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Dai thao duong (BTD) 1a mot bénh kha phd bién trong cac bénh noi tiét
va 1a mot trong nhiing van dé hang dau vé stc khoe cua thé gisi hién nay.
Thang 9 nam 2011 tai hi nghi cac nha nghién ctru BTD chau Au (EASD) t6
chuc tai Lisbon, Lién doan DTD thé gisi (IDF) da thong béo thé gigi hién c6
366 tricu ngudi mac bénh BTD va dén nam 2030 co thé 1én toi 552 triéu
nguoi, vugt Xa con s du bao ctia IDF nam 2003 1a 333 triéu ngudi vao nam
2015[1]; ¢ Viét Nam, theo Bo Y té, ty 16 PTD typ 2 ¢ thanh thi tir nim 1990
— 2000 tang tir 2% 1én 4% va hién nay 1a 5,7%, tang dén 211% trong 10 nim
véi gan 5 tridu nguoi mic va ctr 10 ca thi ¢6 6 ca duoc chan doan di c6 bién
chung [2].

Bién chitng man tinh cia DTD gém cha yéu bién chitng mach mau 16n
va mach mau nho, 1a nguyén nhan chu yéu gy tan phé va tir vong & bénh
nhan BPTD typ 2. Bién chang mach mau 16n gdm bién chimg trén mach méau
nfo, mach vanh va mach ngoai bién. Bién chirng mach mau nhé gom bién
ching mét, bién ching than va bién chung than kinh. Co ché chung caa cac
bién chung nay 1a do céac rdi loan chuyén hoa kéo dai cua glucose va lipid gay
tinh trang ngd doc glucose, ngd doc lipid, réi loan hoat dong hé renin-
angiotensin, tang sinh cac gdc tu do, kich hoat cac qua trinh viém... lam thay
d6i chic nang ndi mac mach mau, rdi loan qua trinh déng mau, ting su xo
hoa, gay chét té bao theo chuong trinh [3], [4].

Str dung YHCT trong diéu tri PTD typ 2 da c6 nhiéu két qua trong giai
doan sém nhung sir dung YHCT trong diéu tri bénh giai doan co cac bién
ching con it duoc nghién ciru, dac biét 1a cac nghién ctu trén bién chung
mach mau nho [5]. V&i cac quan niém méi bénh DTD typ 2 c6 lién quan chat

Vi cac yéu té viém, thi viéc ung dung thuéc YHCT trong diéu tri BTD typ 2



c6 thém huéng di méi [6]. Ngoai 1y thuyét kinh dién vé vai tro cua 4m hu
trong bénh DT, thi hién nay nhiéu thay thuéc YHCT ciing nhat tri nhan thirc
mGi vé vai tro cia khi hu va huyét @ trong céc bién chimg BTD [5]. Rét nhiéu
nghién ctru duoc 1y da cho thay nhiéu vi thudc bd khi, hoat huyét cua YHCT
c6 tac dung tot trén qua trinh viém, chong dong mau, diéu hoa mién dich [7].
Nhu vay ngoai tac dung ha glucose mau, ha lipid mau di biét, cac tac dung
chéng viém, diéu hoa qua trinh dong mau, diéu hoa mién dich cua thubc
YHCT da dem lai hy vong trong hd trg diéu tri BPTD typ 2 giai doan c6 cac
bién chung mach mau. Bai Bo duong hoan ngii thang do Vuong Thanh Nham
(Trung Qudc) xdy dung tir nim 1830, ¢ cac dic tinh bd khi va hoat huyét
thong lac, 13 bai thudc noi tiéng, da duoc nhiéu thé hé thay thuéc YHCT su
dung [8]. Cac thuc nghiém gan day trén dong vat cling nhu thir nghiém 1am
sang trén nguoi cho thiy bai thudc nay co tac dung on dinh glucose mau,
chéng viém, chéng cac gbc tu do... va da dugc nhiéu bénh vién cua Trung
Quéc ung dung trong diéu tri cac bénh nhu tai bién mach mau néo, thiéu mau
co tim, PTD typ 2, suy tim man tinh [7].

Can ctr trén cac nhan thirc méi vé BTD cua ca YHHD va YHCT, chung
t61 nhan thay sir dung thudc B6 khi va Hoat huyét dé diéu tri DTD va cac bién
chtng 14 mot hudng nghién ctru dang chu y. Vi vay chung t6i da dat van dé
nghién ctru dé tai : “Nghién ciru tidc dung ciia bai thuéc Bé dwong hoan
ngii diéu tri dai thao dwong typ 2 c6 bién chirng than trong thwc nghiém
va trén lam sang” v4i cac muc tiéu:

1.  Pdnh gid tic dung cia bai thuéc BDHN trén chugt cong trang PTD
typ 2 c6 bién ching than.
2. Nhdn xét tic dung ciia bai thuéc BDHN trén bénh nhin DTP typ 2 cé

bién chirng than.



CHUONG 1
TONG QUAN TAI LIEU

1.1. BENH PAI THAO PUONG TYP 2
1.1.1. Pinh nghia va phan loai dai thao dwong

DTD 1a mot nhom céc rdi loan chuyén hoa c6 dic diém chung 1a ting
glucose mau. DTD duoc phan chia ra nhiéu typ khac nhau do sy twong tac
phiic tap cuia cau trac gen, cac yéu td moi trudng va cach song. Su ting
glucose mau 1a két qua cua giam tiét insulin, giam sir dung glucose. Cac rdi
loan chuyén héa thir phat cua DTD tac dong 1én nhiéu hé co quan cua co thé.
Phan loai DTD:

Typ 1 PTD: té bao beta bi pha huy, dan dén thiéu hut insulin tuyét doi

- A: lién quan mién dich
- B: chua r6 nguyén nhan

Typ 2 DTP: cic rdi loan dé khang insulin phdi hop giam tiét insulin

Cdc typ dic biét khdc: DTD thai ky, cac r6i loan di truyén, cac nhiém

trung nhiém doc... [4]
1.1.2. Cac bién chitng man tinh cia PTPD typ 2 [9][10]

Bién chiing man tinh cia DTD typ 2 gom bién chang mach mau 16n va
bién chirng mach mau nhé

- Bién chitng mach mau lén:

Tén thuong chi yéu do xo vita dong mach. Xo vira dong mach trén
nguoi DTD xay ra som va lan rdng. La nguyén nhan gay nén cac bénh nhu:

+ Bénh mach vanh: 1a nguyén nhan chil yéu gay ra tan phé va tir vong
& bénh nhan BT typ 2. Ty 1& bénh mach vanh & nhiing ngudi ndy cao gap 2
lan & nam gidi va 4 1an & nir giéi so VGi nguoi binh thuong [11]. Ton thuong

mach vanh ¢ nguoi BPTD thuong lan toa, rai rac, bi cung luc nhiéu nhanh



dong mach vanh, ca ¢ nhitng nhanh nho, gay khé khan trong diéu trj tai tao
Mach mau.

+ Bénh mach mau ndo: bénh mach mau ndo hay gip nhat 1a dot quy
do huyét khdi chiém 80%, chay mau ndo chiém 20%. Mot thé hay gap cua
bénh nhan DTP 14 nh6i mau 6 khuyét véi nhiéu 6 nhdi mau nhé hon 1 cm rai
rac & chat tring cua ndo

+ Bénh mach mau ngoai vi: thuong gap ¢ chi dudi do cac mang xo vira,
biéu hién bang viém, dau cach hoi; giai doan nang c6 thim tim, hoai tir chi.

- Bién chitng mach mau nhé:

+ Bién chitng mat: Tir ndm 1877 Mackenzie da phat hién cac phinh
mao mach va xuat huyét vong mac ¢ bénh nhan DTD. Ngay nay ngudi ta biét
rang co téi 10% bénh nhan DTD c6 bién chimg vdng mac va sau 10 nim ting
1én tir 30% - 50%, sau 20 — 30 nam 1a 80%. Nghién cru vé dich t& bénh vong
mac DT Winsconsin WESDR (Winsconsin Epidemiologic study of diabetic
retinopathy) nam 1980 — 1982 xac dinh c6 63.000 truong hop bénh 1y vong
mac ting sinh m&i xuat hién hang nim, 50.000 ngudi c6 phu né vong mac,
29.000 nguoi co bénh Iy vong mac tang sinh c6 nguy co mu.

+ Bién chitng than: Nam 1936, Kimmelstiel va Willson 1an dau tién mo
ta bénh than trén bénh nhan BT véi ba triéu ching: albumin niéu, phu, huyét
ap cao. Bénh than DTD 14 nguyén nhan hang dau giy suy than giai doan cudi
va ¢6 & 20 — 50% bénh nhan DTP trén 10 nim. O My, khoang 3% nguoi mai
phat hién DTP typ 2 co bién ching than, va bénh phat trién véi toec do
3%/nam. Tai Heidelberg, Dtic, 59% bénh nhan can diéu tri thay thé than c6
mac DTD. O Viét Nam theo Thai Hong Quang bién ching than TP typ 2 1a
42.8% va 14,2% suy than giai doan cudi & nhitng bénh nhan diéu tri noi tra. [3]

+ Bién chitng than kinh: Rat thuong gap va xuat hién sém trong DTD,

gom chu yéu 1a ton thuwong than kinh ngoai vi chi trén va chi dudi, co thé & mot



day than kinh hay nhiéu day. Cac ton thuong than kinh giao cam hay phéi hop
Vi ton thuong than kinh ngoai vi. Cac ton thuong than kinh so it gip. Cac tai
bién mach ndo dugc dé cap téi & phan bién ching mach mau 16n.

1.1.3. Co ché bénh sinh céac bién chirng cha PTD

1.1.3.1. Lién quan giita béo phi, dé khdng insulin va bién chirng mach mdu

Hién nay c6 nhiéu nghién cttu cho thay té chitc m& cé vai trd nhu mot
co quan ndi tiét do no tiét ra rat nhiéu cac chat trung gian hoa hoc khac nhau
[9]. Mat khac do rdi loan qua trinh chuyén hoéa lipid, cac dai thuc bao bi pha
hay do hap thu qua nhiéu lipid, s& san sinh ra cac cytokin. Cac yéu té viém
nay tac dong dén cac co quan nhu gan, co xuong, thanh mach gay cac hién
tuong dé khang insulin, xo vira dong mach [12]. M6t s6 chat chinh nhu sau
[13], [14], [15]:

- Leptin: 1a mot adipokine, duogc tiét boi té bao md, co vai tro quan
trong trong diéu hoa chuyén hoa niang luong, dac biét lién quan téi cam giac
thém an. Mic du co ché tac dung chinh cua leptin 13 1én than kinh trung wong,
nhung né co lién quan téi qua trinh viém trong béo phi do cdu trac tuong tu
cytokin khac. Receptor cua leptin thuoc nhom I receptor ciia nhém cytokin.
Nguoi ta ciing quan sat thiy qua trinh viém tang 1én khi c6 hién tuong ting
leptin mau. C6 thé leptin kiém soat qua trinh san suat TNF o cua dai thuc bao.

- Resistin: con goi la FIZZ3 (found in inflammatory zones), dugc tim
thiy trén dong vat béo phi, va néng do resistin giam di khi diéu tri bang
thiazolidinediones. Nhiéu nghién cttu cho thdy resistin déng vai tro quan
trong trong béo phi va dé khang insulin, lam giam kha nang insulin trong van
chuyén glucose, ting tan tao glucose & gan va dbi khang véi tac dung bao vé
cua adiponectin.

- Adiponectin: 1a yéu té bao vé, dugc tiét boi té bao md, c6 ndng do

trong mau binh thuong 5 - 30 mg/L. Adiponectin dong vai trd chdng xo vira



mach mau va giam dé khang insulin. Quan sat thiy ndng d6 adiponectin giam
trong bénh nhan PTD typ 2 va bénh nhan bénh mach vanh. Néng do
adiponectin c¢6 twong quan chat ché véi do nhay cam insulin, do kich hoat con
duong chuyén hoa glucose qua AMPK (AMP activated protein kinase); né
con lam giam tan tao glucose ¢ gan khi lam giam hoat dong cia mRNA cua
phosphoenol pyruvate carboxykinase va glucose-6- Phosphatase (d6 la 2
enzym chinh cua tan tao glucose).

- TNF o (Tumor necrosis factor «): 1a cytokin tién viém do nhiéu té
bao tiét ra, nhung chi yéu 1a do dai thuc bao va lympho bao. TNF o dong vai
tro chu yéu trong dé khang insulin thong qua qua trinh phosphoryl héa cia
insulin receptor substrate-1 (IRS-1) protein, ngin can tuong tac véi tiéu phan
beta cua receptor insulin, ngan can con duong truyén tin hiéu cua insulin. T6
chic m& khong truc tiép san xuat TNF- o, nhung c6 thé anh huong tdi nong
d6 TNF- a thong qua tac dung cuaa leptin hodc cac adipokine khac 1én dai
thue bao. TNF- o con 1a tac nhan gy chét té bao theo chuong trinh

- IL-6 (Interleukin - 6): Puoc san xuét bai nhiéu loai té bao (nguyén
bao soi, t& bao ndi mac mach mau, té bao don nhin) va bdi té chuc md.
Khoang 15 — 30 % lugng IL-6 luu hanh 1a duoc san xuat tir to chic m&, phan
16N tir t6 chirc md noi tang hon 1a to chiic m& dudi da. Mot trong nhing tac
dung chinh ctia IL-6 tac dung 1én san xuat CRP cua gan, yéu té nguy co doc
lap caa cac bién ching tim mach. IL-6 con tac dung con dudng truyén tin hiéu
cua insulin dan dén lam suy yéu tac dung sinh hoc cua insulin.

- CRP (C-reactive protein): l1a protein viém khong dac hiéu, do gan
san xuat, dugc kich thich bai cac qua trinh viém, thong qua ting san Xuat cac
cytokin ctia cac to chuc viém. Dén luot nd, CRP lai kich hoat cac qua trinh
viém, kich hoat hé renin-angiotensin-aldosteron, qua trinh stress oxy hoa. Cac

qua trinh ndy gy cac bién doi dic biét trén thanh mach va giy cac bién ching



mach mau. Cac yéu t6 viém nhu TNF o, IL-6, CRP... di phan nao giai thich
dugc co ché lién quan gitra béo phi, tinh trang dé khang insulin va cac bién

chuing mach mau.
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Hinh 1.1. Méi lién quan giira sw dé khdng insulin, cdc yéu té viém va tinh

trang béo phi [13]

1.1.3.2. Tiing glucose mdu va cdc bién chirng

Tong két lai co thé co 4 co ché khac nhau phdi hop gy nén cac bién
chung [4].

- Tang AGEs (Advances glycation end products): Su tang glucose
mau kéo dai gay ra hién tugng glycosyl hoa protein thong qua con duong
khong enzym. Céac san pham chuyén hoa glycosyl hoa bac cubi nay 1a nhiing
tac nhan tién viém manh. N6 gay bién d6i cau trac protein dan dén bién doi
chtic ning té bao, dong thoi kich thich gia ting san xuat cac cytokin va yéu td

tang truong, 1am xo vira mach mau, giam chic ning cau than, bién d6i noi



mac mach mau do giam san xuét nitric oxyde, thay d6i chat gian bao. (HbAlc
cling 1a mot AGES, do glycosyl hoa hemoglobin, binh thuong chiém < 6,5%
tong s6 hemoglobin, c6 vai trd quan trong trong chan doan sy 6n dinh cua

glucose mau)
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(Cdc chiv viét tat: AGEs: advanced glycation end product; PKC: protein kinase C;
DAG: diacylglycerol; cPLA2: phospholipase A2; eNOS: endothelial nitric oxide
synthase; ROS: reactive oxygen species; Fruc-6P: fructose-6-phosphate; PAI-:,
plasminogen activator inhibitor-1)
Hinh 1.2: Cdc co ché c6 khd ning gay bién chitng DTD do ting glucose mdu [4]
- Ting Sorbitol: glucose ndi bao chi yéu dugc chuyén hoa qua 2 con
duong: phosphoryl hoa va glycosyl hoa. Tuy nhién khi nong d6 glucose qua

cao s& c6 mot phan chuyén thanh sorbitol thong qua vai trd ctia enzym aldose



reductase. Sy ting ndng do sorbitol ndi bao lam tang ap suat tham thau té bao
va ting cac gdc oxy hoa tu do, tir d6 gay cac bién ddi chirc ning té bao.

- Tiang DAG (Diacylglycerol): ting glucose mau gay ting tong hop
DAG, gay kich hoat PKC (Protein kinase C), tir d6 gay thay d6i qua trinh dich
ma tong hop fibronectin, typ IV collagen, cac protein co, cic protein gian bao.
N6 ddng thoi ciing anh huéng dén chirc ning ndi mac mach mau théng qua
giam NO.

- Tang Fruc-6-P (Fructose-6-Phosphate): tang Fructose-6-Phosphate
gay kich thich ting san xuat yéu to ting truéng TGF B (Transforming growth
factor B) va PAI-1(Plasminogen activator inhibitor-1). Cac yéu té ting truéng
c6 vai tro quan trong trong cac bién chung cia DTD.

1.1.4. Piéu tri PTD typ 2

Diéu tri bénh TP nham lam giam ciing nhu cham tién trién trién cac
bién chung, kéo dai tudi tho cta nguoi mac PTD
1.1.4.1. Ché d¢ dn kiéng va tdp luyén

- Ché @9 an: Pam bao ché d6 an du chat, can bang gitta nang luong
dua vao va nang luong tiéu thu. Theo nhiéu nghién cttu, nhu cau ning luong
cho hoat dong binh thudng caa nir gidi 1a tir 30 — 35 calo/kg/ngay, nam gidi la
tir 35 — 40 calo/kg/ngay. Néu co béo phi phai giam tong nang luong tir 10 —
20%. Yéu cau chung vé ty Ié thanh phan thirc an:

+ Carbonhydrat chiém 60 — 65 % tong s6 calo

+ Lipid chiém 20% tong sé calo, lipid bao hoa < 10% téng so calo

+ Protein chiém 10% tong calo (~ 0,8g/kg/ngay)

- Van @@ tiang glucose mau sau in: O ngudi dung nap glucose binh
thuong, glucose méau sau an khong vuot qua 7,8 mmol/l va trd vé mic binh
thuong sau 1-2 gio. Trén nguoi DTD typ 2 glucose mau sau an tang cao va

kéo dai, 1a nguyén nhan gép phan gy nén cac bién chung cia DTD. Nhidu
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tac gia dd nhan thdy vai trd quan trong cua glucose mau sau an nhu khi
HbA1C 1a 7,3% glucose mau sau an c6 vai trd dong gop téi 70%, néu HbALC
14 9,3% vai tro clia glucose mau sau an chiém 40%. Mot s6 goi ¥ sau gitip han
ché tang glucose mau sau an:

+ Ché d¢ an: chia bita an thanh nhiéu bira nho, dung céc loai thuc pham
c6 chi 6 glucose mau GI thip, ting cuong chat xo.

+ Tinh toan dinh tac dung cua thudc 1am ha glucose mau dé sir dung
trudc bira an, giup lam giam Sy tang cao glucose mau sau an. Acarbose lam
cham su hap thu glucose & rudt giup lam giam su tang glucose mau sau in.

- Luyén tap thé luc: Hoat dong thé luc, tap thé duc déu dan gitp co thé
tiéu thy glucose dé dang, giam tinh trang dé khang insulin, qua d6 lam giam
glucose mau. i bo toi thiéu 30 phut/ngay, 150 phat/tuan. Nén tap luyén voi
khéi lwong ting dan dong thoi tinh toan giam lidu cac thudc ha glucose mau
[9], [10].
1.1.4.2. Cdc thuéc hg glucose mdu khéng phdi insulin [16], [17], [18]:

- Nhém sulfonylureas: Tac dung kich thich tiét insulin cua té bao beta
tuy do @c ché kénh ATP phu thudc K+ 1am thay doi dién thé mang té bao,
khai dong chuyén cac hat chira insulin dén mang té bao va giai phong insulin.
Cac thude trén cd nguy co ha glucose mau, nhat 1a khi bénh nhan bo bita dn
ma van udng thudc.

- Nhém Biguanid: Co tac dung giam dé khang insulin: giam san xuat
glucose tai gan, ting s dung glucose, giam hap thu glucose ¢ rudt. Thudc
dugc dung 1a metformin.

- Nhém Thiazolidindione: Giam dé khang insulin, ting st dung
glucose do tac dong 1én thu thé PPARy (peroxyrome proliferator — activated
receptor y) va cac protein cai thién nhay cam glucose GLUT; va GLUT,,

Thudc cling c6 tac dung ngin can su boc 16 cac yéu té trung gian khang
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insulin nhu TNFo, leptin. Ngoai ra thiazolidindion con lam ting tiét
adiponectin, cytokine do té bao md tiét ra co tac dung chéng BTD. Tuy nhién
do nhitng tac dung khong mong mubn vé tim mach nén mot thube trong nhom
la rosiglitazon bi rtt khai thi truong.

- Nhém tc ché a glucosidase: Giam hap thu glucose tai rudt nén lam
giam glucose mau sau an. Thudc st dung la acarbose va miglitol. Tac dung
khong mong mudn 1a day hoi, truéng bung, ia long. ..

- Nhém tc ché chat dong van chuyén Na+/glucose & 6ng than
SGLT?2 (2 sodium-glucose transport protein): SGLT 1a protein van chuyén
cha dong glucose qua mang té bao kém theo natri. Hién da phat hién SGLT1
c6 mat & rudt, tim, than va SGLT2 chi c¢6 & ong than, dong vai tro tai hap thu
90% glucose & than. Cac chat uc ché SGLT lam giam hap thu glucose nén
lam giam glucose mau va HbA1C. Mot sé thudéc dd s dung nhu:
canaglifrozin, dapagliflozin, LX4211...[16]

- Cac thuéc dua trén nén tang incretin: Incretin 13 tén goi chung cho
nhom chéat do té bao noi tiét caa rudt non tiét ra nhu GLP-1 (Glucagon like
peptid -1), GIP (Glucose-dependent insulinotropic peptid). Tac dung cia cac
incretin, dic biét 1a GLP-1 1a @c ché tiét glucagon cua té bao alpha tuyén tuy,
kich thich tiét insulin cua té bao beta, kich thich hap thu glucose theo con
duong khong can insulin, ¢c ché tan tao glucose ¢ gan va uc ché cam giac
thém #n do tac dong 1én ndo ciing nhu anh hudng 1én do rong cua da day.
GLP-1 phéan hay trong mau nhanh (thoi gian ban huy < 2 phuat) boi men N-
terminal endopeptidase dipeptidyl peptidase -4 (DPP-4), néu tic ché DPP-4 s&
kéo dai tac dung cua céc incretin. Tir d6 c6 nhiéu thudc ha glucose mau
nhung khong 1am ting can niang. Cac thudc tac dung giéng incretin: exenatid,
liraglutid, NN2211... Thudc &c ché DPP - 4 (DPP - 4 inhibitors): alogliptin,
linagliptin, saxagliptin, sitagliptin... [19], [20].
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1.1.4.3. Piéu tri insulin trong PTD typ 2 [21], [22]:

Phéi hop cac insulin dé dat dugc glucose mau 6n dinh trong ngay, cb
gang duy tri giébng nhu tiét insulin sinh 1y. Trong diéu tri PTD typ 2 bang
thudc udng, khi glucose mau trén 13,5 mmol/l can phai dung bo sung insulin.
Liéu luong co so cua insulin 13 khoang 0,5 Ul/kg/ngay. C6 nhiéu phuong
phap phdi hop insulin dé mé phong qué trinh tiét insulin sinh Iy. Cac chi dinh
dung insulin:

- Dung don thuan hay phdi hop véi ché do an va cac thudc udng ha
glucose mau khi bénh dién bién khong on dinh, glucose méau luén dao dong,
bénh nhan sut can nhiéu, suy dinh dudng.

- Khi cap ctiu ting glucose mau nhu hon mé toan xétén, hon mé tiang ap
lyc tham thau; c6 bénh nhiém khuan; chuan bi va trong thoi gian can thiép
phau thuat; c6 bénh 1y vong mac mat, réi loan chirc nang than, bénh 1y than
kinh, c6 thai.

1.2. BIEN CHUNG THAN CUA PTP TYP 2
1.2.1. Co ché bénh sinh cia bién chirng than
1.2.1.1.Tén thwong mang loc tiéu cdu than

Mang loc tiéu cau than 13 mot cu trac loc chi cho nudc va chit dién
giai qua, khong cho cac chat co phan tir luong I6n thim qua. Pé thyc hién
duoc chirc ning d6, mang loc tiéu cau than cé cau tao 3 16p:

- Nbi mac trong cung c6 phu mot 16p glycocalyx gom glycoprotein va
proteoglycan hap thu protein mau. Hang rao nay ngan khong cho cac phan tir
l6n di qua. Trén nguoi DT, 16p glycocalyx ndy mong di va bién mat khién
cac phan tir 16n di qua.

- Mang d4y: cau tao tir mang ludi collagen wa nude, cho nudc va cac

dién giai di qua. Do tac dung cua cac chat oxy hoa va trung gian héa hoc
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khac, & ngudi DTD cac ludi collagen mat ciu trac, day 1én va nat v, cho cac
phan tir I6n thim qua.

- Lép thuong bi gdm cac té bao nhiéu chan (podocyte). Khoang cach
gitra cac chan cua té bao nhiéu chan 25-60 nm, cho nudc va mot sé chon loc
phan tir 16n qua. O bénh than DPTP quan sat trén kinh hién vi dién t c6 thay
mét cac té bao nhiéu chén.

Tom lai ton thuong ciia mang loc tiéu cau than 13 mat 16p glycoproten &
noi mac, mang day day 1én va ntt vo, cac té bao nhiéu chan giam va mat.
Chinh vi hang rao siéu loc nay bi ton thuong ma cac phan tir 16n trong mau

lot qua, bat ¢au xuat hién microalbumin niéu [23], [24].

-

Glycocalyx Vé&i hap thy

N
- > plasma proteins, 200-400 nm
! ~ ! ! }I\'c}i mac t/cau than, 200 nm

} Mang day tiéu cau than

350nm
Chaén t/bao nhiéu chan

(Podocyte) va khoang trong

Than t/'bao
nhiéu chan

Hinh 1.3. So dé siéu cdu triic mang loc cdu than [24]
1.2.1.2. Thay déi huyét déng
Nhiéu nghién ciru cho thiy ting 4p luc loc cau than gdy gidn cudén mao
mach tiéu cau than va cac té bao gian mach. Dong thoi cac stress co hoc nay
kich thich giai phong céac yéu to tién xo nhu yéu t6 ting truéng noi mac, TGF-
B1... Nguoi ta cling nhan thay nguoi BTD c6 microalbumin niéu dé dang tién

trién dén tang huyét ap. Trén ngudi ting huyét ap ciing nhan thiy cac khiém
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khuyét vé chat van chuyén nguogc natri/hydrogen tham gia vao duy tri pH ndi
bao, kiém soat thé tich té bao [3], [9].
1.2.1.3. Cdc chét trung gian héa hoc

- Céac yéu té tang truong: hormone ting trudng (GH), yéu té ting
truong giong insulin (IGF-1, IGF-2), yéu t6 ting truong chuyén dang beta
(TGF- B), yéu t6 ting truong ndi mac mach (VEGF)... quan sat thdy co thay
d6i gan lién vaéi tién trién cua bénh than DTD, gay phi dai va ting sinh cau
than, éng than, chat gian mach.

- Angiotensin II 1a chat co mach va kich thich ting truong. Angiotensin
1 tryc tiép lam tang ap lyc mao mach cau than do giy co céac tiéu dong mach
di, lién quan dén sy phat trién cia tinh trang ting loc; qua trinh nay ciing kich
thich giai phong cac chat trung gian hoa hoc khac gy nén vong xoan bénh 1y.
Str dung chat tc ché men chuyén ACE s& giam loc, ddng thoi lam ting
bradykinin, chét kich thich NO, gay gidn tiéu dong mach di [9], [25], [26].
1.2.2. Hau qua caa ton thwong than ¢ bénh nhan PTP typ 2 [27], [28], [29].

- Microalbumin niéu: Microalbumin niéu 1a biéu hién sém nhét cua tén
thuong than. Do bénh PTP typ 2 phat trién 4m tham nén co tir 10% - 40%
ngudi bénh c6 microalbumin niéu ngay vao thoi diém duoc chan doan ra bénh.
Céc nghién ctu theo chiéu doc thay rang trén nguodi PTD typ 2, toc do tién
trién tir albumin niéu binh thuong dén microalbumin niéu 1a 2% - 4%/nam.
DAu hiéu micoralbumin niéu ton tai dai dang cho thay ton thuong cau trac tiéu
cau than khong c6 kha nang cai thién. Toc do phat trién microalbmin niéu lién
quan hang dinh t6i tinh trang quan 1y glucose mau, quan 1y huyét ap va néng do
cholesterol mau.

- Bénh than 1am sang: Sau khoang 5 nim, 1/3 s6 nguoi bénh co
microalbumin niéu tién trién dén protein niéu 1am sang. Qua trinh nay lién quan

chat ché téi tinh trang ting huyét 4p. O nguoi DT typ 2 ¢6 microalbumin niéu
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hau hét déu c6 tang huyét ap, va con sb huyét ap ctiia ho dong hanh véi mirc do
tang cao cua albumin niéu. sau 20 nam mac bénh, s6 ngudi co bénh than 1am
sang 1a tir 27% - 50%, tily quan thé nghién ciu.

- Bénh than giai doan cudi: Muc loc cau than cia nguon DTD thudng
binh thudng, d6i khi ting cao khi bat ddu c6 microalbuminiéu va chi giam khi
bénh than 1am sang phat trién. O ngudi c6 bénh than 1am sang, toc d6 giam
muc loc cau than khoang 10 — 12 ml/phit/nam, va cudi cung doi hoi phai
chay than nhan tao hoic ghép than. O hau hét quc gia, DTD la nguyén nhan
don doc pho bién nhat cua bénh than giai doan cudi. Su tang nhanh cta bénh
than giai doan cudi phan anh sy kiém soat kém glucose mau va con sd huyét
ap, cling nhu tinh trang béo phi.

1.2.3. Lam sang bénh than PTD

Céc giai doan tién trién cua bénh than TP c6 thé phan chia theo giai
phau bénh, cin ct vao ton thuong vi thé cua tieu cau than [29], [30], [31]. Trén
1am sang, theo khuyén cdo ADA 2012 [32], dé dénh gia tién trién trén 1am sang
cua bién chung than DTP st dung bang phan loai bénh than man tinh cua Hoi
Than hoc Hoa Ky (The National Kidney Foundation classification), dua vao su
suy giam caa mac loc cau than (MLCT):

- Giai doan 1: C6 bang chiing vé tén thuong than trén mé hoc hoic xét
nghiém, muc loc cau than binh thuong hoic taing (MLCT > 90 ml/phut).

