, liéu khuyén céo téi da cuia dang phéng thich cham [a 120 mg/ngay.
Thudc duoc chuyén hda hoan toan & gan thanh chat din xuat bat hoat. Thudc it gay
ha glucose huyét hon cac loai sulfonylurea khac [38] va dugc chon vao danh sach
cac thudc thiét yéu dé diéu tri DTD cua T6 Chuc Y té Thé gidi [15].

+ Glipizide: Thudc hién khéng luu hanh tai Viét Nam. Thude dugc chuyén
hoa 90% & gan, phan con lai thai qua than. Chéng chi dinh khi c6 suy gan.

- Glinides hién c6 tai Viét Nam: Repaglinide ham luong 0,5-1-2mg Co ché
tac dung tuong tu nhu sulfonylurea. Thudc 1am giam HbAlc tir 1 — 1,5%. Thudc
dugc hap thu nhanh & rudt, chuyén hoé hoan toan ¢ gan va thai qua mat, do d6 thoi
gian ban hay ngin dudi 1 gio. Thube 1am tang tiét insulin nhanh nén lidu thuong
ding 1a 0,5-1 mg udng trudc c4c bira dn 15 phat. Lidu téi da 16 mg/ngay. Tac dung
chu yéu cua thudc 1a giam glucose huyét sau an. Thudc ciing lam ting cin va co
nguy co ha glucose huyét tuy thip hon nhom sulfonylurea. Do thdi gian ban huy
ngdn, thudc cé thé dung & ngudi gia, khi suy than.

- Metformin 1a thuéc duy nhat trong nhém biguanide con duoc sir dung hién
nay. Thudc khac trong nhom 1a phenformin da bi cam dung vi ting nguy co nhiém
acid lactic. Co ché tac dung: giam san xuat glucose & gan. C6 tac dung yéu trén ting
hiéu &ng incretin. Thudc 1am giam HbAlc khoang 1 — 1,5%. Liéu thuong ding 500-
2000 mg/ngay. it khi can dung dén liéu 2500mg/ngay, ¢ liéu nay tac dung giam
glucose huyét khong tang nhiéu nhung tac dung phu s& nhiéu hon [15]. Metformin
lam giam mirc duong huyét theo mot s6 co ché khac nhau, dic biét 1a thong qua co
ché khong qua tuy ma khong lam ting bai tiét insulin. N6 lam ting tac dung cua

insulin; do d6, n6 duoc goi la "chat nhay cam insulin”. Metformin ciing Gc ché san



xuat glucose noi sinh cua gan, chu yéu 1a do 1am giam téc do tao gluconeogenesis
va anh huéng nhoé dén qua trinh dudng phan. Hon nita, metformin kich hoat enzym
adenosine monophosphat kinase (AMPK) dan dén &c ché cac enzym quan trong
tham gia vao qué trinh tong hop gluconeogenes va glycogen trong gan dong thoi
kich thich tin hiéu insulin va van chuyén glucose trong co. AMPK diéu chinh sy
trao doi chit cua té bao va co quan va bt ky su giam ning luong gan nao ciing dan
dén sy hoat hoa cua AMPK [63].

- Thiazolidinedione (TZD hay glitazone) co ché tac dung: Hoat hda thu thé
PPARY, tang biéu 16 chat chuyén chd glucose loai 1-4 (GLUT1 va GLUT4) giam
nong do acid béo trong mau, giam san suat glucose tai gan, ting adiponectin va
giam sy phong thich resistin tir té bao ma, ting chuyén hda té bao md kém biét hoa
(preadipocytes) thanh té bao m& truong thanh. Thude 1am ting nhay cam véi insulin
& té bao co, md va gan. Giam HbAlc tir 0.5 — 1,4%. Hién nay tai Viét Nam chi c6
Pioglitazone con duogc st dung. Nhém TZD khong gy ha glucose huyét néu ding
don doc. Chdng chi dinh: suy tim do 111-1V theo Hiép Hoi Tim New York (NYHA),
bénh gan dang hoat dong, enzyme gan ALT ting gip 2,5 gii han trén cua tri s6
binh thuong.

- Uc ché enzyme a-glucosidase co ché tac dung: thudc canh tranh va tc ché
tac dung cua enzyme thuy phan duong phtc thanh dudng don, do d6 1lam cham hap
thu carbohydrat tir rudt [12]. Giam HbAlc tir 0,5 — 0,8% Thudc cha yéu giam
glucose huyét sau an, dung don doc khdng gay ha glucose huyét. Tac dung phu cha
yéu & duong tiéu hoa do tang lugng carbohydrat khong dugc hap thu & ruot non dén
dai trang, bao gom: sinh bung, day hoi, di ngoai phan long. Udng thubc ngay truéc
an hoac ngay sau miéng an dau tién. Bita an phai c6 carbohydrat. Thudc hién co tai
Viét Nam: Acarbose (Glucobay), ham luong 50 mg. Liéu dau c6 thé tir 25 mg udng
ngay dau bira an, 3 1an/ngay.

- Thuéc c6 tac dung Incretin lam tang tiét insulin tly thudc mic glucose va it
nguy co gy ha glucose huyét. Rudt tiét ra nhiéu loai incretin, hormon & rugt c6 tac

dung tang tiét insulin sau dn bao gom glucagon like peptide-1 (GLP-1) va glucose
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dependent insulinotropic polypeptide (GIP). Nhém nay gom 2 loai: thuéc déng van
thu thé GLP-1 dang tiém (glucagon like peptide 1 receptor analog- GLP-1RA) va
thudc e ché enzyme dipeptidyl peptidase-4 (DPP-4). Glucagon like peptide 1 1a
mot hormon duoc tiét ra & phan xa rugt non khi thire an xubng dén ruot. Thude 1am
tang tiét insulin khi glucose ting trong mau, va giam tiét glucagon ¢ té bao alpha
tuy; ngoai ra thudc ciing 1am cham nhu d6ng da day va phan nao giy chan an. GLP-
1 bi thoéi giang nhanh chdng bai enzyme dipeptidyl peptidase - 4, do d6 cac thudc
tic ché enzye DPP- 4 duy tri ndng do GLP-1 ndi sinh, khong lam ting can va khong
gay ha glucose huyét. Uc ché enzyme DPP-4 (Dipeptidyl peptidase-4) co ché uc
ché enzyme DDP- 4, mot enzyme thodi giang GLP-1, do d6 lam ting ndng d6 GLP-
1 (glucagon-like peptide) c6 hoat tinh. Thubc wc ché enzyme DPP-4 1am giam
HbAIc tir 0,5 — 1,4%. Dung don doc khong gay ha glucose huyét, khong lam thay
dbi can nang. Thudc duoc dung nap tét. Hién tai & Viét nam cd cac loai: Sitagliptin,
Saxagliptin, Vildagliptin, Linagliptin. Thudc ddng véan thu thé GLP-1 (GLP-1RA:
GLP-1 Receptor Analog). Hién nay tai Viét Nam chi Iuu hanh Liraglutide.

- Thudc ic ché kénh dong vdn chuyén Natri-glucose SGLT2 (Sodium
Glucose Transporter 2) Glucose duoc loc qua cau thian sau dé dugc tai hap thu cha
yéu & dng than gan duéi tac dung cua kénh ddng van chuyén Natri-glucose (Sodium
Glucose coTransporters (SGLT). SGLT2 gidp tai hap thu khoang 90% glucose loc
qua cau than, do do6 ic ché tac dung kénh nay & bénh nhan DTD tip 2 s& lam ting
thai glucose qua dudng tiéu va giip giam glucose huyét. Hién nay tai Viét Nam chi
Iru hanh thudc Dapagliflozin.

- C4c logi thudc vién phéi hop: do ban chat da dang cua co ché bénh sinh
DTD tip 2, viéc phoi hop thuoc trong dicu tri s€ mang lai hi¢u qua giam glucose
huyét tot hon, dong thoi giam tac dung phu khi tang liéu mot loai thude dén tdi da.
Nguyén tac phéi hop 1a khong phdi hop 2 loai thudc trong ciing 1 nhém, thi du
khéng phdi hop gliclazide vai glimepiride. Ngoai ra vién thuc phdi hop 2 nhém
thudc s& gilp cho s6 vién thudc can sir dung it hon, lam ting tinh tudn tha ding
thudc caa bénh nhan. Bt loi cua vién thudce phdi hop 1a khong thé chinh liéu 1 loai
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thudc. Hién nay tai Viét Nam c6 cac thuéc vién phdi hop Glyburide/ Metformin
(glucovance), Amaryl/ Metformin (coAmaryl), Sitagliptin/Metformin (Janumet),
Vildagliptin/ Metformin (Galvusmet), Saxagliptin/Metformin (Komboglyze) dang
phdng thich cham. Pioglitazone/Metformin [13].

1.2. Tong quan vé Pai thao dwdng theo Y hoc ¢ truyén

1.2.1. Quan niém theo Y hoc co truyén

DTD thudc pham vi chimg “Tiéu khat” cua YHCT [1], [12]. Tén bénh “Tiéu
khat” bat ngudn tir sach Noi kinh. Tir doi Puong vé sau, sach vé y gia can cir vao 3
chu chung cua bénh nay 1a: uéng nhiéu, in nhiéu, tiéu nhiéu ma dit tén thanh
“thuong tiéu”, “trung tiéu”, “ha tiéu” dé lam tiéu chuan bién ching. Chu chung:
Khét udng nhiéu, hay dn ma gy, tiéu tién luén di ma nhiéu hodc nudc tiéu co vi
ngot [9].

- Bénh duoc phat hién va mo ta sém tir thé ky tha IV — V trugc Cong nguyén.
Trong “Hoang dé Nai kinh t5 van” goi 1 chimg “tiéu” hay “tiéu khat”.

- Sach “Linh khu, Ngii bién thién” viét: “Ngii tang giai nhu nhuoc gia, thién
bénh tiéu dan”. Nghia la: “Ngii tang hu nhugc dé bi bénh tiéu”.

- Trong “Ngoai trj bi yéu, Tiéu khat mén” viét: “Tiéu khat gia, nguyén ky phat
dong, thir tic than suy sé tri, mdi phat tic tién chi diém”. Dich nghia: “Bénh tiéu
khat ban dau do than suy nén mdi khi tiéu tién nuéc tiéu cd vi ngot” [1].

- Theo Tué Tinh (Tué Tinh toan tap): tiéu khat 1a chung trén thi mubn uéng
nuée, dudi thi ngay dém di dai rat nhiéu. Nguyén nhan do dam duc qua dd, tra ruou
khéng ching, hodc an nhiéu do xao nudng, hodc thudng udng thudc bang kim thach
lam cho kho kiét chat nuéc trong than, khi néng trong tam chay ruc, tam tiéu nung
nau, ngil tang khd réo, tir 46 sinh ra ching tiéu khat [17].

- Theo “Hai Thuong Y tong tdm linh, Y trung quan kién”: bénh tiéu khat phan
nhiéu do hoa l1am tiéu hao chan am, nam chat dich bj khé kiét ma sinh ra.

Theo su ghi chép qua cac thoi dai, thay c6 nhiéu yéu t6 lién quan. Yéu to thir
nhat 12 tién thién bat tac, chi nguyén khi bi hu. Yéu té thir hai 1a hau thién: do diéu
Kién an udng that thuong, qua no hay qua déi, an qua nhiéu chat béo ngot. Yéu t6

hau thién ciing can ké téi 12 qua trinh sdng, trang thai tinh than, khéng 6n dinh, cing
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thang qua muc kéo dai (lo 1ing, buc tac, budn phién, kinh sg). Cac nguyén nhan nay
hay gap ¢ nguoi cao tudi [12].
1.2.2. Nguyén nhan theo Y hoc co truyén

Nguyén nhan gay bénh c6 khi mot nhung da s 1a nhiéu nhan té phéi hop:

- Tién thién thién bat tdc: do bam t4, ngii tang hu yéu, ngii tang hu yéu, tinh
khi cta ngil tang dua dén tang trir ¢ than giam sat, dan téi tinh khuy dich kiét ma
gay chung tiéu khat.

- An udng khéng diéu do: an qua nhiéu thir béo ngot hoic ubng qua nhiéu
ruou, an nhiéu d6 xao nuéng lau ngay 1am nung nau, tich nhiét & Ty Vi, nhiét tich
lau ngay thiéu ddt tan dich ma gay chtng tiéu khat.

- Tinh chi that diéu: do nghi cang thang thai qué, hoic do uit Gc lau ngay, lao
tam lao luc qua d6 1am cho ngii chi cuc uat ma héa hoa. Hoa thiéu dét phé, vi than,
lam cho phé téo, vi nhiét, than am hu. Than 4m hu 1am tan dich giam, phé tao 1am
mat chirc ning tuyén phat, khéng dwa tinh hoa cua thiy cde di nudi co thé dugc ma
don xudng bang quang nén ngudi bénh khat nudce, tiéu nhiéu, nudce tiéu cé vi ngot.

- Phong lao qua d6: do dam mé tiru sic, sinh hoat bura bai 1am cho than tinh
khuy ton, hu hoa noi sinh lai 1am thay kiét thém. Cudi cing than hu, phé tao, vi
nhiét, do d6 xuat hién tiéu khat.

- Dung thudc 6n tao kéo dai 1am hao ton am dich: ngay xwa c6 nguoi thich
ding phuong thudc “Trang dwong chi thach” 14 loai thudc rat to nhiét, 1am hai chan
am va sinh tiéu khat. Ngay nay khong ding thach dugc dé udng, muén ting hoat
dong tinh duyc thi udng thudc trang duong cé tinh on téo, lai udng kéo dai sé sinh tao
nhiét & trong, &m dich hao ton nén sinh tiéu khat [1],[12].

1.2.3. Phén thé lam sang va diéu tri theo Y hoc co truyén

Theo céc nghién ciu mai, phan thé 1am sang ¢ Thuong tiéu, Trung tiéu, Ha
tiéu khong con phd hop véi dién bién phic tap cua bénh DTD hién nay , [12] bénh
nhan khong cé nhiing triéu chuang tiéu biéu cua Tiéu khat ma co thé dién tién sang
giai doan bién chung. Vi vay, cic nha 1am sang da tong hop nhiing triéu chang
thudng gap cua bénh nhan DTD tir d6 t6ng hop thanh cac ching hau dé diéu tri [12]
[90]. CAc thé thuong thay trén 1am sang:
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- Thé Vi 4m hu, tan dich khuy ton: Miéng kho, hong tao, an nhiéu, mau doi,
dai tién bi két, chat ludi do, réu ludi vang, hodc réu ludi tring khd, mach tram
huyén.

