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LOI CAM ON

Dé hoan thanh dé tai luan vin nay toi xin duoc giri 1oi biét on tran trong
nhat téi nguoi Thay cua toi, GS.VS.TSKH. Pai Duy Ban, ngudi da tan tinh
huéng dan, gitp d& va ung ho tdi trong sudt thai gian qua.

TO6i xin chan thanh cam on phong dao tao Sau Pai hoc - Vién sinh thai va
tai nguyén sinh vat thuoc Vién Han 1dm Khoa hoc va céng nghé Viét Nam, cac
thay c6 cua Vién da gitp d& va tao diéu kién thuan loi cho t6i hoc tap va hoan
thanh luan van .

T6i xin chan thanh cam on dé tai s6: 111/LHHVN -Trung tdm céng nghé
hoa sinh tng dung di tao diéu kién vé vat chat, thiét bi va kinh phi cho t6i thuc
hién nghién ciru dé hoan thanh luan vin nay.

T6i ciing xin dugc gui 161 cam on gia dinh, ban be nhitng nguoi than yéu
da dong vién va tao moi diéu kién cho toi thuc hién tot moi cong viéc.

Xin chan thanh cam on!/

Hoc vién

DP¢i Duy Cuong
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TU VIET TAT
Ky hiéu Tén viét tat
IGF Epidermal growth factor (yéu to ting trudng biéu mo)
STZ Streptozotocin
TLPT Trong lugng phéan tu
IAA Auto antibody to insulin (khang thé khang insulin)
WHO | World Health Organization (to chuc y té thé gisi)
ATP Andenosin triphosphate
GOT Glutamate oxalacetat transaminase
GPT Glutamate pyruvate transaminase
HbAlc | Glycated Hemoglobin (hemoglobin gan glucose)
L Dso Lethal dose 50% (liéu gay chét 50% dong vat thi nghiém)
mg Miligam
mi Milinit
g Gam
Kg Kilogram
LD, Lethal dose, 0% (liéu dudi chét)
IDF International Diabetes Federation (lién doan dai thdo dudng quéc té)
Ug Microgam
DTb Dai thao duong
TPCN | Thyc pham chtc niang
GAD Glutamic Acid Decarboxylase
HDL High Density Lipoportein (lipoprotein ty trong cao)
RIA Radio Immuno Assay (Mién dich phong xa)
ELISA | Enzym Linked Immuno sorbet Assay (Phan (ng hap thu mién
dich lién két enzym)
ADA American Diabetes Asociation (hiép hoi dai thao duong Hoa Ky)

S¢ hoa bai Trung tdm Hoc liéu - BPHTN

http://www.lrc-tnu.edu.vn/




Ludn van Thac si khoa hoc

MO PAU

Bénh dai thao duong (PTD) type 2 la mot bénh man tinh khéng lay
nhiém, lién quan dén dinh dudng, 16i séng, c6 tbc do phét trién rat nhanh & nhiéu
nuéc trén thé gioi. Pai thao dudng ciing 14 mot nhdm cac bénh chuyén hoa dic
trung boi tang glucose mau man tinh do hau qua cua sy thiéu hut hodc giam hoat
dong cua insulin hoac két hop ca hai. Tang glucose mau man tinh trong dai thao
duong 1am ton thuong, réi loan va suy yéu chirc nang nhiéu co quan khac nhau
dic biét Ia ton thwong mat, than, than kinh, tim mach [2,7]

T nhitng ndm 90 cua thé ky 20, cac chuyén gia y té da du bao “Thé ky 21
la thé ky cua cac bénh réi logn chuyén héa”. Nam 2010 theo woc tinh, trén thé
gidi c6 khoang 285 triéu bi bénh DTD. PTD da tré thanh van nan cua thé gidi
va da trd thanh maot trong nhitng nguyén nhan chinh caa nhiéu bénh hiém nghéo
nhu bénh tim mach, tai bién mach mau ndo, mi mét, suy than, liét duong, cit
cut chi v.v... Phan Ién bénh nhan mic dai thao duong type 2 chiém khoang 90-
95 % trong tong sé bénh nhan dai thao. Riéng trong nam 2012 c6 4,8 triéu nguoi
chét vi dai thdo duong va hon 471 ty USD da duoc sir dung cho viéc chim soc
stc khoe cho c&c bénh nhan déi thdo dudng. Udc tinh méi nam thé gisi phai chi
khoang 251-375 ty USD dé chira can bénh nay.

