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PAT VAN PE

Tién déi thao duong (TPTD) 1a biéu hién ting glucose mau gigi han
hoac rdi loan dung nap glucose (RLDNG) song chua dat tiéu chuan chan doan
dai thao duong (DTD) [1][2]. Tién déi thio dudong duoc xem nhu 13 rdi loan
glucose mau khi doi, hay rdi loan dung nap glucose. Hau hét tat ca nhiing
ngudi bénh dai thao duong typ 2 déu trai qua giai doan tién dai thao duong.

Tién dai thao duong khdng gy ra bat ct ddu hiéu hay triéu ching gi
trén 1am sang, vi vy cach duy nhit dé cé thé xac dinh 1a xét nghiém mau,
dinh lugng glucose trong mau lac dé6i va lam nghiém phap dung nap Glucose.
Tién dai thao duong thuong phét hién & nhitng nguoi c6 cac yéu td nguy co
nhu: Thira can béo phi, it van dong thé luc, tudi 16n hon 50 tudi, tién cin
trong gia dinh c6 nguoi bi dai thao duong typ 2, phu nir da ting bi dai thao
duong thai ky [21,[31.[4].

Nhiéu nghién ctu trén thé gisi cho thay: Ty Ié nguoi tién dai thao
duong ngay cang gia tang. Tai Hoa Ky, ty I€ tang glucose gidi han Iuc doéi la
26%, ty 18 rdi loan dung nap glucose 15% & ddi twong trén 50 tudi, ndm 2010
wdc tinh ¢6 khoang 79 triéu nguoi trén 20 tudi mac tién dai thao dudng
[1],[5]. Tai Bangladesh néu ty 18 dai thao duong typ 2 chiém 9,7% dan sé cua
ca nudc thi ty 18 tién dai thao duong dat t6i 22,4% [3]. Tai Viét Nam, nguoi
MAc tién dai thao dudng ciing c6 ty 18 kha cao. Mot nghién ctiu khao sat 1748
dbi twong trén 45 tudi tai tinh Quang Tri nhan thay ty Ié tién dai thao duong 1a
24.,48% [6]. Piéu tra cat ngang 2030 ngudi tir 30 - 69 tudi tai tinh Quang Ngéi
nam 2011, Pham Hong Phuong va cong su nhan thy ty I¢ tién dai thao duong
chung la 21,4%, trong d6 nam 20,5%, ntr 22,3% [7].

Tién dai thao dudng thuong cé mot sé yéu td nguy co va co ché bénh
sinh tuong tu nhu dai thao duong typ 2, trong d6 khang insulin va’/hoac giam

chitc ning té bao béta 1a biéu hién chu yéu gap ¢ da sé cac truong hop



[8][9][10][11]. Tién dai thao duong 1a nguy co truc tiép thuong gap cua dai
thao duong typ 2. Nhiéu nghién ctu di ching minh su tién trién tur tién dai
thao duong sang dai thao duong typ 2 c6 thé dugc lam cham hoac tro vé binh
thuong néu phét hién kip thoi va ap dung cac bién phap can thiép thich hop.
Sau 5 nam ké tir khi phét hién tién dai thdo dudng c6 khoang 25% trudng hop
tién trién sang dai thdo duong typ 2, 50% van ton tai tinh trang nhu da c6 va
25% c6 thé khdng con biéu hién tién dai thao duong nhat 1a khi dugc &p dung
cac bién phap du phong, diéu tri. Trong sé cac bién phap du phong, diéu tri
thi tiét ché an udng, luyén tap thé luc, diéu chinh cac yéu té nguy co c6 thé
thay d6i duoc dong vai tro rat quan trong. Bén canh dé c6 thé sir dung mot so
loai thudc chii yéu tac dong 1én tinh trang khang insulin trong d6 metformin 1a
nhom thude thuong duoc sir dung va cho hiéu qua ré rét [12],[13],[14].

Phat hién tién dai thao duong trong cong dong 1am co sé cho viéc ap
dung céc bién phap du phong, diéu tri thich hop, ¢ co s& khoa hoc va ¥ nghia
thue tién. Kién Giang la tinh nam phia Tay Nam thudc Bong bang song Cuau
Long, ngudi dan noi ddy c6 nhimg nét dac thi vé an udng, sinh hoat, luyén
tap. Do d0, nhitng biéu hién rdi loan chuyén hoa gap vai ty 16 cao. Khao sat tir
nam 2004, cac dbi twong 30 - 64 tudi di phat hién 4,7% dai thao duong,
14,8% tién dai thao duong [15]. Ty 18 rdi loan chuyén hoa trong d6 c6 dai
thao duong va tién dai thiao duong di gia ting nhanh chong trong nhiing nim
gan day. Chinh vi vay, ching t6i thuc hién dé tai "Nghién ctu mot sé yéu to
nguy co, chi s6 khang insulin va két qua can thiép ngudi tién dai thao duong"
nhiam hai muc tiéu sau:

1. Khdo sat tinh trgng khang insulin va mai lién quan véi mét sé yéu té ¢
ngueoi tién ddi thdo dwong tai tinh Kién Giang.

2. Pdanh gid két qua can thiép tai céng dong bang phirong phap thay doi

16i song phai hep véi metformin & ngueoi tién ddi thao dwong.



CHUONG 1
TONG QUAN

1.1. DICH TE HQC, YEU TO NGUY CO, CO CHE BENH SINH, CHAN
POAN VA PIEU TRI TIEN PAI THAO PUONG
1.1.1. Dich té hec tién d4i thao dwong

Tién dai thao duong la tinh trang glucose mau cao hon mirc binh thudng
nhung chuwa dén mac chan doan bénh dai thdo duong khi 1am xét nghiém
glucose mau Ilc d6i hodc nghiém phép dung nap glucose. Tién dai thao
duong bao gom rdi loan glucose mau lac d6i va/hoic suy giam dung nap
glucose [8],[16].

Tién dai thao dudong bao gom rdi loan dung nap glucose va/hoic rdi loan
glucose doi, nhitng nguodi nay c6 nguy co cao bi BTD typ 2 trong tuong lai.
Nhiéu nghién cttu cho thay sau 10 nam chi c6 khoang 50% ngudi TDTD chuyén
sang DTD typ 2, nhu vay thuat ngir TDTD chi nhitng ngudi ¢6 nong do glucose
mau gidi han cao va/hoac réi loan dung nap glucose Ia pht hop [17].

Tién dai thao dudng 1a mot tinh trang trung gian cta ngudi binh thudng
va bénh nhan DTD typ 2. Réi loan glucose mau lac doi va rdi loan dung nap
glucose c6 thé xay ra don doc hay ching cé thé két hop véi nhau. Réi loan
dung nap glucose duoc xem 1a do dé& khang insulin ngoai bién. R4i loan
duong mau doi co thé thir phat sau su gia ting tan sinh duong ¢ gan va rdi
loan chirc ning ¢ té bao tuy.

Trén thé gioi, so lugng nguoi TDTP udc lugng la 314 tridu va tiang lén
dén 418 triéu vao nam 2025 [16],[18]. Ty lé¢ ddi tuong TDTD trong cong
ddng khac nhau tly thudc lta tudi, gidi, qudc gia, chung toc [19],[20]. Mot
nghién ctru ¢ viing San Juan Metropolitan caa Puerto Rico, ty Ié rdi loan dung
nap glucose 1a 28% [21]. O An B ty I1é¢ TDTD ¢ bdn ving Tamilnadu (dan sé
ngang véi Phap), Maharashtra (s6 dan bang Anh va Y cong lai), Jharkhand va



Chandigarh lan luot 12 8,3%, 12,8%, 8,1% va 14,6% [22]. Tai Bangladesh c6
ty 16 22,4% bi TDTD v4 9,7% DTP [3].

DPén nam 2010, wsc tinh 1/3 dan sé Hoa Ky cd 79 triéu nguoi trén 20
tudi mac TDTD [5]. Ciing theo dit liéu Hoa Ky cho thay ty 1& mac réi loan
glucose d6i 1a khoang 26% va ty 1& mac réi loan dung nap glucose la 15%
trong cong dong. Ca hai loai rdi loan glucose doi va rdi loan dung nap glucose
gia tang vé ty 1é mac bénh theo tudi. Ty Ié mac rdi loan glucose doi twong tu
& nam va nir, nhung réi loan dung nap glucose thudng gap ¢ nit hon [1],[23].

Tai Viét Nam, theo nghién cau cia Pham Hong Phuong, Lé Quang Toa
tinh Quang Ngai nam 2011 c¢6 két qua: Ty Ié TDTD chung toan tinh la 21,4%,
ty ¢ TDTD cta nam la 20,5%; nit 1 22,3% [7]. Nghién ctu cua Tran Hiu
Dang, Nguyén Vian Vién, Ngo Minh Pao tinh Quang Tri nam 2011 c6 két
qua: Ty 16 TDTP chua duoc chan doan trén nhom ddi tuong nguy co duoc
kham 24,48% [6]. Ty l¢ TDTD khong duoc phét hién cling chiém ty Ié cao
nhu tai Bénh vién Pa khoa Bong Son - Binh Pinh nam 2011 ghi nhan: Ty 1¢
TPTD khong dugc chan doan chiém 53,38%; ty 1& nit 63,56% cao hon nam
36,44% [24]. Béi tugng TPTD ciing ¢6 rdi loan lipid méu véi ty 1& kha cao.
Nghién ctru cua cac tac gia tai Bénh vién Noi tiét Trung wong nim 2012 c6
két qua: Ty 1¢ rdi loan lipid mau ting theo tudi, ty 18 rdi loan lipid mau & nam
(86,9%) cao hon nir (74,7%) [25]. Nhu vay, tai Viét Nam ty I¢ nguoi TDTD
khac nhau theo viing mién, chiing toc va gigi tinh, diéu nay phan anh TDTD
c6 nhiéu yéu t6 nguy co gay bénh khac nhau [26],[27],[28].