Phap tri: Dudng am sinh tan. Tang dich thang gia giam (Sinh dija, huyén sam,
Mach mdn, Thién hoa phan, Cat cin, Thach hoc).

- Thé Vi 4m hu, Vi héa vuong: Khat nudc, udng nhiéu, an nhiéu, mau doi,
cam giac mét moi, néng trong ngudi, tidu tién nhiéu lan, lwong nhiéu, nudc tiéu
vang duc, dai tién bi két, chat ludi do, réu ludi vang khd, mach hoat sac.

Phap tri: tu am thanh nhiét. Bai Tang dich thang hgp Bach ho thang gia giam
(Thach cao, Tri miu, Huyén sam, Sinh dia, Mach mdn, Thién hoa phan).

- Thé khi 4m ludng hu: Miéng khd, hong tdo, mét moi, doan khi, lung gbi
moi yéu, hdi hop, tréng nguc c6 thé kém theo tic nguc hoic dau thit nguc, tu han,
dao hén, hoa mét, chéng mat, U tai, chan tay t& bi, cam giac v6 luc, thi luc giam,
chat lugi béu, réu ludi tring, mach tram vi.

Phéap tri: ich khi dudng a&m. Bai Sinh mach tan hgp Tang dich thang gia vi
(Nhan sam, Mach mén, Ngii vi tr, Sinh dia, Huyén sam, Hoang ky, Cat cin, Hoai
son, Son thu)

- Thé Than am hu: miéng khat, mét moi, lung gbi moi yéu, cam giac nong
trong, ¢6 lic bbc hoa, ngu it, hay mé, dai tién t4o, tiéu tién vang sim, chat ludi do,
réu ludi vang day, khd, mach tram té sac.

Phap tri: tu bo than am. Bai Luc vi dja hoang hoan gia giam (Sinh dia, Hoai
son, Son thu, Pon bi, Phuc linh, Trach ta, Thién hoa phan, Ky tir, Thach hoc).

- Thé Than Duong hu: Miéng khat, khdng mudn uéng nudc, mét moi, doan
khi, so lanh, chan tay lanh, phd mat hoic chan, sic mat u m, tai kho, ring lung lay
muén rung, khéng mudn an, liét duong, dai tién long hoic 1dc long Iic téo, tiéu tién
duc, lugng nhiéu, chat ludi dam tia, réu ludi trang kho, mach tram vi vé luc.

Phap tri: B6 duong, ich khi, dudng than. Bai Than khi hoan gia giam (Sinh
dia, Hoai son, Son thu, Pon bi, Phuc linh, Trach ta, Phu tir, Qué chi, Kim anh tu,

Hoang ky, Khiém thuc, Thién hoa phan).
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Cham ctu: B6 (Than du, cach du, Thai khé, Phuc lwu, Thay tuyén, Tam am
giao, Vi du, Phyc Iuu). Ta (Théi xung, Tuc tam 1y, Phong long). Nhi cham (Phé, Vi,
Noi tiét, Than, Bang quang). Mai hoa cham gb doc kinh Bang quang hai bén cot
séng tir Ty du dén Bang Quang du.

Khi cong — Dudng sinh: luyén y, luyén tha, luyén hinh thé.

Xoa bop bam huyét ving lung, tt chi [12].
1.2.4. Phén tich thanh phén vién nang theo Y hoc cé truyén

Theo quan diém YHCT cac vi thudc dung trong bai thudc ha dudng huyét
(diéu tri chimg Tiéu khat) c6 cac tac dung chinh nhu sau: B6 khi (ting qua trinh hip
thu oxy dé tao ning luong cua té bao, ting cuong kha ning hoat dong cia co quan);
B6 am, sinh tan dich (ting chuyén hod cac chit dudng — dam — m& va qua trinh
chuyén hoa nudc cua té bao); Hoat huyét (thuc ddy su luu théng ciia mau, chdng sy
hinh thanh cuc mau d6ng); Thanh nhiét (chdng viém, ting qu4 trinh thai doc cua co
thé).

Giao ¢b lam vi déng, tinh han vao kinh Can, Phé voi tac dung bd khi, hoat
huyét, thanh nhiét, giai doc [14].

Thach hoc tia ¢6 tac dung bd am, sinh tan, chi khat, vao cac kinh Vi, Than,
Phé. Cong nang chu tri: Tu am thanh nhiét, ich vi sinh tan chu tri am hu ndi nhiét,
tan dich hao ton (ndng s6t nhe, but rit, hao khat). Vi am hu, vi nhiét (an kém, non
khan, moi miéng kho, 16 loét miéng), tiéu khat [6],[14].

Va Me rung c6 tac dung chi khat, sinh tan, thanh nhiét. C6 tdc dung nhuan
Phé, hoa dom, sinh tan [6].

Su két hop cua ba loai dugc li¢u nay tao nén tac dung tuong ddi dﬁy du, dé
hd trg cho nhau trong diéu tri chtng Tiéu khét theo YHCT.
1.2.5. Cdc nghién ciru vé cdc bai thuéc, vi thuoc Y hoc co truyén diéu tri Pdi thdo
dwong
1.2.5.1. Trong nuoc

Nam 2010, theo nghién ciu cua Huaa Hoang Oanh khao sat tac dung ha
glucose huyét cua hai dang bao ché tra thuéc va vién nang kho qua - da bap do trén

chudt nhit trang. Ca hai dang thudc déu co tac dong lam giam glucose huyét cua
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chudt dai thao duong da giy ting glucose huyét boi alloxan sau khi st dung 14
ngay d6i vai vién nang Kho qua - Pa bup do; tir ngay diéu tri thir 21 d6i véi tra
thudc Khé qua - Pa bap do va khong anh hudng dén glucose huyét caa chudt binh
thuong. Tac dong lam giam glucose huyét twong duong véi gliclazide [4].

Niam 2012, nghién ctu cia Hra Hoang Oanh vé khao sat twong tac thudc
gitta nhan sdm va metformin trén chudt nhit tring gy ting glucose huyét bang
alloxan 70mg/kg cho thay c6 diu hiéu cua sy tuwong tac gira Nhan sam va
metformin trén chudt bi gay dai thao duong thuc nghiém bai alloxan sau 14 ngay
uéng thuéc. O 16 chudt udng dong thoi metformin va dich chiét Nhan sam, nong do
glucose huyét giam nhiéu hon so véi 16 chudt chi uéng metformin (p<0,05) [11].

Nam 2012, Nghién cttu cua Nguyén Tran Chau DS Mai Anh khao sat tac
dong caa cao chiét tir vo than Virng qua xoan trén bénh dai thao dudng type 2 trén
chudt nhit duoc gay bénh dai thao dudng. C6 két qua Cao Ving qua xoan lam giam
nong d6 duong huyét cua chudt sau 15 ngay dung duong udng lidu 2g/kg/ngay [8].

Nam 2014, theo nghién ctru cua Tran Hoang trong nghién ciru tac dung ha
duong huyét caa hat mc méo trén thuc nghiém. Véi liéu cao nhit dugc dung tir cao
chiét con hat Méc méo C. bonduc 500 mg/kg c6 tac dung ha dudng huyét cao hon
so vai lieu 250 mg/kg (p.<.0,05). Khéng c6 su khac biét dang ké gitta 16 dung
glibenclamide (10 mg / kg thé trong) voi 16 dung cao chiét con hat Méc méo C.
bonduc véi liéu 500 mg/kg (p.>.0,05) tir ngay thir 4 dén ngay tha 7 [3].

Nam 2015, Duong Thi Mong Ngoc va cong su da khao sat doc tinh cap va
tac dung ha duong huyét thuc nghiém cta cao nuéc chiét tir hdn hop 3 dugc lidu
(Méc ¢&, Rau meéo, Mudp dang) trén chuot nhat tring Swiss albino. O liéu 1,4 g/kg
thé trong chuot/ ngay, cao chiét nay c6 tac dung lam giam 33,15 % nong d6 glucose
trong huyét thanh chudt bi Pai thao dudng bang streptozotocin twong duong véi tac
dung cua gliclazid ¢ liéu 200 mg/kg, dat y nghia thong ké so véi nhém chiing bénh
ly (p < 0,05). Khi khao sat doc tinh cap duong ubng, khong cé chuét tir vong & lidu
16,45 g/kg thé trong [2]

Nam 2019, Kiéu Xuan Thy va cong su nghién cau sy tac dong lén trong

luong va duong huyét cia chudt bi Pai thdo duong cia cao nudc 14 Mat gau thu
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thap tai tinh Soc Trang. Cho két qua cao nudc tir bai thude 14 Mat gu udng liéu 100
mg/kg va 200 mg/kg c6 tac dong duy tri thé trang va co tac dong ha duong huyét
sau 15 ngay uéng trén chudt bi BT so véi nhém ching glibenclamid 5 mg/kg [5].
1.2.5.2. Nudc ngoai

Niam 2012, nghién ctu vé Hoang Lién hoan vé tac dung ha duong huyét trén
chudt mic TP do STZ gy ra, cho thay chiét xuat cé thé lam giam muc duong
huyét sau in ctia chuét mac DTD. Hon nira, chiét xuat c6 thé ic ché hoat dong cua
sucrase va maltase trong 6ng nghiém. Hoan lién hoan c6 tac dung chong ting duong
huyét manh déi véi chudt mic bénh BTD do STZ gay ra, thdng qua viéc tc ché sy
gia ting hoat dong cua céc disaccharidaza trong rudt va nang cao mic insulin huyét
turong & chudt mac bénh DTD do streptozotocin gay ra [81].

Niam 2016, nghién ciru cua Muhammad Tayyab Akhtar chiét xuat tir Xuyén
tam lién trén chudt giy DTD béo phi. Chiét xuat tir cdy Xuyén tam lién duoc trong
viéc phuc hdi cau hinh trao doi chat bi réi loan caa chudt. Cac nghién ciru sdu hon
vé chuyén héa dua trén cong hudng tir cling véi cac phuong phép di truyén ¢ dién
va ki thuat phan t hién dai c6 thé gidp hiéu sau hon vé cac co ché lién quan dén su
phat trién va tién trién cua bénh DTD va tac dung chéng DTD cua chiét xuit
nudc A. paniculata [59].

Nghién ctru ciia Ya Liu ndm 2019 véi hop chat Shengi (tir Nhan sam, Hoang
ky, Sinh dia, Thién hoa phan, Son thu du, Hoai son, Bac ha, Pai hoang). Trong
nghién cau nay, hop chat Shengi va sitagliptin c6 thé cai thién hiéu qua lipid huyét
thanh, nong d6 hormone (insulin huyét thanh (INS), Glucagon (GC) va Glucagon-
Like Peptide-1 (GLP) -1)), 1am giam phan &ng viém (Protein phan ung C qua man
cam (hsCRP)), dao dong duong huyét. Hop chat Shengi 1a mot loai thudc diéu tri
hiéu qua trén bénh BTD type 2. Thé hién kha niang ngin ngira dao dong duong
huyét, cd thé bat nguon tir viéc diéu chinh 19 trinh tin hiéu mTOR [76].
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1.3. Tong quan vé Vién nang GYDENPHY
1.3.1. Nguon goc

Vién nang Gydenphy do hoc vién Quan y chiét xuat tir ngudn dugc lidu tir
tinh Cao Bing cung cip dat tiéu chuan co s (TCCS) (chi tiét Quy trinh bao ché
vién nang phan phu luc)

1.3.2. Thanh phén
Vién nang Gydenphy thanh phan bao gém (chi tiét phan phu luc):
- Cao Giao c6 lam 90,0mg. Chiét xuat tir phan than trén mat dat
- Cao Thach hoc 86,0mg. Chiét xuét tir toan cay
- Cao Me ring 224,0mg. Chiét xuat tir qua me ring
- Ta duoc vira du 1 vién.
1.3.3. Gido cé lam

Tén goi khac: Cam Tra van, That diép dom, cay truong sinh, cdy co Than ky,
Sam phuong nam, Ngii diép sam.

Tén khoa hoc: Gynostemma pentaphyllum (Thunb). Makino ho Bau
bi (Cucurbitaceae) .

M6 ta: Cay thao c6 than manh, leo nho tua cudn don & nach la. Cay duc va
cay cai riéng biét. L4 kép hinh chan vit. Cum hoa hinh
chuy mang nhiéu hoa nhé mau tring, cac canh hoa roi
nhau xoé hinh sao, bao phan dinh thanh dia, bau c6 3 voi
nhuy. Qua khd hinh cau, duong kinh 5 -9 mm, khi chin
mau den.

B6 phan dung: Phan trén mat dat phoi siy khd. Phan bo:
Giao co lam séng & d6 cao 200m — 2000m & céac ving

phia Bac cua Viét Nam, Bic Triéu Tién, Nhat Ban, Nam

Trung Qudc.
Hinh 1. 1. Cay Giao cé Téac dung ha glucose mau: Giao co lam giip 6n
lam [71] dinh dudng huyét, hd tro diéu tri DTD type 2. Cac chat
trong Giao c6 lam c6 tac dung on dinh duong huyét trén BN DTD type 2. Giao ¢6

lam hau nhu khéng c6 tac dung ha duong huyét khi nong d6 duong trong mau &
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ngudng gidi han binh thuong ma chi 1am giam duong huyét trén di twong cd nong
d6 duong huyét cao [18].

Nam 2011, Vit Thi Thanh Huyén phdi hop véi Hoi DTP Thuy Dién déanh gia
tac dung cua tra Giao co lam VN ddi véi sy nhay cam véi insulin ¢ BN BTD type 2
chua dung thudc thuc hién trén 65 BN BTD type 2 tai bénh vién Lo Khoa Trung
wong c6 chi s6 duong huyét ldc doi trong khoang tir 9 mmol/l. Sau 12 tuan st dung
tra Giao c6 lam lam giam duong huyét xubng 3 mmol/l, so véi nhom déi ching
khéng st dung. Nghién ctru ciing nhan thiy néu sir dung mot thude ha duong huyét
gliclazide trong 4 tuan sau d6 chuyén sang sir dung tra Giao ¢6 lam trong 8 tuan
cling gitp 1am giam duong huyét lic do6i 1a 2,9 mmol/l so véi nhém chi sir dung
gliclazide don thuan trong 4 tuan dau [42]. Bong thoi sir dung tra Giao ¢ lam lam
ting mirc d6 nhay cam cua té bao vai insulin, kha ning sir dung glucose cua té bao,
do d6 gitp 6n dinh ndng d6 dudng trong mau .