Viét Nam 12 mot quoc gia dang phat trién nhanh chong vé kinh té, xa hoi
cling véi su thay ddi 16i sdng, dd gdp phan lam gia ting ty 1& mac bénh DTD
type 2 chung cuia cac nudc trén thé gigi. O nuéc ta theo két qua diéu tra nam
2012 do Bénh vién Noi tiét Trung wong tién hanh, ty 1& mac bénh trén toan quéc
& ngudi truong thanh 12 5,42% ty 18 dai thao duong chua dugc chan doan trong
cong dong 1a 63,6%. Cac chuyén gia ciing da chi ra rang ctr 10 bénh nhan duoc
chan doan mac bénh c6 6 ngudi da c6 bién chiing cua bénh dai thao dudng. Muc
tiéu vang trong diéu tri bénh dai thao duong 1a phai kiém soéat, duy tri ndng do
glucose mau & muc binh thudng, trong d6 ¢ viéc han ché ting glucose mau sau

an, kiém soat nong do glucose mau luc doi, HbAlc va insulin. Viéc kiém soat
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t6t glucose mau sau an trén bénh nhan dai thio duong s& gop phan lam giam réi
loan chuyén hoa dudng ddng thoi giam cac bién ching mach mau 16n va mach
mau nho do tang glucose mau gay ra.

Dé kiém soat glucose mau sau an & bénh nhan dai thao duong type 2,
ngoai cac bién phap giam can, luyén tap va thay doi ché do an, ngudi ta con phdi
hop Véi viéc str dung cac thude diéu tri, trong d6 co thudc tc ché enzym a-
glucosidase. Ut ché o- glucosidase 1am cham tiéu hoa cac dudong d6i, din dén
giam hap thu glucose, do d6 1am cham sy gia ting glucose mau sau an.

Ngay nay y hoc hién dai cho ra nhiéu loan tan duoc diéu tri bénh dai thao
duong nhu cac loai sulfonylurea, cac biguanid, cac glybomet, acarbose,... song
hau hét cac thubc nay déu co6 nguon goc hda hoc phai sir dung thuong xuyén
trong sudt cudc doi nén gay nhiéu tc dung phu. Trude tinh hinh d6 T6 chic vy té thé
giéi (WHO) da khuyén nghi nén st dung cac thude cé ngudn goc thao duoc san ¢,
gia thanh re, it doc, dong thoi tac dung ciia thude c6 hiéu qua tac dung kéo dai va lam
giam céc bién ching cua bénh. Viéc nghién cau khao sét thanh phan héa hoc va tac
dung duoc Iy cia mét s6 lodi thao duoc trén thé giéi ndi chung va Viét Nam noi
riéng da va dang phat trién mang mot tam quan trong dac biét.

Trén co s& d6 dé tai luan vin Thac si cua ching toi hoan thanh 1a
“Nghién ciru tgo ché phdm tir dwec ligu hé tre diéu tri bénh ddi thdo dwong
type 2 trén chugs” vai 2 muc tiéu chinh la:

1. Biéutrachen loc mét sé loai thuec vdt c6 vai trd ha dwong huyét.
2. Tao ché phdm tir dwoc ligu c6 khd ndng hé tro diéu hda lwong dwong

huyét trong mau cia chugt bi ddi thdo dwong type 2.
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Chuwong 1. TONG QUAN TAI LIEU

1.1. PINH NGHIA, PHAN LOAI VA NGUYEN NHAN BENH PAI THAO
DUONG
1.1.1. Pinh nghia

Theo t6 chic y té thé gidi nam 2002: “Pai thao duong 1a mot bénh man
tinh gay ra do thiéu san xuat insulin cia tuy hoic tac dung insulin khéng hiéu
qua do nguyén nhan mac phai va/hoic do di truyén véi hau qua tang glucose
mau. Tang glucose mau giy ton thuong nhiéu hé thong trong co thé, diac biét
mach mau va than kinh”.

Theo Hoi dai thao duong Hoa Ky nam 2004: “Pai thao duong la mot
nhém céc bénh Iy chuyén héa dic trung boi tang glucose mau do khiém khuyét
tiét insulin, khiém khuyét hoat dong insulin, hoic ca hai. Tang glucose mau man
tinh trong dai thao duong s& gay ton thuong, rdi loan chirc nang hay suy nhiéu
co quan, dic biét 1a mat, than, than kinh, tim va mach mau”.

Bénh dai thdo duong (Diabetes mellitus) xay ra khi co thé khong san xuat
du insulin hodc khi insulin do co thé san xuat ra khong lam viéc hiéu qua. Tén
cia bénh xuat phét tir tiéng Hy Lap co tir “Diabetes” c6 nghia 1a “voi nudc”
hodc “chay qua” (chi viéc thai mot luong 16n nudc tiéu) va tir “mellitus” co
nghia 1a “giéng nhu mat ong” (Chi nudc tiéu cé vi ngot do chira qua nhiéu
duong — do cac nhan vién y té thoi cb dai tim hiéu).