- Giai doan 2: C6 bang chung vé tén thuong than trén mé hoc hoidc xét
nghiém, mac loc cau than giam nhe (MLCT tir 60 - 89 ml/phut).

- Giai doan 3: Mic loc cau than giam trung binh (MLCT tir 30 — 59 ml/phut)

- Giai doan 4: Muc loc cau than giam nang (MLCT tir 15 — 29 ml/pht)

- Giai doan 5: Suy than giai doan cudi. Muc loc cau than giam con 15
ml/phat. Can sir dung cac bién phép thay thé than nhu: thim phan phuc mac,

loc mau, ghép than.,
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1.2.4. Piéu tri bénh than PTD
1.2.4.1. Kiém sodt téot glucose mdu

Theo co ché bénh sinh cia bénh than PTP thi rd rang kiém soat tbt
glucose mau 1a yéu té quyét dinh giam ty 1é mic méi ciing nhu 1am cham su
tién trién cua bénh. Theo nghién ciru UKPDS (United Kingdom Prospective
Diabetes Study) theo ddi giita nhom diéu tri tich cuc bang insulin va thudc
udng nham dat glucose mau luc déi duéi 6 mmol/l va nhom diéu tri thong
thuong glucose mau lic doi dudi 15 mmol/l, két qua sau 10 nam nhom diéu
tri tich cuc giam duoc 24% nguy co phat trién microalbumin niéu. Trong
nghién ctu gop (meta—anlysis) nam 2011[22], phan tich 13 nghién ctu diéu
tri ha glucose mau tich cuc gom 18315 bénh nhéan so v4i 16218 bénh nhan
diéu tri thuong thay diéu tri tich cuc lam giam ty Ié micoalbumin niéu, chiing
t6 kiém soat tt glucose mau c6 vai tro rat quan trong trong cac bénh vi mach.
Téc @6 tién trién tir microalbumin niéu dén bénh than 1am sang tuy thudc vao
murc d6 kiém soat glucose mau. Nhiéu y kién dé nghi ngudng diéu tri véi muc
tiéu HbA1C < 8% va ngudng phan diu HbA1C < 7%.

Tuy nhién trén bénh than DTD tién trién, viéc sir dung cac thudc kiém
soat glucose mau can cha ¥ téi co ché tac dung va liéu lugng phu hop véi
muc loc cau than. Khi mic loc cau than (tinh bang ml/phat/1,73 m2 da) < 60 -
> 30 cac thuéc metformin, acarbose phai giam liéu va han ché dung. Khi mirc
loc cau than < 30 nén han ché nhom thudc glimepiride, gliclazide. Bénh nhan
c6 muc loc cauu than < 10, phai loc mau dinh Ky thi han ché nhém glitazone,
chi con dung duoc insulin [21]
1.2.4.2. Diéu tri tinh trang ting huyét dp

Muc huyét ap tir 140/90 mmHg tré 1én ¢ nguoi cd microalbumin niéu
dugc xem 1a chi dinh can thiép bat budc, muc tiéu 1a dua huyét ap vé con sb

1y twéng < 130/80 mmHg. Khi protein niéu & muc 1g/24 gio, chirc nang than
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bat dau suy giam thi con s6 huyét ap can quan 1y nghiém ngit hon, & muc
dudi 125/75 mmHg. Cac thudc ¢ tac dong 1én truc renin-angiotensin s& lam
giam tién trién tir microalbumin niéu thanh protein niéu 1am sang. Tac dung
ctia nhoém thudc Gc ché men chuyén lam giam protein niéu rd rét trong thoi
gian dau nhung hiéu qua giam di theo thoi gian. Cac thudc ha huyét ap, nhat
1a nhom thude co tac dong Ién truc renin-angiotensin, da duoc chimg minh 13
c6 ich trong lam giam téc do suy giam mac loc cau than. Quan ly tot huyét ap
& nguoi DTP 1am giam dong thoi ca suy than va cac bién ¢b tim mach. Nhiéu
nghién ctu chiing minh rang diéu tri huyét ap bang tc ché men chuyén, loi
tiéu, chen kénh canxi déu c6 hiéu qua nhu nhau vé giam cac bién cé tim
mach. Trén thuc té can phai phdi hop nhiéu thubc ha huyét ap dé co thé dua
con sb huyét ap vé mic muc tiéu ké trén. Theo nghién ctru UKPDS, c¢6 t6i
29% ngudi bénh trong nhom diéu tri tich cuc phai can téi 3 nhom thudc hoic
nhiéu hon dé dat con s6 huyét ap trung binh 1a 142/82 mmHg, con kém hon
s0 Vi muyc tiéu da dé ra. Cac nhoém thudc ha huyét ap dung trong bénh than
DTD duoc khuyén céo nhu sau:

- Thuéc wc ché men chuyén: Pay 1a thuéc duoc lya chon hang dau
trong diéu tri ting huyét ap & bénh nhan c6 bénh than BTD. Vai tro cua truc
reni-angiotensin trong co ché bénh sinh cua bénh than BTD da duoc lam rd,
vi vay dung cac thuéc nhom @c ché men chuyén va tc ché thyu thé angiotensin
c6 hiéu qua tbt trong giam tién trién ctia bénh ca vé tri s6 huyét ap ciing nhu
muc d6 bai tiét albumin niéu. C6 nghién ctu cho thay @c ché men chuyén
giam 75% tdc do bai tiét albumin sau 1 ndm diéu tri. Diéu tri bang &c ché men
chuyén va ¢ ché thy thé angiotensin duoc khuyén céo & tat ca cac nguoi
bénh than DTP 1am sang, ngay ca khi huyét ap khong ting. Ly tudng nhat 1a
diéu tri ngay khi méi ¢6 microalbumin niéu. Mot nghién ctru ngén han da so

sanh tac dung cua thuéc wc ché men chuyén véi thuéc uc ché thy thé
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angiotensin 13 lisinopril voi candesartan nhan thay hai thudc nay co tac dung
tuong duong nhau ca vé ha huyét ap va giam protein niéu. Tuy nhién néu st
dung cung lac 2 loai thude trén, chen kép hé renin-angiotensin thi tac dung
giam albumin niéu cai thién hon.

- Cac thudc ha huyét ap khac: Thudc ha ap loi niéu nhu nhém thiazid
c6 loi do lam giam thé tich loc, giam natri mau gitip cho thudc &c ché men
chuyén phat huy tac dung. Tuy nhién nén dung & liéu thap. Thudc ha ap chen
beta adrenergic ngay nay dugc wa dung do co tac dung tdt trén hé tim mach 1a
tang thoi gian tm truong, giam tiéu thu oxy co tim nén gop phan han ché cac
bién ¢6 tim mach két hop, tuy nhién thube ciing c¢6 tac dung trén chuyén hoa
glucose nén can chinh liéu phu hop. Thudc ha ap chen kénh canxi diéu chinh
nhanh huyét ap va gép phan ha albumin niéu & mtc do khac nhau, nén ciing
dugc dung dé phdi hop trén nhitng bénh nhan tang huyét ap khong diéu chinh
dugc bang nhiing loai thudc khac [3], [10], [20].
1.2.4.3. Cdc bi¢n phdp phéi hop

- Han ché dam: Khuyén cdo khi c6 bénh than l1am sang thi luong
protein dua vao 1a 0,8g/kg, khi mac loc cau than giam thi can han ché protein
chat ché hon 0,6g/kg.

- Piéu trj triét dé cac nhiém khuan tiét niéu, von hay gap trén bénh
nhan DTD do rdi loan than kinh tu chu.

- Piéu chinh réi loan lipid mau: cac rdi loan lipid mau vira gy anh
huong xau trén mach mau 16n vira 13 tic nhan giy stress oxy hoa trén céac vi
mach. Diéu tri giam cac lipid mau c6 hiéu qua trong giam albumin niéu ciing
nhu cac bién ching tim mach phéi hop.

- Bo thudc 14: 1am giam thuc day microalbumin niéu thanh protein niéu

cling nhu giam cac bién cb tim mach chung.
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1.2.4.4. Loc mdu, ghép than cho bénh thdn giai doan cuéi

Loc mau dinh ky khi muc loc cau than con 10 ml/phut. Thay ghép than
1a bién phap diéu trj cin ban cho nguoi bénh than giai doan cudi.
1.3. QUAN NIEM CUA YHCT VE PTP
1.3.1. Pinh danh bénh dai thao dwdng trong YHCT

Bénh BTD (Diabetes mellitus) la bénh danh cia YHHD, khong phai la
bénh danh caa YHCT; vi vay dé dbi chiéu bénh danh twong tng can duwa vao
cac biéu hién 1am sang cua DTD [33], [34].

- Nhém cac triéu chirng do dé khang insulin: Hién tuong dé khang
insulin gap trong DTD typ 2, chi duoc phat hién bang cac xét nghiém lam
sang. Cac biéu hién 1am sang lién quan thuong 1a béo phi, 16i song it van
dong, ché do an nhiéu chit béo, udng ruou bia, hat thudc 14; trong d6 ndi bat
nhat 1a vai trd ctia béo phi. Béo phi trong YHCT thudc ching dam thap, phan
nao lién quan toi ching khi hu do cong ning van hoa cua ty suy kém, thap
tré sinh dam, nguoi bénh béo béu, stc bén kém, lao dong hay ra nhiéu mo hoi,
th ngén, ngai noi.

- Nhém céc triéu chieng do thiéu insulin mau: Thiéu hut insulin gay
nén ting glucose mau cé cac triéu ching 1am sang rat rd rang nhu: an nhiéu,
mau d6i, khat nuée, uéng nhiéu, dai nhiéu, ngudi gay sat. Tuy nhién cac triéu
chung nay chi rd rét 6 PTD typ 1, con 6 PTD typ 2 chi gap ¢ giai doan muon,
c6 biéu hién 1am sang, khi glucose mau luc d6i > 9 mmol/L. Cac triéu ching
trén hau nhu trang khép véi chimg Tiéu khat cua YHCT.

- Nhém triéu chieng do bién chitng man tinh cia PTD typ 2: Céc
bién chiing mach mau 16n: Pau nguc — hung ty, hdi hop trong nguc — kinh
quy, chinh xung, liét ntra ngudi — ban than bét toai do tring phong c6 nguyén
nhan chung 14 khi hu huyét . Cac bién ching mach mau nho: mat mo 1a do

can huyét hu, té bi chan tay do phong thap va khi tré huyét ...
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Qua khao sat trén c6 thé thdy néu chi bang triéu chimg 1am sang thi
twong quan gitta bénh danh BDTD typ 2 cuia YHHD véi YHCT kha phan tan,
chi c6 bénh danh Tiéu khat 14 c6 twong dong twong d6i Ion vai bénh danh
DTD typ 2 caa YHHD, nhung phai thiy ring Tiéu khat chi twong duong voi
giai doan c6 biéu hién 1am sang cuia DTD typ 2.

1.3.2. Quan niém vé chieng Tiéu khat trong YHCT
1.3.2.1. Lich s chirng Tiéu khat

Bang kha ning quan st tinh té, YHCT da biét dén chung Tiéu khat tir
rat 1au va da co nhitng kién giai vé nguyén nhan gay bénh, cach chita tri can
bénh nay. Xin diém mét s6 cot mdc qua nhirng tac gia va tac pham tiéu biéu

- Hoang dé Ngi kinh (Thé ky 2 truéc CN). Té van: “Bénh d6 do an
nhiéu thr béo ngot ma sinh ra. Pham chét béo khién nguoi sinh ching noi
nhiét, vi ngot khién nguoi sinh ching trung man. Pén khi khi d6 tran 1én s&
chuyén thanh chung Tiéu khat” (Thién Ky bénh luan) [35], [36], [37], [38].

- Trwong Trong Canh (Thé ky 2 sau CN)

Truong Trong Canh 14 thay thudc ndi tiéng doi Pong Héan, nguoi doi
sau ton 6ng 1am bac Thanh y. Tac pham cta 6ng “Thuong han tap bénh luan”
c6 mo ta 2 chirng Tiéu khat khac nhau [39]. Ching Tiéu khat trong “Thuong
han” 1a tinh trang khat nuéc do bénh ngoai cam gay ra, con chirng Ti€u khat
trong “Tap bénh luan” (sau nay goi 1a cuén Kim Quy Yéu Lugc) 1a tiép tuc
phat trién chimg Tiéu khat ma Noi kinh d chi ra.

Kim Quy Yéu Lwoc , Thién 13 — Tiéu khat, tiéu tién bat loi, 1am bénh:
“Mach thén khau phu ma tri, phu ttrc 13 hu, tri tire 1a lao. Hu thi vé khi khong
du, lao thi dinh khi kiét. Mach phu duong (vi khi) phu ma sac, phu ttc 1a khi,
séc tirc 14 tiéu com ma dai tién ran, khi thinh thi tiéu di luén, ticu di luon thi

dai tién ran, dai tién rin va tiéu di ludn canh tranh nhau nén thanh chuing Tiéu
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khat”, “Dan ong bénh Tiéu khat, udng lai nhiéu, udng 1 du dai ra ciing 1 dau,
dung Thén khi hoan ma chira” [40], [41], [42], [43].

- Sa0 Nguyén Phwong (Thé ky 7 sau CN): Ong 14 thay thudc ndi tiéng
doi nha Tuy, Trung Qudc, viét cubn Chw bénh nguyén hau lugn, 13 cudn
sach bénh hoc dau tién caa YHCT, c¢6 anh huong l6n lao dén sach bénh hoc
sau ndy. Trong tic phidm nay, ong 13 ngudi dau tién nhan manh dén bién
chiing nhiém trung cta chimg Tiéu khat: “bénh nay hay phat ung thu (ung
nhot, nhiém trung)” [35], [36], [44].

- Chu Pan Khé (1281 - 1358): Ong 1a thay thudc noi tiéng thoi Kim —
Nguyén Trung Qudc, 1a dai biéu cia truong phai Tu Am. Vi vay Chu Pan
Khé quan tAm nhiéu dén chimg Tiéu khat. Sach Pan Khé tim phdp cua ong
ly giai vé chung Tiéu khat nhu sau: “rugu udng vo do, rat thich d6 nuéng
ran... nén tang phu sinh nhiét, tdo nhiét bung thinh, tan dich khé xém, khat
udng nudc khong thé ty ngin cam dugc”.

Tiéu khdt phuongPan khé tam phdp): Hoang lién, Thién hoa phan,
nudc ¢p Sinh dia, nude €p Ngo sen, sira bo [36], [44].

- Tué Tinh (Thé ky 14) [45]: Tué Tinh 1a danh y Viét Nam, thoi Tran,
d3d mo ta nguyén nhan triéu chang cua Tiéu khat, phan chia thé bénh rat 1o
rang. Pac biét ong dd mo ta bién ching nhiém tring cua ching Tiéu khat.
Trong nhitng vi thudc diéu tri Tiéu khat cua Tué Tinh dua ra c6 cu Kim cang
ma hién nay trén thuc nghiém da chirng minh c6 tac dung ha glucose mau [46].

Nam dwoc than hiéu “Tiéu khat 13 chang trén thi mudn udng nudéc,
dudi thi ngay dém di dai rat nhiéu, vi do dam duc qua dd, tra ruou khong
nguing, hoic an nhiéu d6 xao nudng, hodc thudng udng thudc bang kim thach
lam cho kho kiét tan dich trong than, khi nong trong tdm chay ruc, tam ti€u
nung nau, ngii tang kho réo, tir d6 sinh ra chimg Tiéu khat. Nhung bénh phan

ra tam tiéu khac nhau, bénh ¢ thuong tiéu 1a phé, uéng nhiéu an it, dai tiéu
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tién nhu thuong, d6 13 tdm hoéa nung niu phé kim ma sinh ra khat; bénh ¢
trung tiéu 13 vi, an nhiéu, udng nhidu ma tiéu tién vang do, day 1a vi huyét
nhiét, 46 an mau tiéu chong doi, trong huyét c6 hoa nung thi tan dich kho rao
ma sinh ra khat; bénh & ha tiéu 1a than, tiéu tién duc va dic nhu cao, phién
khat ubng nudc nhiéu, dan dan vanh tai den xam, tiéu tién di luon. Néu an
duogc tat phat ung thu va ghé 16 & lung, néu khéng dn duogc thi bénh sé& truyén
vao trong ma bung day trudng”.

- Hai Thwong Lan Ong (1720 - 1791) [47]: Trong di san trude tac do
so ciia Hai Thuong, phan noi vé ching Tiéu khat khong nhiéu va khong co sy
phan biét rd rang gitra ching Tiéu khat vai cac tinh trang khat nudce khac.

Y trung quan kién. “Chtng Tiéu khat phan nhiéu do hoa lam tiéu hao
chan Am, nam chat dich bi kho kiét ma sinh ra. Phép chita dai khai thuc hoa
thi ta, hu hoa thi bd. Néu bénh ning 1am, uéng mot phan dai ra hai phan thi
chi nén cin cir vao mach ma dung Luc vi hay Bat vi. Thay suy héa béc dung
luc vi, hoa hu bdc 1én dung bat vi gia sira ngudi, cao ban long, cao thuc dia,
cao ngil vi tr... déu la thubc ding chimg”.

Hanh gidn trdn nhu: Trong tic pham nay Hai Thuong liét ké 14
truong hop Tiéu khat va dua ra 24 phuong thude dé diéu tri.
1.3.2.2. Phan logi chirng tiéu khat theo YHCT hién nay (Tar 1954 — 2000)

Tir 1965 cac nha nghién cttu YHCT thdng nhat phan loai Tiéu khat
thanh 3 thé 1am sang [33], [34]:

- Thé thwong tiéu (phé): khat, uéng nhiéu, miéng kho hong kho, ludi
kho, dai nhiéu lan, luong nude dai nhidu, dau 1udi, ria ludi hong, réu ludi mong
vang, mach hong sac. Phap diéu tri: thanh nhuan phé nhiét, sinh tan chi khat.

- Thé trung tiéu (vi): An nhiéu, chong déi, ngudi gay noéng, phan bon
két, réu ludi vang khé, tiéu tién nhiéu lan, tu hin, mach hoat thuc. Phap diéu

tri: Thanh vi tang dich.
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- Thé ha tiéu (than): Dai nhiéu lan, luong nhiéu, nuéc dai nhu cao
hoac ngot khong can hoic khat udng nhiéu, ngii tim phién nhiét, dau vang,
mét moi, lung dau gbi yéu, mach tram tri sac. Phap diéu tri: Tu bd than am,
sinh tan thanh nhiét.

Phan loai méi cuaa tiéu khat:

Theo 1y luan kinh dién YHCT, co ché bénh sinh cua tiéu khat chu yéu
do am hu. Tuy nhién véi bénh canh DTD hién nay phan 16n dugc phat hién
sém bang cac xét nghiém, khi glucose méau chwa cao dén murc gay ra cac biéu
hién 1am sang nhu d6i, khat nudc... Vi vay su phat trién nghién ctru 1y luan
YHCT d4 ¢6 nhimg d6i chiéu v6i YHHD. Phan lén nguoi bénh TP typ 2 ¢
thoi gian dai trude d6 co 16i séng it van dong, an nhiéu chat béo, ngot. Ngudi
thuong thira can béo phi, thé ngin ngai néi, ngai van dong, van dong chong
mét, ra nhiéu md hoi... rd rang c6 nhidu triéu chung caa khi hu. Vi vay ly
luan YHCT d3 bd sung thém vai tro ctia khi hu trong co ché bénh sinh cua
tiéu khat. Theo Trung y ndi khoa hoc (2003) [48], phan loai méi cua ching
tiéu khat co bod sung thém vai tro cua khi hu trong co ché bénh sinh tiéu khat,
va phén chia ra cac thé nhu sau:

- Phé nhiét thuong tan. Phap diéu tri: Thanh nhiét nhuan phé, sinh tan

chi khat

- Vi nhiét tich thinh. Phap diéu tri: Thanh vi ta hoa, dudng am tang dich

- Khi, 4m suy hu. Phép diéu tri: ich khi kién ty, sinh tan chi khat

- Than am suy hu. Phap diéu tri: Tu am ¢ than

- Am duong ludng hu. Phap diéu tri: Tu 4am 6n duong, bd than cb sap

Quan niém vé bién chirng man tinh ciia PTP trong YHCT hién nay

Bién chirng nhiém trung cua DTD duoc mod ta trong y van YHCT tir thé
ky 7 sau Cong nguyén. Cac bién chirng man tinh ciia DTD khong thy y vin

co ghi nhan, c6 1& vi doi sdng cua bénh nhan khong du dai dé xuat hién cac
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bién chtirng man tinh. Hién nay do cong tic chim séc suc khoe tét hon trudc,
doi séng cua bénh nhan DTD kéo dai, cic bién chirng man tinh xudt hién
nhiéu, do vay YHCT d4 c6 nhiéu nghién cuu:

- Ta Du (1980) nhan dinh bénh 1y ban chan BDTD do chung Tiéu khat
lau ngay, can than tinh huyét hao dan, duong khi ciing khuy hu, khong thé dat
t6i cac ngoén chan, tr chi khong 4m, cuing voi ngoai ta han thap xAm nhap lam
mach ngung huyét tré, kinh lac khong thong, khi huyét khong van hanh sinh
dau nhtrc, 1au ngay uit hoa nhiét sinh nong, hoa mu. Diéu trj nén hoat huyét
hoéa 1, thu can thong lac [49].

- Thiéu Khai Hué (1986) cho riang bénh DTP typ 2 bién chitng mach
vanh thugc pham tru chirng Tiéu khat va hung ty. Tiéu khat 1au ngay chinh hu
ta thuc, am hu tdo nhiét, tam than am hu, tdm am khuy hu, khong thé di 1én
ché ngu tdm hoa, din dén hu hoa thiéu huyét thuong tin ma thanh huyét .
Cung véi khi hu khong khi hoa, thuy thap tré ngai hda dam sinh hung ty.
Phép diéu tri dung tu 4m bo than, hoat huyét hoa u [50].

- Quach Trai San (1989) phan tich trong bénh than kinh ngoai vi do
bién chiing ciia TP typ 2 c6 4m hu khuy hao, tdo nhiét thién thinh, & huyét
ngin trd. Nguyén nhan do khi am ludng hu, van hanh huyét dich bj tro ngai,
lac mach mat nuéi dudng. Lam co nhuc toan than dau nhtec, lung suon dau
nhirc sudt dém khong ngu. Diéu tri dung Tho ty tir, Cau ky tir, B6 cot chi dé
b6 4m, Toan yét, Pao nhan, Nguu tat, Qué chi, Lé chi hach dé hoat huyét
thong kinh lac [51].

- Chtc Tram Du (1999), nhan dinh diéu tri chimg DTD typ 2 c6 tay
chan dau budt té dai, dau ving nguc tim, hodc ban than bat toai can cha y
nguyén nhan khi 4m ludng hu. Khi 1a sodi ctia huyét, khi hu lau ngay huyét

sap tré ma thanh huyét @, phai dung Hoang ky, Sinh dia, Huyén sam ich khi
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dudng am, cung véi Pan sam, Xuyén khung, fch mau, Xich thuoc, Puong
quy hoat huyét hoa & dudng huyét d@é tri bénh [52].

Nhu vay co ché gay bénh cua cac bién ching man tinh DTD ngoai 4m
hu, con ¢ khi hu va huyét u.
1.3.3. Piéu tri PTP bang YHCT
1.3.3.1. Bai thudc diéu tri chirng Tiéu khdt [34].

Thé thwong tiéu (phé):

- Phap diéu tri: thanh nhuan phé nhiét, sinh tan chi khat.

- Phwong thudc: Tiéu khat phuong hop Nhan sim bach ho thang

Tiéu khat phuong (Ngoai dai bi yéu):

Thién hoa phan 99 Mach mon 159
O mai 5 qua Tiéu mach 9¢
Bach mao can 9¢g Trac nhy tuoi 9¢

Sic udng ngay 01 thang.
Nhan sam bach ho thang (Truong Trong Canh):

Tri mau 9¢g Thach cao 309
Cam thao 39 Nganh mé 9¢g
Nhéan sam 609

Sic ubng ngay 01 thang.
Thé trung tiéu (vi):
- Phap diéu tri: Thanh vi tang dich

- Phwong thudc: Ngoc nit tién (Canh nhac toan thu):

Thach cao 10-15¢ Sinhdia 10-15¢g
Mach déng 8¢ Trimau 6
Nguu tat 69 Son chi 8¢
Hoang cam 849

Sac udng ngay 01 thang

Néu tdo bon gia thém dai hoang, chi thuc, hau phac.
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Thé ha tiéu (than)
- Phap diéu tri: Tu b than 4m, sinh tAn thanh nhiét

- Phwong thudc: Luc vi dia hoang gia vi (Tiéu nhi duoc ching truc quyét)

Thuc dia 329 Son thu 16 g
Hoai son 16 ¢ Trach ta 12 ¢
Dan bi 12 ¢ Phuc linh 12 g

Sac udng ngay 01 thang.

Gia vi:

- Nhiét nhiéu gia tri mau, hoang ba.

- Than phé am hu gia mach moén , ngii vi tu.

- Khi, am déu hu gia nhan sdm, hoang ky.

- Duong hu gia qué, phu.
1.3.3.2. Mgt s bai thuéc diéu tri DTD da nghién ciru tgi Vigt Nam

- Bai thudc Bat vi tri ba: Vi Thi Ké, Bénh vién YHDT Hai Duong
(2004) dung bai Bat vi tri ba diéu tri 90 bénh nhan DT typ 2, sau 41 ngay ty
I& glucose mau 6n dinh chiém 50,7%, s6 d& 1a 49,3%, cac dau hiéu 1am sang
nhu khat nudc, mét moi giam ro. [53]

- Bai thudc Luc vi hoan: Bénh vién YHDT TP.HCM. (2005) Nghién
ctru trén 60 bénh nhan duoc xac nhan mic dai thao dudng typ 2 da va dang s
dung cac loai thudc ha glucose mau bang duong udng. Sau 21 ngay diéu tri
két qua cho thay: Hoan Luc vj gia giam c6 tac dung ha glucose mau tét hon
Meformin. Nhom tht nghiém ha 12,35% (P-0,011) nhom chiang ha 6,28%
(P=0,299) tuy nhién khi bénh nhan c6 muc glucose mau > 10 — 14 mmol/l thi
nguoc lai nhom nghién ciru ha 12,28% trong khi nhom chang ha 30,35%. Két
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luan: Bai thudc Luc vi gia giam c6 thé sir dung cho bénh nhan dai thao duong
c6 muc glucose mau tu: 7,8 — 10 mmol/l [54].

- Bai thudc Tiéu dwong Pong d6: Thanh phan: sinh dia, mach mén,
hoang ky, hoang lién, thién hoa phén, ngii vi tr, mau don bi, bach linh, nhan
sam, thach cao. Duong Pang Hién, Nguyén Nhuoc Kim, Ding Kim Thanh
(2005) danh gia tac dung cua bai thudc trén véi DTD typ 2 chwa c6 bién
chtng, thdy sau 01 thang diéu tri bénh nhan da giam glucose méau lac d6i 1,5
mmol/l, sau an 3,14 mmol/l, sau 03 thang HbA1c giam 0,38 vai P< 0,01[55].

- Vién bao phim Galucron: Cua Bénh vién YHCT tinh Ha Tay, thanh
phan: thién hoa phan, huyén sam, ngii vi tir, ndm linh chi, ré cay day goi, kim
ngan hoa, trach ta, mach mon. Nam 2008 Tiéu Ngoc Chién danh gia trén 1am
sang thdy vién nang Galucron gitp ha glucose mau tir tir, ty 18 kiém soat tot
glucose mau 1a 85,72% va giam tot cac dau hiéu khat nude, an nhiéu, dai tién
tao [56].

- Bai thudéc Té sinh than khi hoan: Lé Thi Thanh Nhan Hoc vién
YDHCT Viét Nam (2012) dung Té sinh than khi hoan cho bénh nhan TP
typ 2 ¢6 bién ching than. Két qua cai thién muc loc cau than tir trung binh
33,28 ml/phut trude diéu tri 1én 39,88 ml/phut sau diéu trj [57].
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1.4. CAC NGHIEN CUU VE BAI THUOC BO DUONG HOAN NGU THANG

1.4.1. Bai thudc B6 dwong hoan ngii thang

Bai thudc B duong hoan ngii thang ctia danh y Vuong Thanh Nham
(1768-1831), nam trong sach Y 1am cai thac (1830) cua 6ng [35]. Bai thudc
gom cac vi [8], [58]:
Bdng 1.1. Tdc dung cdc vi thudc bai BDHN theo YHCT

Vi thuéc | Tén khoa hoc Tinh vi quy kinh Tac dung Liéu
lwgng

Sinh Radix Astragali [Vi ngot, tinh am, vao|Pai bd nguyén| 36 -

Hoang ky phé ty khi 150g

Puong |Radix Angelica|Vi ngot hoi ding, tinh|Bo huyét hoat| 8¢

quy sinesis am, vao tim can ty huyét

Xich Radix Paenonea|Vi ding, tinh hoi han,|Hoat huyét khtr o, 69

thuoc rubrea vao can ty dudng am

Xuyén Rhizoma Vi cay tinh am, vao can,|Hoat huyét, hanh| 4g¢

khung Ligustici wallic |tam bao khi

Dao nhan |Semen Persicae |Vi dang ngot, tinh binh,|Hoat huyét, khir | 4 g
vao can than

Hong hoa |Flos Carthami [ Vi cay tinh am, vao tim,|Hoat huyét khir e | 4 g
can

bia long |Pheretima Vi man tinh han, vao ty|Thong lac binh| 4g

Asiatica vi can than can, tran kinh loi

niéu tiéu viém
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Tac dung dwoe Iy ciia toan bai thudc: theo tai liéu Phuong té hoc cua
Hoc vién Trung y Bac kinh [7], bai thudc c6 tac dung gidn mach, chéng co
that co tron, ha huyét ap, chong ngung tap tiéu cau, ting luu lvong dong mach
vanh, ting kha ning co bop co tim, ha lipid mau, giam dé khang insuline,
khang viém, ting cudong mién dich, phuc hdi thuong ton than kinh.

1.4.2. Cac nghién ciru vé bai thudc Bé dwong hoan ngii thang

- Ta Nhan Minh (1989) thay c6 tac dung lam tan huyét khéi & tiéu dong
mach phéi tho; giam rd mé nhiin ndo, giam d6 nhét mau, giam cholesterol
mau [60].

- Diép Huéng Vinh (1991): trén chudt bach ding thudc nay thiy ting
rd rét tinh luu dong cia hong cau [61].