Nam 2020, Zhu Kui Niu d nghién ctu tién bo vé co ché, tac dung cua Giao
cb lam va céc thanh phan hoat dong caa n6 trong viéc cai thién céac bién ching cua
DTD, va cung cap tai liéu cho viéc phét trién va st dung Giao cb lam. Tong s6 260
tai liéu lién quan di dugc truy xuit, Gynostemma pentaphyllum va céc thanh phan
hoat tinh cua n6 cd thé cai thién mot loat cac bién ching DTD, nhu bénh than do
DTD, bénh co tim do DTD, nhidém trang phuc tap do DTD, bénh than kinh do
DTD,... Co ché lién quan dén viéc diéu hoa céc chét hoat tinh, bao vé té bao cau
than, chéng lai stress oxy hoa, uc ché xo hoa mo ké& than va chéng viém; cai thién
hoat dong cua enzym co tim, diéu hoa cua yéu to ting truong than kinh [89].

Niam 2020, Wang Tong Zhuang nghién ciu tac dung ha duong huyét cua
chiét xuat l1a Giao c6 lam trén chudt mac BTD do streptozotocin (STZ), chiét xuat
l4 Gynostemma pentaphyllum liéu cao 1am giam déng ké lugng duong huyét luc doi
cta chudt mac BTD [86].

Niam 2020, Wang Zhao da danh gia hoat tinh chong oxy hoa, ha duong huyét
va chéng viém in vivo va in vitro cia cac hop chat monome gypenoside cua
Gynostemma pentaphyllum (Thunb.) Makino nham tim ra hop chat cé hoat tinh tét

va it doc tinh. Két qua cho thay, 5 hop chét c6 tac dung Gc ché manh enzym a-
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glucosidase phu thuoc vao liéu luwong. Nguoi ta thay rang hop chat 20-
dihydroxydama-24-etylene-21-axit  cacboxylic  21,23-lacton  3-O-  [o-L-
Rhamnanopyranosyl (1 — 2)] [p -D-xylopyranosyl (I — 3)] - 6-O-ethyl- p -D-
glucopyranoside cd thé dat duoc hiéu qua ha dudng huyét tét, dong mot vai tro tich
cuc trong viéc chong viém. Pong thoi co tac dung bao vé nhit dinh ddi véi gan,
than va phoi [87].

Nhu vay, tac dung ha duong huyét cua giao cb lam dua trén cac co ché:
Kich thich té bao B dao tuy tang tiét insulin [35]. Giam tinh khang cua té bao dbi
véi insulin . Giam tong hop glucose & gan [35],[80].
1.3.4. Thach héc tia

Tén goi khac: Thach hoc ri sat con goi 1a kim thoa thach hoc, thiét bi thach
hoc, hac tiét thao, hoang thao. Cay c6 tén thach hoc 1a do cdy nay thuong moc &

trong cac ke da.

Hinh 1. 2. Cay Thach hoc [28]
Tén khoa hoc: Dendrobium officinale Kimura et Migo. Ho Lan Orchidaceae
[6],[39]. P4 duoc dinh danh trong phan phu lyc.
Mo ta cdy: Thach hoc la ciy phu sinh moc trén ciy gd hay vach da, cao 30-
50 c¢m, thuong moc thanh khoém. Than hoi det, ¢ ranh doc, phia trén hoi day hon,
c6 @6t dai 2,5- 3,0 cm, c6 van doc. Than thach hac tia c6 mau tia, than céc thach hoc
khéc c6 mau xanh. L& moc so le thanh day déu hai bén than, thudn dai, hau nhu

khéng cudng, dau 14 hoi cudén hinh méng, c6 5 gan doc, dai 12 cm, réng 2 - 3 cm.
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Cum hoa ¢ k& Ia. Hoa to mau hdng, moc thanh chim trén nhitng cuéng dai, mang 2
- 4 cénh hoa ¢ canh mdi hinh bau duc, nhon, cuén thanh phéu trong hoa, & hong
hoa ¢ nhitng diém mau tim. Qua nang hoi hinh thoi, khi khé ty mo. Hat rat nhiéu
va nho nhu bui phan. Cay moc hoang & rirng ndi trén cay gd, dugc trong lam canh &
Viét Nam. Trong chi Thach hac c6 nhiéu loai dung dé lam thudc quy.

B6 phan dung, phan bd, thu hai, ché bién: toan cay, thu hai vé mua dong,
phoi hoic say khd, khi ding tim ruou, d6 chin, thai nho. Phan bd tu nhién cha yéu
& vlng rimg c6 do cao 1.000 - 3.400 m so v&i mit bién, thudng phu sinh vao cay gb
hodc vach d4 c6 moc réu dudi tn rimg ram mat, trong diéu kién moéi truong tu
nhién d6 am 70%, nhiét 46 khdng khi binh quan nam 12 - 18 d6 C, lwong muwa 900 -
1.500 mm. Cay thach hoc tia phan bb & Viét Nam, Lao, Trung Quéc, Myanmar va
nhiéu nudc nhiét doi, can nhiét déi. Cay phan bb & khap céc tinh mién ndi nudc ta,
nhiéu nhit & cac tinh c6 dia hinh ntii d4 voi nhu Hoa Binh, Ninh Binh, Thanh Hoa,
Lao Cai, Lai Chau, Cao Bang.

Thach hoc tia c6 thé dung don doc hodc phdi tron véi cac duoc liéu khac.
Trong duoc dién c6 dé cip dén nhiéu loai Thach hoc nhung tét nhat van 12 Thach
hoc tia.

Téc dung duoc ly: Ha duong huyét [39]. Nam 2016, Shao Zhen Hou da két
luan nude chiét Thach hoc 6 tac dung lam giam cac bién ching trén chudt gay
DTP bang STZ [66]. Nam 2017, Hong Zheng phat hién ra mirc duong huyét cé thé
giam & nhiing con chudt cho udng dich chiét tir Thach hoc sau khi tiép xtc véi STZ,
cho thdy tac dung cua nudc chiét trong viéc ngin ngira DTD. Cac co ché trao doi
chat co ban vé tac dung cua dich chiét da duoc kham pha thém bing céch sir dung
phuong phap chuyén hda dya trén cong huéng tir hat nhan. Két qua cho thay tac
dung ha duong huyét c6 thé lién quan
dén viéc tang tong hop glycogen & gan,
diéu chinh nang lwong va chuyén hoa
axit amin cling nhu bao vé qua trung

gian taurine chéng lai stress oxy hoa
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[40]. Nam 2018, Ming Zhao da nghién ciu ding Thach hoc diéu tri bénh than do
PTP bang cach ngin ngira khang insulin, dich chiét Thach hoc nhu mot loai thude
tu nhién [58].

1.3.5. Me rirng

Tén goi khac: chum rudt ndi, man ring, cam lam, tram rieng, me qua tron,
mac kham, may kham (Tay)...

Tén khoa hoc: Phyllanthus emblica Linn Ho Thau dau (Euphorbiaceae) [6].

Pic diém thuc vat: Cay gd nho, cao khoang 5- 7m, c¢6 khi cao hon. La nho

Hinh 1. 3. Cay Me rimg [45] xép sit nhau thanh hai day, trong nhu 13 kép 1ong chim‘. Hoa
nho, mau vang, moc thanh tan ¢ lach 1a. Qua thit hinh cau, co
khia rit mo. Ra hoa vao thang 4, thang 5.

Phan bd: Cay me ring phan bd rong rédi ¢ ving can nhiét déi va nhiét doi
chau A nhu ¢ Trung Qudc, An D9, Indonesia, ban dao Malaysia...[26]. O nudc ta,
cay moc hoang hu yéu & khu vuc mién ndi phia Bic (Cao Bang, Lang Son...) [14].

B6 phan dung: RE, vo cay va qua la nhitng bo phan dugc ding lam thuéc. Ré
VA V6 cdy thu hai quanh nim; qua thu hai vao thang 8- 9 hang nim (thoi diém qua bat
dau chin).

Tac dung duoc ly: Crom trong me rimg cé tac dong tich cuc cho ngudi bi
DTD [47]. Vi crom can cho sy chuyén hoa cac glucid va lipid. Riéng ddi Voi
insulin, crom tao thuan loi cho insulin lién két véi co quan thu cam cia né, do d6
gilp cho sy dong hoa dudng glucose cua cac té bao, tao su diéu tiét ty 1¢ insulin
trong mau, lam ting tinh nhay cam cia cac moé ddi véi insulin, binh thuong va 6n
dinh glycemic [30]. Theo nghién ctru nim 2012 ctia Masharani, c6 méi lién hé chat
ché giita crom trong huyét thanh va sy thay doi trong khang insulin (B = -0,83, p =
0,01) [55]. Nghién ctru nam 2019, ctia Pryanka Sarma két luan cac chat hoa thuc vat
cua P. emblica I1a nhirng chat chéng DTD rat tiém nang. St dung céc ky thuat hién
dai, cac phan tir nay c6 thé duoc sir dung dé phat trién mét loai thudc tri DTD hiéu
qua [67].
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1.4. Tong quan vé md hinh giy Pai thao dwong trén dong vat thwe nghiém
1.4.1. Mdu chuét kiéu mé phéng ddi thdo dwong type 1

Pic diém chinh cua DTD type 1 1a su phéa huy ty mién dich cua té bao p
tuyén tuy, din dén thiéu san xuat insulin. O cac mé hinh dong vat, su thiéu hut
insulin trong qua trinh san xuat co thé xay ra do nhiéu co ché khéac nhau, tir viéc cat
bo té bao B bang hoa chat dén céc lodi gam nhdm sinh san tu phat bénh DTD ty
mién.

Trong cac md hinh gdy BTD type 1 vé mit hda hoc, nhiéu té bao B noi sinh bi
pha huy, va do d6 rat it san xuat insulin ni sinh, din dén ting duong huyét va giam
can. Bénh thuong duoc gay ra khoang 5-7 ngay trude khi bat dau ther nghiém dé
dam bao tinh trang ting dudng huyét 6n dinh. Hai hop chat chinh duoc sir dung dé
gay ra bénh DTD Ia streptozotocin (STZ) hoic alloxan. Do ciu tric cua chlng
tuong tu nhu glucose, dong vat nhin an c6 xu hudng nhay cam hon. Ca alloxan va
STZ déu twong d6i khéng 6n dinh, va 1y twang nhat 1a nén pha dung dich ngay trude
khi tiém [50].

Cho mot liéu cao duy nhét tir 100 dén 200 mg/kg & chudt tir 100 dén 200
mg, tiy thudc vao chung chudt. Diéu nay dan dén pha huy nhanh chong cac té bao B
va gay ting duong huyét [50]. Trong mét sé mé hinh, mot lidu STZ duy nhét c6
hiéu qua gay DTD type 1. Tuy nhién, ¢ chudt, nhiéu liéu thap (40 mg / kg) 1a hiéu
qua nhat trong viéc duy tri kha ning séng cua chudt va gy rdi loan chirc ning tuyén
tuy théng qua su pha hiy mién dich. Pap (ing nay twong ty nhu trong giai doan Khoi
phat bénh DTD type 1 & nguoi .

STZ véi cong thirc CsHisN307 (2-deoxy[69]-2- (3- (methyl-3-nitrosoureido) -

D —glucopyranose) [44],[69], 1a mot loai khang sinh dugc san xuat boi vi
khuan Streptomyces achromogens va cé dic tinh khang khuan pho rong [50]. N6
chta moét phan tir glucose (0 dang deoxy) dugc lién két voi mot goc
metylnitrosourea, goc glucose hudng dén céc té bao B tuyén tuy, STZ nhan ra thu
thé GLUT2 c6 nhiéu trén mang té bao B. Do do, té bao B tuy la myc tiéu cu thé caa
STZ. Pbi véi tiém trong phic mac, STZ c6 thé dugc loai bo hoan toan trong vong

48 gio sau khi udngva tac dung methyl héa DNA cia né nhanh chéng giam
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di. Nhitng bang ching nay chi ra riang doc tinh cap tinh ctia STZ chi ton tai rat ngan
Tuy nhién, chirc ning cua té bao P tiép tuc giam khi khong c6 STZ cd thé phat hién
dugc. Hién nay ngudi ta da biét ring chinh tinh trang ting duong huyét do nhiém
doc STZ cap tinh di thac day sy phan hay thém té bao B [78].

STZ 6n dinh trong khoang 2 nim néu duoc déng bang (-20 ° C) va duoc bao
vé khoi anh sang. Trong dung dich, STZ on dinh & khoang pH = 4 va do d6 duoc
chuan bi trong dung dich dém citrate lanh & pH 4,5 dé ting cudng d6 6n dinh. Néu
khong duoc st dung, dung dich STZ ¢d thé l1am giam kha ning gay bénh DTD [57].
1.4.2. Méu chuét gdy ddi thdo dwong type 2

Nguyén ly chung cua phuong phap nay 1a mo phong dic diém chinh cia DTD
type 2: dé khang insulin tai mé dich va thiéu hut twong di insulin trong mau. Dong
vat thudng duoc chon Ia chudt cdng va chudt nhit. Chudt nudi bang ché do dinh
dudng gidu nang lwong va giau lipid trong mot khoang 4 tuan - 8 tuan dé gay céc rdi
loan vé chuyén hoa, dua dén tinh trang dé khang insulin, sau d6 dung héa chit gay
pha hay té bao B tuyén tuy gay nén tinh trang thiéu hut insulin. Héa chit thuong
dung 14 streptozocin c6 dic tinh gay doc cho té bao B tuyén tuy [34], [65].

Tiém vao tinh mach Streptozotocin & chuét truong thanh, 1am cho tuyén tuy
sung 1én va cudi cung gay thoai hoa té bao p dao Langerhans va gdy DTD thuc
nghiém. Tir quan diém phic loi dong vat va phd hop cho nghién ctu dong vat
pham vi liéu STZ hiéu qua 1a 30-50 mg/kg dan dén hiéu qua trao doi chat nhat quan

& tat ca dong vat va khong c6 dong vat chét [34].
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CHUONG 2. VAT LIEU, POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Vit liéu, ddi twong nghién ciru
2.1.1. Ché phdm nghién civu
Vién nang Gydenphy do Hoc vién Quan y cung céap dat tiéu chuan TCCS.
Vién nang Gydenphy thanh phan bao gém: bot cao Giao ¢6 lam 90 mg chiét
Xuat tir phan than trén mit dat; bot cao Thach hoc tia 86mg chiét xuat tir toan cay

: bot cao Me riing 224mg chiét xuat tir qua me ring

Thach
hic
tia

Vién nang Gydenphy

y L A
hMe 4 j
rrng g

Hinh 2. 1. Vién nang Gydenphy dugc bao ché

tir bot cao giao ¢b lam, thach hoc tia va qua me ring
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Lidu ding dugc tinh theo mg bot cao duogc liéu/kg/ingdy. Mdi vién nang chira
400mg cao duoc liu khd. Liéu dur kién sir dung trén nguoi 14 6 vién nang/ngudi/ngay,
twong ung 2400mg/nguoi/ngdy. Tinh quan binh mot nguoi 50kg thi liéu ding du kién
trén nguoi s& 1a 48mg/kg/ngiy. Quy doi theo hé s6 quy doi tir nguoi sang dong vat thuc
nghiém, liéu tuong duong trén chudt céng vai hé sé quy doi 1a 07 thi liéu du kién c6 tac
dung trén chuot cong la 336mg/kg/ngay, lidu trong duong trén chudt nhat véi hé sb quy
doi 1a 12 thi liu du kién c6 tac dung trén chuot nhat 1a 576mg/kg/ngay.