1.1.2. Yéu t6 lién quan caa tién dai thao dwong

Yéu t6 nguy co cua TDTD ciing tuwong tu nhu ciia DTD typ 2 trong do
nhan manh 1a du cén, béo; rdi loan lipid mau, tién su gia dinh, ché d6 an
uéng, luyén tap [29],[30]. Céac yéu tb lam ting nguy co DTD typ 2 bao gom:
Tudi, béo (dic biét béo bung), an udng thai quéa, tiéu thu nhiéu chit béo dong
vat, 16i séng tinh tai it van dong, tién sir gia dinh bj DTP, tién sit DTP thai
ky, hoi chiing budng trimg da nang, ting huyét &p, réi loan chuyén héa lipid
hoic cac yéu to nguy co tim mach khac [29],[31],[32].



Theo cac chuyén gia caa ADA nén sang loc tit ca nhitng ddi tuong sau:

- Ngudi béo tir 45 tudi tré 18n (v6i chi s6 khdi co thé BMI > 25).

- Nhirg nguoi béo dudi 45 tudi cling can dugc sang loc néu ho c6 mot
trong nhitng yéu t6 nguy co sau: Cao huyét ap, tién sir gia dinh c6 nguoi bi
PTPD, ndng d6 cholesterol tét (HDL-C) thap va triglycerid cao.

- Tién str bi DTD thai ky hoic dé con to trén 4kg.

- Thudc ching toc ¢d nguy co bi TP typ 2 cao (nhu ngudi My géc Phi,
ngudi My ban xa, ngudi My gbc A/dan thude cac dao ¢ Thai Binh Duong va
ngudi My goc Tay Ban Nha hoic Bo Pao Nha, Latinh).

- It hoat dong thé lyc va ché do an uong khdng hop ly.

* Dur cdn va béo phi: Pay 1a yéu td nguy co cua nhiéu bénh 1y trong do
c6 TDTD. O ngudi 16n, dbi twong c6 BMI tir 25 - 29,9 kg/m? dugc coi & qua
can va mot dbi tuong c6 BMI > 30 kg/m® dugc coi la béo phi [4],
[5],[33],[34],[35]. Du cén, béo 1a mot dai dich trén thé giéi va kéo theo sau
dai dich DTD, 1a nguy co din dén THA, bénh tim, bénh tdi mat ciing nhu mot
s6 bénh ung thu [33],[36],[37],[38],[39]. Du can, béo thudng gap ¢ cac nudc
phét trién, bénh cd chiéu hudng gia ting véi su phat trién kinh té [38],[40]. Béo
va nhirng bénh két hop man tinh thuong phd bién ¢ nhimg nguoi ¢d 16i séng
hién dai. Béo lam ting qua trinh viém nhidm c6 thé dua dén nhiém khuan ning
[40],[41]. Su ting can nhanh mot phan ¢ vai trd cia phuong tién nghe nhin,
tivi, video, game [42]. Nguoi ta cOn tim ra cac yéu té vé gen, moi truong déu
anh huong t6i béo mot cach doc lap va tuong tac 1an nhau [34],[35].

Mot nghién ciru kéo dai 15 nam ¢ Kuwait, mét trong nhitng nudc co ty
1& béo phi cao nhat trén thé gigi, cho két qua ty 1&é nguoi 16n trén 50 tudi bi
béo phi 1a 52%, ty 1é cho ca nudc la tir 24 - 48% [43]. Tuong tu nghién cuu
khac & cac nudc My Latinh nhu Colombia, Braxin va Méxicd cho két qua ty
1& thanh nién bi qua can va béo phi lan luot 1a 16,7%, 20% va 35% [44]. Cac
két qua tir cac nghién cau dich t& hoc tir nim 2003 dén 2004 1a gan 32%
ngudi My trudng thanh bi béo phi va 34% sé ngudi khac bi thira can [34].
Nguoi ta con thiy ty 1& béo phi cua ngudi My da trang khac véi ngudi My



gbc Phi lan luot 12 47% va 66% [45],[46]. Mot nghién ciru khéac & 09 québc gia
(Canada, Qatar, Bai Loan, Ai Cap, Cong hoa Séc, buc, Hy Lap, Y, Uc, Pan
Mach va Hungary) cho két qua ty 1& béo phi ¢ nam cao hon nir 10% [47].

Trong khudn khé nghién cau Framingham, Kannel Am nghién cau 2148
nguoi ting can (BMI 25 - 29,9) va 731 béo phi, luc dau khong cé bénh tim
mach, theo d&i 16 nam, béo phi két hop véi it nhat 02 yéu té nguy co & 56%
nam va 62,4% nir [48]. Theo két qua nghién caeu NHANES 111 (Arch. Inter.
Med. 2000; 160:898-904), 67% bénh nhan BDTD typ 2 tang can (theo BMI) va
505 trong s6 d6 1a béo phi [49]. Nghién ciau Mokdal (JAMA 2003; 289:76-
79) thuc hién trén d6i tugng ngudi > 18 tudi, béo phi nang (BMI > 40) c¢6 kha
nang DTP gap 7,37 1an so v&i nhdm c6 can nang binh thuong [50]. Nghién
ctu IWH cho thay phu nit c6 BMI va ty s6 VB/VM thudc trong sé 25% cao
nhat c6 kha niang mac bénh BTP 29 lan cao hon nhom con lai sau 12 nim
[51]. Nghién cau cia Hu duoc thuc hién véi 84941 dicéu dudng khoe manh,
theo ddi 16 nam, ting cin hoic béo phi Ia yéu té duy nhat va quan trong tién
lwong su xuat hién BDTD typ 2 [52].

Tai Viét Nam trong nhitng ndm gan day ty Ié thira cAn va béo phi dang gia
tang. Bénh dang dat ra nhiéu van dé can quan tdm do nén kinh té nudc nha
ngay cang phat trién. Béo dang nam 1a yéu t nguy co mach méau khéng phu
thudc va thuong phdi hop dé khang insulin va giam d6 nhay insulin [38].

* Tugi: Cac nghién ciru déu khang dinh tudi 1a yéu to nguy co khong
thay doi dugc cua ngudi TDTD. Nguy co gia ting TDTD khi gia di, dac biét
la sau tudi 45 [6]. Pay co thé 1a vi moi ngudi co xu hudng tap thé dyc it hon,
mat khéi luong co va ting can khi ¢6 tudi. Tuy nhién, ngudi 1on tudi khong
phai 1a nhitng ngudi duy nhat cé nguy co bi TDTD va BTD typ 2. Ty Ié mac
cac rdi loan nay ciing gia tang & cac nhém tudi tré hon. Nhiéu nghién ciu cho
thdy néng d6 glucose méau trung binh hai gio gia ting chat ché véi tudi
[1],[24]. Nhung trong nhitng nghién ctu twong tu thi khong thay dbi voi
glucose mau ldc do6i. Su gia tang nhiéu nong do glucose mau hai gio & nguoi
16N tudi dan dén tang ty 16 mac bénh DTD khong duoc chan doan. Trong thuc



té, rdi loan glucose mau déi thudng gap ¢ nam hon nit trong tit ca nhém tudi,
dic biét 1a cao hon 1,5 - 3 1an, nhung cao hon 7 - 8 1an & nguoi Chau Au tudi
tir 50 - 70. Ty 18 méc rdi loan dung nap glucose c6 khuynh huéng gia ting
qua tat ca nhom tudi, nhung ty 1& mac rdi loan glucose mau doi co6 khuynh
huéng ¢ hinh cao nguyén ¢ tudi trung nién [1]. Tuy nhién, tré em va thanh
nién mai trudng thanh ciing c¢6 nguy co mac THTH. Mot nghién ciu cong b
trén tap chiy hoc cia Anh “The New England Journal of Medicine” vao
thang 3 nam 2002 cho biét 25% tré em béo phi va 21% thanh nién méi truong
thanh c6 mac duong mau nam trong khoang TBTD [53]. Hién nay chi c6 mot
bo phan nhé cac em hiéu biét vé cach phong tranh hoic ngin ngira bénh tién
trién thanh TP typ 2. Do d6 vao thoi diém hién tai nhitng to chic 16n vé y té
chua kéu goi chién dich sang loc dai tra tién dai thao duong ¢ nhimg doi
tugng tré tudi. Tuy vay nam 2000, Hoc vién Nhi khoa Hoa Ky khuyén céo
tam soat tién dai thao duong cho tré em béo phi c6 hai hoic nhiéu hon cac
yéu t6 nguy co dugc dé cap [29].

* Yéu to gia dinh: Yéu té gia dinh dong vai tro rat quan trong trong bénh
sinh TDTD ciing nhu DTD. Nhiéu nghién ctu nhan thay ty 1é mac DTD hoic
TPTD cao hon khi gia dinh c¢6 bd hodc me bi DTD [9].

* Chung téc: Nhitng nghién cau trén thé gisi cho thay ty 1& bénh nhan
PTP ciing nhu tién dai thao duong rat khac nhau, diéu nay phan anh TDTD
lién quan dén chung toc.

* Pdi thdo dwong thai ky: Néu mot san phu xuét hién TP khi dang
mang thai, nguy co mic DTD sau khi sinh rat In.

* Thiéu ngu va stress: Nhitng nguoi 1am viéc cang thang hoic thiéu ngu,
ty 16 TDTD cao hon nhiing ngudi khdng thiéu ngua va it ¢ stress.