- Mao Tam Khoan va cong sy (1997) di dung bai B6 dwong hoan ngii
thang diéu tri bénh mach vanh tim, két qua cai thién rd vé triéu chimg va dién
tim, trong 11 cas nhoi méau co tim theo ddi sau 2 nam chi ¢6 1 ca tai phat nhoi
mau co tim cap [62].

- Hoang Bao Nam va cong sy (1998) dung bai B6 dwong hoan ngii
thang diéu tri nhiin ndo thay c6 hiéu qua tét [63].

- Trinh Kinh Tung diung B6 duong hoan ngii thang diéu tri 30 ca xuat
huyét ndo, thay thoi gian trung binh tiéu mau tu 1a 19,1 ngay, nhom chang
trung binh 25, 4 ngay [64].

- Nguyén Minh Ha (2010) thay dich chiét cua bai thudc Bé dwong hoan
ngii thang cd tinh khang dong va gian mach trén thuc nghi¢m trén chudt [65]
[66]; va thu duoc két qua tot trén bénh nhén tai bién mach ndo [67].

Cic nghién ctru thuc nghiém ciia cac vi thudc trong bai BDHN

- Vi thuéc Hoang ky: Nam 2008, Yuan W thdy Hoang ky 1am giam sy
dé khang insulin trén chudt dai thdo duong typ 2 bang STZ, 1am giam luong
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PTPIB trén co van, nhung khong giam trén gan [68]. Feng Zou va cong su
(2009), qua thuc nghiém trén chudt da nhan thay polisaccharid chiét xuat tir
Hoang ky di tang tong hop glycogen & gan va ting sir dung glucose & co van
theo con duong kich hoat tin hiéu AMPK (AMP activated protein kinase [69].
Niam 2009 nhdém cac nha nghién cau tai Hongkong, Anh va Trung Qudc thay
Hoang ky lam tang tiét Adiponectin, mot hormone ting nhay cam insulin-tiét
ra tir cac té bao md, trén ca té bao md nudi cdy 3T3-L1 va trén té bao md
chuot [70]. Lu L (2010) ciing nhan thay astragaloside IV lam giam duong
mau & chudt dai thao duong do tc ché men GP (glycogen phospholyrase) va
G6P (glucose-6-phosphatase) ¢ gan [71]. Nam 2004 Xiaoxing Yin va cong
su, trén chudt di gy bénh than BTD bang thuc nghiém, nhan thay nhom
chuot diéu tri bang chat chiét xuat Hoang ky sau 8 tuan c6 giam lugng
microalbumin niéu, giam AGEs ca ¢ trong mau va ¢ vo than; giam do day
mang day tiéu cau than [72]. Nam 2009 Motomura K va cong su nhan thay
Hoang ky co tac dung tc ché tao AGEs, qua ddy co tac dung trong cac bién
ching mach mau cua bénh BDTD [73].

- Céc vi thube khac trong bai BDHN: Cathy W. C (2012) di nhan thay
nuéc sic cua Xuyén khung va Puong quy cé tac dung ting tong hop Nitric
Oxit cua ngi mac mach mau (eNOS) qua do6 c6 tac dung bao vé ngi mac mach
mau trong cac bénh chuyén hoa [74]. Liu L thuc nghiém trén chudt cng thay
Pao nhan, Hong hoa c6 tac dung chong dong mau, ting lwu luong tuan hoan
[75]. Chung-Hsiang Liu (2013) thuc nghiém tac dung ctaa Dia long trén mo
hinh nhdi méu ndo chudt thiy lam giam kich thuéc 6 nhdi mau do tac dung
khang dong va tiéu fibrin [76].

1.4.3. Ly do chon bai thudc Bo6 duong hoan ngii dé nghién ctru

- Dua trén 1y thuyét cia YHCT: Co thé thy hién nay chua thiy co

nghién ctru ndo st dung bai thubc Bé dwong hoan ngii thang trong diéu tri
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bénh DTD typ 2 va cac bién ching cua nd. Trong ching tiéu khat, ngoai 1y
thuyét kinh dién vé dm hue, thuc té 1am sang cho thay c6 vai trd quan trong khi
hw va huyét i trong co ché bénh sinh, nén viéc dung thuoc bé khi va hoat
huyét trong diéu tri bién chiing cua Tiéu khat 1a phu hop; va day 1a budc tién
méi caa YHCT trong nhan thtc va diéu tri bién chiing mach mau cta bénh
DTD typ 2. Bai thudc B6 dwong hoan ngii véi tinh chét bo khi va hoat huyét

vi thé c6 thé 1a lua chon tét cho diéu tri cac bién chiing cua DTP.

- Dya trén cac dit liéu thuc nghiém cia YHHD: Nhiéu thuc nghiém da
xé4c nhan bai thuéc BDHN c¢6 tac dung ha glucose mau va diéu tri cac roi loan
vé mach mau. Vi vay dung bai thudc nay dé diéu tri cac bién ching mach
mau cua DTD 1a lva chon ¢6 co sé khoa hoc.

1.5. MO HINH PAI THAO PUONG TYP 2 TREN PONG VAT
1.5.1. Giy PTD typ 2 trén dong vat bang ché dé dinh duéng két hep véi

hoéa chat

Nguyén 1y chung ctia phuong phap nay 1a mé phong dic diém chinh
cia DTD typ 2: dé khang insulin tai mo dich va thiéu hut twong di insulin
trong mau. Pong vat thuong duoc chon 1a chudt cong va chudt nhat. Chudt
nudi bang ché d6 dinh dudng giau ning luong va giau lipid trong mot khoang
4 tuan - 8 tuan dé gay céac roi loan vé chuyén hoa, dua dén tinh trang dé khang
insulin, sau d6 dung héa chat giy pha hily té bao beta tuyén tuy gay nén tinh
trang thiéu hut insulin. Hoa chat thuong dung 1a streptozocin ¢6 dic tinh gay

doc cho té bao beta tuyén tuy [77], [78].

Hod chit streptozocin (STZ)
Gitra thap nién 60 (thé Ky 20) cac nha khoa hoc di phat hién ra tinh doc
chon loc ctia STZ ddi vai cac té bao beta dao tuy. Khi duoc hap thu vao cac té bao

beta, STZ dugc phan cit thanh glucose va mot ntra con lai 1a methylnitrosourea.
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Vi ¢6 tinh alkyl héa nén tac dong téi cac dai phan tir sinh hoc dan téi pha huy
té bao beta. Tinh chon loc ctia STZ véi té bao beta do STZ 1a chat dong dang
nitrosourea trong d6 N- methyl-N-nitrosourea duoc lién két voi C-2 cua
hexose. Nitrosoure tan trong lipid nén dwgc hap thu dé dang vao mé qua
mang sinh chat, két qua caa viéc thay thé hexose 1a STZ it tan trong lipid.
STZ dugc tich liy chon loc trong té bao beta dao tuy qua kénh van chuyén
glucose GLUT? 4i lyc thap nam trong mang sinh chéat. Tinh doc cua STZ con
duogc biéu hién & con duong thir 2 khi STZ tao ra nitric oxide (NO) 1am ton
thuong ADN va tc ché chu trinh Krebs [79]. Rossini va Like (1976) véi liéu
STZ 150 mg /kg gay tang glucose mau chudt [80]. Leiter (1982) gay tang
glucose mau chudt bang liéu STZ 50 mg lap lai nhiéu lan [81]. Cac m hinh
nay giéng DTD typ 1 do pha huy hau hét té bao beta tuyén tuy

Két hop ché dg dn giau chit béo véi STZ

Niam 2000, Reed MJ 13 nguoi dau tién bao céo di gay duoc md hinh
DTP typ 2 vai thoi gian nudi chudt bang thirc an giau chat béo 2 tuan va STZ
lidu thap. Reed st dung thic 3n giau chat béo, c6 40% calo 1a chit béo dé
nudi chudt trong 2 tuan dé gy tinh trang dé khang insulin ngoai bién. Sau 2
tuan, ndng do insulin, acid béo tu do va triglycerid trong mau 16 chudt an giau
chat béo déu cao hon rd rét so véi 16 chudt an thirc an thuong (P < 0,0001)
[82]. Elizabeth R. Gilbert nuéi chudt nhat bang thic dn gidu ning luong va
giau chat béo (5200 kcal/kg, 60 % calo 1 chit béo) trong 5 tuan ciing gay rdi
loan chuyén héa va dé khang insulin rd rét so véi 16 chung [83]. Bé giy tinh
trang thiéu hut insulin twong d6i, luong té bao beta phai bi pha hiy khoang
70% nén can do liéu STZ vi dap tng cua mdi 16 chudt khac nhau. Reed d3
tiém tinh mach STZ liéu 50 mg/kg chudt cdng Sprague-Dawley nuéi bang ché
d6 an giau chat béo 2 tuan. M6 hinh TP ciia Reed c¢6 ting glucose, insulin,

acid béo tu do, triglycerid mau tuwong ty nhu DTD typ 2 trén nguoi. Tir ndm
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2000 dén nay, nhiéu tac gia dd 4p dung mo hinh cua Reed dé danh gia tac
dung diéu tri BTD cta duoc liéu. Phan Ion cac nghién ctru déu chon nudi
chudt bang ché do an giau chat béo trong 1 thang va tiém STZ liéu duy nhat
50 mg/kg dd gy dugc md hinh DTD typ 2 trén chudt céng. Tuy nhién mod
hinh nay tiép tuc dugc nhiéu nha nghién ctru trén thé gidi tiép tuc duoc cai
tién dé gan gidng véi bénh canh BTD trén ngudi nhat [84], [85], [86].
1.5.2. Gay PTD typ 2 trén dong vat bang phwong phap di truyén

Mo hinh BTD typ 2 trén dong vat thu duoc bing con duong di truyén
c¢6 wu viét hon han so voi md hinh gay bénh bang hoa chat do 16 chudt nghién
ctru gidng nhau vé mit di truyén nén cac dap tng véi cac thir nghiém sinh hoc
ddéng déu hon. Mit khac cac chiing chudt nay da duoc biét truge vé kiéu loai
khiém khuyét di truyén do d6 sé& tao diéu Kién nghién ctru sau vé co ché tac
dung caa thudc [87], [88]. tuy vao muc dich nghién ctru ma ngudi nghién ciu
s& chon lya mo6 hinh cho phu hgp. C6 mot sé6 moé hinh nhu: chudt nhat
Lep®°® chudt nhit Lepr®™®, chust céng ZDF (Zucker Diabetic Fatty), chudt
nhit KK, chudt nhat NZO (New Zealand Obese): chuot AKITA...Tuy nhién
cac giong chuot BT di truyén khong c6 san trong diéu kién Viét nam hién
nay, nén trong dé tai nay chiing t6i sir dung mé hinh DTD typ 2 trén dong vat
bang ché do dinh dudng giau chat béo va hoa chat STZ [85], [86].
1.5.3. Gay bién chirng than PTD trén dong vat

Bénh than dai thdo duong trén nguoi phat trién 4m tham qua thoi gian dai
va thudong biéu hién trén 1am sang vao nam thir 10 — 15. Viéc tao ra mo hinh
bién chiing than DTD trén dong vat la cong viéc rat kho khan va dang duoc chu
y trong thoi gian gan day. Theo T6 chiuc vé md hinh dong vat cho cac bién
chiimg DT (Animal Models of Diabetic Complications Consortium-AMDCC)
2007 [89], m hinh dong vat c6 bién ching than ciia DTD typ 2 can phai co:

- Muc loc cau than giam < 50% so véi tudi dong vat.
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- Protein niéu tang gp 10 14n so v6i nhom chimg cung loai, tudi, gidi.

- C6 thay d6i md bénh hoc trén than: ting sinh chét gian mach cua tiéu
cau than, hach xo hoa va thoai héa tiéu cau than, thoai hoa keo dong mach bat
ky mirc 6 ndo, mang day day > 50%, xo hoa khoang k& gitta cac ong than cua

Mot s6 gidng chudt ding dé nghién ciu bién chung than DTD:

- Chudt nhit Lepr®®: chuot DTP do khiém khuyét receptor cua leptin,
vao tuan thir 8 bit dau co protein niéu nhung chua quan sat thiy ton thuong
tiéu cau than trén kinh hién vi quang hoc. Tuan tht 14 bat dau phi dai than,
phi dai chat gian mao mach tiéu cau than. Thang 16 — 22 quan sat thay day
mang day tiéu cau than. Tuy nhién trén mo hinh nay albumin niéu ting khong
cao lam.

- Cit than mot bén trén chudt nhit Lepr™®: s& thuc ddy bénh than seém
hon, Chudt cit than vao tuan thir 6, dén thang 6 co protein niéu ting cao
240%, day mang day, xo héa tiéu cau than, viém va xo hoéa khoang k& 6ng
than, thiéu san éng than, muac loc cau than giam 50 — 60% so véi 16 chung.
Mo hinh nay hién dugc dung rong rai trong nghién ctu bénh than BT

- Chuot nhat NZO (New Zealand Obese): chudt co ting sinh tiéu cau
than, lang dong gian mao mach, day mang day va xo héa tiéu cau than, rai rac
c6 thoai hoa dong mach. Tuy vay hinh anh ton thuong giéng viém than cua
lupus hon 1a bénh than BDTD

- Chuot db/db eNOS-/-: chudt BPTD c6 khiém khuyét gen Nos3, mi hoa
endothelin Nitric Oxide Synthase (eNOS) phat trién sém cac dau hiéu bénh
than DT gidng ¢ nguoi ting sinh chat gian mach, diy mang déy, thoai hoa
keo dong mach. Ton thuong dic hiéu hach thoai héa tiéu cau than xuat hién
vao tuan 26, c6 giam muc loc cau than, ting creatinin mau, ting huyét ap ...
Mo hinh nay rat co ich trong nghién ctru vai tro ctia ndi mac mach mau trong

bénh than DTD. [90], [91], [92].
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CHUONG 2
CHAT LIEU, POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. CHAT LIEU NGHIEN CUU
2.1.1. Bai thudc nghién ciru BDHN [8]

Sinh Hoang ky (Radix Astragali) 100 gam
Quy vi (Radix Angelica sinesis) 8 gam
Xich thuoc (Radix Paenonea rubrea) 6 gam
Xuyén khung (Rhizoma Ligustici wallic) 4 gam
Dao nhan (Semen Persicae) 4 gam
Hong hoa (Flos Carthami) 4 gam
bia long (Pheretima Asiatica) 4 gam

Céc nguyén liéu trong bai thude duoc ding dudi dang nguyén liéu kho
va dat tiéu chuan trong Dugc dién Viét Nam IV,

- Dang bao ché: Bai thudc duoc chuan bi va bao ché tai Khoa Dugc
Bénh vién Tué Tinh dudi dang cao long toan phan trong nudc.

- Quy trinh bao ché: Duoc liéu dugc can theo ty 16 cua bai thudc, sic
ngap nudc trong vong 1 gid, 1dy nuéc sic 1an 1, tiép tuc duoc sac lan 2 nhu
trén. Hoa chung 2 1an sic dé co dic dong goi mdi thang 02 tai 150 ml danh
cho bénh nhin nghién ciru. Nudc sic thude trén ciing duoc tiép tuc ¢ thanh
cao long dat ham luong 6g duoc liéu /ml danh cho dong vdt thi nghi¢m.
2.1.2. Phwong tién va trang thiét bi nghién ctru

- Thitc 3n nudi chudt dugce cung cap boi Hoc vién Quan y, co ning
lugng 4200 Kcal/kg, thic dn giau chat béo tu ché bién c6 tham khao cong
thtrc cua Elizabeth G [83] c6 nang luong 5200 Kcal/kg, 40% nang lugng do
chat béo.
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Bdng 2.1.Thanh phan cia thiee dn giau chit béo

Thanh phan Thttc dn thuong Thire an giau chat béo
S6 lwong | Ning luong S6 luong Nang lugng
(9) (Kcal) (9) (Kcal)
Protein 20% 20% 20% 10%
Carbohydrate 76% 70% 56% 50%
Lipid 4% 10% 24% 40%
Nang luong 4200 Kcal/kg 5200 Kcal/kg

- Bom kim tiém, b canuyn bom thudc vao da day chuot.

- Dung cu c6 dinh chuot dé lay méau chuot

- Long chudt va khay sach lay nudc tiéu chudt

- May sinh hoéa ty dong hiéu Al5 cua hang BioSystem (Tay ban Nha)
va cac loai kit dung dé dinh luong chi sb sinh hoa

- Kit va may thir glucose mau One Touch cua Johnson & Johnson (Hoa Ky)

- Streptozocin lo 500 mg va 1000 mg ctia hang Sigma-Aldrich (Hoa Ky)

- Dung dich dém Citrat 0,1 M véi pH 4,2 dé pha thubc Streptozocin
2.1.3. Pia diém va thoi gian nghién ciu

Nghién ctu thuc nghiém trén dong vat dugc thuc hién tai Vién nghién
ctu YDHCT Tué Tinh tir thang 6/2012 dén thang 4/2013, nghién ctru 1am
sang trén bénh nhan thuc hién tai Bénh vién Tué Tinh thuéc Hoc vién Y Duoc
hoc ¢6 truyén Viét nam tir thang 5/2013 dén 1/2014.
2.2. POI TUQNG NGHIEN CUU
2.2.1. bong vat thuc nghiém

Chuét céng trang chang Ratus Norvegicus, ca hai giéng khoe manh, 8
tuan tudi, trong luong 160-200 gam/con, do Hoc vién Quan y cung cap, dugc

nuoi tai phong nuoi suc vat thuc nghiém Vién nghién ctu YDHCT Tué Tinh
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thuoc Hoc vién YDHCT Viét Nam. Chudt duoc nudi trong 1ong véi mat do
10 con/ chudng, theo nhiét d6 phong, 4nh sang 12 gio sang/téi, dn va udng tu
do theo nhu cau.

2.2.2. Bénh nhan nghién curu

2.2.2.1. Tiéu chudn chin dodn va tiéu chuan logi triv theo YHHD

Bénh nhén noi tra tai khoa N¢i tiét va khoa Than — Tiét niéu bénh vién
Tué Tinh thuéc Hoc vién YDHCT VN, sb lugng 60 ngudi, duoc chan doan
xé4c dinh TP typ 2 ¢6 bién ching than theo tiéu chuan chan doan sau:

- Tiéu chuin chan doan xac dinh PTD: dua vao tiéu chuan chan doan
bénh BTD cia WHO 1999 [93] va theo huéng dan cia Bo Y té nam 2011
[94] trong diéu kién hién nay dé chan doan xac dinh DTD: dya vao mot trong
3 ti€u chi sau:

- Glucose mau luc doi > 7 mmol/l (126 mg/dL) hoac

- Glucose mau sau 2 gio test dung nap glucose > 11 mmol/l (200 mg/dL)

- Co triéu chiing cua ting glucose mau bao gdm glucose niéu, khat
nhiéu, sut can khong rd nguyén nhan cong véi glucose mau xét nghiém ngau
nhién > 11 mmol/l (200mg/dL)

- Xét nghiém glucose mau luc doi va nghiém phap dung nap glucose
phai 1am 2 1an vao hai ngay khac nhau.

- Tiéu chuan chan doan PTP typ 2:

- Bénh bt dau sau tudi 35

- Thuong béo (BMI > 23)

- Khéi phat bénh tur tur

- Khong ¢6 tinh trang tdng ceton mau

- Nong d6 duong huyét 6n dinh

- Nong d6 insulin méau binh thuong hoic ting

- biéu tri bang thuéc udng ha duong huyét co hiéu qua
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- Tiéu chuén chin do4an albumin niéu
Bénh nhan c6 albumin niéu theo mot trong nhitng tiéu chuan sau:

Bdng 2.2. Tiéu chudn chéan dodn albumin ni¢u (Diabetes care 2003) [32]

Microalbumin Bénh than
Binh thwong _
ni¢u lam sang
Albumin niéu < 20 mg/l 20-300 mg/I > 300 mg/I
Mau qua dém <20 pg/phut | <20-199 pg/phat | >200 ug/phut
Mau 24 gio < 30mg/24 gio | 30-299 mg/24 gio | > 300 mg/24 gio

Ty 1€ albumin
o <2,5mg/mmol | 2,5-30 mg/mmol | > 30 mg/mmol
[creatinin (nam)

Ty 1€ albumin
n <3 mg/mmol | 2,5-30 mg/mmol | > 30 mg/mmol
[creatinin (nir)

- Tiéu chuan chan doan giai doan cia bénh than man tinh trén bénh nhén
dai thao dwong - Hiép hoi dai thao duong Hoa Ky (ADA) nam 2012 [32].

- Giai doan 1: C6 bang chuing vé tén thuong than trén mé hoc hoidc xét

nghiém, muc loc cau than binh thuong hoic taing (MLCT > 90 ml/phut).

- Giai doan 2: C6 bang chuang vé tén thuong than trén mé hoc hodc xét

nghiém, muc loc cau than giam nhe (MLCT tir 60 - 89 ml/phit).
- Giai doan 3: Mic loc cau than giam trung binh (MLCT tir 30 — 59 ml/phit)
- Giai doan 4: Muc loc cau than giam niang (MLCT tir 15 — 29 ml/pht)

- Giai doan 5: Suy than giai doan cudi. Muc loc cau than giam con 15
ml/phat. Can sir dung cac bién phép thay thé than nhu: thim phan phuc mac,

loc mau, ghép than.
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- Tiéu chuin chon bénh nhin nghién cu

- Bénh nhan duoc chan doan DTD typ 2 theo tiéu chuan cia WHO 1999

- Pang diéu trj tich cuc nham dat muc tiéu diéu tri theo khuyén céo cua
Bo Y té Viét Nam nim 2011 va ADA 2012 nhim lam giam va cham tién trién
cac bién ching ctia TP typ 2 (Bang 2.3).

- C6 bién ching than DTP theo tiéu chuan ADA 2012.

- Tinh nguyén tham gia nghién cuu.

- Tiéu chuan loai trir ra khéi dién tong két nghién ciru

- Bénh nhan dang co bién chung cap tinh cia DTD nhu nhiém toan ceton,
tang ap lyc tham thau, nhiém trang nang. Phu nit ¢o thai, dang cho con by.

- Bénh nhéan c6 bénh 1y than — tiét niéu khac khong do nguyén nhan
DTPD nhu: viém cau than cap, man, viém than k&, hoi chiing than hu, séi than,
bénh than trong cac bénh mién dich khac, u xo tién liét tuyén... hoic bénh
khac cap hoic man tinh nhu suy gan, suy tim niang, bénh mach vanh cap... do
anh huong t6i két qua albumin niéu.

- Bénh nhan bi mit mau cap hoic man, thiéu sat, xuat huyét tiéu hoa,
nhiém sic t6 sat, tan huyét, mot s6 bénh huyét sic to... do anh huang téi két
qua HbAlc.

- Khong tuan thu diéu tri.
2.2.2.2. Tiéu chudn nhdn bénh nhin YHCT:

Bénh nhan tiéu khat thé ha tiéu (thé than) [33], ¢ céc triéu chang:

- Vong: Vé cham chap, it hoat dong, da nhot, thé trang trung binh hoic
gay, ludi kho, do.

- Vin: Tiéng néi nho yéu, hoi thé khong hoi.

- Van: Mét méi, dau lung moi géi, tiéu nhiéu, dinh, tiéu vé dém, kho,
khat, ngil tim phién nhiét, bénh méc 1au ngay, tudi cao.

- Thiét: Mach tram té sac.
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2.3. PHUONG PHAP NGHIEN CcUU

Theo muc tiéu cta dé tai chung toi tién hanh nghién ctru nhu sau

Bai thuéc BDHN

A 4

Thwc nghiém trén dong vat

Panh gia tac dung ha glucose mau
va giam protein ni¢u trén mo hinh
DTD typ 2 bang ché do an va STZ

A 4

Thir nghiém lam sang trén nguoi

Nhan xét tac dung trén bn DTD
typ 2 ¢6 bien ching than.

Phéan tich danh gia hiéu qua cia BDHN

Hinh 2.1: So' d6 nghién ciru ddnh gid tic dung ciia BDHN
2.3.1. Thuc nghiém danh gia tac dung ciia BDHN trén chudt céng trang
2.3.1.1. Phurong phdp giy PTD tp 2 cé bién ching thdn trén chuét cong tring
Chung t6i lya chon mé hinh in vivo gy DTD typ 2 trén chudt cong
trang bang ché do an giau chat béo va streptozocin liéu thap cua Reed MJ
[82], c6 tham khao cac tac gia trong nudc [85], [86] va c6 mot s6 cai tién cho
phu hop voi diéu kién vat chat hién tai cua co sd nghién cttu. Cac budc tién

hanh nhu sau:
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Nu6i chugt:

120 con chudt céng trang 8 tuan tudi, can nang 140 — 160 g, dugc chia
thanh 2 nhom: nhom chimg va nhom nudi thire an giau chat béo, duoc nudi tai
phong nu6i suc vat thuc nghiém Vién nghién ctu YDHCT Tué Tinh thudc
Hoc vién YDHCT Viét Nam.

- Nhom chiing: 20 con duoc nudi bang thic dn thudng cé 12% calo 1a
chat béo, an ngay 3 1an theo nhu ciu, duoc b6 xung thém rau xanh va nudc
udng c6 vitamin. Ngay tht 150 nhin an 12 gid, cAn ning va xét nghiém
glucose toan bo chudt trong nhom chung.

- Nhom gay bénh: 100 con duoc an thirc an gidu chat béo do chung toi
tu ché bién co 40% calo 1a chat béo, an ngay 3 1an theo nhu cau, bo xung rau
xanh va nudc udng vitamin tuong tu nhém ching. Ngay thir 150 nhin an 12
gio, can nang va xét nghiém glucose toan by chudt trong nhém gay bénh.
Thim do liéu STZ trén chudt nudi gidu chat béo 150 ngay:

Trude khi gay bénh cho toan bd chudt, chung toi thim do lidu STZ gy
DTPD cho chudt dd nudi gidu chat béo 150 ngay véi 5 16, mdi 16 10 con, voi
cac lidu: 10, 20, 30, 40, 50 mg/kg. Sau do6 theo doi tinh trang chudt va glucose
méu 24, 48, 72 gid, chudt c6 glucose mau > 11 mmol/l duoc chan doan 1a co
DTPD. Liéu STZ ti vu 13 liéu giy dugc DTD toan bo 16 chudt va khong lam
chét chuét.

Gay dai thao dwong cho chut:

Dung liéu STZ phu hop vira tim duge dé tiém cho toan bd sé chuodt da
nudi giau chat béo 150 ngay con lai. Sau tiém 24 gio chudt mac DT c6 biéu
hién khat nudc, udng rat nhiéu va tiéu nhiéu va glucose mau cao.

Sau 48 gio thir glucose mau néu > 11 mmol/l thi tiép tuc nudi 2 tuan

cho 6n dinh trude khi lam cac thar nghiém.
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- Chudt chtng binh thudng duge nudi tiép bang thie dn thuong trong
90 ngay.

- Chuot DTP dugc nudi tiép bang thirc an giau chit béo 90 ngay va
duoc chia thanh cac nhom dé thir nghiém bai thubc BDHN.
2.3.1.2. Phwong phdp nghién ciru danh gia tac dung ciza BDHN trén chugt
Thir nghiém 1: Test dung nap glucose trén chudt nudi gidu chit béo

Chudt nuoi ché d6 an thuong va ché d6 an giau chat béo chia thanh 4
16, mdi 16 5 con:

- L6 chudt duc nudi thire an thuong.

- L6 chudt cai nuoi thirc an thuong.

- L6 chudt duc nudi thie an giau chét béo.

- Lo chudt cai nudi thire an giau chét béo.

Tat ca chudt dugc udng dung dich gluocse liéu 2g/kg thé trong pha
trong 1ml nuéc mudi sinh 1y. Xét nghiém glucose mau cac nhom lic: ngay
trude khi udng glucose (0 gio), sau udng glucose 1/2 gio, 1 gid va 2 gio.

Thir nghiém 2: Panh gia tac dung cia BDHN trén chugt binh thwong

Chuot chimg chia thanh 3 16, mdi 16 5 con:

- L6 chimg sinh 1y: mdi con udng 1 ml Nacl 0,9%.

- L6 BDHN 6g/kg: mdi con ubng cao long BDHN 6g/ml sao cho dat lugng
6g BDHN/Kg thé trong (twrong duong lidu 14m sang tinh chudt cdng hé s6 7).

- L6 BDHN 12g/kg: mdi con udng cao long BDHN 6g/ml sao cho dat
lwong 12g BDHN/Kg thé trong (twong duwong gap 2 lan liéu 1am sang).

Xét nghiém glucose mau céac 16 ngay trudce khi ubng thude (0 gio) va

sau khi uéng thuéc 1/2 gio, 1 gio, 2 gio.
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Thir nghiém 3: Panh gia anh hwéng cia BDHN lén nghiém phap dung
nap glucose trén chudt nudi giau chat béo 150 ngay

Chuot nudi giau chat béo chua tiém STZ chia thanh 4 16, mdi 16 5 con.
Tat ca duoc cho ubng:

- L6 chimg sinh 1y: mdi con udng 1 ml Nacl 0,9%.

- L6 chimg duong: mdi con udng metformin véi liu 150 mg/kg thé
trong pha trong 1 ml nuéc muéi sinh 1y.

- Lo BDHN 6g/kg: mdi con ubng cao long BDHN 6g/ml sao cho dat
lugng 6g BDHN/Kg thé trong.

- L6 BDHN 12g/kg: mdi con udng cao long BDHN 6g/ml sao cho dat
lugng 12g BDHN/Kg thé trong.

Sau 2 gio tat ca chudt dugc udng dung dich gluocse lidu 2g/kg thé
trong pha trong Iml nuéc mudi sinh 1y. Xét nghiém glucose mau cac nhom
lac: truéc udng glucose 2 gio, ngay trude khi uéng glucose (0 gid), sau udng
glucose 1/2 gio, 1 gio va 2 gio
Thir nghiém 4: Panh gia tac dung ha glucose mau ctia BDHN trén chugt PTD.
Chuot DTD chia thanh 4 16, mdi 16 10 con:

- L6 chimg sinh 1y: mdi con uéng 1 ml Nacl 0,9%.

- L6 chimg duong: mdi con udng metformin véi liéu 150 mg/kg thé
trong pha trong 1 ml nuéc mudi sinh 1y

- L6 BDHN 6g/kg: mdi con udng cao long BDHN 6g/ml sao cho dat
luong 6g BDHN/Kg thé trong.

- L6 BDHN 12g/kg: mdi con udng cao long BDHN 6g/ml sao cho dat
luong 2g BDHN/Kg thé trong.