Thubc tham chiéu: Gliclazid Stada 80mg cua cdng ty lién doanh TNHH Stada -
Viét Nam - VIET NAM. Hop 6 vi x 10, sb ding ky VNB-4629-05, han ding 6/2022,
s6 16. Liéu ding 10mg/kg theo nghién ctiu 2019 caa Ezgi [36], [72].

Insulin (Humulin 70/30) do cbng ty HUMULIN An D6 san xuit han sir dung
8/2021. Liéu dang insulin dya trén nghién ciru nam 2012 véi liéu 0.1U/kg theo nghién
ctru ndm 2011 ctia Huynh Thi Thay Kiéu [7].

2.1.2. Dong vat nghién ciru

Chu6t nhét tring chung Swiss, chudt cong tring ching Wistar duoc cung cp

bai Ban cung cap dong vat thi nghiém - Hoc vién Quan y, nuéi dudng trong phong

nudi dong vat thi nghiém it nhat mét tuan truéc khi tién hanh thi nghiém.

-

Cac chudt khoe manh dugce danh gia gom: 16ng muot, mat trong, hau moén kho,
hoat dong, van dong binh thuong, an udng binh thudng, chét thai binh thuong. Viéc
lya chon chudt nghién ctru duoc tién hanh bai 2 k§ thuat vién c6 nhiéu kinh nghiém.

Sau khi lya chon xong, truc tiép can bo nghién ctiu kiém tra, danh gié lai.
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Chuét thi nghiém dugc cho dn thirc dn theo tiéu chuan thic an cho dong vat
nghién ctru, nudc sach dun s6i dé ngudi udng tu do. Hang ngay theo ddi ghi chép
dién bién két qua thi nghiém.

Bang 2. 1. S6 lwong chudt thi nghiém

Pong vat N Tiéu chuan Nghién ctru

o banh gia tac dung bha
i i C4 hai giong, khoe i .
Chudt nhat trang duong huyét trén chudt
40 manh, trong lugng , , . A
chiing Swiss nhat trang theo kiéu mo

18 - 20
: phong DTD type 1

. banh gia tac dung bha
Giong duc, khoe

Chudt coOng trang duong huyét trén chudt
_ 50 manh, trong lugng | |, . A
chung Wistar cong theo kiéu md phong
200 - 2209
DTD type 2

2.1.3. Thiét bi nghién ciru
- Kim dau tu cho chuot uéng, cde chia vach, bom kim tiém 1ml.

- May xét nghiém sinh héa tu dong Chemix 180 hang Sysmex.

Hinh 2. 3. May xét nghiém sinh hoa

- Can dién tr cia Nhat, d6 chinh xac 0,001 gam.
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- Bo dung cu md dong vat cd nho va cac dung cu thi nghi¢m khac.

- Que thir glucose mau va may doc két qua One Touch Profile Metter do
hang Johnson & Johnson san xuat.

- May xét nghiém Elisa ban tuy dong Awareness Stat Fax 4200;

- May do quang pho (BioRad).

- May ly tdm lanh Universal 320 (Hettich - buc).

2.2. Phuong phap nghién ciru

2.2.1.Panh gia tic dung ha dwong huyét ciia vién nang Gydenphy trén chugt
nhit tring theo kiéu mé phong ddi thao dwong type 1

Chuot nhit trang Swiss gidng duc, dwoc tiém mang bung liéu don STZ
150mg/kg dé gy DTD theo kiéu md phong DTPD type 1. Glucose huyét dugc dinh
luong tai cac thoi diém 0 gio (trude tiém STZ), 48 gio va 7 ngay (sau khi tiém). Cac
con chudt nao thé hién mac glucose huyét > 300 mg/dL dugc coi la bi BTD [37],
[19]. Céc con chudt bi DTD dugc chia 4 16, mdi 16 10 con.

+ L6 1 (16 ching): udng nudc cat.

+ L6 2 (16 tham chiéu): tiém Insulin tdc dung nhanh (Insulin thuong) lidu 0.1
Ul/kg thé trong/ngay.

+ L6 3 (16 nghién ctu): udng Gydenphy 576 mg/kg/ngay.
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+ L6 4 (16 nghién ctiu): udng Gydenphy 1152 mg/kg/ngay.

Chudt dugc cho udng hoic tiém theo phan 16 trong 10 ngay. Xét nghiém dudng
huyét & cac thoi diém trude dung thudc (Oh), 4h, 8h sau dung thudc, va & thoi diém
sau 3 ngay va 10 ngay dung thudc (ngay 3 va ngay 10 ldy méu xét nghiém & thoi
diém 4h sau dung thudc). Xir ly thong ké, so sanh giira cac 16, rat ra két luan vé tac

dung cua ché pham trén chudt nhat tring theo kiéu mé phong BTD type 1.

Chuot nhit

chung Swiss
- J

(Gay DTD type 1)
40 chuat

- J

L6 1 Lo 2 ~ Lo3 ~ Lo4
Ubng nudc cat Tiém Insulin Udng Gydenphy Udng Gydenphy
0,1Ul/kg/ngay 576mg/kg/ngay 1152mg/kg/ngay

V

Thay d6i glucose mau tai cac thoi diém truée dung thude (Oh),
sau 4h, 8h, 3 ngay, 10 ngay dung thudc.

- J

( N\
Muc tiéu 1: Danh gia tac dung ha Glucose mau trén chudt nhit giy DTD type 1

- J

So'd6 2. 1. Quy trinh nghién ciru mé hinh danh gj4 tac dung ha glucose trén chudt gay TP
2.2.2. Panh gia tac dung ha dwong huyét ciia vién nang Gydenphy trén chuét
cong tring theo kiéu mé phéng ddi thdo dwong type 2
*Thiét ké nghién ciru

Chuot cong gidng Wistar dugc nudi trong phong thi nghiém 5 - 10 ngay truéc
khi tién hanh nghién ctu, duoc cho an bang thirc an chuan danh riéng cho nghién
ctiu, ubng nudc tu do. Sau dé, chudt céng trang chia 5 16, mdi 16 10 con.

- L6 1 (16 chiing): an ché do an binh thuong khéng HFD, ubng nudc cat.
- L6 2 (16 m6 hinh): gay PTD type 2 + udng nudc cat.
- L6 3 (Gliclazid): gay DTPD type 2 + ubng Gliclazid liéu 10mg/kg.
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- L6 4 (Gydenphy-1): gy DTD type 2 + uéng Gydenphy 336 mg/kg/ngay.
- L6 5 (Gydenphy-2): gdy BTD type 2 + udng Gydenphy 672 mg/kg/ngay.
Chuot cbng trang gay DTPD type 2 bing ché d6 an giau nang luong va chat béo
(ché d6 HFD) két hop véi streptozotocin (STZ) liéu thap, theo David Miaffo va
cong su, 2021 [33]. Ché do an HED gdém cholesterol, dau dira, fructose, ma lon, bot
ngd, men bia, canxi cachonat, trong d6 c6 30 % ning luong tir chat béo, 70% ning
luong tir carbonhydrate. Chudt dugc cho dn ché d6 an HFD trong 4 tuan lién tiép.
Sau d06, chudt duoc tiém phlc mac streptozotocin (STZ) 35mg/kg (pha trong
citrate buffer 0,1M, pH 4,5). 72 h sau tiém STZ, xét nghiém glucose mau chuot.
Nhiing chudt cé glucose mau > 200 mg/dL duoc coi la bi BTD [34]. Sau d6, chudt
dugc udng nudce cat hoac thudc thir (theo phan 1) lién tuc trong 28 ngay, trong thoi
gian nay cac chudt giy TP van duy tri ché d6 an HFD.
* Chi tiéu nghién ciu
Danh gia can ning chudt, lwong thirc dn, nudc udng, thé tich nude tiéu. Chuot
duoc nhin dn qua dém, 14y mau toan phan tir dudi chudt dinh lwong glucose mau,
insulin mau (insulin mau duoc do bang ELISA)- kit thir (Rat Insulin ELISA Kit -
Crystal Chem USA). Céc chi sé dugc danh gid tai cac thoi diém To (ngay trudc
uéng thude), va Tc (sau udng thudc ngay cubi 1 gio).
Tinh todn mét sé chi sé danh gia sy khang insulin, gom:
+ HOMA-IR (homeostatic model assessment of insulin-resistance — chi s6
danh gia can bang noi moi cua sy khang insulin) [62]:
HOMA-IR = glucose mau (mg/dL) x insulin mau (ulU/mL)/405
+ HOMA-B (homeostatic model assessment of pancreatic -cell function -
chi s6 danh gia can bang ndi mdi cua chiic niang té bao B tuy tang) [77]:
HOMA-S = 20 x insulin mau (ulU/mL)/ (glucose mau (mMol/L) - 3.5)
+ QUICKI (quantitative insulin sensitivity check index - chi s6 kiém tra do
nhay insulin dinh luong) [54]:
QUICKI = 1/ (log glucose mau (mg/dL) + log insulin mau (ulU/mL))
+ DI (insulin disposition index — chi s6 sap xép Insulin) [53]:
DI = HOMA-S/HOMA-IR
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Sau khi 1dy mau xét nghiém Glucose va Insulin, mé chuét, tach nhanh Iy tuy
lam m6 bénh hoc. Panh gia cac thay doi vé& can nang tuyén tuy (% so Vi can ning
co thé). Tang lay ra duoc ¢b dinh ngay trong dung dich formalin 10%. Tién hanh
lam tiéu ban md bénh hoc nhuém HE (hematoxylin & eosin) tuy cua chudt. Banh
gia ton thuong moé bénh hoc tuy cua chudt. Tiéu ban mé bénh hoc tuy cua chudt
duogc thyc hién va doc két qua tai khoa Giai phau bénh phép y - bénh vién 103.

So sanh giira cac 16 vé nong do glucose mau, insulin mau va cac chi sé danh

gia su khang insulin dé rat ra két luan vé tac dung cua thudc thur.

Chuét céng

chung Wistar

Gay DTD type 2 Khéng gay

DTD (an ché do
an binh thuong)

(dn ché @6 an
béo + tiém STZ)

| | | |
L62 L63 L6 4 L65 Lol
Uéng nuéc cét Udng Gliclazid | |Uong Gydenphy | | Uéng Gydenphy | | Uéng nuéc cat
10mg/kg/ngay 336mg/kg/ngay 672mg/kg/ngay

'

Glucose mau, insulin mau, cac chi s6 danh gia su khang insulin,
mo bénh hoc tuy chudt

Muc tiéu 2: Panh gia tac dung ha Glucose mau trén chudt cong giy DT type 2

So @6 2. 2. Quy trinh danh gia tac dung ha glucose méu trén chuot gay BTD type 2

2.2.3. Mt s6 ky thudt thwc hign trén thwe nghiém
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Céch pha Streptozotocin: Streptozotocin (STZ) dang bot dong khd (Sigma, Hoa
Ky) dugc bao quan ¢ ta -30° C, khi str dung s& duoc hoda tan trong buffer sodium
citrat 0.1 M pH 4.5.

Vat liéu: Na-Citrat, axit citric, Streptozotocin, nudce khir ion.

Cac budc thuc hién:

- Hoa tan 14,71 g Na-Citrat trong 200 ml nudc.

- Hoa tan 20,1 g axit xitric trong 200 ml nudc.

- Tron 0,1 M Na-Citrat va 0,1 M axit Citric.

- Piéu chinh pH dén 4,5 bang axit Citric 0,1 M.

- Hoa tan streptozotocin trong dung dich dém Na-Citrate [49].
* Kjj thugt cho chudt udng cuong bic

- C dinh chudt bang mot tay.

- Tay con lai dung bom ti€m c6 ga“in kim dau tu cho vao miéng chudt, bom

nudc cat hodc thude nghién ctru vao théng da day chudt theo lidu da xéc dinh .

Hinh 2. 5. Chudt udng thudc bang kim dau to
* Ky thugdt tiém mang bung chugt

Giir chuot dau chlic xudng hai chan sau 1én cao dé noi tang déc xudng, sat
tring da bung chudt bang cén 700 pha povidine, khi tiém véo da bung chudt dé
tranh tiém vao noi tang.
* Ky thudt xét nghiém glucose mau chugt

C6 dinh chudt vao dung cu chuy@n biét, dudi chudt duoc lau bang nudc am

30-400C d¢ gay gidn mach, sau d6 lau kho va sat khuan bang con700. Ding dao



32

phau thuat chich doc theo duéi chudt 2 mm, lay giot mau tha hai thir bang may thu
glucose mau OneTouch cua hang Johnson & Johnson. Sét tring va cdm méu dudi
2.3. Pia diém nghién ctru

Dia diém: B6 mdn Dugc Iy — Hoc vién quan y.