* [t hoat dong thé luc va ché dé an uong khong hop ly: Chuyén hoa
glucose lién quan dén thira can va béo phi, nhitng yéu t lién quan truc tiép
dén nguoi it hoat dong thé luyc. Ché do an khong hop ly nhiéu duong, udng
nhiéu rugu bia ciing 13 nhitng yéu tb gay rdi loan dung nap glucose, xuat hién
TPTD ¢ nhitng dbi twong nay [54],[55].


http://y.edu.vn/tag/y-hoc

1.1.3. Co ché bénh sinh tién dai thiao dwong

Sinh 1y bénh cua TDTD ciing twong tuy nhu bénh DTD trong d6 chu yéu
la khang insulin, song biéu hién giam tiét insulin cua té bao béta co thé chua
rd. Su phdi hop ctia mot s6 yéu té nguy co nhat 1a du can, béo phi sé& lam gia
tang tinh trang khang insulin va hau qua lam giam nhay cam cua insulin ddi
véi glucose dan dén ting nong d6 glucose mau. Suy giam tiét insulin thuong
rd rang trong rdi loan glucose d6i, nhung trai lai réi loan nhay cam insulin lai
rd rang hon trong rdi loan dung nap glucose [20].

Co ché chinh xac ctia TDTPD 1a khong rd, mac di cac nha nghién ctu da
phét hién ra mot sé gen ¢ lién quan dén khang insulin. Chat béo du thira, dac
biét 1a m& & viing bung va it hoat dong thé luc duoc dé cap nhu 1a yéu té quan
trong trong sy phat trién caa TDTD [56].

Piéu rd rang I1a nhitng ngudi tién dai thao dudng c6 con dudng chuyén
hoa glucose khong binh thuong, diéu nay lam glucose ting ndéng do trong
maéu thay vi 1am cong viéc binh thuong cua no trong thuc day cac té bao tao
nén co bap va cac mo khac. Insulin 1a hormon tir tuyén tuy, tuyén nam ngay
phia sau da day. Khi an, tuyén tuy tiét ra insulin vao mau. Khi insulin luu
théng, nd hoat dong nhu mot chia khéa ma ra canh cira cho phép duong vao
cac té bao. Insulin 1am giam luong duodng trong mau. Khi cé tién dai thao
duong, qua trinh nay thay doi, thay vi vao céc té bao, duong tich tu trong
mau. Diéu nay xay ra khi tuyén tuy khdng tao du insulin hoic cac té bao tro
nén khang vai insulin hoac ca hai.

Khang insulin 1a mot tap hop nhiéu triéu chimg trong d6 rdi loan chuyén
hoé va ton thuong mach méu la nhitng biéu hién thuong gap trén 1am sang va
da duoc cac nha khoa hoc ghi nhan ¢ bénh nhan c6 ting duong mau, THA,

Gout, RLLP mau, bénh tim thiéu mau cuc bo. ..



1.1.4. Chan do4n va tién trién caa tién dai thiao dwong
1.1.4.1. Tiéu chudn chén dodn tién ddi thdo dwong

Dua trén khuyén céo chan doan PTP ctia ADA nim 1997 va nhiing
b4o c4o cia WHO vé nguy co bénh 1y véng mac ¢ nhiéu mac dudng mau
khac nhau; nim 1999, WHO di cong bd tiéu chuan chan doan méi DTD duva
vao glucose mau luc doi va glucose mau 2 gio sau lam nghiém phap dung nap
glucose (NPDNG) (uéng 75g duong).

Bang 1.1. Tiéu chudn chan dodn ddi thdo dwong va tién ddi thdo dwong theo
WHO 1999 va ADA 2003

Chan do4n Nong dé glucose mau tinh mach

Dai thao dudng

Glucose mau luc d6i > 7,0 mmol/l (125 mg/dl) va/hoic
glucose mau 2 gio sau nghiém phap > 11,1 mmol/l (200 mg/l)

Suy giam dung
nap glucose

Glucose mau 2 gio sau nghiém phap > 7,8 va < 11,1 mmol/I
(140 - 200 mg/dl)

Réi loan glucose

Glucose mau luc déi: 5,6 - 6,9 mmol/l (100 - 125 mg/dl)

mau luc doi

* Nguon: theo World Health Organization (2006) [57]

Tién dai thao duong (prediabetes): Nam 1980, WHO da mo ta nhiing
trrong hop giam dung nap glucose (IGT) véi tén goi la TDTD. Nam 1997,
Hiép hoi dai thao duong Hoa Ky bd sung thém nhiing truong hop réi loan
glucose d6i (IFG) vao nhom TPTPD. Hién nay di thdng nhat hai réi loan
glucose mau trén day va nhirng truong hop ¢6 HbAlc tir 5,7 - 6,4% duoc goli
|a tién dai thao dwong [13],[19],[58].
1.1.4.2. Tién trién tién ddi thdo dwong

Sy dién tién tr TDTD sang DTD typ 2 di duoc khao sat trong mot sd
ngudi voi nhitng két qua khac nhau. Néi chung, nhitng nghién cau dich t& hoc
cho thay rang khoang 25% ngudi véi rdi loan glucose doi hay rdi loan dung
nap glucose dién tién sang DT typ 2 trong 5 nam, 50% van duy tri TDTD va
25% trg vé binh thuong. Nhiéu nghién ciu tién ciru da goi v rang toe do dién
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tién sang DTD typ 2 c6 thé cao hon, trung binh khoang 10 - 12% mdi nim.
Diéu nay c6 thé do su chon lya ngudi 16n tudi hon, béo phi hon véi nhiéu yéu
t6 nguy co bi DTP typ 2 hon va phdi hop rdi loan glucose do6i va rdi loan
dung nap glucose. Tc d6 dién tién thay ddi gitra nhitng c& nhan véi nhau do
nhitng yéu t6 gen va nhiing khac nhau cua yéu t6 moi truong. Nhitng ngudi
véi su két hop réi loan glucose doi va rdi loan dung nap glucose thi phét trién
DTP typ 2 gap 2 lan cao hon nhiing ngudi chi biéu hién mot rdi loan [1]. Tién
dai thao duong quan trong nhat Ia chan doan va phong ngira. Viéc phong
ngra 1a thay doi 16i sdng chiém vi tri quan trong. Thay doi 16i séng co thé lam
giam 58% déi tuong TDTD thanh DTD [59],[60],[61],[621,[63].

Pé dy bao nguy co PTD, trén thé gidi hién nay c6 dung nhiéu thang
diém nhu FINDRISC, DESIR, JPNDRISC, ARIC, Cambrige, Framinham
Offring... Riéng thang diém FINDRISC danh gia cac nguy co tién trién bénh
PTPD typ 2 dua vao 8 tiéu chuan Ia tudi, BMI, vong bung, van dong thé luc
hang ngay, ché do an nhiéu rau qua, st dung thudc ha huyét &p, tién st 6 lan
phat hién ting glucose mau va tién str gia dinh c6 ngudi mac bénh DTPD.
Thang diém FINDRISC dugc Hoi Péi thio duong Phan Lan dé xuat nim
2003. Vi vay c6 nhiéu cdng trinh nghién cau trén thé gidi vé van dé nay.
Thang diém FINDRISC dung dé du bao nguy co DTD typ 2 rat tét. Thang
diém l1a cong cu dau tién du doan nguy co BTD trong 10 nim t4i. Riéng tai
Viét Nam, nghién ctu tai bénh vién Trung wong Hué va BVDH Y Duogc Hué
nam 2011 c6 két qua: VNDRISC 2 c6 gia tri tim soat khong cao hon déng ké
so v6i VNDRISC 1 nén trong thuc té 1am sang c6 thé tng dung bo cau hoi
VNDRISC trén cong dong [64]. Nghién citu ¢ Tra Vinh nam 2012 ¢ két qua:
Dy béo ty I¢ BPTD trong 10 nim téi ¢ ngudi tir 45 tudi tro 1én 1a 13,6%. Chi
s6 khdi co thé, vong bung, tién sit THA 1a ba yéu té lién quan trong thang
diém FINDRISC. Huyét &p tim truong, ty 16 m& co thé, mic m& noi tang 1a
ba yéu td ngoai thang diém FINDRISC lién quan dén sy tién trién tr TDTD
thanh DTD trén 1am sang [65].
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1.1.5. Piéu tri tién dai thao dwong
1.1.5.1. Co sé khoa hoc diéu tri tién ddi thdo dwong

Ty 1& bénh nhan BTD gia ting cung voi Sy xuat hién ngay cang nhiéu
dbi tuong TPTD néi chung va cac yéu td nguy co noi riéng. Pa sd cac ddi
tugng truéc khi ¢d biéu hién DTD typ 2 trén 1am sang déu da trai qua giai
doan TPTD trudc d6 mot s6 ndm. Néu tinh chung trong sé d6i tuong TDTD
ké tir thoi diém chan doan thi sau 5 nam c6 khoang 25% truong hop tién trién
sang DTD typ 2, 50% trudng hop van ton tai tinh trang TDTD va 25% truong
hop tré vé binh thuong [1],[66]. Két qua quan sét cua nhiéu tac gia nhan thay
ty 1¢ doi twong TDTD chuyén sang DT typ 2 dao dong trong khoang 10 - 12
%/ nam. Tinh chung c6 khoang 25 - 60% trudong hop BN DTD typ 2 xuat hién
tu tinh trang TDTD c¢6 trudc [1],[20],[66]. Do chua phai la mot bénh thyc thu
cho nén TPTD néu dugc ap dung cac bién phap can thiép, diéu tri thich hop
¢ thé thay doi dugc tién trién tu nhién. Co ché bénh sinh quan trong cua
TDTD la tinh trang khang insulin ting dan theo thoi gian cling véi nhiing tac
dong khong ¢ loi caa cac YTNC di kém 13 nhitng diéu kién thuan lgi cho su
tién trién sang TP typ 2. Chinh vi vay néu tac dong c6 hiéu qua lam giam
muc d6 khang insulin va kiém soat cac yéu té nguy co (YINC) co thé thay
d6i duogc s& o tac dung du phong hozc 1am cham sy xuat hién cia DTD typ 2
[67],[68]. Khi phdi hop cac bién phap bao gém tiét ché an udng (TCAU),
luyén tap thé lyc (LTTL) va sir dung thuéc nhdm TZD c6 thé 1am giam duoc
60% truong hop TDTD chuyén sang bénh DTD typ 2 trén 1am sang [69]. Vi
vay viéc diéu tri TDTD 1a mot bién phép tich cuc, ¢6 hiéu qua va 1a co so
khoa hoc dé dy phong hozc 1am cham sy xuat hién cua BTD typ 2 [11],[60].
1.1.5.2. Cac bién phap chi yéu diéu tri tién ddi thdo dwong