Xét nghiém glucose mau céc 16 ngay trude khi uong BDHN (0 gio) va

sau uéng thudc 2 gio, 4 gio, 6 gio.
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Thir nghiém 5: Panh gia tac dung dai han caia BDHN

Chudt nuoi thuc an thuong ngay 150 va chugt da gay BDTD chia thanh 5
16, mdi 16 8 con, tiép tuc nuodi 90 ngay bang cac ché d an khac nhau

- L6 chung sinh 1y: tiép tuc an thire an thudng.

- L6 chimg DTD: tiép tuc an thirc dn gidu chit béo.

- L6 chang metformin: chudt DTD bang thac an giau chat béo co tron
metformin sao cho dat 150 mg/kg thé trong chugt.

- L6 BDHN 6g/kg: chuot DTP an thirc an giau chat béo co tron cao
long BDHN sao cho dat 6g BDHN trén 1 kg thé trong chuot.

- L6 BDHN 12g/kg: chudot DTD an thire an gidu chat béo c6 tron cao
long BDHN sao cho dat 12g BDHN trén 1 kg thé trong chuot.

Ngay 90 lay nudc tiéu chudt budi sang lam protein niéu, sau do huy tat
ca chuot dé xét nghiém mau glucose, cholesterol, triglycerid, ure, creatinin,
AST, ALT va lay gan, than lam giai phau bénh.
2.3.1.3. Mo td cdac ky thudt theec hign trong thac nghiém:

- Pha thuéc STZ: STZ cua hang Sigma - Aldrich, dang tinh thé, bao
quan lanh sau — 20°C, can lwong thudc can dung bang can phén tich 4 s, pha
v6i dung dich dém citrat 0,1M pH =4 - 4,5. Can trudc trong luong tirng con
chuot dinh gay DTD, tinh tong trong luong chudt sau d6 suy ra s6 lwong STZ
can dung. Dung dich thudc vira pha dé trong lo thuy tinh mau va phai tiém hét
ngay sau khi pha khong qua 15 pht.

- Tiém mang bung chudt: ngudi phu giit chudt dau chic xudng dudi,
hai chan sau lén cao dé noi tang déc xudng dudi. Nguoi tiém thube sat tring
ki ving da bung chudt bang con 70° pha povidin, khi tiém véo da bung chudt
1én dé tranh tiém phai noi tang.

- Xét nghiém glucose mau duoi chudt: chuot duoc ¢ dinh vao dung cu
giir chuot, dudi chudt duoc lau bang nuéc am dé gay gidn mach, sau d6 lau

kho va sat khuan bang cén 70° pha Povidine. Dung ludi dao phiu thuat chich
g
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doc theo dudi chudt 2 mm, bo giot mau dau tién, thir glucose mau giot thir hai
bang mdy thir glucose mau OneTouch cua hing Johnson & Johnson. Sat tring
va cam mau dudi chudt. Chudt dugc ldy mau dung k¥ thuat co ty 1& nhiém

trung thap (< 5%) va co thé tai sir dung nhiéu lan.

Hinh 2.2. Thao tac do glucose mau tai dudi chugt.

- Lay nudc tiéu chudt: bat chudt vao budi sang, cho vao 16ng nho, dudi dé
khay sach, sau khoang 5 phut chudt s& tiéu tién do phan xa la chd. Dung bom
tiém 5 ml hut gom cac giot nudc tiéu trén khay cho vao ong nghiém dé di phan
tich. Sau mdi lan ldy nudc tiéu ciia mdi con chudt phai rira lai 16ng va khay bang

nudc sach, trang lai bang nudc cat va lau kho dé lay nudc tiéu cua con tiép theo.
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Hinh 2.3. Dung cu ldy nwéc tiéu chugt
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Lo L6 nudi giau chét
thuong béo
n=20 n =100
Ché 6 Ché 46
an 12% an 40%
calo calo
lipid lipid
\ 4 w
Ngay 150 Ngay 150
Thtr nghiém BDHN va Test dung nap glucose trén
test dung nap glucose chuotbéo
trén chudt thuong Tham do lieu STZ t6i wu
Gay dai
thao duong.

N

Lo
Lo Lo
chtr?lg met?or BDHN
69/kg

Lo
BDHN
12g/kg

| | !

}

Thtr nghi¢m BDHN trén chu¢t dai thao duong.

Ngay thu 240 cua thuc nghiém (sau 90 ngay bi DTD)
Can nang, ldy nudc tiéu, mau tim that xét nghiém céc chi s6 sinh hoa
L4y gan, than lam mé bénh hoc

Hinh 2.4: So' d6 nghién citu ddanh gid tic dung BDHN trén chujt PTD
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2.3.2. Thir nghiém lam sang trén bénh nhan

Thir nghiém 1am sang so sanh trudc sau, so sanh véi nhom doi ching.

2.3.2.1. Ngi dung nghién ciru

- 60 bénh nhan ndi tri dwgc lya chon co bét cip cac chi tiéu tudi, gidi,
mirc d6 glucose méau thanh 2 nhom, Mdi nhém 30 bénh nhan: Nhom chung
duogc diéu tri tich cuc bang thudc y hoc hién dai theo Huéng dan chan doan va
diéu tri bénh DTD typ 2 theo Quyét dinh s6 3280/0P-BYT cua Bo Y té ban
hanh ngay 9/9/2011 nham muc tiéu kiém soat t6t bénh va han ché cac bién

chung, c6 két hop véi huéng dan cia ADA 2012 vé diéu tri bién ching than

DTP (phac d6 myc 2.3.2.3).
Bdng 2.3. Muc tiéu diéu tri DTD [94]

Chi sb Pon vi Tot Kha Kém
Glucose mau:
- Luc doi mmol/I 4,4-6,1 7,0 > 7,4
- Sau an 4,4-8,0 10,0 > 10,0
HbAlc % <6,5 6,5-7,5 >75
A mmHg < 130/80 > 130/80 - > 140/90

< 140/90

BMI kg/m? 18,5-22,9 > 23
Cholesterol TP mmol/I <45 45-6 > 6,0
HDL-c mmol/I >1,1 1,1-0,9 <0,9
Triglycerid mmol/I <15 15-<2,2 > 272
LDL-c mmol/I <25 25-4,0 >4,0
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- Nhom nghién ctru: Diéu tri bang thuéc YHHD tuong ty nhém chiing
két hop vai thubc sic BDHN ngay 1 thang (2 tai 150 ml).

- Liéu trinh 30 ngay. Bénh nhan dugc kham lam sang hang ngay va lam
xét nghiém vao DO va D30. Tong két bénh an, nhan xét danh gia so sanh
trudc sau diéu tri va so sanh véi nhom ching.

- Cac chi tiéu theo doi:

+ Cac triéu chung lam sang: Triéu ching cha quan: mét moi, cam giac
do6i, cam giac khat, cam giac kho miéng, tiéu tién, tao bon, mat ngu, ra mo
héi. Triéu ching thyc thé: Huyét ap, BMLL

+ Cac x&t nghiém: cong thirc mau, glucose mau luc doéi, HbAlc, ure,
creatinin, mac loc cau than, AST, ALT, cholesterol toan phan, triglycerid,
LDL- C, HDL-C, microalbumin niéu, protein niéu.
2.3.2.2. Phwong phap danh gia cdc chi tiéu nghién ciru:

- Phwong phap danh gia cac chi tiéu 1am sang:

+ Cac triéu chiang cha quan: héi bénh, tham kham 1am sang, lam bénh
an theo mau nghién ciu (Phu luc 4). Hang ngay tham kham lai, tong két bénh
an vao ngay D30.

+ Céc triéu chung thuc thé:

e Danh gia chi tiéu huyét 4p dong mach: can ¢t vao tri s6 trung binh
cua 2 lan do trong tu thé nam, bang may do huyét ap déng ho da kiém dinh
cta giam dinh vién do luong qubc gia. Két qua phan loai huyét ap dya vao
tiéu chuan JNC VII (2003) [95].

Bdng 2.4: Phan logi ting huyét dp theo JNC VI ¢ nguwoi > 18 tudi

Phan loai huyét ap Huyét ap tam thu Huyét ap tam truong
Binh thuong < 120 mmHg va < 80 mm Hg
Tién tang huyét ap 120 -139 mmHg hoac 80 — 89 mmHg
Tang huyét ap do | 140 -159 mmHg hoac 90 — 99 mmHg
Tang huyét ap do Il > 160 mmHg hodc > 100 mmHg
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e Xac dinh chi s6 BMI theo quy dinh caa WHO (1990): Do chiéu cao,
can ning bénh nhan, st dung can ban TANAKA cua Nhat Ban c6 gin thudc
do chiéu cao. Can nang tinh bang kg véi d6 chinh xac t6i 0,1 kg; chiéu cao
tinh bang m véi do chinh xac toi 0,01m. BMI tinh theo cong thic:

BMI = Can ning (kg)/(chiéu cao m)?

Pon vi tinh: kg/m”

Bdng 2.5: Pdnh gid két qua BMI theo tiéu chudn ciia IDF 2005 dp dung
cho nguwoi truéng thanh khu viee chau A [94]

Phén loai BMI (kg/m?)
Binh thuong 18,5-229
B¢o >23
+ C6 nguy co 23- 24,9
+Béo do 1 25- 29,9
+ Béo do 2 > 30

- Phwong phap danh gia cac chi tiéu can 1am sang

+ Phuong phap xac dinh chi sé cia té bao mau ngoai vi: duoc xac dinh
trén may xét nghiém huyét hoc ty dong 18 thong sé hiéu Sysmex KX 21 cua
hang Sysmex (Nhat Ban) tai khoa Huyét hoc Bénh vién Tué Tinh. Cac chi sd
theo doi chinh gdm: s6 luong hong cau, s6 lugng bach cau, sb luong tiéu cau,
huyét sic t6. Xét nghiém dugc lam vao ngay diéu tri DO va D30.

+ Phuong phéap xac dinh chi s§ glucose mau: Pinh lugng glucose mau
tinh mach lac d6i budi sang vao ngay diéu tri DO va D30, bang phuong phap
enzym so mau (Hexokinase) trén mdy sinh hoa ty dong A 15 cua héng
BioSystems (Tay Ban Nha) cta khoa Sinh hoéa Bénh vién Tué Tinh. Glucose
mau dugc dinh luong trong vong 2 gid sau khi lay mau dé tranh hién tuong

duong phan.
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+ Phuong phap xac dinh chi s6 HbAlc: HbAlc 1a san pham glycat hoa
hemoglobin, binh thuong chiém tir 3,5 — 6% tong s6 hemoglobin mau. Nong
do HbAlc phan anh tinh trang glucose mau trong khoang thoi gian 100 — 120
ngay nén rat can thiét dé danh gia su 6n dinh cia glucose mau. Xét nghiém
dugc 1am vao ngay diéu tri DO, bang phuong phap sic ky 1ong cao ap trén
may Ultra 2 hang Biotech (Hoa Ky), tai khoa Sinh héa Bénh vién Medlatec.

+ Phuong phap xéac dinh chi sé microalbumin niéu: Microalbumin niéu
1a tinh trang luong albumin trong nudc tiéu tir 20 mg — 300 mg/l (hoic theo
cac cach lay nudc tiéu khac s& c6 don vi tinh khac, bang 2.2 ), phan anh rat
sém tén thuong cta cau than. Xét nghiém duoc thuc hién theo phuong phap
mién dich do do duc trén may Achitex 6200 ctia hing Abbott (Hoa Ky) cua
khoa Sinh héa Bénh vién Medlatec. Microalbumin niéu dugc lam vao ngay
diéu tri DO va D30.

+ Phuong phap xac dinh mac loc cau than: Muac loc cau than (MLCT)
duogc xéac dinh thong qua d¢ thanh thai creatinin noi sinh. Trong nghién ctru
nay muc loc cau than duoc tinh bing cong thuc cua nghién ctu MDRD
(Modification of Diet in Renal Disease Study equation) dwa trén nong do
creatinin mau va tudi. Cong thirc ciia nghién ciru MDRD cho két qua mic loc
cau than chinh xac hon so véi cong thuc Cockroft va Gault [96], [97]. Cong
thic tinh MLCT ctia nghién citu MDRD :

MLCT (mL/phat/1.73 m2) = 175 x (Cr/88.4)>* x (Tudi)®?* x (0.742
néu 1a Ni¥) x (1.212 néu 1a nguoi My géc Phi).

+ Phuong phap xac dinh chi 6 sinh hoa khac: Céc chi s6 sinh hoa mau
va nuéc tiéu géom ure, creatinin, AST, ALT, choleterol, triglycerid, HDL-
Cholesterol, LDL-Cholesterol, glucose niéu, protein ni¢u. Cac xét nghiém
thuc hién vao ngay diéu tri DO va D30, trén may sinh hoa tuy dong Al5 cua

hang Biosystems (Tay Ban Nha) ctia khoa Sinh hoa Bénh vién Tué Tinh.
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+ Khoa Sinh hoa Bénh vién Medlatec do Ts. Nguyén Nghiém Luat phu
trach giam sat viéc kiém chuan. Khoa Sinh hoa Bénh vién Tué Tinh do PGs.
Ts. Lé Thi Tuyét phu trach va giam sat viéc kiém chuan.
2.3.2.3. Phdc db diéu tri DTD typ 2 [94]:

* An kiéng, tap luyén thé luc: An can d6i du chat, han ché bot duong,
tang cuong rau, cac loai hat con nguyén vo, chia nho bita an nhiéu lan trong
ngay, an ding gid, khong bo bira. Tap luyén thuong xuyén, vira ste, phu hop
véi mie glucose mau. Di bo tdi thiéu 30 phut/ngay, 150 phat/tuan.

* Piéu tri ha glucose mau: Nhanh chong dua glucose mau vé muc tét
nhat, khong 4p dung phuong phap diéu tri bac thang ma dung thudc phéi hop
sém. Cu thé:

- Néu HbA Ic¢ trén 9%, glucose mau lac déi trén 13 mmol/1 chi dinh hai
loai thudc vién ha glucose mau phdi hop

- Néu HbAlc trén 9%, glucose mau lac déi trén 15 mmol/l chi dinh
dung ngay insulin

- Lua chon cac thuc ubng ha glucose mau, cht ¥ giam liéu hoic thay
thudc phu hop khi MLCT giam:

+ Nhom sulphonylurea

- Glipizide tir 2,5 mg dén 20,0 mg/ngay.

- Gliclazide tir 40 — 320 mg/ngay

- Glimepiride tir 1,0 — 6,0 mg/ngay - ca biét téi 8,0 mg/ngay.

- Glibenclamide tur 1,25 — 15,0 mg/ngay.

+ Metformin (Dimethylbiguanide): Liéu khoéi dau vién 500 hoic
850mg: 500 hoic 850 mg (vién/ngay). Liéu tdi da: 2500 mg mot ngay
Ngudng liéu hiéu qua 1am sang trong khoang 1500 mg dén 2000 mg/ngay, va
lidu ti da 1a 2500 mg/ngay.



53

+ Uc ché Alpha — glucosidase: Acarbose, liéu thudc co thé ting tir
25mg dén 50mg hoac 100mg/mdi bita an.

+ Thiazolidinedione (glitazone): Thudc chinh sin c6 1a Pioglitazone.
Liéu dung: tir 15 dén 45 mg/ngay. Chdng chi dinh ciia nhém thube nay 1a &
nhitng ngudi c6 triéu ching hoic dau hiéu suy tim, tén thuong gan, than.
Nhiéu chuyén gia, nhiéu quéc gia ciing khuyén cao khong nén phdi hop nhém
thudc glitazone véi insulin.

+ Nhom Gliptin: ¢c ché DPP-4, liéu dung:

- Sitagliptin liéu 100 mg/ngay

- Vildagliptin liéu 2x50 mg/ngay.

- Saxagliptin liéu 2,5 - 5 mg/ngay.

+ Insulin: Dung trong nghién ctru nay 1a insulin Mixtard 30/70. Liéu
luong bat dau tir 0,1 don vi/ kg can ning, trude lac di ngi. Tang lidu insulin
tiy thudc vao mirc 46 glucose mau, ngay hai mii. Diéu chinh liéu insulin 3 -
4 ngay /1an.

- Piéu tri ha huyét ap: C6 thé dung mot hoic nhiéu loai thusc nham
dat huyét 4p muc tiéu HA < 130/80 mmHg. Céac thudc lya chon:

+ Nhom &c ché men chuyén: enalapril liéu tr 5 — 20 mg/ngay,
peridopril liéu tir 5 — 10 mg/ngay

+ Nhom tic ché thy thé angiotensin 2: losartan liéu tir 50 — 100 mg/ngay

+ Nhom tc ché kénh can xi: amlodipin 5 — 10 mg/ngay

+ Nhém wc ché beta giao cam: atenolon 25 — 50 mg/ngay

- Thudc &c ché men chuyén: Dung trén tit ca bénh nhan, ké ca bénh
nhan c6 huyét ap binh thuong. Thudc chon lya dau tién 1a enalapril 10 mg,
néu c6 triéu ching suy tim nhiéu, thay bang lisinopril (zestril) 10 mg

- Piéu tri ha lipid mau: fenofibrate liéu 200 - 300 mg/ngay
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Bdng 2.6. Khuyén cdo vé lwra chen thuéc ha glucose mdu trén tién trién cia

bénh thdgn DTD [21]
Thudc ha Mtic loc cau than (ml/pht)
glucose mau > 60 <60->30 <30 Loc mau
Insulin >
Glitazone >
Sitagliptin Giam liéu Giam liéu Giam liéu R
Saxagliptin Giam liéu Giam liéu R
Vidagliptin Giam liéu Giam liéu R
Glimepiride Giam liéu Glamlleu
Gliclazide Giam li&u___| Giam iy,
Metformin Gieérp__l!_é_q>
Acarbose
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60 bénh nhan
bai thao duong typ 2
c6 bieén ching than

Nhém chirng: 30 bn Nhom nghién ctru: 30 bn
biéu tri tich cuc bang biéu tri bang YHHD
YHHD tuong tu nhom chang +

BDHN 1 thang/ngay

A 4 A 4

DO0: Kham lam sang, xét nghiém mau: cong thir mau, glucose, lipid
mau, ure, creatinin, AST, ALT; xét nghiém dinh luwgng protein niéu

A 4 A 4

D30: Kham lam sang, xét nghiém mau: cong thirc mau, glucose, lipid
mau, ure, creatinin, AST, ALT; xét nghiém dinh Iugng protein niéu.
Tong ket danh gia

Hinh 2.5: So’ @6 nghién ciru tic dung BDHN trén bénh nhian PTD typ 2 cé
bién ching than

2.4.PAO DUC NGHIEN CUU

Quy trinh nghién ctru dugc thong qua Hoi dong dao duc trong nghién
ctu y sinh hoc cta Hoc vién YDHC VN va Khoa YHCT dai hoc Y Ha Noi.
Tuan thil cac nguyén tic caa dao dic nghién ctru. Giai thich cho bénh nhéan
day du, khong cat thudce diéu tri y hoc hién dai, bao mat thong tin, theo doi xir
tri kip thoi cac bién co, thong bao rong rai két qua nghién ciu
2.5. XU LY SO LIEU NGHIEN CcUU

S6 lidu duoc xir 1y theo cac phuong phap théng ké y hoc trén phan

mém SPSS 15.0. Sé liéu duoc tinh tri $6 trung binh (X ) va do léch chuan
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(SD). Kiém dinh ty I¢ hai bién dinh tinh dung kiém dinh Chi — binh phuong.
Véi bién dinh luong: phan thuc nghiém trén chudt do ¢& mau nho va sé lidu
phan bb khong chuan nén dung test Wilcoxon rank-sum (Mann — Whitney),
phan thir nghiém 1am sang do ¢& mau du 16n nén sir dung t - test.

Do tin cay:

p > 0,05 khac biét khong co ¥ nghia thdng ké.

p < 0,05: khac biét c6 ¥ nghia thong ké & muac 95%.

p < 0,01: khac biét c6 ¥ nghia thong ké & mac 99%.



57

CHUONG 3
KET QUA NGHIEN CUU

3.1. KET QUA THUC NGHIEM PANH GIA TAC DUNG BDHN TREN
MO HINH PTP TYP 2

3.1.1. Tinh trang chudt sau 150 ngay nudi giau chit béo

Bdng 3.1 . Thay ddi trong lweng chugt (g) sau 150 ngay nuéi bang thirc dn

thwong va thive in giau chit béo

Ngay 0 Ngay 150
Lo ChU@t — _ . P1-2
(X + SD) (X + SD) (% tang)
Thuong (1) 205 + 24 313 £ 40 (52,68%)
buc . <0,01
Giau béo (2) 205 + 24 426 + 15 (107, 80%)
Thuong (1) 180 + 35 235+ 15 (30,55%)
Cai , > 0,05
Giau béo (2) 180 + 35 261 £ 05 (45,00%)

Nhan xét:
- Sau 150 ngdy, chudt duc nudi bang thic an giau chat béo ting can nhiéu

hon so véi chudt duc an thiic an thuong, p < 0,01. Chudt cai nuéi bang thic an

gidu chét béo ting can khong rd rét so Vi chudt cai an thire an thuong.

Bdng 3.2. Thay déi glucose mdu chugt sau 150 ngay nuéi bang thirc dn
thwong va thire in giau chit béo
Ngay 0 Ngay 150

(X + SD) (X + SD) (% ting)

Thuong (1) 5,14 +0,20 5,63 £0,26 (9,5%)

PUC b0 @) | 5142020 | 6.62£035 @22a%) | 0%

Thuong (1) | 4,90+036 | 5,14%0,15 (4,9%)

Cai — > 0,05
Giaubéo (2) | 4,90+036 | 5,42+ 0,20 (10,6%)

L6 chuot

P12




Nhan xét:
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- Sau 150 ngay nudi, chudt duc an thirc dn gidu chat béo co glucose

mau cao hon so véi chudt duc an thuong (p < 0,05), nhung chua dén ngudng

DPTD. Glucose mau cua chudt cai gitra hai 16 khong cé su khac biét co y nghia

thong ké.

3.1.2. Két qua cia nghiém phap dung nap glucose trén chudt nudi thwong

va chudt nudi giau chit béo 150 ngay.

Bdang 3.3: Két qud ciia nghiém phdp dung nap glucose trén chudt nuoi

thwong va nudi giau chat béo 150 ngay

Chuot 0 gio Y5 gio 1gio 2 gio

n=5 | (X +SD)|(X+SD)| (X =+sD)|(x+sp)| P
Puc thuong | 5,14 = 0,18 | 8,27 0,60 | 5,03+ 0,93 | 5,63+0,77 | >0,05
Pucbéo | 6.62= 0,86 |10.92 +4.02|14,70 + 4.23|10,28 + 3,18| <0,05
Cai thuong | 5,42 =026 | 6,44 =030 | 5,68+0,18 | 4.86+0.20 | >0,05
Cai béo 6.44 = 0,30 |9.85 = 1,80%(9,90 + 2,16*| 6,9+0.70 | *<0,05
Nhan xét:

- Glucose mau ctia chudt nudi bang thic an thuong ting nhe sau uéng

glucose va trd vé binh thuong sau 2 gid.

- Glucose mau cua chudt nudi bang thic an giau chat béo ting cao sau

udng glucose va chua vé binh thudng sau 2 gio, thay doi c¢6 ¥ nghia thong ké

(p < 0,05). Glucose mau cua chudt duc nudi bang thic dn giau chit béo ting

cao hon chudt cai nuoi bang thirc an giau chat béo.
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6 - ¢- Thuong

14
12
10

mmol/l

O N B OO

udng G 1/2 giod 1 gio 2 gio

Biéu do 3.1: Test dung nap glucose trén chuét duc
Nhan xét: Puong biéu dién glucose mau cia 16 chudt duc nuéi thic an thuong
tang nhe sau uéng glucose 1/2 gio, sau d6 tré vé mac binh thuong. Pudng
biéu dién glucose mau cua 16 chudt duc nudi thire dn giau chit béo ting cao,
kéo dai rd rét so vai 16 chung.

3.1.3. Liéu STZ giy PTP trén chudt nudi giau chat béo

con

O B/thudng
BEDTD
B Chét

10 mg 20 mg 30mg 40 mg 50 mg

Biéu dé 3.2: Liéu STZ gdy PTP trén chugt duc (méi 16 n = 5)
Nhan xét: Lidu STZ 20 mg/kg giy duoc DTD toan bd sb chudt trong 16 va
khong 1am chét chudt. Nhu vay liéu STZ phu hop dé gay PTD trén 16 chudt

duc nudi bang thie an gidu chat béo 150 ngay 1a 20 mg/kg can nang.
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con

O B/thuong
BDTD
B Chét

10 mg 20 mg 30mg 40 mg 50 mg

Biéu do 3.3: Liéu STZ gay PTDP trén chudt cdi (méi 16 n = 5)
Nhan xét: Liéu STZ 30 va 40mg/kg gy duoc DTD toan bd sd chudt trong 16
va khong lam chét chuot. Nhu vay liéu STZ phu hop dé gay PTP trén 16
chudt cai nuoi bang thic an giau chat béo 150 ngay 1a tir 30mg dén 40mg/kg

can nang.

Hinh 3.1. Chugt sau tiém STZ rit khdt nuwéc, udng nuwdc lién tuc va tiéu nhiéu
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3.1.4. Tac dung ctiia BDHN trén glucose mau chudt binh thwong
Bdng 3.4: Tdac dung ha glucose mdau(mmol/l) ciia BDHN trén chugt binh thuong

L6 chudt 0 gio 1/2 gio 1 gio 2 gio
n=5 | (X +SD)| (X +SD) | (X +SD) | (X +sD) | P
Chiing 516+0,15 490+ 025 |507+0,5 |480+031 |>0,05

BDHN 6g/kg {5,03 + 0,20 5,18+ 0,32 |5,16 +0,50 |5,02+0,25 |>0,05

BDHN 12g/kg |5,14 +0,18 (6,13 +1,30 [5,50+0,60 |5,30+0,42 |>0,05

Nhan xét: Trén chudt nudi bang thic an thuong, BDHN liéu 6g/kg va 12g/kg
khong lam thay doi glucose méu.

3.1.5. Anh huéng ciia BDHN Ién nghiém phap dung nap glucose trén
chudt nudi giau chat béo 150 ngay

mmm= Chung
16 -
BDHN 6
14 AN g
/ \ s BDHN 12

12 / Metformin
1p ~
?; 7 \ gp—

4

2

0 T r r r

-2gio uong G 1/2 gio 1 gio 2 gio

Biéu dé 3.4: Anh hwong ciia BDHN 1én nghiém phdp dung nap glucose
trén chudt nuéi giau chit béo

Nhan xét:

- Chudt béo 16 chting duong udng metformin 150 mg/kg cai thién tinh
trang rdi loan dung nap glucose rd o véi 16 chting (p < 0,05).

- Chudt béo udng BDHN licu 6g va 12g/kg c6 cai thién tinh trang roi
loan dung nap glucose so vaéi 16 ching (p < 0,05) va mirc do cai thién tuong
duong v6i nhom udng metformin.
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3.1.6. Tac dung ha glucose mau ciia BDHN trén chuot PTD

Bdng 3.5: Tdc dung ha glucose mdu cia BDHN trén chugt DTD

0 gio 2 gio 4 gio 6 gio
L6 chuot _ _ _ _
c (X £+ SD)|(x £ SD)|(x + SD)|(X + SD) p
n=
1) (2) 3) (4)
22,87 + 20,92 + 21,22 + 19,56 +
, . (mmol/L) P1-2,34
Chung sinh 5,12 5,07 6,66 3,15
> 0,05
Iy (a) (%) 0% -85% | -7.2% | -14,5%
17,4 + 14,81 + 14,01 £ 10,5 +
(mmol/L) P1-34
BDHN 2,15 3,85 2.30 4,02 005
< )
6g/kg (b) (%) 0% “149% | -195% | -40,0%
18,37 £ 1527 £ 1347 + 8,46 + P13
(mmol/L)
BDHN 6,20 2,24 6,21* 3,68** < 0,05
12g/kg (€) | (%) 0% -16,9% | -26,7% | -54,0% |pie<0,01
Metformin 21,06 + 9,86 + 9,88 + 10,12 +
(mmol/L) P1-234
150 mg/kg 3,18 8,80 8,98 9,05 005
< )
(d) (%) 0% 532% | -53,1% | -52,0%
Pa-b,cd Pa-d Pa-b,cd Pa-b,c.d
P >005 | <005 | <005 | <0,05
Nhan xét:

- Metformin ha glucose mau rd rét trén 16 chudt DTD so vai trudc khi

udng va so véi 16 chimg sinh 1y (p < 0,05), véi mic ha 13 53,2% sau 2 gio va

6n dinh t6i sau 6 gio mac giam 52,0%.

- BDHN liéu 6g/kg va 12g/kg bat dau c6 tac dung ha glucose mau trén

chuot BT sau 4 gio (p <0,05). Liéu BDHN 12g/kg sau 6 gio ha glucose mau
53,9% (p < 0,01).
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3.1.7. Tac dung cia BDHN sau 90 ngay sir dung trén chuot PTD
Bdng 3.6: Tdc dung trén cdn nang cia BDHN sau 90 ngay sir dung trén

chugt PTD
L6 chudt Can nang (g)
n=38 (X + SD)
Chutng sinh 1y (a) 316 + 57
DTD (b) 184 + 42 *
BDHN 6g/kg (c) 275+ 99
BDHN 12g/kg (c) 279 £ T1%**
Metformin 150mg/kg (c) 303 + 99%**
P ab *:<0,05
P bc **:<0,05

Nhan xét:

- Sau 90 ngay 16 chudt BPTD sut giam can nang so véi 16 chudt chung
sinh 1y, (p < 0,05). Cac 16 chudt PTD c6 diéu tri can nang giam chua co y
nghia théng ké so vdi 16 chtng sinh 1y.

- L6 chudt PTD ¢6 diéu tri can ning ting so vai 10 PTD khong diéu tri,
trong d6 16 uéng BDHN 12g/kg va 16 metformin 150 mg/kg ting cin ning cd
y nghia thong ké, (p < 0,05).
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Glucose (mmolil)

25.00- ! i
20,00
15.00-
10.00-
5.00- 31
Chung DTD BDHN6  BDHN12 Metf

Biéu dé 3.5: Tic dung ciia BDHN trén glucose mdu sau 90 ngay diéu tri.
(*: p <0,05)

Nhan xét:

- Sau 90 ngay, tat ca cac 16 chudt PTD déu ¢ glucose mau cao so Voi
16 chimg sinh 1y (p < 0,05), trong d6 16 chudét TP khong diéu tri glucose
mau cao 1o rét, dén 22,27 mmol/L.