Co quan doc tiéu ban: Khoa Giai phau bénh va Phap y — Bénh vién Quan Y
103 — Hoc vién Quan Y.
2.4. Thoi gian nghién ciru

Thoi gian: nghién ctru duoc tién hanh tir thang 09/2020 dén thang 03/2021.
2.5. Thiét ké nghién ctru

Thiét ké nghién ctru thuc nghiém c6 d6i chimg so sanh trude — sau diéu tri va
so sanh vo1 nhém chang.
2.6. Xir Iy 6 liéu

Céc s lieu duge trinh bay dudi dang Mean = SD. Str dung test T — Student dé

so sanh sy khac nhau giita hai gia tri trung binh, bang phin mém SPSS 20.0. Két
qua so sénh dugc coi 1a ¢6 y nghia thdng ké khi p < 0,05.
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CHUONG 3. KET QUA NGHIEN CUU

3.1. Két qua danh gia tac dung ciia Gydenphy trén mé hinh gy dai thiao dwong
type 1 ¢ chudt nhit triang bang Strepzotocin (STZ)
3.1.1. Két qud gay md hinh gay ddi thdo dwong type 1 & chugt nhit trang

Bang 3.1. Nong do Glucose mau chuét sau tiém STZ (Mean + SD)

Thoi diém | Nong do Glucose mau (mg/dL)

liymau [L61(1) |L62(2) |L63(3) oa@ |

Truoc tiém | 119,96 120,32 124,14 122,51 0,05

STZ(a) |+2057 + 19,84 + 24,75 +22,72

Sau tiém | 341,07 342,89 344,34 339,98 > 0.05

48h (b) |+ 34,94 +33,12 + 35,13 + 28,94

Sau tiém | 401,31 399,67 406,22 400,04 > 0.05

7ngay () |+7753  |+88,09 | +79,90 + 84,63

Poca<0,01 | poca<0,0l |pbea<0,01l | poca<0,01

P Doc <005 | Prc<005 |poc<005 |pPrec<005 |

Nhén xét:

- Tai thoi diém 48h sau tiém STZ 150mg/kg, ndng d6 Glucose mau chudt &
cac 16 dao dong quanh 340 mg/dL, tang cao so vai trudc khi tiém STZ (dao dong
quanh 140 mg/dL), khéac biét c6 y nghia théng ké vai p < 0,01. Nong do Glucose
mau chudt cac 16 tiém STZ sau d6 tiép tuc ting, tai thoi diém 7 ngay sau tiém STZ
nong d6 Glucose mau chudt 1én & mac quanh 400 mg/dL.

Véi tiéu chi danh gia chudt bi BTD mic glucose huyét > 300 mg/dL, chudt &
cac 16 tiém STZ tai thoi diém 48h sau tiém dd dugc coi 1a DTD, va biéu hién bénh
ly BTD cta chudt 6n dinh va rd rét hon tai thoi diém 7 ngay sau tiém STZ.

3.1.2. Tac dung ha dwong huyét cia vién nang Gydenphy trén mé hinh ddi thdo
dwong type 1 ¢ chudt nhat tring.
Bang 3. 2. Nong d6 Glucose mau chudt sau uéng Gydenphy (Mean + SD)
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Nong d6 Glucose méau (mg/dL)

L6 1 (1) L6 2 (2) L6 3 (3) L6 4 (4)

(Nuéc cat) | (Insulin) (Gydenphy L1) | (Gydenphy L2)
Tai Oh (a) 401,31 +7753 | 399,67+8809 |40622+79,90 | 400,04+84,63
177,632 +29,67 | 314,134*+3513 | 308,494* + 28,94
(giam 55,56 %) | (giam 22,67 %) | (giam 22,88 %)
161,254 +28,03 | 310,314*+2948 | 300,854* +2839
(iamM 59,65 %) | (giam 23,61 %) | (giam 24,80 %)
170,174 +19,66 | 257,71** + 28,39 | 248,98** + 23,30
(giam 57,42 %) | (giam 36,56 %0) | (giam 37,76 %)
166,35*+1838 | 172,35 +17,65 | 167,79 +17,11
(0iam 58,38 %) | (giam 57,57 %0) | (giam 58,05 %)
p > 0,05 Pocdea < 0,01 | poca<0,05; paea<0,01; poce <0,05;
A p<0,015s0 i (1); 4—p <0,05s0Véi (1); *~p < 0,050 V6i (2)

Nhgn xét:

Thoi diém

ldy mau

Sau4h (b) | 397,49 +7944

Sau8h (c) | 39348 +74,95

Sau3ngay (d) | 391,12+ 74,26

Sau10ngay (e) | 389,12 + 71,69

- C4c chudt ¢ 16 1 chi ubng nudce cét, sau 4h, 8h, 3 ngay va 10 ngay nong do
glucose mau ludn & mic cao, hau nhu khong thay déi (p > 0,05).

- Nong do Glucose mau chuét & 16 2 (tiém Insulin) tai cac thoi diém sau ding
thudc giam nhanh va manh (tir 55,56% dén 59,65%) so Véi trudc dang thude, véi p <
0,01; dong thoi cling giam r khi so véi ¢ 16 1 chi udng nudce cat (p < 0,01).

- So voi trude dung thudc, ndng do Glucose mau ¢ céac 16 dung Gydenphy
(lidu 1 va liéu 2) tai thoi diém sau 4h giam lan luot 14 22,67% va 22,88% (p < 0,05);
tai thoi diém sau 8h giam lan luot 12 23,61% va 24,08% (p < 0,05); tai thoi diém sau
3 ngay giam lan luot 1a 36,56% va 37,76% (p < 0,01); tai thoi diém sau 10 ngay
giam lan luot 14 57,57% va 58,05% (p < 0,01). So v&i ¢ 16 1 chi udng nude cat, nong
d6 Glucose mau & céc 16 dung Gydenphy (liéu 1 va liéu 2) tai cac thoi diém sau 4h
va sau 8h giam c6 y nghia théng ké véi p < 0,05; tai cac thoi diém sau 3 ngay va sau
10 ngay giam c6 y nghia thong ké vai p < 0,01. Nong d6 Glucose mau ¢ céc 16 ding
Gydenphy (liéu 1 va liéu 2) tai thoi diém sau 10 ngay dung thudc giam nhiéu nhat,
giam c6 y nghia thong ké so véi trong cing 16 tai cac thoi diém sau 4h va sau 8h (p
<0,05), va trong duong so vai ¢ 16 dung Insulin (p > 0,05).
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3.2. Két qua danh gia tic dung ciia Gydenphy trén mé hinh giy dai thao duwong
type 2 & chudt cong tring.
3.2.1. Anh hwéng cia Gydenphy lén can ngng, thire dn va nwéc uéng tiéu thu
cua chugt.
Bang 3. 3. Két qua danh gia can ning, thirc an va nudc udng, tiéu thu caa chudt
(n=10, Mean + SD)

Thirc 4n tiéu thy | Nudc udng tiéu thu
L6 chudt Can nang chudt (g) ) i

(g/kg thé trong) (ml/kg thé trong)
nghién ciru

To Tc To TC To TC

L61(1) 223,52 | 253,85 68,12 94,21 77,43 96,28
(chang) +1508 [+1246 |+892 + 8,48 +9,25 +10,42
L6 2 (2) 231,25 |221,92% | 79,51 186,35 2| 82,93 218,62 2
(mé hinh) +21,12 [+£1154 |+£945 +2152 | +£854 + 23,36
L6 3 (3) 229,84 | 246,84* | 73,69 124,68* | 86,94 148,62*
(Gliclazid) +1486 |+11,92 |+£1024 |+1633 |+8,86 +16,24
L6 4 (4) 230,36 | 245,16* | 80,22 132,84* | 83,69 152,84*
(Gydenphy-1) | £ 1551 | +12,73 |£9,72 +18,69 |+9,24 +1391
L6 5 (5) 233,05 |248,19* | 75,39 128,26* | 84,16 141,65*
(Gydenphy-2)| + 14,82 | +10,75 |+8,98 +1594 | £9,86 +15,28

A—p<0,01s0voi (1); *—p <0,05s0 Vi (2)

Nhdn xét:

- Tai thoi diém To (ngay trudc khi cho udng thudc), can ning, luong thic dn
tiéu thy va luong nudce udng tiéu thy cia chudt ¢ cac 16 gy TP dudng nhu déu cao
hon so véi 16 chiig, tuy nhién su khac biét chua c6 y nghia thong ké (p > 0,05).

- Tai thoi diém Tc (1h sau udng thudc 1an cudi), 16 mé hinh c6 can ning giam,
tiéu thy nudc udng va thic an ting so véi 16 chimg véi p < 0,01. Céc 16 ¢6 ding
thube (16 3, 4, 5) ¢6 can nang tang, ti€u thy nudc uéng va thure an giam so véi 16 mo

hinh v&i p < 0,05.
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3.2.2. Anh hwéng ciia Gydenphy 1&n néng dé glucose va insulin mau chugt.
Bang 3. 4. Két qua danh gia nong do glucose va insulin mau chuot (n= 10, Mean + SD)

L6  chudt | Glucose mau (mg/dL) Insulin mau (uIU/ml)
nghiénciru | To Tc Pe-o To TC Pe-o
61 (1)]9352 95,85 3592 | 36,14
>0,05 >0,05
(ching) +1128 | +12,06 +364 | +347
L6 2 (2)| 25362 2| 306,64* 2313 411832 4
] <0,05 <0,05
(M6 hinh) +26,14 | +£31,73 255 | +252
L6 3 (3)|24998 4| 14598*4 22,98 4| 28,95%4
L <0,05 <0,05
(Gliclazid) +2465 | £16,65 +249 | +£233
L6 4 (4) 251,73 2| 149,54*4 23,04 2| 27,34*A
<005 <0,05
(Gydenphy-1) | 24,96 | +15,82 +251 | +2,69
L6 5 (5) 250,85 4| 141,72*4 2292 4| 29,26%4
<005 <0,05
(Gydenphy-2) | £2539 | +1496 +246 | +294
A p<0,015s0 i (1); 4—p <0,05s0 Véi (1); *~p < 0,050 Véi (2)
Nhdn xét:

- Tai thoi diém To (ngay trude khi cho udng thude), ¢ cac 16 gy DTD (tir 16 2
dén 16 5) ndng d6 glucose mau chudt déu cao hon va nong do Insulin mau déu thap
hon so v6i 16 chung, su khac biét c6 ¥ nghia thdng ké véi p < 0,01.

- Tai thoi diém Tc (1h sau udng thude 1an cubi):

+ Nong d6 glucose mau & 16 md hinh cao hon so véi thoi diém To (p < 0,05),
dong thoi cao hon so véi 16 chimg (p < 0,01); nong d6 Insulin mau & 16 mo hinh thap
hon so véi thoi diém To (p < 0,05), ddng thoi thap hon so vai 16 chimg (p < 0,01).

+ Nong d6 glucose méau ¢ cac 16 dung thude (16 3, 4, 5) thap hon so véi thoi
diém To (p < 0,05), dong thoi thip hon so voi 16 mé hinh (p < 0,05), tuy nhién van
con cao hon so vai 16 ching (p < 0,05); ndng d6 Insulin mau & cac 16 dung thude (16
3,4, 5) cao hon so véi thoi diém To (p < 0,05), dong thoi cao hon so voi 16 mé hinh
(p < 0,05), tuy nhién van con thap hon so véi 16 ching (p < 0,05).

- So sanh gitra cac 16 ding thudc (16 3, 4, 5), néng do glucose mau va néng do

insulin méau chudt ¢ cac 16 nay khong co6 sy khac biét (p > 0,05).
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3.2.3. Anh hwong cia vién nang Gydenphy Ién chi sé ddnh gid néi moi cia chic
néng té bao B tuy tang.
3.2.3.1. Anh huong cua Gydenphy 18n chi sé danh gid cdn bang ngi moi cua Sw
khang insulin.

Chi s6 danh gia can bang noi mdi cua su khang insulin - homeostatic model
assessment of insulin-resistance (HOMA-IR), dugc tinh theo c6ng thuc:

HOMA-IR = glucose mau (mg/dL) x insulin mau (ulU/mL)/405

Két qua vé chi s danh gia can bang noi mdi cua sy khang insulin duoc trinh

bay & bang 3.5

Bang 3. 5. Anh huong cua ché pham Ién chi s6 HOMA-IR (n = 10, Mean + SD)
HOMA-IR

L6 chugt nghién ctru 5 = oo

L6 1 (ching) (1) (8,29 £0,86 8,55 + 0,64 > 0,05

L6 2 (md hinh) (2) | 14,482+1.35 13,864 +1,43 > 0,05

L6 3 (Gliclazid) (3) | 14,182+ 1,42 10,43*4 +0,98 <0,05

L6 4 (Gydenphy-1) (4) | 14,322+ 1,29 10,09*4 +1,12 <0,05

L6 5 (Gydenphy-2) (5) | 14,202 +1,51 10,24*A +1,04 <0,05

A_p<0,015s0voi (1); 4—p <0,05s0Véi (1); *~p < 0,050 Véi (2)

Nhdn xét:

- Tai thoi diém To (trudc dung thude), cac 16 gdy DTD (tir 16 2 dén 16 5) déu
c¢6 chi s6 HOMA-IR cao hon so v6i ¢ 16 chtng (16 1), khac biét c¢6 ¥ nghia thong ké
voip <0,01.

- Tai thoi diém Tc (sau 28 ngay ding thudc), chi s6 HOMA-IR & cac 16 ding thudc
giam c6 ¥ nghia théng ké so v6i 16 mé hinh (16 2), véi p < 0,05. Tuy nhién chi s6 HOMA-IR
& cac 16 nay con cao hon so vai ¢ 16 chang (p < 0,05).

- So vdi tai thoi diém To (trude dung thudc), chi s6 HOMA-IR tai thoi diém Tc
(sau dung thudc) & cac 16 ding thude thap hon c6 ¥ nghia théng ké véi p < 0,05.

- So véi gitta 3 16 dung thude (16 3, 4, 5), chi s6 HOMA-IR & cac 16 nay khong co sur
khéc biét ¢ ¥ nghia thong ké (p > 0,05).
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3.2.3.2. Anh huong cua vién nang Gydenphy 18n chi s6 ddnh gid néi moi cua chic
ndng té bao B tuy tang.

Chi s6 danh gia can bang ndi moi cua chirc ning té bao P tuy tang -
homeostatic model assessment of pancreatic B-cell function (HOMA-), dugc tinh
theo cong thuec:

HOMA-B =20 x insulin mau (uIU/mL)/ (glucose mau (mMol/L) - 3.5)

Két qua vé chi s6 danh gia can bang ndi mdi cua chie niang té bao B tuy tang
dugc trinh bay ¢ bang 3.6.

Bang 3.6. Anh huong ciia ché pham Ién chi s6 HOMA-B (n = 10, Mean + SD)

HOMA-B
Lo chudt nghién ciru

To Tc Pec-o
L6 1 (chtng) (1) (423,70 £ 45,81 396,05 + 40,75 > 0,05
L6 2 (M0 hinh) (2) | 43,68* +4,92 27,074 + 2,64 <0,05
Lo 3 (Gliclazid) (3) | 44,24% + 4,68 125,604 +£13,36 | <0,01
Lo 4 (Gydenphy-1) (4) | 43,95*+4,95 113,73"4 £1245 |<0,01
L6 5 (Gydenphy-2) (5) | 43,924 +4,79 133,81"4 £15,12 | <0,01

A_p<0,01s0voi (1); 4—p <0,05s0 Vi (1); **~p < 0,01 50 Vi (2)

Nhdn xét:

- Tai thoi diém To (trudc dung thudc), cac 16 giy DTD (tir 16 2 dén 16 5) déu
c¢6 chi s6 HOMA-P thap hon so v6i & 16 chimg (16 1), khac biét c6 y nghia thong ké
voip <0,01.