C4c bién phap diéu tri TDTD chu yéu nham diéu chinh cac YTNC c6 thé
thay d6i duoc, gian tiép hoac tryuc tiép cai thién véi xu hudng giam mac do
khang insulin ¢ nhitg dbi twong ndy. C4c bién phap diéu tri TDTD can phai
duoc lya chon va ap dung mang tinh cé thé va tly thudc vao dic diém riéng
biét. Mot trong nhitng muc tiéu quan trong nhat cua cac bién phap diéu tri
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TDTD la diéu chinh can ning, cac chi s6 nhan tric cho phl hop dic biét ddi
Vv6i dbi tuong du can, béo phi. Cac bién phap chu yéu &p dung dé diéu tri
TPTD bao gdom TCAU, LTTL duoc goi chung 1a thay doi hanh vi 16i song
(TPHVLS), sir dung thudc va can thiép ngoai khoa.

* Piéu tri bang tiét ché an uong (Diet therapy)

Muyc tiéu co ban cua bién phap diéu tri TCAU chi yéu nham giam can
nang du thira bang han ché cac thanh phan dinh dudng c6 chia nhiéu glucid,
lipid, protid, gia tang cac loai thirc dn chtra nhiéu chat xo, vitamin va khoang
chat. S6 lugng va thanh phan céac loai dinh dudng phai dya trén téng s6 nang
lugng toan b thich hop véi timg dbi twong. Néu nguoi 16n binh thuong véi
cong viéc lao dong khdng gang sic can thiét 22 - 25 kcal/kg thé trong trong
01 ngay song d6i v4i ngudi TDTD nhat 1a khi c6 du can, béo can giam 500
dén 1000 kcal/ngay so véi nhu cau sinh ly [70]. Mot s6 d6i tuong co tinh
trang khang véi chuyén hoa (metabolically resistant) can phai c6 ché d6 an
chi vai khoang 800 - 1200 kcal/ngay tham chi c6 truong hop chi dat 50% nhu
cau ning lugng can thiét. Nhitng dbi twong c6 BMI > 30 kg/m? can diéu chinh
nang luong cho phl hop dé cé thé giam duoc trung binh 0,5 - 1,0 kg/tuan dén
khi dat duoc can nang 1i twong [71],[72]. Tat ca nhimg d6i twong c6 BMI >
25 kg/m? déu phai TCAU bing cach giam ning lwong dua vao co thé, dic biét
tranh tinh trang dé can nang tiép tuc gia tang. Theo khuyén cdo cia Hoi DTD
Hoa Ky tuong ty nhu Hoi DTP chau Au thi viéc phan bd ning luong dua vao
cac loai thyc pham dua vao nhu sau [71],[73]:

+ Ning lugng tao ra tir carbohydrat chiém 60 - 65%.

+ Nang luong tao ra tir mg dong vat, thuc vat: 20 - 30% trong do6 wu tién
md& ¢6 nguon goc thuc vat. Nang lwong tir m& bdo hoa chi chiém < 10%.

+ Nang luong tao ra tir dam (protid) chiém khoang 10%, twong (ng V4i
khoang 0,8 g/kg/ngay [74].

Theo ddng thuan ctia cac nha noi tiét 1am sang Hoa Ky thi c6 thé lua
chon ché d6 cung cép ning luong khac nhau tiy theo ddi twong va muc dich
diéu chinh can nang.
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Ning luong thu nhan tir carbohydrat bao gém tinh bot va duong. Tinh bot
thuong ding nhu gao, ngii cbc, banh my, khoai tay. Loai duong duoc st dung
rong rai gom duong hoa qua fructose hon 1a sucrose duoc san xuat tir mia, cu
cai duong. Co thé sir dung mot sé loai chat gay ngot c6 nang luong thap nhu
saccharin, aspartam, sucrolose [75]. Cac thanh phan dinh dudng chira acid béo
cha yéu tir m& dong vat, thuc vat. Can han ché dua vao co thé md dong vat co
chira acid bdo hoa, ting cuong acid béo khong no mot hodc nhiéu néi déi co
trong dau oliu, lac, hat hudng duong, ddu du nanh. Ciing can han ché acid béo
thé trans cd trong thit, sita, bo thuc vat hinh thanh khi chién, ran thuc pham [76].

Bén canh viéc dam bao ty Ié nang luong va thanh phan céc chét dinh
dudng thich hop tir 3 loai chu yéu la carbohydrat, acid béo va protein can phai
quan tdm b6 sung chat xo, vi chat, vitamin, mudi 1a cac thanh phan ciing rat
quan trong trong tiét ché an uéng. Chat xo va vi chét co trong rau xanh, hoa
qua. S6 lugng chat xo dua vao can dat > 8,0g / 1000kcal hoic > 20,0 g/ngay
cho 1 ngudi 16n. Mudi an nén han ché < 2,0 g/ngay. Nén han ché db udng c6
con, khéng nén st dung qué 30g ruou/ngdy, twong tng 2 - 3 cdc ruou vang.
Néu sir dung 5 - 15g rugu/ngay s& co tac dung giam nguy co bénh dong mach
vanh, ting nhay cam insulin, ting ndng d6 HDL-C [40],[71].

Trong mot nghién cuu da trung tim kéo dai 6 nam & 577 nguoi cO
RLDNG duoc ap dung cac bién phap can thiép, chia ngau nhién 4 nhoém véi:
TCAU don thuan, LTTL don thuan, phdi hop 2 phuong phap trén va nhém
chting khong can thiép. Ché do an duogc &p dung la nhiéu carbohydrat va giam
chat béo. Cac d6i twong déu c6 BMI > 25 kg/m® trude can thiép. Danh gia két
qua dya vao chi s6 giam nguy co lién quan - RRR (relative risk reduction) va
giam nguy co tuyét d6i - ARR (absolute risk reduction). Sau 6 niam theo di
nhan thiy ¢ nhom déi tuong chi 4p dung TCAU don thuan nguy co tién trién
thanh DTD typ 2 giam dugc 36%; tuong duong so v4i nhdm chi ap dung
LTTL don thuin (39%) song thip hon so véi nhom két hop TCAU va LTTL
(47%) trong khi & nhém chang nguy co giam chi dat dugc 15,7%. Tan suat
xuat hién DTD typ 2 & 3 nhom can thiép dao dong trong khoang 41 - 46% so
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Vv6i 68% & nhom chimg. Qua d6 nhan thay bién phap TCAU Ia rat quan trong,
can thiét, c6 hiéu qua trong du phong hoic 1am cham xuat hién DTD typ 2 &
nhitng d6i teong TDTD [601,[77].

* Piéu tri bang luyén tdp thé luc (Physical activity)

Luyén tap thé luc thuong xuyén 1a mot bién phéap hiru hiéu dugc ap dung
cho d6i twong c6 cac YTNC tim mach, chuyén héa néi chung va TDTD néi
riéng. Luyén tap thé luc thich hop thudng xuyén gilp giam can nang du thira,
tang tiéu thu nang luong, han ché sy gia ting glucose mau, ting nhay cam caa
insulin. Hiéu qua cia LTTL s& cao hon khi phdi hop dong thoi véi TCAU
[14],[78]. Nhd LTTL ma qua trinh sir dung glucose duoc gia ting chu yéu
lam tang sir dung glucose & co nhd vao cac co ché: Tang tong hop protein van
chuyén glucose, tang tong hop glycogen va hexokinase, tang luong glucose
dén co do tang mat 6 mao mach tai mé co, thay doi khdi lwong md va phan
bd tai md m&, giam giai phong va tang thanh thai acid béo tu do. Sy phdi hop
ctia c4c tac dung trén dan dén giam ndng d6 glucose trong co thé [79],[80].