Theo y hoc hién dai bénh dai thao duong diém ndi bat chung 1a ting nong
d6 duong huyét (glucose huyét) > 2g/L (11 mmol/L) & mot thoi diém bat ky, va
duong huyét lac doi 1a > 1,26g/L (7 mmol/L). Co6 hai hién tuwong Xay ra song
song la vira ¢ sy tang san xuat duong & gan thi c6 sy giam dudng & mo ngoai
vi. Thuc chat 1a c6 su réi loan chuyén héa glucid, lipid, protid ma nguy@n nhan
la anh huong sy hoat dong insulin tuyén tuy. Insulin c6 tac dung khdng nhiing

chi d4i vé&i quéa trinh chuyén hoa glucose, ma con thic day dong hda protid bang
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cach dua cac acid amin d& dang nhap vao té bao dé tong hop protein, dong thoi
insulin ciing c6 vai tro nhu cac yéu té phat trién IGF1, IGF2, EGF (Epidermal
growth factor) lam tang truéng cadc md. Insulin ¢ tac dung téi glucose nhung
ddng thoi glucose ting trong mau ciing anh hudng dén viéc tiét insulin. Khi
ndng do glucose trong mau cao insulin két hop vai thu thé tao ra kénh GLUT2
chuyén glucose vao trong té bao. Glucose bi phosphoryl hdéa bdi men
glucokinase (trong chu trinh Krebs) s& 1am tang tao ATP noi bao, dan dén dong
kénh K+ (Phu thuoc ATP va té bao bi khir cuc). Sy khir cuc nay 1am kénh Ca2+
ma& ra. Ludng Ca2+ tir ngoai té bao Ua vao, 1am hoat hda men phospholipase C,
dan dén giai phong Ca2+ tir ludi ndi bao. Nong do Ca2+ trong bao twong ting
lén s& dan dén giai phong céc hat insulin dy trit trong té bao vao mau. Nhu vay,

rd rang rang glucose ting cao trong méau kich thich viéc tiét insulin.
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Hinh 3. Co  ché phan ti# gidgi phong insulin
1.1.2. Phén loai

Theo WHO ngudi ta chia dai thao duong c6 2 thé chinh va mot so thé
hiém gdp khéc.
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Ddi thdo dwong type 1: Dai thao duong phu thudc insulin (IDDM) la loai
dai thao duong chu yéu hay gip & tré em va thanh thiéu nién, do tuy mat kha
ning san xuat insulin. Bénh nhan méic bénh dai thao dudng type 1 can diéu tri
bang insulin thi méi c6 co hoi séng.

Ddi thdo dwong type 2: Pai thao duwong khdéng phu thudc insulin
(NIDDM) thudng gap ¢ nguoi 16n tudi va thuong gan lién véi tinh trang thia
can, rdi loan chuyén hoa noi tiét, than kinh nhu: suy giam tuyén giap, tuyén sinh
duc va lién quan téi vang dudi ddi tuyén yén. Trong nhiéu truong hop nguyén
nhan lai do chinh thiéu sé luong thu thé insulin (loai thu thé c6 ban chat Ia
glucoprotein) van chuyén glucose trén mang bé mit té bao. N6 khong nhitng chu
yéu cO & céc té bao cua to chirc mo dich nhu gan, co, mé md, ma con & nhiéu
nhimg moé khac nhu té bao mau, té bao ndo. Vi thé cho nén ngudi ta goi ¥ diéu
tri loai ndy bang déng tring ha thao cht:a nhiéu thanh phan glucoprotein.

Bénh nhan dai thao duong type 2 c6 luong insulin ban dau duoc san sinh
ra hoan toan binh thudng, nhung céc té bao da khong hoic kém nhay cam véi su
c6 mat cua insulin. D6 1a hién tugng khang insulin. Luong duong trong mau do
khéng duoc chuyén hoa thanh niang luong nén giit & muc cao, co thé bénh nhan
phan ¢ng bang cach ting san xuat insulin, gdy nén qua tai cho tuyén tuy va
lwong insulin duoc tiét ra dan dan giam.

Ngoai su thiéu, nguy&n nhan con cé thé do chit luong cua thu thé d6 hoat
dong giam sGt. Tinh trang béo lam lugng m& phan bd va tich lily trén mang té
bao cua cac to chic lam giam té bao nhay cam vai insulin nén glucose khéng
vao dugc té bao. Nhimg nguoi ndy c6 kha nang san xuat mot luong nho insulin
nhung insulin hoat dong khong hiéu qua. C6 thé kiém soat dai thao dudng type 2
bang cach thay doi ché do an va khdng ché can niang, nhung ciing c6 thé can ding
dén thudc ha duong huyét, hodc tiém insulin. Tom lai dai thao duong type 2 cha yéu

la do khéng insulin hozc thiéu insulin, hoic két hop vira thiéu, vira khang.
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Cac thé khac cua bénh dai thao duong hiém gip hon va thuong di kém
Vvéi cac trang thai bénh ly khéac goi 1a dai thiao duong tha cip nhu tén thuong
tuyén tuy, rdi loan hormon, céc thudc, suy dinh dudng. Dai thao duong thai
nghén ciing thudc loai nay do mat nhay cam véi insulin & khung chau, thé hién
su khdng dung nap glucose trong thoi ky mang thai.