- Tai thoi diém Tc (sau 28 ngay dung thudc), chi s6 HOMA-B & cac 16 ding thude ting
c6 ¥ nghia théng ké so vai 16 mo hinh (16 2), v6i p < 0,01. Tuy nhién chi s6 HOMA-B & cac
16 nay con cao hon so véi ¢ 16 chitng (p < 0,05).

- O cac 16 ding thude, so v6i tai thoi diém To (trude dung thudc), chi s6 HOMA-
B tai thoi diém Tc (sau dung thudc) cao hon c¢o ¥ nghia thong ké véi p < 0,01.

- So Vi gitra 3 16 ding thudc (16 3, 4, 5), chi s6 HOMA-B & cac 16 ny khong co sy
khéc biét c6 ¥ nghia thong ké (p > 0,05).
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3.2.3.3. Anh huéng cua vién nang Gydenphy Ién chi sé danh gid dé nhay Insulin -
quantitative insulin sensitivity check index (QUICKI).

Chi sé danh gia do nhay Insulin - quantitative insulin sensitivity check index
(QUICKI), duogc tinh theo cdng thuc:

QUICKI =1/ (log glucose mau (mg/dL) + log insulin mau (uIU/mL))

Két qua vé chi sb danh gia do nhay insulin dugc trinh bay & bang 3.7.

Bang 3.7. Anh huong cua ché pham I8n chi s6 QUICKI (n =10, Mean + SD).

QUICKI
Lo chudt nghién ciru

To Tc Pe-o
L6 1 (chtng) (1) |0,2839 +0,0061 0,2825 + 0,0056 > 0,05
L6 2 (M0 hinh) (2) | 0,26534 +0,0048 0,26674 +0,0052 > 0,05
L6 3 (Gliclazid) (3) | 0,26614 +0,0039 0,2756" + 0,0048 <0,05
L6 4 (Gydenphy-1) (4) | 0,26574 +0,0036 0,2769" + 0,0045 <0,05
L6 5 (Gydenphy-2) (5) | 0,26594 +0,0038 0,2764" + 0,0041 <0,05

A _p<0,0550 Vi (1); *~p <0,0550 Wi (2)

Nhdn xét:

- Tai thoi diém To (trudc dung thude), cac 16 giy DTD (tir 16 2 dén 16 5) déu
c¢6 chi s6 QUICKI thip hon so v&i ¢ 16 chimg (16 1), khac biét c6 ¥ nghia théng ké
voip <0,05.

- Tai thoi diém Tc (sau 28 ngay ding thudc), chi s6 QUICKI & cac 16 dung thudc ting
c6 y nghia thong ké so v6i 16 mé hinh (16 2), v6i p < 0,05. Chi s6 QUICKI & cé4c 16 nay thap
hon khéng c6 y nghia thong ké so véi ¢ 16 ching (p > 0,05).

- O céc 16 ding thudc, so v6i tai thoi diém To (trudc dung thudc), chi sb
QUICKI tai thoi diém Tc (sau dung thude) cao hon cd ¥ nghia thong ké véi p < 0,05.

- So Véi giitra 3 16 diing thude (16 3, 4, 5), chi s6 QUICKI & cac 16 nay khong cd su khéc
biét c6 ¥ nghia thong ké (p > 0,05).
3.2.3.4. Anh hwéng cua vién nang Gydenphy 18n chi sé thdi logi Insulin - insulin
disposition index (DlI).

Chi s thai loai Insulin - insulin disposition index (DI), dugc tinh theo cong thuc:
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DI = HOMA-B/HOMA-IR
Két qua vé chi sb thai loai Insulin (DI) duoc trinh bay & bang 3.8.

Bang 3.8. Anh huong cua ché pham Ién chi sé DI (n = 10, Mean + SD).

Chi s thai loai Insulin (D)
Lo chudt nghién ciru

To Tc Pc-o
L6 1 (chang) (1) | 51,06 +5,05 46,35 + 5,04 > 0,05
L6 2 (md hinh) (2) |3,042+0,36 1,954 +0,18 <0,05
L6 3 (Gliclazid) ~ (3) |3,102+0,41 12,042 + 1,26 <0,01
L6 4 (Gydenphy-1) (4) | 3,072 +0,39 11,27"2+ 1,15 <0,01
L6 5 (Gydenphy-2) (5) | 3,092 +0,43 13,062 + 1,34 <0,01

A_p<0,01 s0 Vi (1); **~p < 0,01 50 Vi (2)

Nhdn xét:

- Tai thoi diém To (trude dung thudce), cac 16 gdy DTD (tir 16 2 dén 16 5)
déu co chi sb DI thap hon so v&i ¢ 16 chimg (16 1), khac biét c6 ¥ nghia thong
ké véip <0,01.

- Tai thoi diém Tc (sau 28 ngay dung thude), chi sé DI & cac 16 dung thudc
ting c6 ¥ nghia thong ké so v&i 16 mé hinh (16 2), voi p < 0,01. Tuy nhién, chi sb DI
& céc 16 nay thap hon c6 ¥ nghia thdng ké so véi ¢ 16 chitng (p < 0,01).

- O cac 16 dung thudc, so véi tai thoi diém To (trude dung thuéc), chi s6 DI tai
thoi diém Te (sau ding thudc) cao hon c6 ¥ nghia thong ké véi p < 0,01.

- So voi giira 3 16 dung thudc (16 3, 4, 5), chi s6 DI ¢ cac 16 nay khdng c6 su
khéc biét co ¥ nghia thong ké (p > 0,05).

3.2.4. Sw thay doi phan tram khéi lwong tuy so véi khéi lwong co thé
Két qua su thay do6i phan tram khoi lugng tuy so véi khéi luong co thé dugc trinh
bay ¢ bang 3.9

Bang 3.9. Phan tram khdi lugng tuy so voi khdi luong co thé (n = 10, Mean + SD).
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Lo nghién ctru

Phéan trim khdi lwong tuy so

% giam so

% ting so

v6i khoi Irgmg co' thé (%) véi (1) v6i (2)

L6 1 (chang) (1) | 0,936 + 0,062 - -

L6 2 (m6 hinh) (2) 0,518 + 0,045 44,66 % -

L6 3 (Gliclazid) (3) | 0,912 + 0,068 2,56 % 76,06 %

L6 4 (Gydenphy-1) (4) | 0,896 + 0,081 4,27 % 72,97 %

L6 5 (Gydenphy-2) (5) | 0,915 £ 0,089 2,24 % 76,64 %
p-2<0,01; p3a5-1> 0,05;

Gia tri p - -
Pa5-3>0,05; pas5> 0,05

Nhdn xét:

- So v6i 16 chung (16 1), chudt ¢ 16 md hinh (16 2) ¢6 phan trim khdi lwong tuy so voi

khéi Iuong co thé thip hon 44,66 %, khéc biét c6 y nghia thng ké véi p < 0,01.

- So v&i 16 mo hinh (16 2), chudt ¢ 16 dung Gliclazide 10 mg/kg/ngay (16 3)

va cac 16 dung vién nang Gydenphy 336 mg/kg/ngay (16 4), 672 mg/kg/ngay (16 5) co

phan trim khdi lwong tuy so voi khéi luong co thé ting tuong ung 1a 76,06 %; 72,97

% va 76,64 %, khac biét co ¥ nghia thong ké véi p < 0,01.

- S0 vo6i 16 chimg (16 1), chudt ¢ 16 dung Gliclazide 10 mg/kg (16 3) va cac 16

ding vién nang Gydenphy 336 mg/kg/ngay (16 4), 672 mg/kg/ngay (16 5) ¢6 phan trim

khéi lugng tuy so voi khdi lugng co thé thap hon tuwong Gng 13 2,56 %; 4,27 % va

2,24 %, su khac biét khong c6 ¥ nghia théng ké (p > 0,05).

- So sénh giira cac 16 duing thuéce (16 3, 16 4, 16 5), chudt ¢ cac 16 ndy c6 phan trim khéi

lugng tuy so v6i khéi luong co thé 1a tuong duong (p > 0,05).
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3.2.5. Hinh dnh mé bénh hoc ciia tuy ¢ cdc lo chugt nghién ciru

Hinh a&nh mé bénh hoc tuy nhuém HE
(x400). a-16 ching (chudt 5); b-16 mo6
hinh (chudt 14); c-16 Gliclazide 10
mg/kg/ngay (chudt 25); d-I6 vién
nang 336 mg/kg/ngay (chuét 32); d-16
vién nang 672 mg/kg/ngay (chudt 46)

Nhan xét: Hinh anh nhu mé tuy véi cac tiéu thuy dugc ngin cach boi vach xo
manh. Céc tuyén ngoai tiét chtra nhiéu chit tiét mau hong. Tiéu dao Langerhans
(miii tén chi trén hinh) véi cac té bao c6 bao tuong sang. O 16 md hinh, tiéu dao
Langerhans cua tuy c6 kich thuéc nho hon han so véi 16 ching ciing nhu so véi cac
16 ding thudc. O cac 16 dung thude, kich thudce caa tiéu ddo Langerhans dugc hoi

phuc Vé tuong duong so vai 16 ching.
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CHUONG 4. BAN LUAN

4.1. Ban luin vé md hinh nghién ctru

PTDP type 1 c6 dic diém 1a sy pha huy ty mién dich cua té bao p tuyén tuy,
dan dén giam san xuat insulin. O cac mé hinh dong vat, sy thiéu hut insulin trong
qué trinh san xuat cd thé xay ra boi nhiéu co ché khac nhau. Mot sé6 mé hinh bénh
dugc sir dung phd bién nhu:

- Hoa chit gay huay té bao B cua tuyén tuy, thuong dung la streptozocin va
alloxan do ciu tric cua ching tuong tu glucose, gy thiéu hut insulin, tir d6 gay
ting glucose mau. Bénh DTD do hoa chit gy ra thich hop dé s dung khi thir
nghiém cac loai thubc hoic liéu phap ma co ché hoat dong chinh Ia ha duong huyét
theo cach khdng phu thudc vao té bao B

- Phé huy té bao P tuy do quéa trinh ty mién, bing céach lai tao céc gidng chuot
c6 bénh DTD type 1 1a chuét BPTD khong béo phi (NOD) va chuét lai tao (BB).
Ngoai ra, mot mé hinh chuot tuw mién khéac la chuot LEW.1AR1 / Ztm-idd.

- Chuét DTD phu thudc insulin do di truyén. Chudt AKITA duoc tao ra &
Akita, Nhat Ban tr mot con chuét C57BL/6NSlc voi dot bién tu phat
trong gen insulin 2 ngan can qua trinh xir ly chinh xac pro-insulin.

- M6 hinh gy DTD do virus giy ra. Cac virus dugc st dung dé gy ra DTD
trén mo hinh déng vat bao gom virus coxsackie B, virus viém co tim va virus chuét
Kilham. Ngoai ra, mot md hinh virus chuyén gen trong d6 mot khang nguyén virus
xac dinh (nucleoprotein hoac glycoprotein) cua virus viém mang ndo md té bao
lympho (LCMV).

- M0 hinh khéng st dung dong vat gam nham nhu lon, ché va dong vat linh
truong.

Trong nghién ctru nay chung toi str dung mé hinh DTP do héa chét giy ra vi
md hinh don gian, DPTD do hoa chat giy ra thich hop dé sir dung khi thir nghiém céc
loai thudc hodc liéu phap ma co ché hoat dong chinh 1a ha duong huyét theo cach

khong phu thudc vao té bao p. PTD thudng dugc giy ra khoang 5-7 ngay trudc khi
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bat dau thir nghiém dé dam bao tinh trang ting duong huyét 6n dinh [50]. Dé gy
DTD type 1, trong nghién ctru niy ching t6i sir dung streptozocin liéu cao dé gay
pha huy manh té bao B cua tuy tang, tir 46 gy thiéu hut bén virng insulin, twong tur
nhu co ché PTD type 1 ¢ ngudi. STZ thic day su phan huy té bao B, sau khi khoi
phat DTD, rdi loan chirc ning té bao B dugc duy tri boi tinh trang ting duong huyét
dai dang [78]. Liéu STZ don giy PTD type 1 con phu thudc vao ching, gidi dao
dong tir mirc 100mg/kg-200mg/kg voi mot lidu don duy nhét [56], [64]. V6i chudt
nhit gibng Swiss lidu thich hop dé gy mirc dudng huyét > 300mg/dl, sau khi tién
hanh do liéu ching t6i nhan thay liéu STZ thich hop giy DTD type 1 dao dong
quanh mirc 150mg/kg. Do lidu tir 100mg/kg khoi dau, sau d6 ting dan 1én 10mg/kg
can ning cho lidu tiép theo. Phu hop véi nghién ctru nim 2016 cua Badr Abdullah
Aldahmash chudt dugc nhin dn trong 20 gio trude khi giy ra DTD bing cach tiém
STZ hoa tan trong dung dich dém citrate 0,1 M lanh, pH 4,5 (Iuén duoc chuan bi
tuoi dé sir dung ngay trong vong 5 phut). STZ tiém liéu duy nhat (150 mg/kg) duoc
tiém trong mang bung. Nong d6 dudng huyét duoc do sau 3 ngay tiém STZ dé xéc
dinh DTD. Cac miu mau duogc thu thip tir dudi, xac dinh glucose trong mau bang
phuong phap do quang phd glucose oxidase/ peroxidase (Braham va Tinder, 1972)
[24]. Két qua thuc nghiém cua chung toi tién hanh gdy DTD type 1 trén chudt nhit
trang (bang 3.1) cho thiy, trudc khi tiém STZ, ndng d6 glucose mau chudt dao dong
quanh 120mg/dL. Sau khi tiém STZ ngay ndng d6 glucose mau chudt gy DTD
type 1 tang dan so vdi trudc khi tiém va cao hon mirc mong mudn 1a 300 mg/dl,
thoi diém 48h glucose mau dao dong quanh mic 340mg/dl va dic biét sau thoi
diém tiém 7 ngay ndng do glucose mau chudt 6n dinh & mirc quanh 400mg/dl. Theo
Brian L Furman [41], chudt nhét trang khi duong mau cao trén 180 mg/dL da duoc
xem la BTP mirc d6 nhe, va trén 300mg/dL dugc xem la BPTD muc d6 nang. Vi
mo hinh gdy PTD bang STZ liéu cao gy huy hoai manh té bao p dao tuy, tao ra
tinh trang DPTP mtc d0 nang, ca vé co ché va biéu hién bénh déu phu hop voi tinh
trang DTD type 1 ¢ ngudi. M6 hinh giy DTD trén chudt nhat trang trong nghién
ctru nay cho két qua phu hop véi cong bd cua céc tac gia khac [25], [41], va duoc

xem la mo6 hinh mé phong BDTD type 1 trén dong vat thuc nghiém.
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PTP type 2 duoc dic trung boi tinh trang khang insulin va té bao p khong
c6 kha nang bu dap du. Do d6, mo hinh dong vét cuia TP type 2 ¢6 xu hudng bao
gdm mo hinh khéang insulin va / hodic mé hinh suy té bao p. Nhiéu mé hinh dong vat
ciia DTD type 2 bi béo phi, phan 4nh tinh trang béo phi ¢6 lién quan chit ché dén sy
phat trién cua DTD type 2. Mot s6 mo hinh duoc sitr dung phd bién nhit cho DTD
type 2:

- M5 hinh béo phi don nguyén: Mic du béo phi & ngudi hiém khi do dot bién don
gen gay ra, nhung cac mo hinh béo phi don gen thuong dugc st dung trong nghién
ctru DTD type 2. Cac md hinh béo phi don nguyén dugc sir dung rong rai nhat bj
khiém khuyét trong viéc truyén tin hiéu leptin. Leptin gay ra cam giac no, va do do,
su thiéu hut leptin chirc ning & nhitng d6ng vat nay gay ra chimg ting nio va béo
phi sau do.