Do gia tang van dong cua co khi LTTL c¢6 tac dung tang nhay cam cua
insulin. Khi LTTL do sy tuong tac gitra cac yéu tb tuan hoan va hé than kinh
tu chu s& ¢d tac dung thic day qua trinh sir dung glucose dap tng véi insulin.
Nho LTTL va TCAU s& c6 tac dung giam can nang, giam khéi luong va sau
d6 1a giam khang insulin, ting nhay cam tiép nhan insulin cta cac thu cam thé
tai co [80],[81]. Du can, béo luén di kém vdi khang insulin, giam nhay cam
insulin. Vi vay khi can nang giam nho ting cuong van dong, chuyén hoa co
s& cO tac dung tang nhay cam insulin, bang cach d6 s& gian tiép lam giam
khang insulin va giam nguy co xuat hién TP typ 2 [2],[68]. Ciing nho tap
luyén ma giam can ning du thira s& kéo theo tac dung diéu chinh lipid mau,
theo d6 LTTL c¢6 tac dung giam triglycerid, doi khi ca LDL-C, tang HDL-C.
Pic biét LTTL 1am giam khéi lugng m& noi tang rat cé loi cho giam nguy co
vita xo dong mach [82]. Luyén tap thé luc con gop phan diéu hoa huyét ap,
tang tac dung cac thudc chéng THA [82].
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Luyén tap thé luc dé dat yéu cau nhu mot bién phap diéu tri du phong
TPTP can dap tng mot sé doi hoi. Thoi gian luyén tap dugc khuyén céo it
nhat 30 phat/ngay véi mtc d6 trung binh. Luyén tap mot hodc nhiéu lan trong
ngay. Nén luyén tap tit ca cac ngay hoac it nhat 5 ngay/tuan. Néu lya chon
cac bién phap luyén tap nhe hoic vira thi nén thuc hién tat ca cac ngay trong
tuan, con néu bién phap luyén tap véi cuong do cao thi sb lan hoic thoi gian
luyén tap mdi 1an can duoc giam di, chi nén thuc hién 2 - 3 lan/tuan. Nhiing
ngay con lai thi 4p dung bién phap luyén tap nhe, vira dé dam bao tinh lién tuc
[83]. Cudng d6 va thoi gian luyén tap can duoc diéu chinh cho phi hop c6 thé
dua vao dap (ng hoat dong cua tim. Cudng do luyén tap thich hop khi tan sé
tim dat trong khoang 50 - 70% cua tan s6 tim ti da. Tan s tim t6i da duoc
udc luong bang cong thuc: 220 — tudi (ndm). Vi du mot nguoi 60 tudi thi
trong luyén tap can duy tri cudng d6 va thoi gian dé tan so tim dao dong trong
khoang 80 - 112 chu ky/phut la thich hop [29],[84].

Hinh thirc dugc &p dung trong LTTL chia thanh 3 nhém theo muc do
tiéu hao nang luong va cudng do. Luyén tap thé luc thuong xuyén hoic mic
d6 nhe bao gom: Bi bg, cau 16ng, bong ban, lam vuon. Néu thuc hién thoi
gian luyén tap mac d6 nhe twong tng 150 phat/tuan sé& tiéu thu 700 - 1000
kcal/tuan. Néu mdi ngay luyén tap téi thiéu 30 phut thi trong 1 tuan téi thiéu
da dat 150 pht. Hinh thic luyén tap co cudng do trung binh bao gom dap xe,
khiéu vii, thé duc nhip diéu, bong chuyén. Céc hinh thicc LTTL mie d6 ning
V6i cudng do6 cao nhu chay, boi, dap xe 18n ddc, bong da. Hinh thuc rén luyén
thé luc dbi khang nhu vat, dam béc, tap ta, dap xe c6 dong hd do toc do, chéo
thuyén. Cac hoat dong thé luc trong thoi gian ngan ciing ¢ hiéu qua tuong
mg nhu hoat dong thé luc kéo dai néu tong luong calo tiéu ton caa 2 hinh
thire trong dwong nhau. Néu lra chon bién phap LTTL mac d6 nang, cuong
d6 cao hoic dbi khang thi chi can thuc hién 2 - 3 lan/tuan [34],[85]. Péi véi
ngudi cao tudi, gia thi hinh thac LTTL phd hop 1a hoat dong chan tay tai gia
dinh hodc luyén tap mac do nhe, vira tiy theo kha ning, diéu kién va stc



16

khoe. Luyén tap thé lhec két hop TCAU hop 1y da cho két qua giam dang ké
nguy co tién trién thanh DT typ 2. Trong nghién ctu Da quing ¢ dbi tuong
RLDNG chia 4 nhém theo ddi sau 6 nim nhan thay néu chi ap dung LTTL
don thuan giam duoc 39% nguy co tién trién thanh DTD typ 2, twong (ng o
véi chi &p dung TCAU don thuan (36%) song thap hon khi phdi hop 2 bién
phap trén clng mot ddi tugng dat 47% so véi nhém ching khong ap dung
bién phap can thiép nao chi dat 15,7%. R rang LTTL la mot bién phap hitu
hiéu duoc ap dung rong rii trong diéu tri va du phong nhiéu bénh tim mach,
chuyén hoa trong d6 c6 TDTD [60],[77].

* Piéu trj tien ddi thdo dwrong bang si dung thuéc (Pharmacotherapy)

Déi tugng TDTPD tiém an nhiéu biéu hién duoc xem nhu 14 cac YINC va
co ché bénh sinh cho sy xuét hién bénh DTD typ 2. Khang insulin 13 co ché
bénh sinh cha yéu cua TDTD va tiép tuc tién trién dén khi xuat hién DTD typ 2
trén 1am sang. Két qua nghién cau cho thay khang insulin xuat hién va tién
trién trudc khi ¢ biéu hién BTD typ 2 trén 1am sang tir 10 - 12 nam, 13 biéu
hién chu yéu trong co ché bénh sinh cia TDTD. Khong nhiing chi c6 biéu hién
khang insulin ma con thiy giam chtrc nang tiét insulin cua té bao béta xuat hién
va tién trién ting dan trong giai doan TDTD. Chuc ning tiét insulin cua té bao
béta giam < 50% & giai doan TDTD chua du dé két hop véi khang insulin gay
ra bénh DTD typ 2 trén 1am sang [68]. Bén canh cac biéu hién dugc xem nhu
co ché bénh sinh thi & ngudi TDTD tiém an mot s6 YTNC cho su xuat hién
bénh DTD typ 2. Trong s6 cac YTNC dong vai tro quan trong gay bénh phai ké
dén 1a du can, béo, RLLP mau, THA. Véi nhiing biéu hién cha yéu & dbi twong
TPDTD di néu trén ciing déng thoi 12 muyc tiéu va co sd khoa hoc cho viéc sir
dung thude diéu tri TDTD trong d6 quan trong nhat 1a kiém soat du can, béo
phi [3],[14],[86]. St dung thudc diéu tri TDTD duoc &p dung cho nhimg doi
turong c6 YTNC cao bao gém: Phéi hop ting glucose mau lac d6i va RLDNG
va/hoic HCCH, TDTD kém theo bénh tim mach, gan nhiém m& khéng do
ruou, ¢ tién st DTD thai ky hodc hoi chiing budng trang da nang [2],[14].
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Du can, béo phi 1a mét trong céc biéu hién, moét YTNC quan trong nhat
cia TDTD. Piéu chinh can niang, chu vi vong bung thich hop s& giam dang ké
khang insulin va nhitng rdi loan chuyén héa khac trong d6 co glucose, lipid.
Thong thudng bién phap chi yéu dé 4p dung diéu chinh can ning du thua Ia
TCAU két hop voi LTTL. Tuy vay néu hiéu qua cta cac bién phap khdng
dung thudc chua dap tmg duoc yéu cau, can nang giam it hoac khong giam,
nhitng dbi twong c6 BMI > 30 kg/m? can thiét phai phéi hop thém véi céc
bién phap khéac trong dé c6 sir dung thudc [2],[60],[68],[85]. Trong sb céc
thudc duoc sir dung dé diéu tri du can, béo co orlistat va sibutramin. Orlistat
c6 nguon goc tong hop tir lipstatin. Thudc c6 tac dung tc ché lipase cua da
day va tuy dan dén uc ché qua trinh thity phan chat béo trong thirc an nhét 1a
triglycerid thanh acid béo no tu do hap thu hoan toan tai ruét non. Liéu luong
trung binh cuaa thudc 80 - 120 mg/ngay, chia 2 - 3 1an. Thoi gian st dung kéo
dai 6 - 12 thang. Tac dung giam can nang cua thudc sau 6 thang st dung c6
thé dat 10% trong lugng co thé. Str dung 12 thang c6 tac dung giam can nang
trong khoang 3,2 - 10,6kg so v&i nhom chang chi TCAU va LTTL la 1,3 -
6,0kg [10],[69],[85]. Sibutramin cé tac dung wc ché norepinephrin va
serotonin ¢ viing hypothalamus, hau qua lam giam nhu cau 4n va cin nang.

Trong s6 cac thude duogc sir dung diéu tri TDTD véi muc tiéu 1am giam
mutc d6 khang insulin, giam nong d6 glucose bao gém: Metformin, tc ché
enzym a glucosidase, ac ché DPP4, thiazolidinedion (TZD), chu van GLP.
Cac thudc trén tac dung véi co ché khac nhau song déu anh huong co loi ddi
véi cac co ché gay bénh cha yéu cua TDTD [2],[87].