- L6 chuot TP diéu tri bang BDHN glucose méu giam ¢ y nghia théng
ké so voi 16 BTD, (p < 0,05). L6 diéu tri bang metformin 150 mg/kg co giam

glucose mau so véi 16 DTD khong diéu tri, nhung chua ¢ ¥ nghia thong ké.
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Bdng 3.7: Tdc dung ha lipid mdu ciia BDHN sau 90 ngay sir dung trén

chugt PTD
Cho Tri LDL-C HDL-C
L6 chuot
o (mmol/L) (mmol/L) (mmol/L) (mmol/L)
n= _ _ _ _
(X + SD) (X + SD) (X + SD) (X + SD)
Chung sinh 1y
@ 0,57+0,25 | 0,38+0,17 | 0,25+0,14 | 0,20+0,14
a
bTb
b) 1,69 +0,53* | 1,80+0,89* | 0,55+0,11* | 0,32+0,07
BDHN 6g/kg
© 1,00 £0,17**| 1,09+0,32 |0,31+£0,04**| 0,23 +0,09
C
BDHN 12g/kg
@ 1,11 £0,16%*| 0.65+0,48** | 0,41 +0,15 | 0,40+0,18
Metformin
1,23 +£0,12 | 0.63 £0,27**| 0,50+0,18 | 0,43+0,16
150mg/kg (e)
Pab *: <0,05 *: <0,05 *:<0,05 > 0,05
P bcde **: < 0,05 **:<0,05 ** < 0,01 > 0,05
Nhan xét:

- Lo BTD c6 cholesterol va triglycerid tdng cao so vai 16 chung sinh ly

(p <0,01).

- Cac 16 diéu tri bang BDHN giam cholesterol mau ¢ y nghia théng ké
so vai 16 chung BDTD (p < 0,05). L6 BDHN 12g/kg giam triglycerid so vai 16

ching BTD, (p <0,05). Lo diéu tri metformin triglycerid mau giam so véi
chimg BTD, (p < 0,05).
- LDL-C giam & 16 diéu tri BDHN 6g so v&i nhom DTD, p < 0,01. cac

16 diéu trj khac c6 giam nhung khong c6 ¥ nghia théng ké. HDL-C cua cac 16

diéu tri chua thay doi so véi 16 chiing sinh 1y va chimg DTD
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Céc biéu do sau mo ta chi tiét tac dung ciia BDHN trén lipid mau

Cholesterol (mmoliL)

200+ *

1,80

1.00=

0.50

0.00

Chung DTD BDHNG BDHN12 Metf

Biéu dé 3.6: Tdc dung ciia BDHN trén cholesterol mdu (*: p < 0,05)

Triglycerid (mmoliL)

2804 *
2.00
1.50
1.00 =
0.50 = E
0.35
Chung DTD BDHNG BDHN12 Metf

Biéu dé 3.7: Tic dung ciia BDHN trén triglycerid mdu (*: p< 0,05)
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Bdng 3.8: Tdc dung ciia BDHN trén AST, ALT mdu sau 90 ngay s dung
trén chuot DTD

L6 chuot AST (UI/L) ALT (UI/L)
n=8 (X + SD) (X + SD)
Chung sinh 1y (a) 182 £ 48 85 +£35
PTD (b) 214 + 108 122 + 56
BDHN 6g/kg (c) 271 £ 172 107 £ 40
BDHN 12g/kg (d) 432 + 158* 209 + 92
Metformin 150mg/kg (e) 416 + 288 133+ 74
P a-b >0,05 > 0,05
P bcde *:<0,05 > 0,05

Nhan xét: Lo diéu tri BDHN liéu 12g/kg ¢ ting men AST S0 Vi 16
DTP c¢6 y nghia thong ké p < 0,05.
Bdng 3.9: Tdac dung cia BDHN trén ure, creatinin mdu sau 90 ngay sw

dung trén chuot DTD

L6 chuot Ure (mmol/L) Creatinin (umol/L)
n=38 (X + SD) (X + SD)
Chung sinh 1y (a) 4,14 + 0,42 80,96 + 13,38
DTD (b) 12,3 + 4,05 * 115,58 + 58,56
BDHN 6g/kg (c) 6,33 + 1.39 ** 93,6 + 4,05
BDHN 12g/kg (d) 991 + 4,41 92,4 + 3,84
Metformin 150mg/kg (e) 6,39 + 3.17** 92,0 + 8,47
P ab *: < 0,05 > 0,05
P bcde **: < 0,05 > 0,05
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Ure {mmoliL})

15.00
10.00+
5.00-
=
4.14
0.00
Chung OTD BOHMB BOHM1Z hletf

Biéu dé 3.8: Tdc dung ciia BDHN trén ure mdu sau 90 ngay sir dung

(*: p<0,05; **: p <0,01)
Nhan xét:

- L6 BDHN 6g/kg va metformin p < 0,05 ha ure mau so véi 16 PTD cé
¥ nghia théng ké (p < 0,01va < 0,05).
- Creatinin khong thay doi giita chiing sinh 1y va cac 16 DTD.
Bdng 3.10: Tdac dung ciia BDHN #rén glucose niéu va protein niéu sau 90

ngay st dung trén chudt DTD (X + SD)

L6 chudt Glucose ni¢u (mmol/L) | Protein ni¢u (mg/L)
n=38 (X + SD) (X + SD)
Chung sinh 1y (a) 0 60 + 13
DTD (b) 40,8 + 13,1 1260 + 111*
BDHN 6g/kg (c) 38,8+ 14,7 320 + 40**
BDHN 12g/kg (d) 222 +18 180 + 16**
Metformin 150mg/kg (e) 38,6 £24.,5 460 + 66
Pab - *:<0,05
P b-cde > 0,05 **:<0,05




69

Nhan xét:

Céac 16 chudt PTD déu co glucose ni¢u cao hon nhém chimg. Cac 16

diéu tri glucose niéu c6 giam so voi 16 DTD nhung chua ¢ y nghia thong ké.

Protein nieu (mgiL)

1500.00 =

1000.00 -

500.00 -

60.00

0.00-=
Chung DTD BDHNG BDHN1Z Metf

Biéu dé 3.9: Tdc dung ciia BDHN trén protein nigu (*: p <0,05)
Nhan xét:

- Trong thoi gian nudi tiép 90 ngay, 16 DTD c6 biéu hién tén thuong
tang ure, creatinin mau. protein ni¢u

- Céc 16 chudt duge diéu tri thi déu 1am giam duoc lugng protein niéu
¢ y nghia so véi 16 chiing (p <0,05). L6 BDHN 6g/kg protein niéu giam 4 lan
so voi 16 BTD (1260 mg/L so véi 320 mg/L), 16 BDHN 12g protein ni¢u
giam 7 lan (1260 mg/L so voi 180 mg/L) véi p < 0,05

- L6 Metformin ha protein niéu nhung chua c6 y nghia thong ké so v6i
16 DT
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3.1.8. Két qua giai phau bénh gan than chudt sau 90 ngay diéu tri
3.1.8.1. M6 ta dgi thé

L6 chudt thuong ndi tang binh thuong, ¢6 it md mac treo. L6 BDTD noi
tang khong co bién d6i, khong c6 md mac treo va mang ngodi tim. Cac 16
BDHN c6 m& mac treo va cac mang lugng it, mat cat gan co tir 1- 2 khéi ma
duong kinh 2 — 4 mm, 16 uéng BDHN 12g/kg ¢6 it md hon 16 6g/kg. Lo
metformin m& mac treo day va mang nhiéu, gan bién dang, mat cat gan co
nhiéu khdi m& duong kinh 5-7mm trong gan. Than chudt cac 16 bénh phi dai

va xung huyét nhe.

3.1.8.2. Hinh anh vi thé gan chugt

Céc be
gan
binh

thuong

Hinh 3.2: Hinh anh vi thé gan chugt nhém chieng sinh Iy (HE x 400): cdu
triic bé gan khong thay doi, cdc té bao gan binh thwong.
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Tb
gan
thoai
hoa
nhe

; "I;“:-:"‘if N R TR Sy 2 g i AN
Hinh 3.3: Hinh anh vi thé gan chugt nhém DTP (HE x 400: Hinh anh vi
thé gan chudt nhém PTP céu triic bé gan thay doi, mao mach xung huyét,

cdc té bao gan thodi héa, rdi rdc dang hoc (thodi héa mé)

Cac be
gan
binh

thuon

Hinh 3.4 Hinh anh vi thé gan chugt nhém diéu tri BDHN 6g/kg (HE x
400): Cdu triic bé gan khéng thay déi, cdc té bao gan binh thwong
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Cac be
gan
binh

thuong

Hinh 3.5: Hinh anh vi thé gan chugt nhém diéu tri BDHN 12g/kg (HE x
400): cdu triic bé gan khéng thay déi, cdc té bao gan binh thuwong

Th gan
thoai
hoa
dang
héc

(mo
nang

3 AV 2 LA i > R S e

Hinh 3.6: Hinh danh vi thé gan chugt nhém diéu tri metformin 150mg/kg
(HE x 400): cdu triic bé gan thay déi, cdc té bao gan thodi héa dang hoc

nhiéu (thodi héa ma)



73

3.1.8.3.Hinh dnh vi thé thgn chugt

Hinh 3.8: Hinh anh vi thé th@n chugt nhém DTP (PAS x 400): ton thwong

tiéu cau thdn gidn to, phi dai cugn mao mach tiéu cau thén, ting sinh

N

Céc tiéu
cau than
binh
thuong

au than
gian nd,
cuon
mao
mach phi
dai, tang
sinh chat
gian
mach

Day bao
Bowman

mang ddy, ting sinh chét gian mao mach. Gidn éng lwon gdn, thodi héa

nhe té bao dong than.
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Phi dai
cAu than,
ang sinh
chat gian
mach

Phi dai
cau than,
tang sinh
chat gian
mach

400): ton thwong phi dgi tiéu cdu thdn va gidn né éng than.
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Phi dai
cau than
. tang
Cac > P
éng S|_nh chat
than gian
gian mach
no

Hinh 3.11: Hinh dnh vi thé th@n chugt nhém diéu trj metformin 150mg/kg

(PAS x 400): tén thuwong phi dgi tiéu cau thdn va gian né ong than.
Nhan xét:

- L6 TP than c6 ton thuong: tiéu cau than gian to, phi dai cugn mao
mach tiéu cau than, tang sinh mang day, tang sinh chat gian mao mach. Gian
dng luon gan, thoai hoa nhe té bao dng than

- Cac 16 diéu trj than co ton thuwong than twong tu nhung mirc d6 nhe
hon, mang bao Bowman méng hon, cac 6ng than gidn né it hon so véi tiéu

ban than chuot BTD.
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3.2. TAC DUNG CUA BDHN TREN BENH NHAN PAI THAO PUONG
TYP 2 CO BIEN CHUNG THAN.
3.2.1. Pic diém bénh nhan nghién ciru
3.2.1.1. Phén b6 bénh nhdn theo tudi
Bdng 3.11: Phédn bé bénh nhin theo tuéi

Nhom chirng Nhom nghién ciru
Tuoi (n=30) (1) (n=30) (2) D12
n % n %
40 - 49 1 3% 0 0% > 0,05
50 - 59 3 10% 4 13% > 0,05
60 - 69 12 40% 17 56% > 0,05
70 -79 12 40% 8 28% > 0,05
> 80 2 7% 1 3% > 0,05
Cong 30 100% 30 100%

Nhan xét:

- Bénh nhén tir 50 tudi trg 1én chiém 93% ¢ nhom ching, 100% &
nhom nghién ctu. Nhom tudi tir 60 — 69 chiém da s6 (40% & nhom chung,
56% & nhom nghién curu).

- Phan b tudi gitra hai nhom 13 twong dwong nhau.
3.2.1.2. Phén b6 bénh nhén theo gidi

Bdng 3.12: Phdn bé bénh nhin theo gioi

Nhom chirng Nhom nghién ciru
Gioi (n=30) (1) (n=30) (2) P1-2
n % n %
Nam 14 46,7% 16 53,3% > 0,05
N 16 53,3% 14 46,7% > 0,05
Cong 30 100% 30 100%

Nhan xét:

- Phan bé vé gi6i tinh gitta hai nhém 1 twong duwong nhau.
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3.2.1.3. Phdn b bénh nhén theo thoi gian mdc bénh DTD
Bdang 3.13: Phdin bé bénh nhan theo thoi gian mdc bénh DTD

Thoi gian miac PTD Nhém chitng | Nhém nghién ctru
(n=30) (1) (n=30) (2) P12
n % n %
0—5nim 7 23,3% 7 233% | > 0,05
6 — 10 nim 12 40,0% 13 43,3% | > 0,05
> 10 nim 11 36,7% 10 334% | > 0,05
cong 30 100% 30 100%
Nhan xét:

- S6 nguoi bénh moi phat hién DPTP dudi 5 nam chiém 23,3%. S

ngudi mac DTD tir 6 — 10 nam chiém 40% ¢ nhom chung va 43,3% & nhom

nghién cuu.

- Thoi gian miac DTD giita hai nhom 13 twong dwong nhau.

3.2.1.4. Mikc dp kiém sodt glucose mdu ciia bénh nhén truwée diéu tri

Bdng 3.14: Glucose mdu liic d6i, HbA,C cia bénh nhan truée diéu tri

Nhom chirng Nhom nghién
Xét nghiém (n=30) cwru (n=30) P1-2
(X + SD) (1) (X + SD) (2)
Glucose (mmol/l) 7,77+ 1,78 7,38 + 1,80 > 0,05
HbALlc (%) 6,66 + 0.84 6,52 + 0,65 > 0,05
Nhan xét:

- Céc chi s6 glucose mau va HbAlc giita hai nhom trude diéu trj 1a

tuong duong nhau.
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Bdang 3.15: Mirc dj Kiém sodt glucose mdu trwée diéu tri

. DO n ,(%)
Mirc do kiem soat p
Nhém chirng Nhom nghién ciru
Tot 5 (16,7) 6 (20,0) > 0,05
Chép nhan 5 (16,7) 7 (23,3) > 0,05
Kém 20 (66,7) 17(56,7) > 0,05
Tong 30 (100) 30 (100)

Nhan xét:

- Trude diéu tri, da sd bénh nhan c6 mac d6 kiém soat glucose mau
kém va ty 1€ nay & nhom ching va nhém nghién ctru la twong duong nhau.
3.2.1.5. Mikc dg bién ching thdn PTD ciia bénh nhén trudce diéu tri

Bdng 3.16: Mire dp bién chieng thdn DTP trude diéu tri

Bién chitng than PTP | Nhém chieng | Nhém nghién ciu

(MLCT) n (%) n (%) P
Giai doan 1 (> 90 ml/ph) 2 (6,7%) 1 (3%) > 0,05
Giai doan 2 (60 — 89 ml/ph) | 14 (46,67%) 15 (50%) > 0,05
Giai doan 3 (30 —59 ml/ph) | 14 (46,67%) 14 (46,67%) > 0,05
Giai doan 4 (15 — 29 ml/ph) 0 (0%) 0 (0%) > 0,05
Giai doan 5 (< 15 ml/ph) 0 (0%) 0 (0%) > 0,05
Cong 30 (100%) 30 (100%)
Nhan xét:

- Mtrc d6 bién ching than DTPD trudce diéu tri cua ca hai nhoém 13 twong
duong nhau.

- Bién chiing than giai doan 2 va 3 ciia nhom chiing chiém 94%, nhom
nghién ctu chiém 97%. Khong c6 bénh nhan nao c¢o bién ching than giai

doan 4 hoac 5.




3.2.2. Két qua diéu tri

3.2.2.1. Thay doi cdc triéu chirng co ning trwde va sau diéu tri.
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Bdng 3.17: Thay déi cdc tri¢u chitng co ning trude sau diéu tri.

DO D30
Triéu ching Nhém | Nhém | Nhém | Nhém D
chitng [nghién citu| chang |nghién ciru| (DO-D30)
n=30 (1) | n=30(2) | n=30(3) | n=30 (4)

30 30 18 10

Met mo 100% 100% 60% 00 | O
21 18 20 12

Tién dém 70% 60% 67% soype | PO
16 14 8 6

Cam gidc dot | gy 47% 27% 20% <005
13 15 9 0

Paltintio | jq0, 50% 30% over | P00t
12 13 7 4

Ra mo hoi 40% 43% 23% 130 | P00
12 10 8 2

Cam giac khat 40% 30% 274 204 P 24< 0,05

p p12>0,05 P 34*< 0,05
Nhan xét:

- Sau diéu tri, tat ca cac triéu chimg co ning ctia 2 nhém déu ¢ cai thién,

trong d6 su khac biét gitta trudc va sau diéu tri cia nhém nghién ciru ¢ ¥ nghia

thdng ké, (p < 0,05), riéng triéu chimg dai tién tao cai thién 16 (p <0,01).

- Nhém nghién ctu cai thién triéu ching co nang tot hon nhom ching,

khac biét gitta hai nhom c6 ¥ nghia théng ké, (p < 0,05).
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3.2.2.2. Cdc chi sé huyét dp va BMI trwéc va sau diéu tri

Bdng 3.18: Chi sé huyét dp va BMI trwéc sau diéu tri

DO D30
(X + SD) (X + SD)
Chi sb Nhém Nhém Nhém Nhém p

chwng |nghién cu| ching |nghién ctru

(n=30) (n=30) (n=30) (n=30)
Huyétsap | Tamthu |134,8+256(130,7+15,6(128,3+12,8| 126 +12,5 |> 0,05
(mmHg) | Tam truong | 78,5+ 7,2 | 88,3+82 | 79,8+6,2 | 81,0+6,1 [> 0,05

BMI (kg/m2) 22,79 +2,16]22,66 +2,85(22,69+2,38|22,66 +2,85| > 0,05

Nhan xét:

- Su khac biét gitra chi s6 huyét ap ciia hai nhém chua c6 ¥ nghia thong

ké va duy tri sudt dot diéu tri < 140/90 mmHg.

- Su khéc biét giira chi sé BMI cua hai nhom chua c6 ¥ nghia théng ké

va duy tri sut dot diéu tri < 23.

3.2.2.3. Thay doi cdc chi sé6 huyét hoc tride va sau diéu tri.

Bdang 3.19: Thay déi cdc chi so6 huyét hoc truwdc va sau diéu tri.

DO D30
Chi s (X + SD) (X + SD) p
Nhém Nhém Nhém Nhém |(D0-D30)
chirng nghién ciru chirng nghién ciru
Hong cau (10™/L) | 4,21 +0,43 | 438 +0,36 | 4,49+0,50 | 4,60+ 0,56 | >0,05
Hemoglobin (g/dL) | 12,08 + 1,75 |12,28 + 1,52 | 12,16 + 1,49 | 12,48 £ 1,70 | > 0,05
Hematocrit (%) |40,06 +4,52 141,30 +4,67|41,34+3.74|42,06+5,50| >0,05
Bach cau (10%/L) | 6,71 +1,22 | 6,01+ 1,60 | 6,78 +1,22 | 7,41 +1,50 | >0,05
Tiéu cau (10°/L) | 120+38 110 £ 40 128 + 26 125+57 | >0,05

Nhan xét:

- Céc chi sb huyét hoc ctia hai nhom nam trong gidi han binh thuong va

gitra hai nhom trude va sau diéu tri chua c6 su khac biét c6 ¥ nghia théng ké.
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3.2.2.4. Thay dbi cdc chi sé glucose mdu triwée va sau diéu tri

Bdng 3.20: Glucose mdu binh quén ciia bénh nhin trwéc va sau diéu tri

Nhém DO D30 P
(n=30) (X + SD) (X + SD) (D0-D30)
Nhoém chung
1,17+1,78 7,64 +1,68 > 0,05
(mmol/L) (1)
Nhom nghién
7,38+ 1,80 7,32 +2,00 > 0,05
cau (mmol/L) (2)
P12 > 0,05 > (0,05
Nhan xét:

- Glucose mau binh quan nhom ching va nhém nghién ciu trudc va
sau diéu tri chua c6 su khac biét co y nghia théng ké.

Bdng 3.21: Mizc dé Kiém sodt glucose mdu truwdc va sau diéu tri

DO D30
Muc do n,(%) n, (%)
Kiémsoat | Nhom | Nhéom | Nhom | Nhom P
chang (1) | ng/ctru (2) | chang (3) | ng/ctu (4)

Tot 5(16,7) |6(20,0) 4(13,3) |10 (33,3 P24 < 0,05
Chap nhan | 5(16,7) |7 (23,3) 7(23,3) |8(26,7) > 0,05
Kém 20 (66,7) |17(56,7) |19 (63,3) |12 (40,0) P,.4< 0,05

Tong 30 (100) | 30(100) | 30(100) | 30 (100)
Nhan xét:

- Sau diéu tri, mirc d6 kiém soat duong méau ciia nhom nghién ciru Cai
thién so voi nhém chang: muc do kiém soat tot tang cé y nghia thong ké (p <

0,05). Mirc do kiém soat kém giam c6 ¥ nghia thong ké (p < 0,05).
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3.2.2.5. Thay dbi cdc chi sé lipid mdu truwéc va sau diéu tri

Bdng 3.22: Lipid mdu (mmol/L) ciia bénh nhan truwde va sau diéu tri

Nhom DO D30 p

n=30 (X + SD) (X + SD) (DO-
Cho |[Tri HDL |LDL |Cho |[Tri HDL |[LDL | D30)

Nhom chung| 5,28 + 2,85+ (0,86 + (327 +[5,15+(2,71£]0,98+]2,96+ 005

(a) 1,15 | 1,90 | 0,22 | 0,99 | 0,79 | 1,34 | 0,28 | 0,82

Nhom nghién| 5,13 + [ 2,25+ [ 0,95+ | 3,41 + [ 500+ | 2,45+ | 1,27+ | 2,75+ |*< 0,05

cau(b) 0,89 | 1,42 | 0,21 | 1,06 | 0,84 | 1,31 (0,27 **| 0,87* |**<0,01

Pacb >0,05 | >0,05 | >0,05 | >0,05 | >0,05 | >0,05 | < 0,05 | >0,05

Nhan xét:

- Luong cholesterol mau va triglycerid mau binh quan sau diéu tri cua

ca nhém ching va nhom nghién ctu chua c6 sy khac biét ¢6 ¥ nghia thong keé

S0 Vi trude diéu tri.

- LDL-C cta nhom nghién ctu giam so véi trude diéu tri, (p < 0,05).

HDL- C nhom nghién ctu sau diéu tri ting so véi trude diéu tri (p < 0,01) va

khac biét so véi nhom chung, (p < 0,05).

Bdang 3.23: Mikc dj Kiém sodt cholesterol mdu trwée va sau diéu tri

DO n, (%) D30 n, (%)

Mire do Nhom Nhom Nhom Nhém

kiémsoat | ching |nghién citu| chiéng |nghién ciru P
(1) (2) 3) (4)
Tt 7(233) | 5(16,7) | 5(16,7) | 9(30,0) | p,4<0,05
Chapnhan | 7(23,3) | 13(43,3) | 9(30,00 | 9(30,0) | pP,.<0,05
Kém 16 (53,3) | 12(40,0) | 16 (53,3) | 12 (40,0) |p 1524 >0,05
Téng 30 (100) | 30(100) | 30(100) | 30 (100)
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Nhan xét:

- Sau diéu tri, nhom nghién ctru cai thién mac d6 kiém soat cholesterol
t6t hon nhém chting, nhém nghién cau ting dugc 13,3% mirc dd kiém soat
tét, (p < 0,05).

Bdng 3.24: Mirc dp Kiém sodt triglycerid mdu trude va sau diéu tri

DO n, (%) D30 n, (%)
Mirc do Nhom Nhém Nhom Nhom
kiém soat | ching |nghién ctu| ching |nghién citu P
(1) (2) ) (4)
Tot 9(30,0) | 11 (36,7) 2 (6,7) 7(23,3) | p13 24<0,05

Chipnhan | 4(13,3) | 10(33,3) | 14 (46,7) | 9(30,0) |pis 24< 0,05
Kém | 17 (56,7) | 9(30,0) | 14 (46,7) | 14 (46,7) |pis 24> 0,05
Téng | 30 (100) | 30 (100) | 30 (100) | 30 (100)

Nhan xét:
- Sau diéu tri, mic do kiém soat triglycerid ctia ca hai nhom kém hon
S0 Vi trude diéu tri.

Bdng 3.25: Mirc dé Kiém sodt HDL-C mdu trwde va sau diéu tri

DO n, (%) D30 n, (%)
Mirc do Nhom Nhom Nhom Nhom
kiém soat | ching |nghién ctu| ching |nghién ciru P
(1) (2) 3) (4)
Tot 4(13,3) | 5(16,7) | 6(20,0) | 20(66,7) | P24<0,05
Chapnhan | 9(30,0) | 15(50,0) | 13(43,3) | 9(30,0) | pis, 24 <0,05
Kém 17 (56,7) | 10(33,3) | 11(36,7) | 1(3.3) |p1s 24 <0,05
Téng 30 (100) | 30(100) | 30 (100) | 30 (100)
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- Nhém nghién cau sau diéu tri co cai thién tét tinh trang HDL —

cholesterol, ting dugc 40% murc do Kiém soat tét, (p < 0,05).

- Mtrc do cai thién HDL — C cua nhom chang sau diéu tri: tang 13,3%

murc @6 chap nhan (p <0,05).

Bdng 3.26: Mirc dé Kiém sodt LDL — C mdu truwéc va sau diéu tri

DO n, (%) D30 n, (%)
Mire do
. Nhom Nhém Nhom Nhom P
kiem soat
chwng |nghiénciwu| chang |nghién ciu

Tot 6 (20,0) 5(16,7) 7(23,3) | 14 (46,7) | po4<0,05
Chapnhan | 10(33,3) | 9(30,0) | 14(46,7) | 7(23,3) | p1.3<0,05
Kém 14 (46,7) | 16 (53,3) | 9(30,0) 9(30,0) |pis,24<0,05
Tong 30 (100) | 30(100) | 30(100) | 30 (100)
Nhan xét:

- Sau diéu tri, nhém nghién curu cai thién tinh trang kiém soat LDL — C,

tang 30% muc do Kiém soat tbt, (p < 0,05). Nném ching cai thién tinh trang

kiém soat LDL — C, tang 13,3% muc do kiém soat chap nhan, (p < 0,05).

3.2.2.6. Thay doi cdc chi s6 men gan trwéc va sau diéu tri

Bdng 3.27: Men gan (UI/L) ciia bénh nhin truée va sau diéu tri

Nhém DO D30 P
n =30 (X + SD) (X + SD) (D0 -
AST ALT AST ALT D30)
Nhom
41,20 + 24,52 | 31,76 = 19,76 | 47,06 + 14,97 | 31,63 + 18,41 | > 0,05
chung (a)
Nhom nghién
35,96 + 15,29 | 30,10 + 12,71 | 42,83 + 19,53 | 31,20 + 15,77 | > 0,05
cau (b)
Pa-b > 0,05 > 0,05 > 0,05 > 0,05
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Nhan xét:

Bénh nhan nhom nghién ctiru udng BDHN 30 ngay c6 cac chi s6 AST,
ALT khong thay doi so véi trudc diéu tri va so véi nhom ching.
3.2.2.7. Thay dbi cdc chi sé chikc ning than trudce va sau diéu tri

Bdng 3.28: Ure mdu va creatinin mdu cia bénh trude va sau diéu tri

DO D30
Nhém (X + SD) (X + SD) p
n=30 Ure Creatinin Ure Creatinin | (DO -D30)

(mmol/L) | (umol/L) | (mmol/L) (numol/L)

Nhom chung (a) | 5,70 £ 2,41 {101,30+31,92| 5.86 + 1,93 |97,46 + 26,37| > 0,05

Nhom nghién
6,68 + 1,88 | 96,44 +24,27 | 6,45+ 1,95 |93,05 + 19,33| > 0,05
cau (b)
Pa-b > 0,05 > 0,05 > 0,05 > 0,05
Nhan xét:

Ure va creatinin bénh nhan diéu tri 30 ngay bang BDHN giam nhe so
trudc diéu tri va so véi 16 chirng nhung thay d6i chua c6 ¥ nghia thong ké.
Bdng 3.29: Binh qudn mirc loc cdu than (ml/phit) ciia bénh nhéin truée va

sau diéu tri

Nhém DO D30 P
(n=30) (X + SD) (X + SD) (DO -D30)
Nhém ching (a) 60,30 + 19,48 61,00 + 15,93 > 0,05
Nhoém nghién ciu (b) | 62,30 + 20,23 62,83 = 13,98 > 0,05
Pach > 0,05 > 0,05
Nhan xét:

Muc loc cau than binh quan caa bénh nhan sau 30 ngay diéu tri cia ca hai

nhom ting nhe so trude didu tri nhung su thay doi chwa c6 ¥ nghia thong ké.
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Bdng 3.30: Tinh trang bién ching than cia bénh nhén truwéc va sau diéu tri

DO D30
Mirc do
., n, (%) n, (%) P (DO-
bien chirng
tha Nhom Nhom Nhom Nhom D30)
an
) chitng | nghiénctu | chiéng | nghién citu
Giai doan 1 2 (6,7) 1(3,3) 1(3,3) 1(3,3) > 0,05
Giai doan 2 14 (46,7) | 15(50,0) | 17(56,7) | 17 (56,7) | >0,05
Giai doan 3 14 (46,7) | 14(46,7) | 12(40,0) | 12 (40,00 | >0,05
Giai doan 4 0 0 0 0
Giai doan 5 0 0 0 0
Tong 30 (100) 30 (100) 30 (100) 30 (100)
Nhan xét:

Sau diéu tri, mtc d6 bién ching than caa ca hai nhoém c6 cai thién nhe

S0 V6i trude diéu tri, nhung su thay d6i chwa c6 ¥ nghia thong keé.

Bdng 3.31: Protein niéu (mg/L) ciia bénh nhén trude va sau diéu tri

Nhém DO D30 P
(n=30) (X + SD) (X = SD) (DO - D30)
Nhom ching (a) 768 + 102 720 + 102 > 0,05
Nhom nghién cuu (b) 718 + 94 200 + 34 <0,01
Pa-b > 0,05 <0,01
Nhan xét:

- Protein niéu nhom chung sau diéu tri c6 giam so véi trude diéu tri

nhung chua c6 y nghia thdng ké.

- Protein niéu nhém nghién ciu giam so voi trude didu tri va giam so

véi nhom chung, (p < 0,01).
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CHUONG 4
BAN LUAN

4.1. VE MO HINH THUC NGHIEM PTP TYP 2
4.1.1. Chon lya mo6 hinh

Dé tao ra DTD trén dong vat voi cac co ché bénh sinh dic trung cua
DTD typ 2, cac nghién ctru da xay dung mo hinh theo cac hudéng:

M hinh in vivo: thuong gay DTD trén chudt nhat, chudt cdng. Mot sé
loai m6 hinh nhu sau:

- Phuong phap phdi hop ché do dinh dudng véi hoa chat gy hién tuong
tang dé khang insulin & mo va thiéu hyt insulin mau twong tu DTD typ 2:

+ Ché d6 an giau ning lwong, dic biét giau chat béo, gy nén cac roi
loan chuyén héa tuong duong nhu rdi loan chuyén hoa ctia DTD typ 2.