- M6 hinh béo phi da nguyén: C6 rat nhiéu mo hinh chudt da gen khac nhau vé
bénh béo phi, khong dung nap glucose va bénh DTD, cho phép nghién ctru nhiéu
kiéu gen va tinh nhay cam khac nhau.

- M hinh gy béo phi, cho chudt dn nhiéu chat béo dan dén béo phi, ting insulin
mau va thay d6i can bang noi mdi. Chudt cong va chudt nhit 14 nhitng mé hinh
dugc sir dung phd bién nhit cho cac nghién ctu vé DTD type 2. Tang cén c6 lién
quan dén tinh trang khang insulin va thiéu su bu dip cua té bao B dan dén réi loan
dung nap glucose. Vi béo phi la do tac dong cia méi treong chir khéng phai do gen,
nén n6 dugc cho la mé hinh hoa hoan canh cia con nguoi chinh xac hon mé hinh di
truyén cua DTP do béo phi. M6 hinh dong vat gam nham sir dung ché d6 an udng
khac bao gom chudt nhay sa mac va chudt co séng Nile.

- M® hinh khéng béo phi, khong phai tat ca bénh nhan BTD type 2 déu béo phi,
cac md hinh ¢6 su thiéu hut té bao B, 12 nguyén nhan cudi ciing dan dén PTP type 2
O nguoi.

- M6 hinh khodng sir dung chudt. Bong vat 16n hon cling da duogc s dung trong
nghién ciru TP type 2 nhu méo giéng vai tinh trang cia con nguodi & mot sb khia
canh, bao gom ca khia canh 1am sang, sinh Iy va bénh ly. Ngoai ra, con sir dung céc

loai linh truong, lon, cho [50].
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Mo hinh dong vat 1a c¢ong cu hiru ich dé tim ra co ché va liéu phap duoc ly
cho DTD type 2. DTD type 2 & nguoi thuong 1a hau qua cta da hinh gen két hop
VGi Cac yéu té moi truong, chang han nhu lugng ning lugng du thira va 16i séng it
van dong. Mot mé hinh type 2 méi ngay cang tré nén phd bién trong nhitng nim
gan ddy va diéu nay dugc phat trién bang ché do an giau chat béo (HFD) dé gay ra
khang insulin, sau d6 13 tiém streptozotocin (STZ) liéu thip dé gay rdi loan chic
ning nhe ¢ té bao p ma khdng hoan toan anh huéng dén su bai tiét insulin [74],[75].
Mutc STZ tuong tGng dé giy ra DTD type 2 ¢ chung Wistar dao dong ¢ muc
30mg/kg liéu thap két hop vai ché d6 an giau chat béo [74] va lidu cao 65mg/kg két
hop véi ché do an giau chat béo [25].

Nghién ciru nam 2015 ctia Chao Qian da gdy mo hinh BDTD type 2 v6i HDF
téng gié tri kcal 1a 20KJ va STZ 30mg/kg dd gay thanh cong mo hinh BTD type 2
trén chuot [27].

Theo nghién ciu 2016 cua Bayrasheva, liéu thap STZ duy nhat (40 mg/kg)
gay ra bénh than BDTD 2 & 40% chudt dn nhiéu chat béo va su két hop gitta liéu cao
STZ (65 mg / kg) gay ra bénh than DTD véi ti 1€ 70 % [25].

Nghién ctru nim 2017 ciia Quan Thé Dan véi mé hinh chudt giy BTD type 2
gay bién chung than véi ché d6 an giau chat béo 150 ngay va STZ liéu 30mg/kg &
chudt cai va 20mg/kg trén chudt duc .

Theo nghién cau 2018 cua David André Barriére va cong su trén giéng chuot
Wistar véi ché do an HDF v6i mo hinh gay DTD liéu thap STZ 1a 25mg/kg [32]. ,

Két qua gay mé hinh chudt céng traing DTD type 2 cho thay, chudt gady DTD
c6 can nang giam hon so véi chudt ¢ 16 chang, luong thic an va nudc udng tiéu thu
nhiéu hon, Glucose mau ting cao, insulin mau giam, déu 1a nhiing biéu hién rd rét
cua tinh trang TP type 2. Vi ché d6 an HDF thyc hién trong nghién ciu nay voi
ham Iugng cholesterol, dau dura, fructose, m& lon, bot ng6, men bia, canxi cacbonat,
trong d6 c¢6 30 % nang lugng tir chat béo, 70% nang lwong tir carbonhydrate trong 4
tuan lién tiép vai licu STZ sau khi do 1a 35mg/kg ching t6i da gay dung md hinh
DPTP type 2 trén giéng chudt cong trang Wistar véi ty 1¢ thanh cong 1a > 70%.
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Tinh 6n dinh ctia mo6 hinh gay BTD type 2 véi ché d6 an HDF va STZ. Nam
2018 thur nghiém tai dai hoc cong nghé Chiét Giang vai 30 chudt Wistar gdy DTD
type 2 véi HDF 8 tuan va lidu STZ 25mg/kg - 35mg/kg cho thay liéu 35mg/kg la toi
wu dé gay DTD type 2 cung v6i sy 6n dinh cua céc thdng sé & liéu 25mg/kg cac
thong sé vai su 6n dinh thap hon, cac cau tric tuyén tuy va mot vai chi sé khéc tro
vé binh thudng vai lidu trén [75]. Trong nghién cau caa ching t6i nhan thay ¢ lidu
35mg/kg m6 hinh mang tinh on dinh dudng huyét va cac chi sé dén khi sinh thiét
chuot.

Sau khi nudi voi ché do HDF trong lwong cua chudt ting dan. Thoi diém To
(ngay trude khi cho udng thudc), can ning, lwong thirc in tiéu thu va luong nude udng
tiéu thu cua chudt & cac 16 giy DPTD dudng nhu déu cao hon so véi 16 chimg (bang
3.3), tuy nhién su khac biét chua c6 ¥ nghia théng ké (p > 0,05). Mic du viy, két qua
cac chi s6 danh gia sy khang insulin (tir bang 3.5-3.8) déu cho thiy su khac biét co y
nghia thong ké giira cac 16 gy DTD so voi 16 chimg. Nhu vy, viée két hop giira ché
d6 an va tiém STZ da gy duoc tinh trang khang insulin & chudt. Dong thoi tai thoi
diém To, glucose mau & cac 16 gy DTD ting cao (dao dong quanh 250mg/dl) va ndng
d6 insulin mau giam (dao dong quanh 23uIU/mL). Déy la nhing biéu hién rd nét cua
tinh trang DTD type 2 v6i su két hop ciia tinh trang khang insulin va si suy giam chirc
ning tuyén tuy. Tai thoi diém Tc (1h sau udng thudc 1an cubdi), 16 mé hinh c6 cin ning
giam, tiéu thu nudc udng va thirc an ting so véi 16 chimg véi p < 0,01 (bang 3.3). Piéu
nay cho thiy dién bién ctia DTD type 2 trd nén rd rét tai thoi diém Te.

4.2. Ban ludn vé tic dung ha glucose mau ciia vién nang Gydenphy

Két qua danh gia tac dung ha glucose méau trén mo hinh gy BTPD type 1 cho
thdy: Gydenphy liéu 576 mg/kg/ngay va 1152 mg/kg/ngdy déu thé hién tac dung lam
giam glucose mau (p < 0,05 so v6i 16 ching bénh 1y). Nong do Glucose mau & cac 16
ding Gydenphy (liéu 1 va lidu 2) tai thoi diém sau 10 ngiy ding thudc giam nhiéu
nhét, giam c6 ¥ nghia thong ké so véi trong ciing 16 tai cac thoi diém sau 4h va sau 8h

(p <0,05), va tuong duong so voi ¢ 16 dung Insulin (p > 0,05) (bang 3.2).
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Két qua danh gia tac dung ha glucose mau cua vién nang Gydenphy trén md
hinh BTD type 2 cho thiy: Céc 16 c6 dung thudc cb cin ning ting, tiéu thu nudc
udng va thire dn giam so voi 16 mé hinh voi p < 0,05 (bang 3.3); Nong do glucose
mau giam, ndng d6 insulin ting (bang 3.4), cac chi s danh gid su khang insulin
(bang 3.5-3.8) cai thién rd so v6i 16 mo hinh. So sanh giita cac 16 dung thude, cac
tac dung trén khong co su khac biét giita cac 16. Nhu vdy Gydenphy mirc lidu
336mg/kg/ngay da thé hién rd tac dung diéu tri DTD type 2 trén dong vat thuc
nghiém, twong dwong so véi muc lidu 672mg/kg/ngay va tuong duong so véi thude
tham chiéu Gliclazide 10mg/kg/ngay. Két qua danh gia vé sy thay doi can ning va
md bénh hoc tuyén tuy cho thiy vién nang Gydenphy ¢ hai mtrc liéu st dung c6 tac
dung lam hoi phuc tén thuong cia té bao B dao tuy tuong duong véi Gliclazide
10mg/kg/ngay.

Nhu viy, vién nang Gydenphy di thé hién tic dung ha glucose mau trén mo
hinh gy DTD type 1 va type 2 trén dong vat thuc nghiém. Tac dung cua Vvién nang
Gydenphy 1a pht hop voi cac cong bd vé tac dung cua cac duge liéu thanh phan.
Tac dung ha glucose mau cua vién nang Gydenphy thé hién mot cach rd rét va co
tac dung d6i voi ca type 1 va type 2, c6 thé do su hiép dong tac dung cia cac dugc
liéu thanh phan Giao c6 lam, Thach hac tia va Me rung.

Theo quan diém YHCT cac vi thudc dung trong bai thubc ha duong huyét
(diéu tri chung Tiéu khat) c6 céc tac dung: B6 khi, b am, sinh tan dich, hoat huyét ,
thanh nhiét. Giao c6 lam voéi tac dung b khi, hoat huyét; Thach hoc tia c6 tac dung
bd am, sinh tan, chi khat; va Me rung co tac dung chi khat, sinh tan, thanh nhiét. Su
két hop cua ba loai dugc liéu nay tao nén tac dung twong dbi day du, dé hd trg cho
nhau trong diéu tri chiing Tiéu khat theo YHCT.

Theo Duoc ly hién dai da co nhiéu nghién ctru chi ra cac thanh phén hoat
chat ciing nhu tac dung ha glucose mau ciia Gido c6 lam, Thach hoc tia, Me rimg.

Gynostemma pentaphyllum

Tran Manh Hung (2009) da chi ra Chiét xut ethanol caa Giao c6 lam, san
Xuat tai Viet Nam, ac ché hoat dong caa protein tyrosine phosphatase 1B, ¢6 thé dan

dén tang cuong do nhay insulin va do d6 cai thién kha nang dung nap glucose [70].
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Nghién ctu (2010) anh huéng cua chiét xuit Gynostemma pentaphyllum
(GP) trén san lugng glucose & gan (HGO) & chuét cua Vit Thi Thanh Huyén. Diéu
trj trong ba tuan 1am giam ham luong glycogen & gan, nhung khong 1am giam hoat
dong cua glycogen synthase so véi nhém gia dugc (p<0,007). Chiét xuat
Gynostemma pentaphyllum cé tac dung chéng BDTD & chudt Goto-Kakizaki giam
nong do glucose huyét trong va san luong glucose & gan, cho thiy ring GP cai
thién do nhay insulin cia gan bang céch @c ché tao gluconeogenesis [73]

Nghién ctu nim 2011 vé& anh huéng cua Gynostemma pentaphyllum
polysaccharide trén glucose mau va lipid mau trén chuét BTD type 2. Sau khi dung
Gynostemma pentaphyllum polysaccharide, duong huyét luc déi va dudng cong
dung nap glucose da giam. Ngoai ra, polysaccharide c6 thé 1am giam nong d6 TC,
TG, LDL va malondialdehyde trong huyét thanh & chudt DTD type 2, dong thoi
ting hoat d6ng Insulin, HDL va superoxide dismutase trong huyét thanh & chuot mo
hinh. Gynostemma pentaphyllum polysaccharide cé tac dung ha duong huyét va ha
natri mau rd rang trén chudt miac bénh DTD thuc nghiém, va tac dung caa né lién
quan dén viéc ting mirc Insulin va ting cuong kha ning chong oxy hoa [85].