+ Piéu trj tién dai thdo dwong bang metformin

Trong s6 cac loai thudc dugc khuyén cao cho diéu tri TDTD thi
metformin duoc sur dung rong rai hon ca. Metformin vai tén hoa hoc la 1,1 -
dimethylbiguanide hydrochloride thuéc nhém biguanide. Thudc c6 tac dung
cai thién khang insulin thong qua con duong truyén tin sau thy cam cua
insulin. Metformin hoat hoéa adenosine 5° - monophotphate activated
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proteinkinase (AMPK) lam gia ting chuyén héa cac chat dinh dudng, san sinh
ning luong. Thubc cb tac dung ting hoat tinh cua AMPK tai gan din dén
giam sy hinh thanh glucose va lipid trong gan. Tuy c6 tc dung @c ché san
xuat glucose tai gan song khong gay ha dudong mau khi st dung don doc
[2],[14],[88]. Do tac dung giam téng hop glucose tai gan dan dén giam
nguyén liéu san xuat glucose & gan nhu lactate. Ciing nho tac dung giam tong
hop glucose ¢ gan nén lam tang nhay cam insulin tai gan. Metformin coé tac
dung giam phan hay glycogen tai gan, ting kich thich mé co bat giit glucose
bang cach ting van chuyén GLUT - 4 di dén mang té bao md co dé van
chuyén glucose, ting hoat hoa tong hop glycogen. Do c¢é tac dung han ché
cung cap nang luong cho qué trinh tan sinh glucose va tai can bang chu trinh
glucose - acid beo (chu trinh Randle) nén metformin lam tang st dung
glucose tuong x(ing Vi cac acid béo nhur 1a mot nguon cung cap ning lugng
cua té bao [10][89]. Metformin cé tac dung tc ché qua trinh oxy hoa acid béo
dan dén giam nong do triglycerid, LDL-C, ting HDL-C. Sir dung metformin
s& ¢0 tac dung giam can nang va tai phan bé md trong co thé. Tac dung lam
giam can cua thudc 1a do tac dong Ién GLP - 1 bang cach ting tong hop, bai
tiét, giam thoai hda dan dén xuat hién tinh trang da day rdng kéo dai, giam
hap thu & da day va ruot dan dén giam can nang. Su gia tang khéi luong ma
noi tang gay tac dung khéng cé loi nhiéu hon so voi 16p m& dudi da. Sir dung
metformin trong 6 thang c6 thé 1am giam 4% can niang so vai ban dau, giam
tdi 15% luong md noi tang so véi 7% luong md dudi da. Két qua 1a dan dén
hién tuong tai phan bé md trong co thé ciing 1a mot tac dung rat quan trong,
can thiét [14],[88],[89],[90].

Trong nhimg nim gan ddy, mot s6 nghién ctu du phong va lam giam
tién trién cia DTP typ 2 v6i metformin nhu IDPP, CANOE, dic biét 1a
nghién citu DPPOS, metformin da dugc chi dinh cho nhiing nguoi TDTD
nhat 12 nhitng ngudi c6 du cin, béo phi mic du thudc van co tac dung giam
glucose mau ¢ nhitng nguoi cd cdn nang binh thuong. St dung metformin
trong 3 - 6 thang c6 thé 1am giam 2 - 4 mmol/l glucose lac d6i va 1 - 2%
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HbAlc [90]. Thudc c6 thé gay mot sé tac dung khdng mong mudn nhe cha
yéu véi hé tidu hoa nhu cam giac chudng bung, budn nén, rdi loan tiéu hoa.
Dé han ché hoic tranh tac dung khdng mong mudn nén uéng thuéc trong hoic
ngay sau khi in. Tac dung gay nhiém toan acid lactic rat hiém, chi gap
khoang 0,03 trudong hop/1000 bénh nhan/nim nhét 14 khi BN c6 suy than.
Metformin duoc sir dung cho ngudi TDTD véi liéu trung binh 1000 - 2000
mg/ngay [10]. Hién nay, metformin 1a thudc duy nhat dugc IDF va ADA
khuyén céo diéu tri TDTD & ngudi thira can, béo phi [91],[92].

+ Piéu trj tién dai thao dwong bang TZD va acarbose

Sau metformin thi TZD, acarbose |a hai thuéc duoc khuyén dung dé diéu
tri TDTD v6i muc tiéu du phong xuét hién BTD typ 2. Nhém TZD trong d6
¢ pioglitazon (actor) va rosiglitazon (avandia) cO tac dung lam tang nhay
cam cua insulin & cac md ngoai bién chu yéu 1a mé ma nho su gan két véi
PPAR - y: Peroxisome proliferator activated receptor y. PPAR y 1a mot yéu té
truyén tin co tac dung thay do6i sy hién dién cua nhiéu gen chiju trach nhiém
ma hoa phan tir protein lién quan dén qué trinh chuyén héa glucose va lipid.
Ciing c6 tac gia khuyén c6 thé st dung két hop metformin va TZD trong diéu
trj tién dai thao duong [10],[93],[94].

Nhom thubc &c ché enzym alphaglucosidase thuong goi 1a acarbose cé
tac dung &rc ché enzym alphaglucosidase & rudt non. Enzym alphaglucosidase
cé tac dung thay phan polysaccharides va disaccharides (duong d6i) thanh
glucose trén ria ban chai nhung mao rugt non, do vay lam giam hoac cham
kha nang hap thu glucose ché bénh tir rugt non vao mau. Bai vay tac dung
chu yéu cua acarbose 1a giam duong mau sau an. Néu si dung thudc kéo dai
s& dan dén giam nong do glucose mau mot cach 6n dinh, 1au dai [95].

+ Piéu trj tién dai thdo dwong bang mét sé thusc khac

Mot sb loai thude khac nhu wc ché DPP4, cha van GLP - 1 va ca
insulin glargin ciing da dwoc mot sé tac gia st dung véi muc tiéu diéu tri
TDTD dé ngin chian hoic 1am cham su xuat hién DTD typ 2 song chua
thay néu trong cac khuyén céo chinh thitc va chua duoc st dung rong rai.
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Hai loai thuéc gdom uc ché DPP4 va chu van GLP - 1 qua cac thir nghiém
1am sang kéo dai da cho hiéu qua va tinh an toan khi su dung dé diéu trj du
phong dai thao duong typ 2 [2].

* Piéu tri tién dai thdo dwong théng qua diéu chinh can ngng bang can thiép
ngoai khoa (Bariatric surgery)

Du cén, béo phi 1a YTNC hang dau cho nhiing réi loan chuyén héa dién
ra & nguoi TDTD. Ngoai cac nguyén nhan lién quan dén in ubng, luyén tap
chua hop Iy thi con yéu té gen c6 thé dan dén du can, béo phi ma cac bién
phap dugc ap dung phd bién khong thé diéu chinh dugc. Trong nhitng trudng
hop d6 c6 thé phai ap dung bién phap can thiép ngoai khoa. Can thiép ngoai
khoa nhu 1a mot bién phap diéu tri chi &p dung cho ddi twong béo phi c6
BMI > 35 kg/m” ma khong diéu chinh duoc néu chi &p dung cac bién phap
nhu TCAU, LTTL, str dung thuéc. Muc tiéu caa diéu tri ngoai khoa béo phi 1a
lam giam kha niang hap thu c4c chat ¢ da day trong d6 c6 glucose, lipid. Bién
phap diéu tri ngoai khoa diéu chinh can nang nham lam giam thé tich cua da
day chua thic an, tuy van c6 cam giac no sau an nhung do s luong thirc an
chtra trong da day han ché nén viéc chuyén hoa, hap thu ciing sé giam dang ké.
Bing cach nhu vay s& dan dén giam can ning du thura [29],[69],[96]. Hinh
thie diéu tri ngoai khoa dy phong TDTP 1a tao cau néi da day véi rudt non
hoic tao vach ngin da day din dén giam thé tich khoang chira thirc an cia da
day hodc giam kha nang hap thu mot s chat tai da day. Tuy vay, phuong
phap diéu tri ngoai khoa dé giam can con it dugc 4p dung va chi thuc hién ¢
mot s6 nude c6 ddi twgng béo phi vai BMI > 40 kg/m?. S6 lwgng khdng nhiéu
nhung hiéu qua diéu chinh can nang du thira 12 rat 18, giam dang ké ty 16 DTD
ma&i xuat hién & nhitng ddi twong duoc ap dung [10],[69],[85],[96]. Cac bién
phap can thiép da day bao gom tao vach dung, tao vach don gian va phau
thuat cau néi da day trong d6 phau thuat chinh hinh da day tao vach dtng
duoc ap dung rong rdi va cd hiéu qua hon ca. Tuy vay du déi tugng co duoc
ap dung can thiép chinh hinh da day van phai tuan tha TCAU va LTTL méi
dam bao duy tri két qua dat duoc [85],[96].
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1.2. KHANG INSULIN O NGUOI TIEN PAI THAO PUONG
1.2.1. Pic diém khang insulin & nguoi tién dai thao dwong

Khang insulin (KI) Ia mét tinh trang trong d6 insulin tao ra mot dap ung
sinh hoc kém hon binh thuong. Mot trong nhiing tac dung chinh cuaa insulin la
gitp chuyén héa glucose, vi thé bat thuong vé tac dung cua insulin s& dua dén
mot s6 bénh ly 1am sang. Khi insulin tir té bao béta luu hanh trong mau dé tac
dung dén té bao dich, cac bién cb xay ra ¢ bat ¢t vi tri nao ciing s& anh huong
tac dung cua hormon vé sau [56],[68]. Mot dinh nghia khac: “Khang insulin
la tinh trang suy giam tac dung sinh hoc cuaa insulin biéu hién bang su gia
tang nong d6 insulin trong mau” [10]. Tuy nhién mét s tac gia ciing dua ra
mot s6 minh ching vé KI nhu: Khang insulin 13 diéu kién trong d6 té bao cua
co thé tré nén dé khang véi insulin. Pay ciing 13 tién dé cia PTP typ 2.
Khang insulin thuong phéi hop mot sé bénh 1y nhu gan nhiém ma, xo vira
dong mach, chimg gai den, ton thuong da, hoi ching budng trimg da nang.
Nhiing nguoi ¢ KI, cang gia ting KI néu ho bi béo phi hoac thuoc ching toc
Latinh, My géc Chau Phi, My ban x& va My géc Chau A [97].

Cac yéu té cau thanh cua Kl bao gém: Réi loan dudng mau, THA, bat
thuong vé lipid mau, di truyén. Kl c6 thé gay ra bénh tim mach nhu XVBM
va gia tdng nguy co rdi loan dong mau, béo phi dang nam dugc xem nhu yéu
t6 khai phat KI. Phéi hop trong phat trién KI con c6 su tham gia cua cac yéu
t6: Nguoi trén 40 tuoi, 16i séng tinh tai, tién sir gia dinh TP typ 2, THA,
bénh tim mach, tién st bi réi loan dung nap glucose hoic DT thai ky, BMI
> 25, vong bung nam > 102cm va nir > 88cm, tang TG/giam HDL-C, ching
gai den, hoi chiing buong tring da nang.