+ Hoa chét gy hily té bao beta cua tuyén tuy, thuong ding 1a streptozocin
va alloxan, gay thiéu hut insulin, tir 46 gay tiang glucose mau.

- Dung phuong phap chon loc va lai tao cac chung dong vat c6 cac bat
thuong vé gen lién quan dén co ché bénh sinh BTD.

- M6t s6 phuong phap khac: dung virus gdy viém tuy, phau thuat cit tuy. ..

M&b hinh in vitro: danh gia tac dung caa thube 1én t6 chirc sdng co 1ap
(co quan, té bao, mang té bao) hoic tryc tiép 1én cac enzym tham gia qua
trinh diéu hoa glucose.

Mo hinh nghién ctu in vivo, danh gia tac dung cua thudc 1én toan co
thé dong vat, cho biét dinh hudng so bd vé co ché tac dung cua thude. Mo
hinh nghién cau in vitro, danh gia tac dung cua thudc 1én co quan co 1ap hay
Ién cac enzym cuy thé trén té bao, cho biét co ché tac dung cua thudc & mirc
sau hon nhu muc té bao, mirc phén tir. Bai thuéc YHCT 1a mot hdn hop gom

nhiéu hoat chat nén str dung mé hinh in vivo s& thich hop cho khao sat budc
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dau, cho biét so bo hudng tac dung cia thude. Cac nghién ctru chuyén sau tiép
theo vé co ché tac dung cua thubc doi hoi phai co chiét tach tinh khiét hoat
chat ¢o tac dung chinh va s& str dung cac mo hinh nghién ctu in vitro. Vi vay
trong nghién ctru nay chung t6i da dung mo hinh in vivo gay DTD typ 2 trén
chugt cong trang bang ché dg an giau chit béo va streptozocin nham khao
sat budc dau cua bai thudc BS duong hoan ngii thang, phuc vu cho dé tai
nghién cuu [77], [78].
4.1.2. Mot s6 cai tién mé hinh in vivo gay PTD typ 2 trén chudt cong
trang bang ché @6 fin giau chat béo va streptozocin

Reed MJ (nim 2000) nudi chudt cdng Sprague-Dawley biang ché d6 in
40% calo 1a chat béo 2 tuan, sau d6 tiém tinh mach STZ liéu 50 mg/kg, di nhan
thay glucose mau tang so véi 16 chimg nudi bang thirc an thuong va 16 ching
thie an thuong tiém STZ. M6 hinh BDTD cta Reed c¢6 ting glucose, insulin,
acid béo tu do, triglycerid mau tuwong tu nhu DTD typ 2 trén nguoi [82]. Tur do
dén nay, nhiéu tac gia da ap dung mo hinh cia Reed dé danh gia tac dung diéu
tri DTD cta duogc liéu. Phan 16n cac nghién ctru déu chon nudi chudt bang ché
d6 an giau niang luong vai chat béo chiém 40% ca lo trong 1 thang va tiém STZ
lieu duy nhat 50 mg/kg da gay duoc mé hinh DTD typ 2 trén chudt cdng. Mo
hinh nay tiép tuc duoc nhiéu nha nghién ctru trén thé gidi tiép tuc duoc cai tién
dé gan giong vai bénh canh ¢ nguoi nhat. Nghién ctiu cua Gilbert (2011) da so
sanh 5 16 chudt nhat nudi bang ché do an gidu ning lugng (thuc n 5200
Kcal/kg, an tu do), giau chat béo (60% ning lwong 1a chat béo) trong 5 tuan,
duoc tiém STZ 40mg/kg theo 5 ché d6 khac nhau, tir 1 — 5 ngay. Tac gia da
nhan thiy nhom chuot tiém liéu STZ 3 ngay lién tiép 40 mg/kg c6 réi loan dién
hinh nhat gan giong bénh canh BTD typ 2 trén ngudi [83], [84].

O Viét nam nhiéu tac gia da 4p dung mé hinh gdy DTD bang STZ dé
danh gia tac dung diéu tri DTD cua duoc lidu. Nguyén Ngoc Xuan (2004)
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nhan thay liéu STZ 150 mg/kg trén chudt nhat thdy gay glucose mau cao va
kéo dai, tuong ty DTD typ 1 [46]. Tran Thi Chi Mai (2007) nudi chudt céng
bang thirc 4n gidu béo trong 4 tuan, sau do6 tiém mang bung STZ liéu duy nhat
50 mg/kg, dd gay duoc md hinh DTD typ 2 c6 glucose mau cao va rdi loan
chuyén hoa lipid [85].

Trong dé tai nay ching t6i nghién ctru moé hinh DTD typ 2 trén chudt
cong tring theo 2 yéu to:

- Kéo dai thoi gian nudi chudt bang thic an gidu chét béo téi 150 ngay
nham gay cac rdi loan chuyén hoa rd hon.

- Do tim liéu STZ phu hop cho chuét rdi loan chuyén hoa nay.

Mét s6 két qua méi:

Vé trong hrong chugt: nhu tai bang 3.1, chudt sau 150 ngay nudi bang
thire dn giau chat béo di ting can rd rét S0 V6i ngay dau va so véi 16 chung.
Chuot duc tang can ro rét hon chudt céi, ting 107% so véi ngay dau va 55%
so voi 16 nuoi thire an thuong. Nguyén Quang Trung (2008) [86] nudi chudt
giau chat béo 30 ngay thay chudt khong ting can so véi 16 chang.

Vé tinh trang dé khdang insulin: bang test dung nap glucose trén hai
nhom chudt, chung t6i nhan thay nhém chudt nudi giau chat béo 150 ngay cd
réi loan dung nap glucose rd. Puong biéu dién tinh trang glucose mau sau uéng
glucose 2g/kg cua chudt duc nudi gidu chat béo ting cao c6 ¥ nghia théng ké so
V6i 16 chudt thuong (Biéu db 3.1). Chudt duc béo 6 rdi loan dung nap glucose
nang hon chudt cai, glucose mau cao hon va kéo dai hon. Nhu vay, tuy khong
dinh luong duoc ndng d6 insulin mau chudt, nhung chiing toi ciing thay dugc
chudt sau nudi giau chat béo 150 ngay cé xuét hién tinh trang dé khang insulin
r& thong qua sy khac biét vé test dung nap glucose so véi 16 chang.

Vé liéu STZ gdy dwoc tinh trang PTD: Cac tic gia nhu Reed MJ
(2000), Elizabet R (2011), Tran T Chi Mai (2007) thuong gy thanh cong
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DTD bing liéu duy nhat tir 50 mg/kg, nhung & chung toi 50 mg/kg 1a lidu gay
chét toi 90% chudt, ching to thoi gian nudi gidu chat béo kéo dai di 1am
chudt co rdi loan Chuyén héa nang nén nhay cam hon véi STZ. O chuét nudi
bang thirc an giau chat béo 150 ngay, lidu STZ 20mg/kg bét dau giy duoc
PTP, liéu 50 mg/kg giy chét chudt 90%. Liéu 30 mg/kg c6 ty 18 thanh cong
cao nhat va bat dau gay chét chudt (Biéu d6 3.2 va 3.3). Chudt duc nhay cam
v6i STZ hon chudt cai. Qua sé liéu thuc nghiém ching t6i chon liéu 20 mg/kg
cho dé gay bénh chudt duc va 30 mg/kg cho chudt cai.

Vé tinh én dinh cua chugt BTP: Thuc té nghién ctu cho thay co hién
tuong khong 6n dinh cua chudt da gy duoc tinh trang ting glucose mau bang
ché d6 an va hoa chat, sau mot thoi gian glucose mau caa chudt lai tré vé binh
thuong. Piéu nay co thé gia thuyét do tuyén tuy caa chudt di co sy hoi phuc,
cac té bao bé ta tuyén tuy co su ting sinh trd lai. Vi vay gan day c6 tac gia dé
nghi ngudng glucose mau dé cong nhan 1a BTD 1a 16 mmol/L [78]. O thuc
nghiém cta ching toi tit ca chudt sau giy bénh déu c6 glucose mau > 16
mmol/L, va khi nudi tiép 90 ngay, mot sé chudt trong 16 khong duogc diéu tri
d3 chét vi glucose méau qua cao, khong co6 hién tugng tu hdi phuc. Su 6n dinh
cua chuot DTP nay c6 thé 1a hiéu qua cua viéc chung toi nudi chudt bang
thire an giau chat béo kéo dai gap nhiéu lan cac tac gia khac, nén roi loan
chuyén hoa trén chudt cia thuc nghiém nay nang né hon nhiéu.

4.1.3. Bién chitng than trén chudt PTD typ 2

Hién nay trén thé gidi dé gay duogc bién chang than BTD trén chudt,
cac nha nghién ctu sir dung chudt c6 dot bién di truyén. Tuy nhién do dic
tinh cta bién chiing than tién trién cham nén ciing phai doi mot thoi gian kha
dai thi tén thuong than méi xut hién day du. Vi du nhu chudt nhét Lepr®®
vao tuan thir 8 bat dau co protein niéu nhung chua quan sat thay ton thuong

tiéu cau than, tuan thir 14 bat dau phi dai than, phi dai chat gian mao mach
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tiéu cau than va thang 16 quan sat thdy day mang day tiéu cau than. Dé thic
day ton thuong than sém hon, nguoi ta da cat mot bén than chudt nhét

/b chugt cat than vao tudn thu 6, dén thang 6 co protein niéu ting cao

Lepr
240%, day mang day, xo hoa tiéu cau than, viém va xo hoa khoang k& dng
than, thiéu san dng than, mac loc cau than giam 50 — 60 % so véi 16 ching.
Hoac str dung chudt ¢ nhiéu khiém khuyét di truyén nhu chudt db/db eNOS-
/-, cac ton thuong than dic trung s& xuét hién vao tuan 26 [90], [91], [92].

O Viét nam, trong su tham khao caa ching t6i chua thay c6 tac gia nao
dé cap toi van dé nay. Do khong thé tiép can duoc cac gibng chudt co dot bién
nhu trén, chung toi ¢b gang gy bién chang than trén mé hinh chudt DTD
bang ché do an giau chat béo két hop véi STZ, véi ¥ tuong kéo dai thoi gian
nudi chudt bang thirc dn giau chat béo khién chudt bi rdi loan chuyén hoa
nang né, tao diéu kién cho bién chung than dé xuat hién. Ching t6i di nudi
chuot cong bang thirc an giau béo toi 150 ngay; sau khi da gay dugc tinh
trang glucose mau cao > 16 mmol/L 6n dinh, tiép tuc nudi chuot DTD nay
bang ché d6 an giau béo 90 ngay. Cubi dot thir nghiém, chung t6i nhan thay
chudét BTD giam can 41,7% so véi 16 chimg, glucose mau rét cao, binh quan
22,26 mmol/L (Bang 3.8), va dic biét ¢ protein niéu rat cao, binh quan 1260
mg/L, gap 36 lan 16 chiing (1260/60 mg/L, bang 3.13). Mé hoc than chudt bat
dau co6 nhitng bién doi nhu gidn nd tiéu cau than va ong lugn, diy mang ngoai
bao Bowman, ting sinh nhe chat gian mao mach tiéu cau than. Trén tiéu ban
than chua thay xuét hién cac t6n thuong ning nhu cac hach thoai héa tiéu cau
than, hyalin hoa tiéu dong mach hay tinh trang ting sinh xo khoang k& (Hinh
3.7). Nhu vdy chung t0i dd buwdc dau quan sdt thay bién ching thdn trén
chugt BTP #yp 2 thuc nghiém, tuy thuc nghiém nay mai thuc hién maot lan,
v6i ¢ mau nho va ton thuong than chua hoan toan dat chuan mé hinh bénh

than BTD trén dong vat caa AMDCC [89], song nhiing két qua budc dau nay
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d3 khich 18 chung t6i tiép tuc nghién ciru vé mo hinh BTD c6 bién chiing than
véi diéu kién trang thiét bi va kinh té cua Viét Nam.
4.2. PAC PIEM BENH NHAN NGHIEN CUU
4.2.1. Vé tudi va gioi

Hau hét bénh nhan nghién ctu ctia chung t6i tudi tir 50 tro 1én, nhom
tudi tir 60 — 69 cao nhat, chiém 40% & nhém chang, 56% & nhom nghién cau;
nhom tudi tir 60 - 79 chiém da sé (80% ching, 84% nghién ctu). Theo Bui
Thi Hong Thuy (1998) trong mot mau 60 bénh nhan BT typ 2, nhom tudi tir
40-59 chiém 66,66% [98]; Mai Thé Trach (2001) nhém tudi 55-60 chiém ty I¢
cao nhat 48,3% [99]. So Véi cac nghién ctru trén thi bénh nhan ctia chiing toi
I6n tudi hon. Co thé 1y giai do day la nghién ctu vé bién chiing than cua
PTP, bénh nhan di c6 qué trinh phat trién bénh DT trudc d6 nhiéu nim moi
xuat hién bién ching, nén khi duoc chon vao nhom nghién ctu & 1a nhiing
bénh nhan 16n tudi. Gidi tinh cua bénh nhan nghién ctru kha can bang trong ca
hai nhém, nhom chirng 14 nam/16 nit, nhém BDHN 16 nam/14 ni, khac biét
giita hai nhom khong ¢ ¥ nghia théng ké. O cac nghién ctu khac cho thy &
bénh nhan DTD typ 2 ty I¢ nit thuong cao hon nam gigi. Theo Ta Van Binh
ty 1& réi loan dung nap glucose ¢ nit cao hon hin nam (8,9% so vdi 5,9%,
p<0,0005). Piéu tra toan qudc cua Bénh vién Noi Tiét nam 2002 - 2003 ty Ié
DTD chung cua nit 1a 3,7%, nam la 3,3% [9]. Nghién cuu cua chung t6i co
mau con nho nén chua phan anh sy khac biét vé gigi.
4.2.2. Tinh trang bénh PTP va bién chirng than cia bénh nhan truéc
diéu tri.

Thoi gian mac bénh BDTD: Thoi gian mac bénh PTP cua nghién ciu
nay tr 0 - 5 nam la 23,3%, tir 6 — 10 nam: nhém chiang 40%, nhém nghién

ctru 43,3%; trén 10 nam: nhém ching 36,7%, nhom nghién ciu 33,4%.
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Mtc d6 glucose mau trude diéu tri: mic do binh quan cua glucose mau
lac d6i cua ca hai nhom khong co sy khac biét va thuoc muc kiém soat kém,
nhom ching 1a 7,77 mmol/l, nhom nghién ctu la 7,38 mmol/l. HbAlc binh
quan cua ca hai nhom thuéc mac kiém soat chip nhan duogc, nhom ching 13
6,66%, nhom nghién ctiu 13 6,52%. Phan tich k¥ hon vé tinh trang kiém so4t
glucose mau cua ca hai nhém, chung t6i thly mac Kiém soat glucose mau
kém nhém chang c6 20/30 (66,7%) bénh nhan, nhom nghién cuu c6 17/30
(56,7%) bénh nhan.

Mtc d6 bién chung than DPTP cta bénh nhan trude diéu tri: hau hét bénh
nhan nghién ctru di mac bénh than DTP giai doan 2 (c6 albumin niéu, MLCT
60 — 89 ml/phut) va giai doan 3 (c6 albumin niéu, MLCT 30 — 59 ml/phut).
Nhom chtng co 14/30 bénh nhan cé bién chung than giai doan 2, 14/30 bénh
nhan bién ching than giai doan 3. Nhém nghién ctitu c6 15/30 bénh nhan co
bién chting than giai doan 2, 14/30 bénh nhan bién ching than giai doan 3. Ca
hai nhém khong c¢6 bénh nhan bién ching than giai doan 4 hoac 5.

Nhu vay bénh nhan nghién ctu cta chung toi co thoi gian mac bénh
cha yéu trén 6 nam, mic do kiém soat glucose mau kém va c6 kém bién
chang than chu yéu giai doan 2 va 3. Do bénh DT typ 2 phat trién am tham
nén co tir 10% - 40% nguoi bénh c6 microalbumin niéu ngay vao thoi diém
duoc chan doan ra bénh. Cac nghién ciru theo chiéu doc thay rang trén ngudi
DTD typ 2, toc do tién trién tir albumin niéu binh thudong dén microalbumin
niéu 1a 2% - 4%/nam. Dau hiéu micoralbumin niéu ton tai dai dang cho thay
ton thuong cdu trac tiéu cau than khong c6 kha ning cai thién. Toc do phat
triéen microalbmin niéu lién quan hang dinh téi tinh trang quan 1y glucose
mau, quan 1y huyét 4p va ndong do cholesterol mau. Theo nghién ciru UKDPS
(United Kingdom Prospective Diabetes Study) 1998 [100], phan tich 5.097
bénh nhan BTD typ 2, trong 10 nam dau sau chan doan, c6 29,4% bénh nhan



94

phat trién microalbumin niéu, 5,4% phat trién thanh protein niéu dai thé va 0,8%
tang creatinine dén muc phai chay than nhén tao. Tiép d6 mdi Mot ndm cua
nghién ctru ¢6 2% bénh nhan xuat hién microalbumin niéu, 2,8% microalbumin
niéu chuyén thanh protein niéu dai thé va 2,3% tir protein niéu dai thé ting
creatinine phai chay than nhan tao. Trong nghién ciru ciia chiing t6i phan l6n
bénh nhan khong duoc biét 1a minh dang méc bénh than DTD cho t6i khi
tham gia vao nghién ctru, cho nén khong nhé chinh xac thoi diém xuat hién
protein niéu. Diéu dé ciing déng nghia Vi viéc ngudi bénh da bi bo 15 co hoi
diéu tri tich cuc bénh than DTD trong qua khu.
4.2.3. Su thay ddi cac chi s6 huyét ap, BMI va huyét hoc

Huyét 4p trudc nghién ctu cia hai nhém 13 twong dwong nhau, nhém
chung 134,8/78,5 mmHg, nhom nghién ctu 130,7/88,3. Ca hai nhom dang
dugc dung tir 1 dén 2 loai thudc ha ap. Thudc sir dung dau tién 13 nhom Gc
ché men chuyén, thuong dung 13 enalapril va peridopril. Mot s6 bénh nhan
phai phéi hop thém thubc thi 2, thudng dung nhém uc ché kénh canxi 1a
amlodipin. Khéng c6 bénh nhan nao phai dung thém loai thuc ha ap thir 3.
So sanh véi tiéu chuan danh gia vé diéu tri PTD cia WHO 2002 va huéng
dan cua Bo Y té 2011 thi bénh nhan trudc nghién cttu c6 Kiém soat huyét ap
murc do kha. Sau 30 ngay diéu tri, huyét ap ciia ca hai nhom déu giam nhe vé
muc kiém soat tét; (nhém chiing 128,3/79,8 mmHg, nhom nghién ciu 126/81
mmHg), trong d6 huyét ap tdm thu ctia nhom ching giam c6 ¥ nghia thong
ké, p < 0,05. Murc d6 giam gitra hai nhom. khong c6 su khac biét. Nhu vay co
thé két luan budc dau bai thubc BDHN khong c6 tic dung trén huyét dp bénh
nhan, diéu nay ciing 1am giam lo lang rang bai thuoc B6 duong hoan ngii do
tinh chat “Bo” s& lam tang huyét ap.

Chi s6 BMI cua bénh nhan nghién ciru déu nam trong mac kiém soat
tét cuia WHO (tir 18,5 — 22,9). Giita hai nhom diéu tri chwa co sy khac biét.
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Sau 30 ngay diéu tri, BMI khong c6 sy thay d6i co y nghia. BMI 1a yéu t6
nguy co ctia bénh BTD, huyét ap vira 1a yéu t6 nguy co vira 1a hau qua cua
bénh DTD.

Céc chi s6 huyét hoc cia hai nhom trude diéu tri nam trong giGi han
binh thudng va giira hai nhém khong c6 su khac biét c6 y nghia thong ké. Sau
diéu tri, sb luong hdng cau cua hai nhom co ting nhe: nhém ching ting tir
4,21 1én 4,49 x 10™/L, nhom nghién ctru tir 4,38 1én 4,60 x 10'%/L, nhung sy
thay doi chua co ¥ nghia thong ké. Cac chi s6 huyét hoc khac sau diéu tri
cling chua c6 thay d6i c6 y nghia thong ké; diéu nay phan anh tinh an toan
cua bai thudc.

4.2.4. Su thay ddi cac triéu chimg co niing

Céc triéu chung co ning cua bénh nhan nghién ctru dugc xép theo muc
d6 thuong gap 1a: mét moi, tiéu dém, cam giac déi, dai tién tao, ra md hoi,
cam giac khat.

Mét moi gap ¢ 100% bénh nhan ctia hai nhom nghién ctru. Pay la mét
triéu chirng mo hd, kho dinh lugng. Bénh nhan mo6 ta triéu chiang mét moi vai
nhiéu mau sac khac nhau, tir ngai van dong, lam viéc chong mét, téi nang hon
1a thd nhanh khi leo thang gac. Mét moi nhiéu khi 13n 16n véi cac triéu ching
tram cam tudi gia va tram cam do PTP nhu cam giac chan nan, ué oai, khong
c¢6 hig tha 1am viéc. Tuy nhién mét moi, nhat 1a mét moi khi gang stc con 1a
mot triéu chang sém cua suy tim. Trén bénh nhan cua chung t6i 100% cé
microalbumin niéu va protein niéu thi chic chan cling c6 kém cac bién ching
tim mach, vi albumin niéu ciing 14 dau hiéu chi diém cua bénh Iy tim mach do
PTP. Suy tim do DTD con goi 1a bénh 1y co tim tiéu duong (Diabetic
cardiomyopathy) [101], [102]. Bénh Iy nay duoc tap trung nghién ctru trong
thoi gian gan day, trong ca chuyén khoa BTD va chuyén khoa tim mach.

Bénh 1y co tim tiéu duong dinh nghia 13 nhitng bat thuong cia co tim nhung
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khong do bénh ddng mach vanh, ting huyét ap hodc nhimg nguyén nhan khac
[103]. Biéu hién som va chu yéu caa bénh 1y co tim tiéu duong 1a han ché
tinh co dan cua co tim, gay suy giam chirc nang tam truong, hay suy tim tam
trwong [104] [105], phat hién sém bang siéu 4m tim va BNP (Brain natriuretic
peptide) [106], 1a nguyén nhan cta cac ddu hiéu mét moi kin dao. Binh
thuong chic ning tim truong suy giam & nhimg ngudi trén 65 tudi, khoang
16% quan thé, nhung trén ngudi DTD typ 2 13 50%, va l1én dén 70% trén
nguoi ¢ phdi hop ca BTD typ 2 va bénh dong mach vanh. Co ché gy bénh
cling c6 phan nao gidng nhu co ché gy ton thuong mach mau nhé, nhung &
day ddi twong chiu anh hudng 13 toan bo to chiic co tim. Su ting glucose mau
kéo dai gay qua trinh glycat hoa (AGEs) gay tang sinh cac phan ti collagen,
elastin va cac to chic lién két khac din dén xo hoa to chirc co tim giy nén
giam kha ning co din qua tim. Nhu vy c6 thé bénh nhan cta chung toi vira
c¢6 bién chiing than vira c6 bién ching suy tim DTP do ¢6 cung co ché ton
thurong mach mau nhoé. Ngoai ra cling khong loai trir bénh nhan cling cé bénh
Iy mach vanh DTD phdi hop gay nén cac triéu chang suy tim.

Sau 30 ngay diéu tri, triéu ching mét moi giam & ca hai nhém; nhom
chung tir 100% con 60%, nhom nghién citu 100% con 30%. Theo Hiép hoi
Tim mach Hoa Ky suy tim do DTD chua c6 bién phéap diéu tri dic hiéu, diéu
tri van chu yéu 1a kiém soat tot glucose mau, huyét ap, sir dung thudc &c ché
men chuyén va giam cin ning [107] [108]; tic 1a ciing twong tw nhu cac bién
phap diéu tri bénh than PTD. O nhom nghién ciru triéu ching mét moi giam
1 rét S0 Vi 16 chiing, thé hién tac dung tét cua bai thubc BDHN trén cac bién
chirng mach mau cua BTD.

Tiéu dém: Bénh nhan nghién ciru khong c6 dau hiéu tiéu nhiéu, ma chi
gap tiéu dém nhiéu. Tiéu dém chiém ty 18 kha 16n: 70% nhom ching va 60%

nhom nghién cttu. Bénh nhan cta chiing t61 ¢6 tudi trung binh kha cao, vi thé
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diu hiéu tiéu dém s& hay gap & bénh nhan nam gi6i do c6 van dé vé tuyén tién
liét. Tuy nhién ~ 50% bénh nhén 1a nir gidi, vi vay dau hiéu tiéu dém con 1a
dau hiéu caa suy tim, khi bénh nhan nam ngu su tudi mau than duogc cai thién
khién tiéu nhiéu hon. Theo YHCT tiéu dém la triéu chitng cua chang than hu.
Sau 30 ngay diéu tri triéu ching tiéu dém duogc cai thién ¢ ca 2 nhom, trong
d6 nhém nghién ciru giam ro rét.

Cam giac d6i, dai tién tdo, cam gidc khé miéng khat nwéc co lién
quan té1 tinh trang glucose mau cao. Bénh nhan nhoém nghién cuu cua chung
t61 da duoc diéu tri on dinh vé glucose mau nén céc triéu chimg trén khong
nang né va déu giam di sau 30 ngay diéu tri. Nhém nghién cttu c6 cai thién rd
rang cac triéu chirng co nang nay so voi nhoém chang.

Su cai thién cac triéu chiimg co nang ¢ nhom nghién ctru SO Vi trudc
diéu tri va so v6i nhoém ching ching té bai thue nghién ctru c6 tac dung tot
trén céc roi loan chuyén hoa cua bénh DTP.

4.3. TAC DUNG CUA BDHN TREN GLUCOSE MAU
4.3.1. Phan thuc nghiém trén dong vat

Pé danh gia tic dung ha glucose mau ctia BDHN, truéc hét ching toi
tham do tac dung ha glucose mau cuia BDHN trén chudt céng tring binh
thuong 3 thang tudi. Két qua (Bang 3.4) cho thay nhom chuot uong BDHN
glucose mau sau 2 gio udng thudc thay doi chua c6 ¥ nghia théng ké: nhom
BDHN 6g/kg 1a 5,02 mmol/L so véi 5,03 mmol/L; nhém BDHN liéu 12g/kg
1a 5,30 mmol/L so v&i nhom ching 4,80 mmol/L. Két luan BDHN khong c6
tac dung ha glucose mau trén chudt binh thuong. Nhu vy co thé du doan
BDHN khéng c6 tac dung kich thich tuyén tuy tang tiét insulin. Tham chi ¢
nhom uéng BDHN liéu cao, nhan thay glucose méau cua chudt con ting nhe

sau udng 30 phat, 1én dén 6.13 mmol/L, sau d6 glucose mau giam dan vé binh
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thuong. Co thé ham luong dudng tu do trong duoc liéu, chii yéu 13 & vi thude
Hoang ky, da gay ra hién tugng nay

Tiép theo chung t6i danh gia anh huong cia BDHN trén test dung nap
glucose & chudt nudi gidu chat béo 150 ngay dé danh gia tac dung cia BDHN
trén tinh trang dé khang insulin. 2 gio trudc khi test, chudt 16 chiing uéng nuéc
mubi sinh 1y, 16 chimg duong ubng metformin lidu 150 mg/kg, va hai 16 uéng
BDHN liéu lan luot 6g, 12g/kg. Sau khi uéng glucose liéu 2g/kg, thir glucose
mau mdi 30 phut (Biéu d6 3.4). Két qua 16 ching sinh 1y c¢6 réi loan dung nap
glucose ro rét, sau 1 gio glucose mau 14,6 mmol/L, sau 2 gio 1a 10,2 mmol/L.
L6 chimg duong udng metformin c6 giam rdi loan dung nap glucose, dinh
glucose mau 1én cao nhat 1a sau 30 phut uéng 8,13 mmol/L, sau d6 giam dan vé
muc binh thuong. Hai 16 udng BDHN dinh glucose mau sau uong glucose 30
phut thap hon 16 chimg sinh 1y 15, nhung van cao hon 16 udng metformin, sau
d6 glucose mau ca hai 16 giam dan vé muc binh thuong. Puong biéu dién
glucose mau cua hai 16 udng BDHN gan nhu tring v6i duong biéu dién cua 16
udng metformin. Ching t6i chon thudc chiing 1a metformin vi day 1a thudc dai
dién cho nhém thuéc ha glucose mau bang con duong lam giam dé khang
insulin & cac mé dich. Véi két qua cua thir nghiém nay, co thé di doan BDHN
c6 tac dung lam giam dé khang insulin tai cac mo dich.

Panh gia tiép kha ning ha glucose mau ciia BDHN, chiing t6i tién hanh
thir nghiém trén moé hinh chuét DTD typ 2. Trudc thir nghiém glucose mau
cua chudt BT nam trong khoang 17,4 — 22,87 mmol/L. Sau khi cho udng
thudc chudt duoc thir glucose méau cac thoi diém 2, 4, 6 gio (Bang 3.5). Két
qua 16 chudt TP ubng nudc mudi sinh 1y glucose mau giam nhe khong co ¥
nghia thong ké. Lo chung duong uéng metformin 150 mg/kg sau 2 gio
glucose mau giam manh 53,2% va duy tri on dinh t6i 6 gio. Hai 16 uéng

BDHN sau 4 gio méi thay giam glucose méau cé y nghia so véi 16 chtng sinh
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ly va dén sau 6 gio thi giam téi muc gan twong dwong v6i nhom udng
metformin, lan luot ha 40% va 53.95%. Két qua thir nghiém nay cho thay
BDHN c6 tac dung ha glucose mau cham nhung kéo dai, mic d6 ha glucose
mau kém hon so vai metformin.

Cubi cung chiing t6i tién hanh danh gi4 tac dung ha glucose méau dai han
cia BDHN trén chudt DTD typ 2. Thir nghiém nay kéo dai 90 ngay, chudt dugc
tiép tuc nudi bang ché do an giau chat béo. Sau 90 ngay nhom ching glucose
tiép tuc duy tri & mic cao 22,27 mmol/L. Nhom chimg dwong n thirc dn tron
metformin ham lugng thudc 150 mg/kg can nang chudt, co két qua glucose mau
ha con 16,89 mmol/L, nhung thay d6i nay khong c6 ¥ nghia théng ké so véi 16
chung sinh 1y do d6 phan tan ca s liéu. Hai nhom uéng BDHN glucose mau ha
c6 y nghia théng ké so véi 16 ching sinh 1y, 16 BDHN 6g/kg ha glucose xuéng
18,61 mmol/L, 16 BDHN 12g/kg ha con 15,68 mmol/L (Bang 3.6).