Nghién ctu cia Vi Thi Thanh Huyén (2013) tra Giao cb lam c6 tac dung
chéng DTD bang cach ting cuong d6 nhay insulin. Anh huéng cua tra déi véi do
nhay insulin c6 thé duoc giai thich bang cach tc ché hoat dong cua PTP-1B bai cac
hop chat dammarane trong tra. PTP-1B hién dién trong gan va co xuwong va da dugc
chting minh 1a tac dong tiéu cuc d6i vai chuyén hoa glucose ¢ gan thdng qua qué
trinh dephosphoryl hoa tyrosine cua thy thé insulin va / hoac chat nén cua thy thé
insulin [43]

Nam 2015 nghién ctu danh gid tic dung chéng PTP cua Gynostemma
pentaphyllum ( GP ). Piéu tri bang duong uéng GP (0,3 g/ kg thé trong) hang ngay
trong hai tuan da cai thién kha nang dung nap glucose, nong do insulin trong huyét
tuong ting & nhom duoc diéu tri bang GP, kich thich su giai phong insulin tir chudt
dugc diéu tri. Gynostemma pentaphyllum kich thich giai phdng insulin & dao tuy khi
nong d6 duong cao. Mo kénh kali (K-ATP) nhay cam véi ATP bang diazoxide va

rc ché kénh canxi bang nifedipine 1am giam phan ung cua insulin véi Gynostemma
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pentaphyllum. Hon nira, chat ¢c ché protein kinase A (PKA) H89 Iam giam phan
tng cua insulin véi GP (P <0,05). Tac dung chéng PTP cua Gynostemma
pentaphyllum ¢6 lién quan dén su kich thich giai phéng insulin tir cac dao
tuy. Su giai phong insulin do GP mét phan qua trung gian K-ATP va kénh Ca 2* loai
L, hé théng protein kinase A va ciing phu thudc vao G . -protein nhay cam véi doc
t6 ho ga [35].

Niam 2016, Nghién ctu anh huong cua gypenoside d6i véi chuyén hoa axit
béo ty do & chudt miac bénh PTD type 2, kham pha cic co ché lién quan cua
gypenoside trong viéc cai thién tinh trang khang insulin & chudt mic bénh DTH
type 2. Liéu cao, trung binh va thip cua tong sé gypenoside c6 thé nang cao muc
insulin & chudt mic bénh DTD, ting cudng dd nhay cam véi insulin va giam chi sb
dé khang. Gynostemma pentaphyllum saponin cé thé lam giam nong d6 axit béo tu
do ¢ chudt mic bénh DTD bing cach ting biéu hién cua PPAR-a mRNA, do d6
ting cuong do nhay insulin va giam d& khang insulin [83].

Nam 2018, saponin va dich thay phan duwoc phan lap tor Gynostemma
pentaphyllum di dwoc nghién ciru vé mat hoa thuc vat. Phan doan bing cac phuong
phap sic ky da dang, din dén viéc phan Iap va tinh ché 12 triterpen, bao gom nim
loai chua duoc md ta va bay loai da biét. Hai trong s6 tat ca cac hop chat duoc phan
lap 2-deoxy-2 - [(7-nitro-2,1,3-benzoxadiazol-4-yl) amino] -D-glucose (2-NBDG)
va Chat van chuyén Glucose 4 (GLUTA4) chuyén vi thdng qua kich hoat duong
truyén tin hiéu kinase protein hoat héa AMP (AMPK) va acetyl-CoA carboxylase
(ACC). Nghién ctru nay da tim ra hudng di cho sy phét trién cua cac thudc chéng
DTD [46].

Trong niam 2018, Polysaccharide (GPP) chiét xuat tir GP. Thanh
phén monosaccharide Ia rhamnose, arabinose, galactose,  glucose, xylose, mannose,
axit galacturonic va axit glucuronic theo ty 1€ mol 4,11: 7,34: 13,31: 20,99: 1,07:
0,91: 4,75: 0,36. Buong huyét Iic do6i caa chudt mac DTD giam tir 17,56 mmol / L
xuéng 7,42 mmol / L bang udng 0,5 mL Polysaccharide (1 mg / mL) trong 30
ngay. Polysaccharide thé hién tac dung tic ché phu thugc vao lidu luong d6i voi hoat

dong cua a-glucosidase . Hon nira, ¢6 thé tc ché sy hap thy glucose va anh huong
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dén sybiéu hién protein cia GLUT2, nhung khonganh huong dén sy biéu
hién protein cua SGLT1. Nhiing két qua nay cho thay GPP c6 thé duoc str dung nhu
mot thanh phan hitu hiéu dé ngan ngira va chita DTD [82].

Nghién ctru nam 2019 vé Gynostemma pentaphyllum duogc ghi nhan 1 cé tac
dung tri BPTD, bang céch kich thich tiét insulin. 27 saponin loai dammarane, trong
d6 c6 hai hop chat moi, da duoc phan lap va cau tric cua chung dugc 1am sang to
bang phuong phap khdi phd va phd cong huong tir. Mot trong nhiing triterpenoid
loai dammarane cho thay hoat dong bai tiét insulin phu thudc vao glucose. Hop chat
gylongiposide 1, thé hién kha nang kich thich giai phong insulin & nong do glucose
cao (16,7 mM), nhung tac dung han ché & néng do glucose thap (3,3 mM) [52].

Nam 2020, Chiét xuat tir nude 14 Gynostemma pentaphyllum c6 thé 1am giam
luong glucose trong mau & chudt mac bénh BTD do STZ gy ra, va co ché hoat
dong cuia no o thé lién quan dén viée ting biéu hién cia mang co xwong vai protein
GLUT-4 va tc ché tinh trang viém co xuong [86]

Dendrobium officinale Kimura et Migo (DO)

Nghién ctu anh huong cua Thach hoc 18n qua trinh apoptosis cua té bao dao
tuy va cac gen lién quan biéu hién Bax va Bcl-2mRNA ¢ chudt miac bénh DTD
dugc md hinh héa véi ham lwong glucose cao va chit béo cao + STZ. Sau 2 tuan
diéu tri v6i Thach hoc (7,5, 15,0, 30,0 g.kg-1), qué trinh chét va chét cua té bao dao
dugc ghi nhan. Thach hoc c6 thé 1am giam luong duong trong mau va giam qua
trinh apoptosis cua cac té bao dao tuy cua chudt, diéu nay cd thé lién quan dén viéc
giam Bax va tang biéu hién Bcl-2 trong md tuy caa chudt mac bénh DTD [84]

Yantao Li (2016) da chiét xuat nudc cia Dendrobium officinale vé phong
ngira bénh DTD & chudt sau khi tiép xdc vai STZ bang cach sir dung cac chat chuyén
hoa dua trén cong huong tir. Nghién ctiu nhan thay su giam luong glucose trong mau
Vva sy gia tang glycogen gan & nhitng con chudt dugc dy phong bang D. Officinale
lam ting citrate va glutamine trong huyét thanh ciing nhu creatine, alanine, leucine,
isoleucine, valine, glutamine, glutathione va taurine trong gan caa nhirng con chudt
dugc diéu tri bang STZ. Hon nira, glucose huyét thanh c6 twong quan nghich Vvoi

citrate, pyruvate, alanin, isoleucine, histidine va glutamine trong huyét thanh ciing
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nhu alanin va taurine trong gan. Nhitng ghi nhan nay cho thiy tac dung cua D.
Officinale trong viéc ngin ngira bénh PTD lién quan dén sy gia ting glycogen va
taurine & gan ciing nhu viéc diéu chinh niang luong va chuyén héa axit amin [79].

Hou ZH (2016) da tim ra tac dung bao vé cua Dendrobium officinale Kimura
et Migo (DO) dbi v6i cac bién chimg ban dau cia chudt DTD do STZ giy ra. Diéu
tri béng Thach hdc lam giam n6ng do TC, TG, BUN va CREA trong huyét thanh,
lam tang r6 rét bién do cua ERG a- va b-wave va Ops, déng thoi lam giam tinh
trang ha kali va thay d6i moé bénh hoc cua cac co quan quan trong do ting dudng
huyét. Tac dung bao vé ctua Thach hoc & chudt mac bénh DTD c6 thé lién quan dén
hoat dong chéng oxy hoa cta nd, bang chimg 13 mirc do glutathione peroxidase
trong huyét thanh tang rd rét. Tuy nhién, Thach hoc khong c6 anh huong dén mirc
duong huyét va trong luong co thé ciia chudt mic bénh DTD. B6 sung Thach hoc 1a
mot phuong phap diéu trj hiéu qua dé ngin ngira cac bién chimg PTD do STZ giy
ra [66]

Phyllanthus emblica (Pe)

Nghién cau in vitro duoc thyuc hién dé danh gia hoat dong nhay cam Insulin
cuia Phyllanthus emblica (Pe) bing cach danh gia hoat dong hap thu glucose trong mé
hinh té bao m& 3T3L1. Céc té bao nguyén bao sgi 3T3 L1 duoc biét hda thanh té bao
m&, st dung hdn hop insulin, isobutyl-1-methylxanthine va dexamethazone. Ban dau,
nhitng té bao m& nay dugc xir Iy v6i cac nong do khac nhau, sau d6 sy hap thu 2-
deoxy glucose duoc wdc tinh bang mot xét nghiém phong xa. Tac dong caa thyc vat
db6i voi sy hap thu glucose ca khi cé va khong c6 insulin da dugc danh gia va so sanh
véi pioglitazone, mot chat gay nhay cam insulin da biét.

Me rung kich thich su hap thu glucose trong té bao m& 3T3-L1 theo céch
phu thudc vao liéu luong véi hidu qua téi da & nong do cao hon (200ug / ml). Tac
dung ctia ca me rung ¢ 200pg / ml twong duong véi insulin va 1én hon pioglitazone.
Két qua cho thdy mot trong nhitng co ché tao ra tac dung chong PTD cua me
ring c6 thé 1a théng qua hiéu tng nhay cam vai insulin (kich thich hap thu glucose

vao té bao ma) [48]
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Mot loat tannin trong tdi mat c6 hoat tinh Gc ché tét a-glucosidase da duoc
phan lap va xac dinh tir qua me ring, Corilagin 1a mét trong nhiing thanh phan c6
hoat tinh chinh, thi nghiém c ché a-glucose tir Corilagin. Md hinh phan tng o-
glucosidase-PNPG dia vi mé 96 giéng trong dng nghiém duoc sir dung dé xac dinh
hoat tinh wc ché cua Corilagin trén o-glucosidase va thir nghiém dong hoc wc ché da
dugc thuc hién. Phuong phap ndi khdng tuyén tinh duoc sir dung dé phan tich anh
hudng cua n6 ddi véi a-glucose. Céc théng sé dong hoc uc ché cua glucosidase va
mé hinh gan két phan tir dugc sir dung dé nghién ctru co ché tuong tac cua corilagin
va a-glucosidase.

Téc dung wc ché caa corilagin d6i véi a-glucosidase 1a mot loai tc ché hdn
hop; lién két hydro 1a lyc chinh cua lién két 1an nhau gitra corilagin va a-
glucosidase [88].

Nghién ctu tac dung cua chiét xuit con hydro (HE) cua qua Me ring trén
chudt mac bénh DTD type 1. Bénh DTD duoc gay ra bai STZ (45 mg / kg iv). HE
(100 mg / kg, po) dugc dung trong 4 tuan va khi két thic diéu tri, cic mau méu
dugc thu thap va phan tich cac thong sé sinh héa khac nhau. STZ tao ra mét trang
thai DTD véi tit ca cac triéu chimg co ban nhu giam trong luong co thé, da phan,
da niéu, glucose niéu, da ndo, giam natri huyét va ting dudng huyét lién quan dén
tang cholesterol va tang triglycerid mau.

Diéu tri bang chiét xuit coén hydro d3 ngin ngira cac triéu ching co ban va
lam giam lwong dudng huyét luc doi, diéu tri ciing lam giam quéa trinh peroxy hoa
lipid va ting cac thong sd chong oxy hoa trong gan ciia chudt mac bénh DTD. Phan
dich chiét duoc 1am giau polyphenol di cai thién su chuyén hoa carbohydrate va
lipid bi rdi loan cua bénh BTD do héa chét gay ra & chudt. Co ché hoat dong chéng
DTD cua noé duong nhu 1a cai thién viéc st dung glucose ¢ ngoai vi, tang do nhay

insulin hoac dic tinh chdng oxy hoa [68].
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KET LUAN

1. Tac dung cia vién nang Gydenphy trén chudt nhit tring gy Pai thao
dwong type 1.

Vién nang Gydenphy liéu 576mg/kg/ngay va liéu 1152 mg/kg/ngay cho
chudt udng trong 10 ngay c6 tac dung 1am giam glucose mau trén chudt nhét tring
chang Swiss gay DTD type 1 bang Streptozocin liéu cao 150mg/kg tiém phic mac
(p < 0,01 so véi 16 mo hinh)

2. Tac dung cia vién nang Gydenphy trén chudt cong tring giy Pai thio
dwong type 2.

Vién nang Gydenphy liéu 336mg/kg/ngay va liéu 672 mg/kg/ngay cé tac dung
cai thién tinh trang DTD trén chudt cdng tring chang Wistar gdy DTD type 2 bing ché
d6 an giau chat béo trong 4 tuan va ning luong két hop Streptozocin liéu thap 35mg/kg
tiém phic mac, cu thé:

- Lam giam glucose mau, ting insulin mau, c6 ¥ nghia théng ké so véi 16 md
hinh vai p < 0,01.

- Cai thién cac triéu chung cua DTD: han ché su gay sut can, giam luong
thire an va nudc udng tidu thu (p < 0,05 so vai 16 mé hinh).

- Cai thién céc chi s danh gia do nhay cam insulin véi ngoai vi, gom:

+ Lam giam chi sé can bang noi mdi cua sy khang insulin (homeostatic
model assessment of insulin-resistance - HOMA-IR), (p < 0,05 so vai 16 mé hinh).

+ Tang chi s6 can bang noi moi cua chic ning té bao B tuy tang
(homeostatic model assessment of pancreatic -cell function - HOMA-B), (p < 0,05
S0 Vi 16 mé hinh).

+ Tang chi s6 kiém tra do nhay insulin dinh luong (quantitative insulin
sensitivity check index - QUICKI), (p < 0,05 so véi 16 md hinh).

+ Tang chi s6 sap xép Insulin (insulin disposition index — DI), (p < 0,05 so

vai 16 mo hinh).
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- Hoi phuc kich thuéc cua tiéu dao Langerhans trén hinh anh mé bénh hoc
nhuém HE tuyén tuy vé twong duong so véi 16 ching.

Céc tac dung nay cua vién nang Gydenphy (liéu 336mg/kg/ngay va liéu 672
mg/kg/ngay) la trong duong nhau va tuong duong so vai Gliclazide 10mg/kg/ngay.
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KHUYEN NGHI

- Tiép tuc nghién ciru sau hon Vvé tac dung va co ché tac dung cua vién nang

Gydenphy trén thuc nghiém.

- Banh gia tinh an toan va tac dung cua vién nang Gydenphy trén 1am sang.
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