Nguy&n nhan khang insulin da duoc biét 1a: Kl tha phat do béo phi,
DTD typ 2, khong hoat dong, stress, nhiém khuan, thai ky, lién quan mién
dich, cac loai khac (nhin #n, uré mau cao, xo gan, nhiém toan)... Khéang
insulin tién phat nhu do THA, hoi chiing budng trang da nang, hoi chiang X.
O bénh nhan DTD typ 2, insulin khong cé kha nang thyc hién nhiing tac dong
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ciia minh nhu ¢ ngudi binh thuong. Khang insulin duoc biét rd chu yéu ¢ hai
co quan la co va gan [98],[99].

+ Khang insulin ¢ co: Binh thuong glucose mau vao to chirc co thi 35%
duoc tong hop thanh glycogen, 15% duoc phan hay thanh lactate va 50%
duoc oxy hoa. Trong DTD typ 2 ca hai qué trinh tong hop glycogen va oxy
hoa bi réi loan chi con qua trinh phan hiy glucose dé thanh lactate. Vai trd
cta cac yéu to di truyén: Giam di chuyén GLUT - 4 tir bao tuong ra mang té
bao dé van chuyén glucose dudi tac dung cua insulin, giam hoat dong cua
enzym chiu trach nhiém tong hop glycogen, giam kha ning phosphoryl hoa.

+ Khéng insulin tai t& bao gan: Gan c6 thé thu nhan glucose mau ngoai
bién qua duong tinh mach ctra, dong mach gan ciing nhu phong thich glucose
tir su sinh duong va thodi bién glycogen san xuat glucose tai gan. Toc do
phong thich glucose tai gan gia tang & PTD nhung lai binh thuong ¢ nguoi
réi loan dung nap glucose, ¢ su twong quan chat ché gitra glucose phong
thich tai gan va glucose mau lic doi, hay néi khac di toc do san xuat glucose
tai gan trong trang thai doi lién quan dén gia ting ndng d6 glucose lic déi &
bénh nhan DTD typ 2. Khang insulin tai gan gop phan vao ting qua mac toc
d6 san xuat glucose & bénh nhan DTP. Su khiém khuyét vé wc ché phong thich
glucose tai gan ¢ bénh nhan DTD typ 2 c6 thé tha phat sau rdi loan vé tc ché
FFA d6i véi insulin. Tac dung khang insulin truc tiép trén phong thich glucose
tai gan ciing ghi nhan trong DTD typ 2. Nong d6 glucose lic doi phan anh can
bang giita phdong thich glucose tai gan va tiéu thu glucose, ting luong glucose
di vao hé tuan hoan 1a yéu t6 quyét dinh tang glucose mau lic doi.

+ Khang insulin ¢ to chitc md: Pic trung boi giam hoic mat tac dung
cua insulin tai t6 chitc m& 1am giam qua trinh phan giai to chic, lam gia tang
acid béo tu do (FFA) trong mau & nguoi béo c6 dé khang insulin va DTD typ
2. Hién tuong tc ché insulin cua FFA ciing xay ra & bénh nhan khong béo c6
KI. Yéu té hoai tir u alpha (TNF-0) I cytokine do té bao md tiét ra. TNF-a 1a
mot yéu té lién két béo phi véi Kl & bénh nhan DT typ 2. Leptin 1a cytokine

cling do mdé mé tiét ra, 1am giam tac dung cua insulin dbi v6i enzym trong té
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bao gan. Enzym nay c0 tac dung gia tang qua trinh tan tao duong trong gan.
Cytokine nay la cau ndi gitra bénh béo phi voi BTD typ 2.

Tang nhay cam insulin & m0 ngoai bién doéng vai tro quan trong trong du
phong bénh hay diéu tri DPTD typ 2. Cac bién phap nhu: Ché do dinh dudng
giam ning luong, ché do tap luyén va thudc ting nhay cam insulin nhu:
Metformin, glitazone... Nghién ciu UKPDS cho thay, tai thoi diém chan doan
DPTD typ 2, chitc nang tuy noi tiét da suy giam 50% va so té bao béta con lai s&
dan chét theo chuong trinh trong vong 10 - 12 nam tiép theo [100],[101].

1.2.2. Cac phwong phap danh gia khang insulin

Tinh trang KI c¢6 thé gip ¢ mot sb trudng hop nhu béo phi, thai ky, bi
bénh cap tinh, THA, rbi loan lipid mau, BTD typ 2. Tuy nhién trén thyc té rat
kho do luong tinh trang KI trén nguoi TDTD mit khac KI lai khong hang
dinh trén cing mot bénh nhan. Ngoai ra cac r6i loan chuyén hoa ¢ nguoi
TDTD ciing c6 thé gop phan vao su KI [68]. C6 nhiéu phuong phap danh gia
tinh trang K1 va chirc nang té bao béta:

* Ky thudt kep glucose hogc insulin

Phuong phéap “Kep” duoc xem nhu 13 “fiéu chudn vang” dé danh gia
chtrc ning té bao béta va Kl [10],[11],[102]. K¥ thudt “kep hay cé dinh
glucose” nghia la néng do glucose dugc cd dinh hay kep chdt & mot muc
trong khi danh gia su tiét insulin hodc ¢b dinh néng d6 insulin trong khi do
hoat tinh ctia no. K¥ thuat “kep glucose” dugc thuc hién nhu sau: Tiém tinh
mach insulin dé nang cao nong d6 insulin lic d6i va sau dé truyén insulin lién
tuc voi lidu 0,06 Ul/kg/phut dé duy tri ndng do vao khoang 100 pU/ml. Bénh
nhan ciing dugc truyén tinh mach glucose 20% dong thoi dé ngan khong cho
glucose mau giam, cb ging “kep” glucose mau ¢ mic 100 mg/dL. Toc do
truyén glucose dugc xac dinh boi kiém tra glucose mau mdi 5 phit va toe do
truyén glucose trong 30 phut cudi cua thir nghiém s& xac dinh dugc tinh trang
khang insulin. Két qua nhu sau:

Néu tdc d6 truyén > 7,5mg glucose/phut: Bénh nhan nhay cam insulin.

Néu tdc d6 truyén < 4mg glucose/phit: Bénh nhan K.
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Tuy nhién k¥ thuit nay rat phtc tap va khé thuc hién trén 14m sang
[10],[56],[102].
* Nong dé insulin mau lic déi

O nguoi khoe manh khi ndng d6 insulin mau ting dugc xem 1a c¢6 KI;
tuy nhién chi s ndy thay d6i tity theo chung toc. O phu nit da tring néu nong
d6 insulin lac d6i trén 20 wU/ml va > 23 uwU/ml & phu nit My gdc México la
¢6 KI. Con & bénh nhan DT ndng d6 insulin mau lac déi > 30 pU/ml méi
duge xem 1a ¢ KI. Do d6 néu chi dua vao né)ng dd insulin mau luc doi dé
danh gia KI s€ khong dugc chinh xac [10],[102].

* Chi s6 Glucose/Insulin mau kLic déi (Fasting G/I ratio)

Chi s6 G/I dugc mo ta lan dau tién vao nam 1998 va duoc xem la
phuong phap danh gia chinh xac tinh trang KI & phu nit ¢6 hoi ching budng
tring da nang. Chi s nay rat don gian, dé tinh toan, c6 do nhay 1a 95%, do
chuyén 1a 84% vo1 gid tri tién doan duong tinh 1a 87% va gia tri tién doan am
tinh 13 94%. G/I cang thap chtng to khang insulin cang cao, khi G/l < 4,5 Ia
c6 khéng insulin [99].

* Chi sé QUICKI (Quantitative Insulin Sensitivity Check Index)[102],[103]
QUICKI = 1/Tlog(lo) + log(Go)]
e |pla néng d6 insulin méu luc déi, don vi do 1a pU/ml.
e G la nong do glucose mau lac doi, don vi do 1a mg/dL.

O ngudi binh thuong chi s6 QUICKI c¢6 tinh chat tham khao dua trén
mot sb nghién ctru nhu & Nhat: 0,389 + 0,054; ¢ Newzeland: 0,42 + 0,01; &
Hoa Ky: 0,382 + 0,007 va ¢ Turky: 0,339 + 0,004. Theo WHO qui dinh c6 KI
khi chi s6 QUICKI nhé hon t&r phan vi dudi cia nhom chimg. Trong mot sb
nghién ciru cac tac gia da 1y chi s6 QUICKI < 0,33 1a c6 K1 [103].

* M6 hinh HOMA (Homeostasis Model Assessment)

Niam 1976, Turner R. va Holman R. d3 dua ra khai niém vé néng do
insulin va muc glucose mau luc do6i théng qua vong phan hoi gan - té bao
béta. Cac cong trinh nghién ctru d3 chimg minh chi s6 HOMA-IR va QUICKI

c6 lién hé chat ché véi k¥ thuat “kep insulin” va dugc st dung thay thé ky
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thuat “kep insulin” dé danh gia tinh trang KI & céc dbi tuong c6 hoi ching
chuyén hod, rdi loan glucose mau doéi va/hoac roi loan dung nap glucose,
DTP méi duoc chan doan, hoic DTD co glucose mau déi tang cao twong ddi
[104]. Cach tinh chi s6 nay don gian dé thyc hién, do d6 hau hét cac nha
nghién ciru déu sir dung md hinh HOMA dé danh gia tinh trang KI va tinh
trang chirc nang té bao béta. O nguoi binh thudng chi s6 HOMA c6 tinh chat
tham khao dua trén mot sb nghién ctru nhu & Newzeland 1a 1,04 £ 0,18 va &
Turky 13 3,42 + 3,14, tuy nhién & mot s6 nghién ctru cac tac gia lay tri sd
HOMA-IR > 2,5 1a ¢6 KI. Mot nghién ctru khac dugc thuc hién & Braxin voi
c& mau 1a 1203 ngudi, tudi tir 18 - 78 cho gia tri cut - off cia HOMA-IR Xéac
dinh KI & bach phan do thur 90 cho:

Nhom nguoi khoe manh nhu sau: HOMAL-IR > 2,7 va HOMA2-IR > 1,8.