Nhu vay qua 4 thir nghiém trén, ching to6i nhan thidy BDHN khong c6
tac dung ha glucose mau trén chudt binh thuong, ma chi cé tac dung ha
glucose mau trén chudt DTD typ 2. Mic d6 ha glucose mau caa BDHN gan
tuong duong metformin & lidu thong thuong, nhung tic dung dén cham hon
so voi metformin. Vé co ché ha glucose mau, thong qua test dung nap
glucose, cho thiy BDHN c6 tac dung lam giam dé khang insulin tai cac mo
dich. Nghién ctru sau hon vé co ché tac dung cia BDHN, c6 thé tham khao
cac nghién ctu vé hoang ky, vi thudc chiém luong chu yéu cua bai thude
BDHN. Yong Wu (2005) nghién ctru trén lugng protein tyrosin phosphatase 1
B (PTP1B), chit van chuyén tin hiéu kich hoat receptor insulin, nhan thay
PTP1B tang lén trong truong hop dé khang insulin cta dai thao duong typ 2.
Sau diéu tri bang Hoang ky nhan thay lam giam luong PTP1B trén co van,
nhung khong giam trén gan. Nhu vay Hoang ky c6 tac dung lam giam sy dé
khang insulin trén co van [109]. Nam 2008, Yuan W, dai hoc Vii Han, da
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nghién ctru tac dung cua Hoang ky trén sy dé khang insulin va co ché diéu
hoa chuyén ho4 insulin trén chudt. Cac tac gia di dung nhom ching 1a chudt
nudi ché do giau chit béo, sau d6 diéu tri béng Hoang ky; nhém bénh duoc
gdy mo hinh déi thao dudng typ 2 bang cach tiém STZ (streptozotocin) va
diéu tri bang Hoang ky bang duong uéng véi liéu 400 mg/kg. Sau thoi gian
diéu tri 5 tuan nhan thay luong glucose mau, luong insulin mau, cling nhu
trong luong cua chudt dung Hoang ky giam xuéng rd rét; dé nhay cam véi
insulin cia chudt mdc ddi théo dwong typ 2 dwot cdi thién [68]

Bdng 4.1: Tac dung ciia Hoang ky trén chugt DTD theo nghién ciru ciia YuanW

Piéu tri bang| Pai thao P2+
Nhoém Chwng
Hoang ky | dwong typ2 | Hoang ky
Glucose (mmol/l) | 4,3+0,2 4,1+0,2 10,3 +0,8 6,8 +£0,5
Insulin (pmol/l) 162 + 13 168 +15 178 + 20 171 £ 18
Trong luong (g) 200 +2 202 +2 220+ 5 205+3

Ciing tai Vii Han, nam 2009 Feng Zou va cdng su, qua thuc nghiém
trén chudt da nhan thay polisaccharid chiét xuat tir Hoang ky da tang téng hop
glycogen ¢ gan va tang str dung glucose ¢ co van theo con duong kich hoat
tin hiéu AMPK (AMP activated protein kinase), qua d6 giai thich co ché cua
hoang ky trong lam giam glucose mau va tang nhay cam véi insulin [69].
Nam 2009, Aimin Xu di tiép tuc tim kiém co ché tac dung cua Hoang ky &
muc té bao va di thu dugc két qua: Hoang ky lam tang tiét Adiponectin, mot
cytokin tang nhay cam insulin-tiét ra tir cac té bao md, trén ca té bao md nudi
cdy 3T3-L1 va trén t& bao m& chuot[70]. Cac nghién ctru trude d6 cho thay
adiponectin c6 tac dung chdng dai thao dudng, bao vé tim mach, chong xo

vira dong mach...
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Hinh 4.1: Tdc dung ting tiét adiponectin cita Hoang ky trén té bao mé [70]

Hinh 4.1 cho thay tac dung ting tiét adiponectin cua Hoang Ky trén té
bao m& nudi cay 3T3-L1; hinh C 1a trén té biao md chudt. Nong do
adiponectin dugc do bang phuong phap ELISA, ddu * 1a P<0,05; ** P<0,01
s0 Vi nhom chiing. Lu L cta dai hoc Quang Chau nam 2010 ciing nhan thay
astragaloside IV lam giam glucose mau & chudt dai thiao duong do Gc ché
men GP (glycogen phospholyrase) va GO6P (glucose-6-phosphatase) o
gan[71].

4.3.2. Phan 1am sang

Tat ca cac bénh nhan trong nghién ctu duogc diéu tri tich cuc nham dat
dugc muc tiéu diéu tri DTD tbt theo khuyén cao ctia Bo Y té. Sau 30 ngay
diéu tri, néu xét trén glucose mau binh quan ctia mdi nhom, thi gia tri giam
cta glucose mau cua ca hai nhdm chua c6 ¥ nghia thong ké. Diéu ndy co thé
Iy giai do thoi gian diéu tri con ngin, c6 mot sb bénh nhan c6 muc Kiém soat
duong mau kém chua dap ung 6n dinh véi diéu tri (vé thude, ché do an kiéng,
ché do tap luyén). Mit khac & nhém nghién ciu c¢6 phdi hop véi BDHN do
cac triéu ching co nang dugc cai thién sém nén bénh nhan c6 xu hudng tu

nai 16ng sy tuan tha ché do an kiéng (day ciing 1a mot kho khan thuong gap



102

phai khi nghién ctru diéu tri DTD bang thubc YHCT trén 1am sang [110]).
Chinh nhiing 1y do trén di che lap tac dung ha glucose mau cua nhitng bénh
nhan khac néu chi xét trén s6 liéu glucose mau binh quan ctia ca nhom.

Dé han ché nhiing tac dong cua cac yéu té trén, ching tdi so sanh
glucose mau cua bénh nhan theo cac muc Kiém soat glucose mau. Bénh nhan
nghién ctru trude diéu tri c¢é tinh trang kiém soat glucose mau & muac Kiém
soat kém (muc do kiém soat glucose mau kém cua nhom ching 13 66,7%,
nhom nghién ctu 1a 56,7%). Két qua sau 30 ngay diéu tri, mac do kiém soat
glucose mau cho thay nhom nghién ciru cai thién rd rét so véi trude diéu tri
(Bang 3.21): muic Kiém soat tét ting tir 6/30 bénh nhan (20%) 1én 10/30 bénh
nhan (33,3%), mic kiém soat kém giam tir 17/30 bénh nhan (56,7%) xuéng
12/30 bénh nhan (40%). Nhom ching: mac do Kiém soat tot giam tir 5/30
bénh nhan (16,7%) xubng 4/30 bénh nhan (13,3%), mic do Kiém soat kém
giam tir 20/30 bénh nhan (66,7%) xubng 19/30 bénh nhan (63,3%). Khac biét
gitra hai nhém c6 ¥ nghia théng ké. Nhu vay bai thuéc BDHN phéi hop véi
thuéc YHHD c6 tac dung hd tro cai thién tdt tinh trang kiém soat glucose mau
trén bénh nhan DTD hon so véi thuéc YHHD don thuan. Diéu nay ciing phu

hop v&i nhitng dit liéu thuc nghiém trén chudt cong trang DTD.

Phén tich so sanh véi cac nghién ctru khac, chung toi thay hién tai chua
c6 cong trinh nao vé sir dung bai thuéc BDHN trong diéu tri bénh nhan DTD
typ 2. So sanh V&i cac bai thuéc YHCT khac di nghién ctru diéu tri DTD typ
2, ¢c6 mot sé cong trinh da cong bd trong thoi gian qua. Bui Tién Hung
(2004), dung bai thudc Tri ba dia hoang hoan diéu tri DTD typ 2 thay cai
thién cac triéu chimg an nhiéu, udng nhiéu, dai nhiéu, kiém soat HbAlc voi
muc t6i wu va tot 1a 73,33% [111]. Duong Pang Hién, Nguyén Nhuoc Kim,
Ping Kim Thanh (2005) danh gia tac dung cia bai thudc “Tiéu duong Pong

d6” c6 thanh phan 14 sinh dia, mach mén, hoang ky, hoang lién, thién hoa
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phan, ngii vi t&, mau don bi, bach linh, nhan sdm, thach cao sau 1 thang diéu
tri bai thudc cai thién cac triéu ching 1am sang nhu an nhiéu, dai nhiéu, v md
hoéi c6 ¥ nghia thong ké. Bai thudc co tac dung ha glucose mau lic déi 1,5
mmol/l, tong hop két qua diéu tri loai tét va kha dat 70,9% [55]. Nguyén Thi
Kim Thu - Bénh vién YHCT Tp HCM (2006) dung bai thuéc Luc vi dia
hoang hoan diéu tri BPTD typ 2 giai doan dau, c6 33% c6 hiéu qua rd rét, 53%
c6 tac dung, 13% khong tac dung [54]. Tiéu Ngoc Chién (2008) danh gia vién
bao phim Galucron caa Bénh vién YHCT tinh Ha T4y, gom thanh phan: thién
hoa phan, huyén sam, ngii vi tir, nam linh chi, ré cay day gbi, kim ngan hoa,
trach ta, mach mén; thiy vién nang Galucron gitip ha glucose mau tir tir, ty 18
kiém soat tot glucose mau 1a 85,72% va giam tot cac dau hiéu khat nudc, an
nhiéu, dai tién tao[56]. Nam 2013, Tiéu Ngoc Chién nghién ctru bai thudc
Thap vi giang duong phuong diéu tri bénh nhan DTD typ 2 muc do nhe,
nhan thiy bai thuéc bat dau ha glucose mau ké tir ngay diéu tri thtr 30, sau
ngay thir 90 glucose mau vé binh thuong, p < 0,01; cac thé thuong tiéu va
trung tiéu glucose mau giam nhiéu hon thé ha tiéu [112]. So sanh véi cac bao
céo trén chiing t6i nhan thay bénh nhan cta nghién ctru ching toi & mirc do
bénh DTP ning hon, thoi gian mac bénh 1au hon, da sd c6 tinh trang kiém
soat kém glucose mau, co bién ching than, nén tic dung giam glucose mau

cua nghién ctru nay kém hon S0 Vo1 cac bdo cdo trén.

Tém lai qua nghién ctu thuc nghiém va 1am sang chang toi nhan thay
bai thuéc BDHN c¢6 tic dung ha glucose mau trén PTD typ 2. Trén thuc
nghiém nhan thdy mac d6 ha glucose mau cua BDHN tuong duong
metformin nhung dén cham hon so v&i metformin. Co ché tac dung cua

BDHN theo con dudng giam dé khang insulin & cac mo dich.
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4.4. TAC DUNG CUA BDHN TREN ROI LOAN LIPID MAU DO PTP
TYP 2
4.4.1. Phan thuc nghiém trén dong vat

Dé danh gia tac dung diéu tri rdi loan lipid mau cua BDHN trén chudt
PTPD typ 2, chung toi tién hanh thir nghiém kéo dai 90 ngay. Nhém ching
thuong nudi bang thic an thudng, nhém chimg DTD nudi bang ché d6 an
giau chit béo, nhom chimg duong nudi bang ché d6 an giau chat béo tron
metformin lwgng sao cho dat 150 mg/kg can ning chudt va 2 nhom diéu tri
BDHN in giau chét béo tron cao long BDHN lugng sao cho dat lan lugt 6g va
12g/kg can ning chudt. Ngay thir 90 ctia nghién ctu tat ca chudt bi ldy mau
tam that dé xét nghiém lipid mau. Két qua (Bang 3.7) chudét DTD c6 ting
lipid mau so véi nhom chung: cholesterol 1,69/0,57 mmol/L, triglycerid
1,80/0,38 mmol/L, (p < 0,05). So véi cac mo hinh PTD cua céc tac gia Viét
Nam da thuc hién, thi mac roi loan lipid mau cua nghién ctitu ching ti thap
hon. Chudt DTP typ 2 trong nghién cttu cua cac tac gia Tran Thi Chi Mai
(2007) c6 cholesterol 3,39 mmol/L, triglycerid 7,84 mmol/L [85]; Nguyén
Quang Trung (2008) c6 cholesterol 18,50 mmol/L, triglycerid 2,0 mmol/L
[86]. Su khac biét gita chung toi v6i cdc tac gia trén c6 thé do phuong phap
gdy mo hinh: chudt cua ching toi 4n thirc n gidu chat béo mot cach tu do,
con cac nghién curu trén hang ngay chudt dugc an bo sung mo lon tron 20%
cholesterol tinh khiét. Tuy nhién ¢ nghién cttu caa ching toi cac réi loan lipid
mau cua chuot DTD déu cao mot cach co ¥ nghia thong ké so véi 16 chung.
Chuét udng metformin cé lipid mau giam so véi nhém DTD: cholesterol
1,23/1,69 mmol/L, triglycerid 0,63/1,80 mmol/L; trong do triglycerid ha c6 y
nghia théng ké so voi chuét PTP (p < 0,05). Nhom BDHN 6g/kg c6 lipid
mau giam so vai nhéom DTD la: cholesterol 1,00/1,69 mmol/L (giam 40,82%),
triglycerid 1,09/1,80 mmol/L; trong d6 cholesterol ha c6 y nghia théng ké (p
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<0,05). Nhéom BDHN 12g/kg c6 lipid mau giam so v&i nhéom DTD la:
cholesterol 1,11/1,69 mmol/L (giam 34,31%), triglycerid 0,65/1,80 mmol/L
(giam 63,88%); ca hai chi sb déu ha co y nghia thdng ké (p < 0,05). Vé cac
thanh phan cua cholesterol thi nhém BDHN 6g/kg con ha dugc LDL-C so Vi
nhom PTD c¢6 y nghia théng ké (p < 0,05). Nhu vay bai thuéc BDHN c¢o tac
dung ha mau lipid ro rét trén chudt BTD.

Tac dung diéu tri cua bai thubc BDHN trén cac rdi loan lipid mau da
dugc mot so tac gia dé cap ti. Ta Nhan Minh (1986) thdy bai thudc nay cé
tac dung ha cholesterol mau va chéng xo vita dong mach: thyc nghiém cho
tho an ché do giﬁu lipid gdy mo hinh xo vita dong mach, sau d6 bom vao da
day nudc sac bai thude nay trong 30 ngay; két qua cholesterol mau giam rd rét
s0 V&i nhém chung, nhip tim nhanh dugc 6n dinh, mang xo vita cling giam
[60]. Giai Kién Quédc (1993) giy mé hinh nhiin ndo ¢ tho nha, sau d6 cho
udng bai nay véi lidu 7,5g/ngay trong lién tuc 20 ngdy thay thay giam rd mo
nhiin ndo, giam d¢ nhdt mau, giam cholesterol mau [113]. Ming-en Xu (2006)
astragaloside 1V (hoat chat chinh cua vi thudc hoang ky) c6 tac dung diéu tri
t6t hoi chung chuyén hoa, diéu hoa cac rdi loan lipid mau [114]. Zang N
(2011) trén mo hinh gay réi loan chuyén hoa bang cho chudt an giau chat béo
va fructose, nhan thay astragaloside IV da lam giam muc do triglycerid mau
cling nhu giam murc d6 dé khang insulin [115].

4.4.2. Phan 1am sang

Sau 30 ngay diéu tri, luong lipid méu ctia bénh nhan nhom nghién ciu
c6 cai thién so voi nhom ching. S6 bénh nhan diéu tri bang BDHN c6 mic
cholesterol kiém soat tot ting tir 5/30 bénh nhan (16,7%) 1én 9/30 bénh nhan
(30%); murc kiém soat chap nhan duoc giam tir 13/30 bénh nhan (43,3) xudng
9/30 bénh nhan (30%); sé bénh nhan kiém soat kém khong thay doi, so sanh

v6i nhom ching su khac biét c6 ¥ nghia théng ké. Sau diéu tri, tinh trang
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kiém soat triglycerid ca hai nhom kém hon so véi trude diéu tri, nhom nghién
ctru giam 13,3% mure do Kiém soat tét, nhom chiing giam 23,3% muic do kiém
soat tot, p < 0,05. Tac dung cai thién Vvé lipid mau con thé hién 16 hon & su
cai thién thanh phan cua cholesterol . Sau diéu tri, mic binh quan LDL-C cua
nhom nghién ctu giam tir 3,41 mmol/L xubng 2,75 mmol/L, HDL-C ting tir
0,95 mmol/L 1én 1,27 mmol/L; su thay ddi c6 ¥ nghia théng ké so Véi trude
diéu tri, p <0,01 (Bang 3.25). Mirc d6 kiém soat cac thanh phan lipid mau cua
nhém BDHN sau diéu tri c6 cai thién tot, mic do Kiém soat tét HDL — C ting
duoc 40% (muc Kiém soat tot HDL-C trude diéu tri 1a 5/30 bénh nhan, sau
diéu tri 1a 20/30 bénh nhén) p < 0,05; LDL — C mirc d6 kiém soat tbt ting
30%, (muc kiém soat tot LDL-C trudc diéu tri 1a 5/30 bénh nhan, sau diéu tri
1a 14/30 bénh nhan), p < 0,05. O thoi diém nghién ctru cua ching toi, chua c6
cong trinh nao nghién cu vé tac dung diéu tri rdi loan lipid mau cua bai
thuéc BDHN trén 1am sang.

Qua nghién ctru nay ching t6i nhan thay bai thuéc BDHN c6 tac dung
giam cholesterol va triglycerid trén chudt DTD thuc nghiém va giam LDL-C,
taing HDL-C trén bénh nhan PTD. LDL-C 14 yéu té giy bién chung xo vira
dong mach, HDL-C 1a yéu t bao vé. Mit khéac cac thanh phan lipid méu con
duogc coi 1a cac tac nhan giy stress oxy hoa trén cac vi mach, gy ra cac bién
ching mach mau ctia DTD. Viéc bai thuéc BDHN lam giam lipid mau va cai
thién duoc cac thanh phan nay cua lipid mau gop phan giai thich co ché bao
vé cia BDHN trén cac bién chitng mach méau caa DTD [5].
4.5. TAC DUNG CUA BDHN TREN GAN

Trén thuc nghiém chung t6i nhan thay tat ca cac 16 chudt PTD déu co
tang men gan AST, ALT so vdéi 16 ching sinh ly, nhung khong cé y nghia
théng ké, p > 0,05 (Bang 3.11). L6 chudt diéu tri BDHN liéu 6g/kg men gan
AST, ALT thay d6i khong c6 y nghia thong ké so véi 16 DTD. Lo chudt diéu
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tri BDHN liéu 12g/kg ting men AST so véi 16 DTP véi p < 0,05, men ALT
tang khong c6 ¥ nghia théng ké. Lo diéu tri metformin 150 mg/kg ting men
gan AST, ALT khong c6 ¥ nghia thdng ké so voi 16 DTD. Bai thubc BDHN 1a
bai thudc c6 phuong dung tir 14u doi, dd c6 nhiéu nghién ciu ching minh 1a
khong c6 tac dung doc cho gan than. Trén thyc nghi¢m nay ghi nhén tang
men gan AST don 1¢ & liédu BDHN 12g/kg nén can dugc nghién ctru thém.
Gan day nhat Nguyén Minh Ha (2010) di bao cdo thir nghiém doc tinh cua
bai BDHN trén chuét thay voi liéu 70g/kg ciing khong ghi nhan doc tinh gi
[67]. Ngoai ra, quan sat cac 16 chudt sir dung BDHN, chiing t6i nhan thay
chudt phat trién tét, chay nhay linh hoat, can ning giam it hon so véi 16 chuot
PTD: sau 90 ngay diéu tri, can ning 16 chudt DT giam 41,7% so véi 16
chung sinh 1y (184g/316g), 16 chuét BDHN 6g/kg giam 12,9% (275g/316g),
16 chuot BDHN 12g/kg giam 11,7% (2799/316), 16 metformin giam 4,1%
(3039/3169) (Bang 3.6).

Hinh anh dai thé thiy gan chudt BTD kich thuéc 16n hon so voi chudt
chtng sinh 1y, c6 mau sam xung huyét. Dac biét chuot DTD khong c6 md noi
tang nhu md mac treo, diéu nay phu hop Vvéi tinh trang chuot DTD rat gay,
can nang giam nhiéu so véi 16 ching sinh 1y. Trong khi d6 16 chudt diéu tri
BDHN c¢6 gan kich thudc va mau sic binh thuong, md mac treo rudt luong
nhiéu. Chuot 16 uéng metformin c6 lwong md mac treo 16n nhat, gan to c6
nhiéu khdi md trong gan kich thudc tir 4 = 6 mm (Phu luc 6, hinh 12-18).

Trén tiéu ban vi thé gan chudt, nhan thay 16 chudt DTP cac mao mach
nan hoa cua tiéu thuy gan xung huyét, cac té bao gan thoai ho4, rai rac nhiéu
thoai hod dang hdc (thoai hoa md). Tiéu ban gan 16 dung metformin 150
mg/kg thay co thodi hoa md& rat nang, chiém hau hét cac té bao gan. Hai 16
chuét sir dung BDHN vi thé gan binh thuong, ciu triic gan nguyén ven, té bao

gan bat mau binh thuong, khong thiy c6 dau hiéu thoai hoa (Hinh 3.2 - 3.6).
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Nhu vy trén hinh anh dai thé va vi thé cho thdy BDHN c6 tac dung bao vé
gan rd rét so voi 16 BTD va 16 metformin. Hinh anh vi thé ciing goi y phan
nao vé hudéng nghién ctu tim co ché ha glucose mau caa BDHN: gan cua
chudt dung metformin bi nhiém ma rat nang cho thiy co ché ha glucose mau
1a ting sir dung glucose tir trong méau dé tong hop thanh m& du trir trong gan.
Con hinh anh gan cua 16 chudt dung BDHN cho thay co ché ha glucose mau
cia BDHN khong giéng v4i metformin. Hinh anh vi thé gan cua 16 chuot
dung metformin con 1a vi du tryc quan vé vai tro cua an kiéng trong diéu tri
PTD: néu khong an kiéng dé giam lwong cung dudng ma chi dya vao udng
thudc dé ha glucose mau, thi mic du c6 kiém soat dugc glucose mau, thi phan
nang luong thira kia s& bién thanh md tich trit tai gan va cac mo md, & tiép
tuc tiét ra cac yéu té viém lam ning 1én cac bién chung cia DT va vong
xody bénh 1y ctr thé tiép dién

Trén 1am sang, nhan thiy cac bénh nhan caa nhém diéu tri BDHN co
men AST, ALT khong c6 thay d6i so vai trudc diéu tri va so voi nhém chang.
Cung voi két qua cac chi s6 huyét hoc khong thay ddi trén nhom diéu tri két
hop BDHN, su khong thay ddi cia cac tri s6 men gan da ching to do an toan
cua bai thuéc BDHN.,
4.6. TAC DUNG CUA BDHN TREN THAN
4.6.1. Phan thuc nghiém trén dong vat

Trén thyc nghiém, cac 16 chudét DTD va uong BDHN c¢é ting ure mau
S0 Véi 16 chimg sinh 1y, (p < 0,01). L6 chudt udng metformin cé ting uré mau
nhung khong c6 ¥ nghia thong ké. So sanh cac 16 diéu trj voi 16 ching DTD
thi 16 BDHN 6g/kg va 16 metformin giam ure mau c6 y nghia thong ké, 1an
lugt 14 6,33/12,3 mmol/L (p < 0,01) va 6,39/12.3 mmol/L (p <0,05). Creatinin
& tat ca cac 16 khong co su khac biét (Bang 3.9).

Vé glucose niéu, tat ca cac 16 chudt PTD c6 glucose niéu rat cao. Cac

16 chuot BTD duoc diéu tri, glucose niéu giam so voi 16 chudt chimg DTD
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nhung khong c6 y nghia théng ké. Protein niéu giira cac 16 c6 su khac biét.
Protein niéu cua 16 DTP 1a 1260 mg/L, ting gip 33 lan so véi 16 chung
(1260/60 mg/L), p <0,05, ching té chudt TP ngay thir 90 c6 ton thuong than
16 rét. O cac 16 DTD ¢6 diéu tri, protein niéu ciing ting cao so voi 16 chudt
chung sinh 1y, p < 0,05. Sau 90 ngay diéu tri, protein niéu caa cac 16 chudt co
diéu tri giam so véi 16 ching PTD: BDHN 6g/kg 13 320 mg/L, (p < 0,05),
BDHN 12g/kg 1a 180 mg/L, (p <0,05). L6 chudt diéu tri metformin protein
niéu giam 1a 460 mg/L nhung chua c6 ¥ nghia théng ké so véi 16 chimg DTD.
Nhu vay 16 chudt diéu tri bang BDHN c¢6 giam protein niéu rd rét so véi 16
DTD, mirc d6 giam protein niéu ty 1& thuan véi nong do thuée (Bang 3.10)

Vé ton thuong mé hoc than: tidu ban vi thé than chudt dugc nhuom PAS
(Periodic Acid-Schiff) dé co thé quan sat rd nhimg tang sinh dic hiéu ton
thuong than DTD 1a tang sinh chat gian mao mach tiéu cau than va to chiic xo.
Nhitng ton thuong ndy khong quan sat thdy trén tiéu ban nhuém HE
(Hematoxylin and eosin stain) thong thuong. Trén tiéu ban nhuém PAS nhan té
bao bit mau tim dam, bao tuong bat mau tim nhat, con td chirc xo thoai hoa va
chat gian mao mach bit mau do; ma trén tiéu ban nhuém HE thuong s& kho
phan biét [116]. Trong nghién ciu cua ching toi, tiéu ban vi thé caa than 16
chudt DTD c6 ton thuong than giai doan som: tiéu cau than gian to, phi dai
cudn mao mach tiéu cau than, co tang sinh chat gian mao mach tiéu cau, day
mang bao Bowman, cic 6ng luon gan gidn to. Chua quan sat thy cac ton
thuong dic trung ctia bénh than DTP nhu cac hach xo thodi hoa trong tiéu cau
than, tang sinh to chirc xo gitra cac ong than, thoai hoa ong than. O céc tiéu ban
vi thé than cua cac nhom diéu tri bang BDHN céc ton thuong ciing twong tur
nhu cua nhém DTD, tuy nhién muic d§ c6 nhe hon (Hinh tir 3.7 — 3.11)

Qua céc sd liéu caa thyc nghiém ching toi thay tac dung giam protein

niéu cia BDHN 1a tong hop tac dung nhiéu mat caa bai thudc: giam glucose
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mau, giam lipid mau. Ngoai co ché chung giam glucose mau, giam lipid mau
s& gop phan giam nhe bién ching than, bai thubc BDHN c¢6 thé con ¢ nhiing
co ché dac hiéu riéng nhu 1am giam cac stress oxi hod, ting tiét adiponectin.
Aimin Xu (2009) d3 thdy Hoang ky (vi thudc chinh cua bai thuéc BDHN) lam
tang tiét adiponectin [70]. Shintaro Nakamaki (2011) c6 thuc nghiém cho thay
adiponectin 1am giam protein niéu trén chuét cong BTD do STZ [117]. Mét
s6 nghién cau thyc nghiém khac cho thiy tac dung giam protein niéu cua
BDHN con 1a tac dung dic hiéu cua vi thuéc Hoang ky trén than. Nam 2004
Xiaoxing Yin va cong su tai Pai hoc Nam Kinh da nghién curu tac dung bao
vé than cua Hoang ky trén chudt di truyén co bénh than BTD, nhan thay 16
chuot diéu tri bang chat astragaloside, mot saponin chiét xuat Hoang ky, sau 8
tuan lam giam lwong microalbumin niéu, giam AGESs ca & trong méau va & Vo
than; giam d6 day mang day tiéu cau than. Tac gia ciing nhan thiy tac dung
bao vé than tang ty 1& véi nong do thude [72].

Bdng 4.2. Tdc dung ciia saponin tie Hoang ky Ién dé day mang ddy tiéu ciu

th@n chugt cong PTP [72]

) , Chiéu day mang day
Lo So lwgng chudt cong
(nm)
Chutng sinh 1y 10 141,6 £9,7
Chimng PTP 10 214,9 + 8.5
Astragaloside 3mg/kg 5 189,3 £ 46,4
Astragaloside 6mg/kg 11 178,9 + 18,5
Astragaloside12mg/kg 10 152,9 +£ 6,0
Enalapril  100mg/kg 10 160,2 + 15,9
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Bdng 4.3. Tdc dung ciia saponin tie Hoang ky lén nong dp AGE trong mdu
va vé th@n ciia chugt céng PTD [72]

S6 lwong AGE (AUF/mg protein)
Lo chugt cong Huyét twong Vé than
Chutng sinh 1y 10 4,70 = 0,94 0,54+ 0,18
Chirng PTD 10 17,25 £2,50 2,30 £ 0,71
Astragaloside 3mg/kg 5 7,64 +£ 0,61 1,75+ 0,37
Astragaloside 6mg/kg 11 6,68 + 1,58 1,26 + 0,28
Astragaloside12mg/kg 10 7,57 +£2,79 1,14+ 0,49
Enalapril  100mg/kg 10 8,46 + 2,07 1,60 + 0,36

Nam 2006 céac tac gia trén tiép tuc nhan thay tac dung chdng oxi hoa
ciia Hoang ky gop phan bao vé than DTD [118]. Zang YW (2006) trén chudt
cong gay BDTD thuc nghiém thdy Hoang ky lam giam angiotensin va TGF-
beta (1) mRNA, qua d6 giai thich phan nao co ché bao vé than [119]. Nam
2009 Motomura K va cong sy tai Pai hoc Kumamoto Nhat Ban nhan thay
Hoang ky c6 tac dung e ché cac dang chuyén hoa cudi glycat bac cao AGEs,
qua diy co tac dung trong cac bién chung mach mau cta bénh DTD [73].
Nguyén Minh Ha (2010) [65] nhan thay BDHN c6 tac dung khang dong. Céc
vi thubc khac ciia bai thudc véi ham lugng it nhe Xuyén khung, Puong quy
c6 tac dung gidn mach, diéu hoa chtrc ning ndi mac mach mau théng qua tac
dong 1én san xuat nitric oxit (NO) [74]; Pao nhan va Hong hoa di duogc
ching minh bang thuc nghiém c6 tac dung ting luu thong dong mau do 1am
giam d6 nhét mau va giam do ngung tap tiéu cau [75]; Pia long co tac dung
khang déng mau va tiéu fibrin [76]... cling gop phan vao cai thién huyét dong

ctia dong mach than, qua d6 gop phan cai thién tinh trang protein niéu.
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4.6.2. Phan 1am sang

Trén 1am sang bénh nhan khi chon vao nhom nghién ctru da c6 bénh
than DTD. Cac bénh nhan nghién ctru c¢6 lugng ure va creatinin mau & muc
binh thudng va 6n dinh sudt thoi gian didu tri. Khong c6 su khac biét gitra
nhém chiing va va nhém nghién cau (Bang 3.23). Sau diéu tri muac loc cau
than binh quan cua ca hai nhém c¢6 tang nhe: nhom chang tir 60,3 ml/phut 1én
61 ml/phut, nhém nghién ctru tor 62,3 ml/phtt 1én 62,83 ml/phut, nhung thay
d6i chwa co6 y nghia thong ké. Panh gia chung lai, mac d6 bién chang than
ciia bénh nhan chua cé thay d6i sau 30 ngay diéu tri, nhém chang va nhom
nghién ctu cing c6 17/30 bénh nhéan co6 bién ching than giai doan 2, 12/30
bénh nhan bién ching than giai doan 3, khong c6 bénh nhan bién chiing than
giai doan 4 hoac 5.