Gan day nguoi ta mai phéat hién ra mot dang khac cua bénh dai thao
duong sau khi khdm phé ndo bo thdy né ciing c6 kha niang san xuat insulin
tuong tu nhu tuyén tuy, ngudi ta goi d6 dai thao duong type 3. Khi ndo khdng
san xuét dugc insulin binh thudng. Pidu nay co lién quan dén bénh sa sut tri tué
(Anzheimer). Tur 1au cac nha khoa hoc di biét dugc rang nhimg ngudi bi mac
bénh dai thao dudng c6 nguy co mat tri nhé cao hon ngudi binh thudng téi 65%.
Trong tuyén tuy ciia ngudi bi bénh dai thao duong type 2 va trong md ndo cua
nguoi mac bénh Anzheimer cac nha khoa hoc da tim thay clng mot loai chat
ling protein.

Réi logn dung ngp glucose: Chi dugc két luan sau khi da tién hanh lam
nghiém phap duong huyét bang duong udng theo tiéu chuan caa WHO Ia:
duong huyét lac doi 5,6mmol/L - 6,7mmol/L, hay duong huyét sau 2 gio udng
75g glucose la > 7,8mmol/L - 11,1mmol/L. Nhiing trudng hop dugc chan doan
rbi loan dung nap glucose thudng co nguy co cao vé bénh ly tim mach nhu ting
huyét ap, roi loan m& mau, ting can... Ngudi ta ¢ theo ddi rdi loan dung nap
glucose din dén dai thao duong thuc chat chi c6 33%. Nhu vay sau khi chan
doan rdi loan dung nap glucose ching ta c6 thé can thiép tich cuc bang ché do
an, luyén tap thé duc, giam can khi béo, va theo dai duong huyét dinh ky dé
ngan can su Xuat hién caa dai thao duong thuc su.

Co ché cua dai thdo duong phu thudc insulin: 12 do sy phéa hay hoan toan
c4c té bao B cua tuy vi vay bénh nhan can insulin sudt doi dé diéu khién muc

duong mau. Khoang 10% tong s6 bénh nhan dai thao duong 1a & type 1. Hién
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nay ngudi ta cho ring tén thuong té bao P cua tuyén tuy 1a do cac khang thé
chéng té bao B duoc sinh ra.

Co ché dai thao duong khong phu thudc insulin: dai thao duodng nay
chiém khoang 90% s bénh nhan dai thao dudng noi chung. Pai thao dudng nay
do té bao mat nhay cam véi insulin. Trong d6 béo phi 1a yéu té chinh tham gia
vao su mét nhay cam nay. Dai thao duong loai ndy mac di can thiép bang dinh
dudng 1a cao nhung cac bac si van thuong st dung thude va insulin.

Theo sy phan loai WHO: phan chia dai thao duong type 1 va type 2
thuong mang ¥ nghia diéu tri hon ¥ nghia bénh sinh cta bénh. Pai thao duong
type 1 gém céc thé dai thao dudng nguyén phat do ton thuong thuc thé té bao B
va su ton thuong chirc ning té bao p cua tuy. Pai thao duong type 2 gom nguyén
nhan khang insuslin va bai tiét khong du insulin cua té bao B tuy vi vay theo
hiép hoi dai thao duong Hoa Ky phan loai chi tiét lai nhu sau:

a. bai thao dwong type 1

Do ton thuong hoic suy giam chirc ning té bao B nguyén phat.
Do ty mién:

+ Pai thao duong do co ché ty mién dich trung gian (thé thuong gap).

+ Pai thao dudng do co ché tu mién dich trung gian (thé it gap): Hoi
chting tu mién vai insulin (khang thé khang insulin). Hoi ching Stiff Man diéu
tri bang o interferon,

Khoéng t mién:

+ Khuyét tat vé gen cua té bao B: bénh Iy cua insulin d6 1a bat thuong vé
proinsulin. Dot bién 1 nhanh caa insulin.

+ Khuyét tat cua ty lap thé, lién quan dén bénh diéc. MODY (Maturity
Onset Diabetes of Youth) nhidm sic thé 7 (Glukinase), nhiém sac thé 20, nhiém
sac thé 12.

Hoi ching Wolfram.
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