Protein niéu ctia nhom chung giam nhe sau nghién ctu (tir 768 mg/L
con 720 mg/L), tuy nhién chua c6 ¥ nghia thong ké. Protein niéu nhom nghién
ctru giam ro rét sau nghién ctru (tir 718 mg/L con 200 mg/L). Murc d6 giam c¢o
¥y nghia thong ké so vé6i trude diéu tri va so v4i nhom ching, p < 0,01 (Bang
3.25). Qua s6 liéu thir nghiém trén 1am sang cho thay sir dung bai thudc
BDHN trong 30 ngay c6 tac dung hd tro diéu tri lam giam protein niéu, nhung
chua cai thién vé muc loc cau than.

Két qua giam protein niéu cua bénh nhan diéu tri bang BDHN phu hop
véi két qua thuc nghiém trén dong vat. Trong sudt thoi gian diéu tri, huyét ap
va glucose mau dugc diéu tri tich cuc nén ciing gop phan vao cai thién tinh
trang protein niéu. Tuy nhién, & ca hai nhém bénh nhan, huyét 4p va glucose
mau la tuong duong nhau sudt thoi gian diéu tri, nén kho cé thé néi sy giam
protein niéu cua nhém nghién ctu 1 do anh hudng cta giam huyét ap va
giam glucose mau. Mat khac ca hai nhom cung st dung thudc tc ché men

chuyén, nén tac dong cua thudc tc ché men chuyén trén giam protein niéu caa
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nhom nghién ctu cling bi loai trir. Vi vay qua nghién ctru nay, ching t6i du
doan co ché tac dung giam protein niéu cua bai thubc BDHN 1a téng hop cua
cac tac dung ha glucose mau, ha lipid mau; ngoai ra con c6 thé 1a tac dung dac
hiéu cua bai thudc 1én tiéu cau than nhu cac nha nghién ctru khac trén thé gigi
d3 tién hanh. So sanh V&i cic nghién ctru khac, chung toi nhan thiy cac
nghién ciru vé diéu trj bién ching than BTD typ 2 bang thudc YHCT ¢ Viét
Nam con it. Nam 2011, Lé Thi Thanh Nhan [57] nghién ctru tac dung cua bai
thudc Té sinh than khi hoan trén bién ching than DTD typ 2 thiy bai thudc
lam giam protein niéu, cai thién mac loc cau than tir trung binh 33,28 ml/phut
trude diéu tri 1én 39,88 ml/phut sau diéu tri. Tai Trung Qudc, Ya Xiao (2013)
trong mot nghién ctu phéan tich gop (meta-analysis), khao sat tat ca cac
nghién ctru da cong bd tir 1982 — 2012 vé tac dung cua thuéc YHCT Trung
Qudc co tac dung diéu tri bién ching than DTD, trong s6 2594 bao cdo, c6 29
bao cao dap tng dugc yéu cau thir nghiém 1am sang ngau nhién c6 ddi chiing
(randomized controlled trials); phan tich 29 bao cdo nay thay thuéc YHCT c6
tac dung lam giam albumin niéu ciing nhu cai thién cac du hiéu 1am sang.
Trong s6 cac vi thude, Hoang ky (Astragalus membranaceus) 14 vi thudc dugc
str dung nhiéu nhat, 22/29 bao cao, ty 18 75,86% [122].

Pé tom tat vé co ché tac dung cia BDHN, chung toi xin dan lai bai viét
cua Ronald B. Goldberg [14] vé méi lién quan gitta cac cytokine, cac yéu to
viém gidng cytokine, cac rdi loan chirc ning ndi mac mach, cac mat can bang
cta hé thong dong mau véi su phat trién ciia DTD va cac bién chung. Bat dau
tir cac r6i loan chuyén hoa véi tinh trang béo phi va dé khang in sulin dén dén
tang glucose mau, gy bat thudng vé chirc nang ndi mac mach mau, biéu hién
su tang 1én VCAM-1, ICAM-1, E-selectin, vWF; tac dong 1én cac dai thuc
bao va té bao md, kich thich tiét ra cac yéu t6 viém nhu TNFa, IL-1, IL6, IL-

18, cing voi gan san xuat CRP; té bao ndi mac mach mau cung véi dai thuc
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bao giy ra rdi loan qua trinh déng mau véi sy ting 1én cua PAI-1, fibrinogen,
P-selectin. Mat khac dudi du anh huong cia cac yéu té trén co thé ting san
Xuat cac ROS (reactive oxygen species), oxi hoa cac lipide, giam NO (nitric
oxide), ting san xuit acide béo tu do, angiotensin II, va cac san pham glycat
hoa bac cao (AGEs). Trong khi d6 thi co ché tu bao vé cua co thé nhu
adiponectine, dugc san xuat tir té bao md, co tac dung chdng viém, chdng roi
loan noi mac mach, lai bi giam sut. Tat ca s& dan dén cac bién chitng mach
mau cta DTD, trong d6 c6 bién ching than.

(VCAM-1, ICAM-1, E-selectin, VIWF)

""" Gus | | Réilogn ch/n nfi mpc mych miu

trinh Timh trgmg @6mg madm (PATL-1, Abrinegem, P-selectim)
sinh 1+ f@my (THFEm, IL-8, (l-10b, 1L=-18, crErEp

benh @ o Coldombn W

......................... Chéng vidm, chéng rél logn mgt mee mpch méu - Adipon

Vitd Béo phi, dé khang insulin, 1 dwémgmau, 1 FFA, RL lipide mau, 1 HA
nguv Co ! /
G/doan Neuy cor Tien PTD Pai Bién chwng |

bénh (NGT) (IGT,IFG) Thio Puing mach mau BTH:

(Cdc chir viét tat: VCAM-1: vascular cellular adhesion molecule-1; ICAM-1: intertitial
cellular adhesion molecular-1; vWF: von Willebrand factor; PAI-1: plasminogen activator
inhibitor-1; FFA: free fatty acid; NGT: normal glucose tolerance; IGT: impaired glucose

tolerance; IFG: impaired fasting glucose)

Hinh 4.2. Lién quan cac giai doan bénh DTD voi cdac quda trinh bénh ly [14]
Bai thubc BDHN Véi cac dir liéu thuc nghiém cia nghién ctu cua

chung t6i cling nhu cta nhiéu tac gia khac di cong bd cho thay co kha ning

tac dong vao mot s6 khau cua cac qua trinh bénh 1y trén nhu: giam dé khang

insulin, chdng réi loan lipid mau, giam cac yéu té viém, cai thién sy mit can

bang tinh trang déng mau, tang tiét adiponectin... qua d6 gop phan cai thién

cac bién chitng mach mau ciia DTD, trong d6 c6 bién chang than.
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4.7. TAC DUNG CUA BAI THUOC BO DUONG HOAN NGU THEO

YHCT
4.7.1. Hanh trinh ciia mot bai thudc quy

Vuong Thanh Nham (1768-1831) 1a mot vi danh y sdng ¢ thoi ky y hoc
phuong Tay dang xam nhap vao Trung Quéc, nén c6 diéu kién so sanh gitra
Tay y va Trung y. Ong nhan thdy nhiéu diéu phai hoc hoi & Tay y dé bd
khuyét cho cac thiéu sét cua tién nhan. Vuong Thanh Nham d3 danh ra 42
nam cua doi minh dé khao sat giai phau tir thi, v& hinh dinh chinh lai cac sai
sot cua tién nhan vé tang phi. Nam cudi doi (1830) 6ng xuat ban cudn sach
mang tinh than cai cach, co tén “Y 1am cai thac”. Cudn sach di mang dén
cach nhin nhan méi vé bénh tat, manh dan dua ra nhitng phuong thudc méi
khac v6i ¢6 phuong. Nhiéu bai thudc trong “Y 1am cai thac” nhu Huyét phi
truc & thang, B6 dwong hoan ngii thang... ngdy nay da tré thanh gia san quy
bau cia YHCT [35], [36].

Bai thuéc BDHN dugc Vuong Thanh Nham sang ché nham chira tri
ching trang phong ban thin bt toai (tai bién mach ndo c6 liét nira ngudi),
gom Hoang ky chiém sb lwong chinh va 6 vi thudc hoat huyét luong it, c6 tac
dung dai bo khi, hoat huyét thong kinh lac. Sau khi ra doi, bai thudc nay it
duogc cac thay thudc sir dung vi quan niém truyén théng caa YHCT van cho
trang phong 1a do can duong, can héa vuong, can binh can tiém duong; trong
khi d6 Vuong Thanh Nham cho rang ban than bt toai 1a do khi hu nén kinh
lac ngung tré nén can phai bo khi dé thong kinh lac. Mat khac cach dit tén
cho bai thudc ciing d& gay hiéu lam: vi bai thudc co tén “B6 duong...” nén dé
gy hiéu lam co tinh chét bo than trang duong (trg giup hoat dong sinh duc),
hoic gdy nong nhiét. C6 18 vi nhiing 4n tuong “bd duwong” ma bai thudc it
dugc str dung trong diéu tri tai bién mach ndo, vén 1a nhitng ching bénh

thudc nhiét. Vuong Thanh Nham da giai thich tén bai thudc nhu sau: nguoi ta
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khoe manh, duong khi toan ven (10/10) thi co thé 4m; khi bj liét nira nguoi thi
bén liét lanh, do duwong khi d3 mat di mot nira (5/10), phai dung Hoang ky liéu
cao dé dai bo khi théng kinh lac, khoi phuc lai 5 phan duong khi d3 mat di,
nén thanh tén bai thude 12 “Bb duong hoan ngii”; nhu vay bai thudc cé tinh
chat bé khi nhung duoc dat tén 14 bé dwong dé nhan manh 1y thuyét mai vé
ching ban than bat toai caa ong [123]. Mai dén nhitng nim 1980, cac thay
thudc Trung Qudc méi chi ¥ tdi hiéu qua cia bai thue nay trong diéu trj tai
bién mach n3o, sau d6 mé rong chi dinh sang diéu tri cac bénh 1y mach mau
khéac nhu nh6i mau co tim, suy tim sung huyét, cac bénh mach mau khac. Tai
Viét Nam tir nhitng nam 2000, mot s6 co s6 YHCT bat dau tng dung bai
thuéc BDHN trong diéu tri tai bién mach nio. Nhu vy sau khi ra doi hon mot
thé ky, cudi cuing nhiing tic dung quy bau cta bai thude di dugc biét dén.
4.7.2. Co ché tac dung cia BDHN trong diéu tri chirng tiéu khat

Chirng tiéu khat tir thoi Noi kinh (Tk 2 tr CN) di xac dinh co ché bénh
1a do 4m hu, phai dung cac thudc bd am dé chira tri. Chinh vi thé, viéc ding
bai thudc B6 duong hoan ngii dé tri chimg tiéu khat co vé xa la véi 1y luan
kinh dién YHCT. Hién nay su phat trién ctia khoa hoc hién dai di gitp cho
YHCT nhin lai 1y luén ciing nhu thyc hanh cia minh. Triéu chimg am hu
trong tiéu khat gom khat nudc, kho miéng, uong nhiéu nudc, moi ludi kho. ..
cha yéu lién quan téi tinh trang glucose mau cao gy tang ap luyc tham thau
trong mau. Pay 1a mot trong nhiting triéu chimg co nang chinh cua DTD,
thuong xuat hién khi glucose mau trén 10 mmol/L; va khi ngudi bénh khat di
doi, ubng nude lién tuc thi luc d6 glucose mau da rat cao. Lién hé nhu vay dé
thay tuy dau hiéu &m hu 1a dau hiéu chinh cuaa tiéu khat, nhung khong phai luc
nao ciing gap ¢ bénh nhan BTD. Hién nay sy cham soc stc khoé tot hon xua

kia rat nhiéu, PTP duogc phat hién va diéu tri ngay tir khi chua c6 cac dau
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hiéu 1am sang, nén 1y thuyét cua YHCT vé Tiéu Khat can phai tiép tuc bd
sung cho phu hop véi thuc tién.

Véi bénh canh bénh DTD hién nay chi yéu 1a DTD typ 2, do hau qua
cua 16i séng dan dén hoi chiing chuyén hoa véi cac biéu hién béo phi, hay mét
moi. Nhiéu nghién ctiru da cho thay hién nay triéu chimg co niang thudng gap
nhat cua bénh nhan DTD 13 mét moéi; ma theo Iy luan YHCT mét moi, tho
ngan, ngai ndi, lam viéc khong cé strc 1a nhiing dau hiéu cua khi hu. Viéc
cong nhan co tinh trang khi hu trong chimg tiéu khat 1a mot budc tién bo caa
YHCT. Gidi nghién cru YHCT Trung Quéc tir nhitng nam cudi Tk 20 da chu
¥ dén van dé khi hu két hop voi am hu va d3 ung dung c6 hiéu qua trong diéu
tri DTP. Lam Lan (Liéu ninh Trung y tap chi 2000, s6 27): co ché cia bénh
than dai thao duong chu yéu 1a khi, am ludng hu, nén co cac thé bénh: phé vé
khi 4m ludng hu, tim ty khi am ludng hu, ty than khi 4m ludng hu, nén diéu
tri trudc hét 1a ich khi dudng am, sau d6 cin cir tiéu ban hodn cp ma diéu tri.
L3 Nhan Hoa (Giang tdy trung y dugc 2001, s6 32): bénh than do dai thao
duong thi goi 1a bénh than do tiéu khat, chia thanh 3 thoi ky so, trung, cudi dé
luan tri. So ky trach ctr & can than, tri 1a ich khi dudng am, tu bo can than.
Trung ky do ty than, trj 1a 6n than kién ty, ich khi dudng huyét. Cudi ky trach
clr & ngil tang, tri 1a kién ty ich than, ich khi dudng huyét, giang troc tiét doc
[5]. Nhu vay c6 thé noi trong bénh 1y Tiéu khat, ngoai am hu thi khi hu co
mot vai trd quan trong trong co ché bénh sinh va phap chita. Trong nghién
Cru nay cua chung t6i 100% bénh nhan co6 triéu chung mét mai, ngai van
dong, 1am viéc chong mét — dau hiéu kha rd rang cua khi hu. T4t ca nhiing
bénh nhan nay déu dang mac bénh DTD typ 2, co tinh trang dé khang insulin.
Vi thé chiing t6i thdy khai niém khi hu ctia YHCT con nén dugc hiéu 1a tinh
trang dé khang insulin & md, khién cic co quan khong thé sir dung glucose,

thiéu nang luong dé hoat dong, gdy nén mét méi. Bo khi 1a phuong phap
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YHCT dung dé chira trj tinh trang khi hu. Lau nay théng thuong khi hu van
duoc hiéu 1a ty hu (tinh trang tiéu hoa in udng kém), bd khi van mic nhién
duogc coi 1a bo ty, kich thich an udng. Vi du nhu Ly Pong Vién (Thé ky 14),
cha phai truong phai b Ty, quan niém “Ty 12 me cua van vat”, ¢ bai thude
noi tiéng “B6 trung ich khi” [124]. Hién nay véi cac dit liéu thuc nghiém va
1am sang méi, thubc bd khi nén duoc mo rong thém 1a cac thudc lam giam
tinh trang dé khang insulin, 1am ting hiéu qua st dung glucose, khién cac té
bao ¢6 du ning lugng hoat dong. O nghién ctru caa ching t6i khi tinh trang dé
khang insulin & mé dugc cai thién bang cac thudc giam dé khang insulin va
cac bién phap an kiéng tap luyén thi cam giac mét moi giam ro rét.

Mat khac nhu da phan tich & muc 4.2.4, mét moi & bénh nhan DTD con
lién quan chat vai tinh trang bénh 1y co tim BDTD, gap ¢ 50% bénh nhan DTD
typ 2 [125], [126], [127]. Vi thuc Hoang ky cung bai thuéc B duong hoan
ngil da dugc nhiéu nghién ciu khang dinh c6 tac dung tot trong diéu tri suy
tim. Tuy chua c6 cac nghién ctu vé tac dung cia BDHN trén bénh 1y suy tim
tam truong, nhung cac nghién ctru vé diéu tri suy tim néi chung cua Hoang ky
va bai thubc BDHN ciing 1a nhitng goi ¥ b6 ich. Nam 2001, Zhou ZL, Yu P,
Lin D, da nghién ctru trén 83 bn suy tim sung huyét, 42 bn dung 40 ml chat
chiét xuat Hoang ky (twong dwong 80 g duoc liéu thd), nhom chang 41 bn
dung nitroglycerin. Sau dot diéu tri 2 tuin, nhém dung Hoang ky c6 cai thién
ca chirc ning tim va tong trang, hiéu qua nay dwogc duy tri trong theo ddi 1- 6
thang [128]. Liu ZG nhan thay cung véi sy cai thién cua chirc nang tim mach,
cac bénh nhéan suy tim diéu tri bang Hoang ky con cai thién cac chirc ning
mién dich [129]. Nam 2005, Zhang JG, Yang N, He H dung chat chiét xuat
Hoang ky cho 42 bn suy tim xung huyét dé Il — IV, nhom chimg diéu tri suy
tim bang phac dd Tay y thong thuong. Sau thoi gian diéu tri, ca hai nhom déu

cai thién vé triéu chung 1am sang, nhung nhom dung Hoang ky co cai thién



119

cac chirc ning tim trén siéu am tim, giam ndng do trong méau cac yéu té tu
huy té bao co tim [130]. Nam 2009, cac tac gia tai Pai hoc Tong hop Thién
Tan va Vi Han nghién cuu tac dung cuia Astragaloside IV (mét glycoside
chiét xuat tir Hoang ky) trén mé hinh suy tim man tinh do tén thwong dong
mach vanh trai cua chudt. Sau hai tuin diéu tri nhan thdy & nhém chung
khong diéu tri chic ning that trai giam rd rét tir 36-48% so véi chudt binh
thuong, trong khi d6 cac nhém nhan diéu tri bang Astragaloside 1V co cai
thién chirc nang tim so v&i nhom chung[131]. Qua cac dir Kién trén, chung
t6i nhan thay vi thuéc Hoang ky va bai thubc BDHN ngoai tac dung giam dé
khang insulin con ¢ tac dung diéu tri suy tim; va tir d6 co thé rat ra nhan xét
tinh trang khi hu trong tiéu khat con lién quan téi suy tim, bién phéap diéu tri
b6 khi con 13 diéu tri tinh trang suy tim.

Céc bién ching cia DT nhu bién ching mach mau 16n, bién ching
mach mau nho gay nén cac bénh 1y nhu tai bién mach ndo, nhdi méau co tim,
bénh 1y ban chan, bénh than BDTD... 1a nhitng bénh c6 vai tro rd rang cua
huyét  va diéu tri can phai hoat huyét thong lac. Hoat huyét 1a phwong phap
ciia YHCT dé diéu tri cac tinh trang huyét & nhu sung, dau. Hoat huyét tir 1au
d3 duoc lién hé voi YHHD nhu 1a bién phap chéng viém, giam lipid mau,
chéng ngung tap tiéu cau, tham chi 13 tiéu fibrin. Cac thudc hoat huyét cua
YHCT da duoc tng dung rat c6 hiéu qua trong diéu trj cac bénh 1y mach mau
nhu tai bién mach ndo, nhdi mau co tim, viém tic dong mach chi. Cac nghién
ctru dugc 1y cta bai thudc Bo duong hoan ngii da chimg minh c6 tac dung cai
thién tét cac bénh 1y trén. Nam 1989 Ta Nhan Minh & Hoc vién Trung y Véan
Nam da thir nghiém bom nudc sac bai thude vao da day tho véi liéu 2g/kg can
nang thay co tac dung 1am tan huyét khdi o tiéu dong mach phéi; thir nghiém
trén chudt lang ciing co tac dung twong tu. Tiém tinh mach chét tinh ché cua

bai thudc thay lam dan nd mach ndo, ting luu huyét ndo trén tho [60]. Bai
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thudc B dwong hoan ngii thang c6 tac dung cai thién bién tinh ciia dong mau.
Diép Huéng Vinh & Hoc vién Trung y Son dong (1991) nhan thiy trén chudt
bach dung thudc nay liéu 7g/kg trong 10 ngay, sau d6 danh gia tinh luu dong
hong cau bang ky thuat huynh quang DPH, thay tang 5 rét tinh luu dong cua
hong cau [61]. Giai Kién Quédc (1993) gady mé hinh nhiin ndo ¢ tho nha, sau
d6 cho ubng bai nay véi liéu 7,5g/ngay trong lién tuc 20 ngay thay thay giam
rd mo nhiin ndo, giam dd nhét mau, giam cholesterol mau [113]... Nam 2006
Xiaoxing Yin va céng su nhan thay chudt diéu tri bang Hoang ky giam rd rét
cac san pham oxy hoa trong mau [118]. Nguyén Minh Ha (2010) nhan thay
BDHN c6 tac dung khéang dong [66]. W. Xie va L. Du (2011) nhan xét hau
hét cac vi thudc Trung Quéc diéu tri PTD déu c6 tinh chéng viém [5].

Qua cic phan tich trén, ching t6i nhan thdy sir dung bai thuéc Bo
duong hoan ngii dé diéu tri bénh DTD va cac bién chang cia TP 1a phu hop
V6i cac nghién cau méi cia YHHD va 1y luan YHCT, gop phan lién hé gitra
Iy luan YHCT va kién thirc YHHD: bién phap b khi cia YHCT dung diéu tri
bénh nhan tiéu khat con twong tng véi giam dé khang insulin, cai thién tinh
trang suy tim; hoat huyét tuong ung véi chong viém, chong goc tu do, giam
stress ox1 hoa, giam lipid mau.

4.7.3. Gia tri ciia bai thuéc Bé dwong hoan ngii trong diéu tri PTP bing
YHCT

Sau nhiéu nim nghién ctu s dung thuéc YHCT trong DTD, nhin
chung cac nha nghién ctu thira nhan thube YHCT c6 tac dung ha glucose
mau, nhung hiéu qua diéu tri chua cao. Nhiéu bao cao da cong bd cho thay
thuéc YHCT c6 tac dung ha glucose mau ¢ mirc do nhe: bai thudc Luc vi gia
giam st dung cho bénh nhan BDTP ¢6 mirc glucose mau tir 7,8 — 10 mmol/l co
tac dung ha glucose mau 12,35% [54], bai thubc Tiéu duong Pong do trén Voi

DTD typ 2 chua c6 bién ching, thdy sau 01 thang diéu tri bénh nhan da giam
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glucose mau lac déi 1,5 mmol/l [55], bai thubc Thap vi giang duong phuong
diéu tri bénh nhan DT typ 2 mic d6 nhe, nhan thay bai thuc bat dau ha
glucose mau ké tir ngay diéu tri thir 30, sau ngdy thi 90 glucose mau vé binh
thuong [112]. Bai thuéc BDHN cua nghién ctru ndy ¢ thuc nghiém trén dong
vat c6 kha nang ha glucose mau cao, tuong duong metformin, nhung trén
ngudi bénh hiéu qua ha glucose mau chwa cao nhu ky vong (tuy nhién déi
tugng nghién cttu cua chiing t6i ning hon, 1a bénh nhan DT typ 2 di c6 bién
chtng). Cac bai thuc da nghién ctru trén déu dua trén co so 1y luan YHCT 1a
B Am, véi vi thudc chi yéu 1a Sinh dia; con nghién ctu cta ching toi c6 co
so 1y luan 1a B6 Khi, véi vi thude cha yéu 1a Hoang ky. Khao sat trén co s
dir liéu y sinh hoc Medline vao thang 11/2014 [132], ching tbi thay véi tir
khoa “Sinh dia va Pai thao duong” (Rehmanniae and Diabetes) c6 24 cong
trinh nghién cttu, véi tir khoa “Hoang ky va Pai thao duong” (Astragalus and
Diabetes) c6 136 cong trinh. Piéu d6 chiing to hudng di dung vi thudc Hoang
ky diéu tri PTD dang duoc Sy quan tAm ciia cac nha khoa hoc trén thé gidi.
Mot gia tri nira cua bai thudc BDHN 13 kha niang diéu tri cac bién
chang man tinh cia DTD. Trong nghién ciru ndy ching t6i chon bién ching
than dé nghién ctru. Két qua nghién ctru da cho thay BDHN lam giam protein
niéu ca trén thuc nghiém va trén 1am sang. Tac dung giam protein ni¢u nay
khong di kém véi cac tac dung khong mong mudn nhu ha glucose mau qua
muc, ha huyét ap... Su cha ¥ clia cac nha nghién ctu véi vi thude Hoang ky
da tang nhanh trong thoi gian qua: vao nam 2012 trén co sé dir ligu Medline
c6 5677 cong trinh nghién ctiu V& vi thudc nay, thi toi 11/2014 da co 6750
cong trinh [132]. Qua nghién cttu vira thuc hién ciing nhu tham khao cac tai
liéu, chung t6i nhan thiy bai thubc BDHN cung vi thudc chu luc 1a Hoang ky
c6 tac dung giam dé khang insulin, giam lipid mau, chéng stress ox1 hoa,

chéng viém, tir 46 c6 kha niang diéu tri cac bién chitng mach méau cua PTD,
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ma bién chang than 1a mot trong sé d6. Do cac bién chung mach méu cua
DTD c¢6 cung co ché ton thuong trén ndi mac mach mau, nén bai thudc
BDHN hy vong s& diéu tri ¢ hiéu qua cac bién ching mach méu khac cua
DTD nhu bénh mach vanh, bénh mach nao, bénh mach mau ngoai vi... Lién
hé vé6i 1y luan YHCT, ngoai 1y thuyét kinh dién vé dm huw cua chimg Tiéu
khat, thyc té 1am sang cho thiy c6 vai trd quan trong khi huwr va huyét . Dung
thuoc bé khi va hogt huyét trong diéu tri bién ching cua Tiéu khat 1a budc
tién méi quan trong cua YHCT trong nhan thic vé diéu tri bénh DTD typ 2.
Bai thu6c Bo duong hoan ngil véi tinh chat bo khi va hoat huyét vi thé rat phu
hop trong diéu tri bénh DT va bién ching. Chung t6i hy vong s& c6 co hoi
nghién cau tiép vé hiéu qua caa bai thuoc BDHN trong diéu tri cac bién
ching DTD khac. Hién nay nghién ctru nay cua chung toi c6 thé dua dén tng
dung thuc té&: mo rong sir dung cac vi thude va bai thuc bd khi hoat huyét

khac vao diéu tri cac bién chitng mach mau cua bénh DTP.
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KET LUAN

1. Trén thuc nghiém, cao 16ng Bé dwong hoan ngi c6 tac dung giam roi
loan dung nap glucose, giam lipid mau, giam protein ni¢u trén chuft dai
thao dwong typ 2 cé bién chirng than.

- bi gy duogc dai thio duong typ 2 trén chudt cong tring bang phuong
phap kéo dai thoi gian nudi giau chat béo 150 ngay va streptozocin liéu 20 -
30 mg/kg. Trén 16 chuot BTD nay tiép tuc nudi 90 ngay trong diéu kién giau
chat béo chung t6i d3 budc dau gy duoc bién ching than: co protein niéu cao
va budce dau bién d6i mo hoc than.

- Cao léng Bo duong hoan ngil lidu 6g/kg va 12g/kg khong lam ha
glucose mau chuot thuong.

- Cao long Bo duong hoan ngii liéu 6g/kg va 12g/kg 1am giam roi loan
dung nap glucose trén chudt nudi giau chat béo 150 ngay so véi nhdm ching;;
tuong duong véi tac dung caa metformin lidu 150 mg/kg.

- Cao long Bo duong hoan ngii lidu 6g/kg giam 40%, lieu 12g/kg giam
53,95% glucose mau sau 6 gio trén chudt DTD typ 2 so Vi trude diéu tri va
S0 v&i nhom chang.

- Sau 90 ngay, 16 chudt diéu tri BDHN cin nang giam it hon so véi 10
DTPD typ 2. Trén tiéu ban vi thé gan chudt nhan thdy nhu mé gan 16 diéu tri
BDHN duoc bao vé so véi 16 ching DTD.

- Chuot BTD typ 2 diéu tri 90 ngay voi BDHN da giam cac ri loan
chuyén hoa: liéu 6g/kg giam 16,44% glucose, 40,82% cholesterol; liéu 12g/kg
giam 29,55% gluocose, 34,31% cholesterol, 63,88% triglycerid so véi nhom
ching DTD.

- Chudt BTPD typ 2 diéu tri 90 ngay voi BDHN da giam protein niéu:
lidu 6g/kg giam 74,60%, lidu 12g/kg giam 85,71% so v&i nhom chimg DTD.
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2. Trén bénh nhan PTP cé bién ching than giai doan 2 va 3, bai thudc
Bo dwong hoan ngii thang sau 30 ngay diéu tri c6 tac dung cai thién cac
triéu chirng co ning, cai thién mirc dd kiém soat glucose mau, giam LDL-
C, tang HDL-C, giam protein nigu.

- Bai thuéc BDHN cai thién rd céc triéu ching co nang: cac dau hiéu
mét moi, khat nudce, tiéu dém, doi, ra md hoi, tho bon gidm cd y nghia thé)ng
ké so v&i nhom chung diéu tri YHHD don thuan.

- Bai thuéc BDHN cai thién tét mic do kiém soat duong mau so véi
nhom chiing: mitc d6 Kiém soat tot ting duoc 13,3%. Muc do Kiém soat kém

giam duoc 16,7%.

- Bai thuéc BDHN giam 19,54% LDL-C, tang 33,68% HDL-C.

- Bai thuéc BDHN d lam giam 72,14% protein niéu, nhung chua lam
thay d6i muc loc cau than.

- Trén 1am sang sau 30 ngay sir dung bai thuéc BDHN khong lam thay
d6i cac chi s6 huyét ap, can ning ciing nhu cac chi s6 huyét hoc va men gan

cua bénh nhan.
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