Nhom nguoi ¢6 hoi chiing chuyén hdéa: HOMAI-IR > 2,3 (do nhay 76,8%,
do chuyén 66,7%) va HOMA2-IR > 1,4 (d6 nhay 79,2%, do chuyén 61,2%).
Nam 1998, To chuc y té thé giéi da dé nghi tiéu chuan chan doan KI khi chi
s6 HOMA [én hon tir phan vi trén ciia nhém chang [97].

+ M6 hinh HOMAL (Homeostasis Model Assessment 1)

Nam 1985, Matthews D. va cong sy da dwa ra mot mé hinh cau tric
hoan chinh hon va dugc mé rong goi la HOMAL1. HOMAL-%B la phuong
phap danh gia chuc ning té bao béta va HOMA1-IR duoc dung dé danh gia
tinh trang KI duya trén ndng d6 insulin mau va mac glucose mau lac doi co thé
thuc hién trén quan thé khoe manh, rdi loan glucose mau déi, réi loan dung
nap glucose, PTP va d3 c6 hon 150 nghién cau dich t& hoc dd duoc cong bd
[104],[105]. Duya trén cac thuc nghiém danh gia chinh xac tinh trang Kl va
chtrc nang té bao béta, cac nha nghién ciru da dua ra cac cong thirc sau:

Tinh chi sb khang insulin (Homeostasis Model Assessment Insulin
Resistance = HOMA-IR) [104],[105]:

HOMAL-IR = [lo (pU/ml) x Go(mmol/L)]/ 22,5
o | N6ng dd insulin mau luc doi, don vi do la pU/ml.
o Gy Néng do glucose mau luc doi, don vi do 1a mmol/L.
HOMAZ1-IR binh thuong: 0,8 £ 0,08 (0,56 - 1,04).
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Tinh chi sb chirc nang té bao béta (Beta cell function Homeostasis Model
Assessment) theo cong thuc Matthew D [104],[105]:

HOMA1-%B =20 x lo (pU/mL) ]/ [ Go (mmol/L) - 3,5]

Chi s6 HOMA1-%B binh thuong 14 257,4 + 9,6.

Pé danh gia giam chic nang té bao béta da sb cac tac gia chon diém cat
giéi han < X - 1SD. Tuy nhién coéng thitxt HOMA1 con ton tai 2 han ché:
Danh gia chirc ning té bao béta va KI s& khong chinh xac ¢ nhimg ddi tuong
c6 glucose mau tang cao > 10 mmol/L, mat khac mé hinh HOMA1 chua loai
trir cac yéu té nhu su st dung glucose & ndo, sy mat glucose qua than, su co
mat cua proinsulin trong mau tuan hoan cling nhu su khac biét vé do nhay
insulin & md ngoai vi va & gan [97].

+ M6 hinh HOMA2 (Homeostasis Model Assessment 2)

HOMAZ2 1a md hinh xuét phat tir thuc nghiém, dugc may tinh mé phong
tinh toan duwa trén khéng gian ba chiéu. Mo hinh nay c6 tinh toan dén tat ca
cac yéu té6 nhu mat glucose qua than, sy st dung glucose & ndo, sy khéc biét
vé K1 & gan va cac mo va giam kich thich thu nap glucose & mé ngoai vi nén
c6 thé 4p dung cho cac ddi twong ¢ muc glucose mau cao 1én dén 25
mmol/L. Ngoai ra md hinh HOMAZ2 con cho phép ching ta ¢ thé su dung
nong d6 insulin todn phan (do bang phuong phap mién dich phdng xa) hoic
insulin chuyén biét hosc C-peptid dé tinh toan. Viéc dua vao sir dung nong do
“insulin chuyén biét” hoac C-peptid & md hinh HOMAZ s¢ tranh duoc 3 - 5%
sai s6 do cac xét nghiém dinh luong nong do insulin thong thudong ¢ phan
g chéo véi proinsulin, trong khi C-peptid thi khéng thé sir dung dé tinh toan
trong mé hinh HOMA1, do d6 cac nghién ctru bao cao trudc day chi sir dung
nong do insulin méau lac doi [10].

M6 hinh HOMA2 hay phan mém HOMA2 c6 sin trén trang web cua
truong Pai hoc Oxford (http://www.dtu.ox.ac.uk/homacalculator/index.php) va
nhiéu trang khéc [104]. M6 hinh HOMA2 duoc sir dung dé danh gia do nhay
insulin va chic nang té bao béta tir cac cap glucose - insulin, do bang phuong
phap mién dich phong xa, insulin chuyén biét hoac cip glucose - C-peptid
trong khoang 1 - 2,200 pmol/L va 3 - 25 mmol/L ddi véi glucose. Phuong
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phap tinh d6 nhay insulin theo cong thac HOMA2-%S bang may tinh 1 phuong
trinh thuan nghich don gian caa HOMA2-IR [104]. Tuy nhién, néu chi sir dung
mot mau xét nghiém duy nhat dé tinh toan cé thé cho sai s 10,3% ddi véi
HOMA-%S va 7,7% dbi v6i HOMA-%B so véi 5,8% va 4,4%. Do do dé
tranh sai s6 khi tinh toan nén st dung sé trung binh caa 3 mau ldy cach nhau
mdi 5 phat. Ngoai ra mot cach dé khic phuc sai sé nira khi tinh toan do 1a sir
dung ca 2 chi sb vira néng d6 insulin luc doi va C-peptid dé danh gia chirc ning
té bao béta va do nhay insulin [104]. Néu do dugc C-peptid va insulin, thi nén st
dung C-peptid dé tinh chic nang té bao béta vi C-peptid la dau chi diém cia su
tiét insulin noi sinh va str dung insulin dé tinh d¢ nhay insulin vi d6 nhay insulin
thu dugc chinh 1a su sir dung glucose thong qua ham sé nong do insulin. Tuy
nhién, néu sir dung C-peptid thi s& lam ting gia thanh nghién ctru, CA&C Mau xét
nghiém khé bao quan, nhiéu trung tam xét nghiém van chua dinh luong duoc
nong do C-peptid [104].

Mo hinh HOMA2 ¢6 cac wu diém: Pa duoc chuan hoa theo cac ki
thuat xét nghiém méi nhu xét nghiém dinh lugng insulin bang mién dich
phong Xa, st dung insulin dac hiéu, proinsulin hoac C-peptid, mé hinh
HOMA? d3 tinh dén su su dung glucose & ndo, su mat glucose qua than, sy
khac biét KI & gan va mé ngoai vi va cho phép ap dung & nhitng ddi tuong co
nong d6 glucose mau ting cao & mac > 10 mmol/L [104].

Ngoai ra md hinh HOMA2 gilp cac nha nghién ctu truy cap dé dang,
danh gia chinh xac nhanh chong chtic nang té bao béta (%B), do nhay insulin
(%8S) va KI. M6 hinh HOMA2 c¢6 thé sir dung trén cac nghién cau véi sb lugng
rat 16n, thuc té mé hinh da duogc sir dung va kiém chiing & hon 500 nghién ciu
khac nhau, phan mém dé cai dat, dé stir dung c6 thé chay trén rat nhiéu cau hinh
may tinh va duoc ap dung rong réi.

Trong nghién ciu ndy ching t6i sir dung md hinh HOMA?2 vi tinh dé
tinh todn chirc ning té bao béta, do nhay insulin va Kl vi céch tinh toan nay
don gian dé thyc hién va dugc xem 1a twong duong véi tiéu chuan vang “ky
thuat kep glucose hay cé dinh glucose”.
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1.3. MQT SO NGHIEN CUU VE TIEN PAI THAO PUONG
1.3.1. Nghién ctru nwéc ngoai
* Nghién ciru vé khang insulin ¢ nguwoi TDTD

Nhiéu nghién ctu vé ty 1& KI & nguoi TDTD da dugc cong bd. Nam
2015, Van der Aa MP va cong su di nghién ciu va cong bé ty Ié tré em
khong miac DTD c6 KI tir 3,1 dén 44% trong 18 nghién ctru da qudc gia. Tré
em béo phi, thtra cén cé ty 1€ KI cao hon nhoém tré em cO cén nang binh
thuong. Tré em gai c6 ty 1€ KI cao hon nhom tré em nam [106].

Ariel D va Reaven G (2014) da nghién cuu ty 1€ KI ¢ 127 nguoi TDTD
s0 sanh vé&i 315 ngudi co glucose mau binh thuang. Nhdém nghién ciu ¢ tudi
trung binh 1a 54 tudi, 55% la nam, BMI trung binh 14 28,6. Két qua cho thay
ndng do glucose mau tai gio thir 2 nhém TDTP 1a 7,6 + 1,7 mmol/l cao hon co
y nghia so véi nhém ching 12 5,3 = 1,2 mmol/l, p < 0,001. Nong d insulin sau
2 gio nhom TDTD la 704,8 £ 552,7 pmol/l cao hon nhom chung la 363,1 +
308,6 pmol/l, p < 0,001. bac biét HOMA-IR nhém TDTD 1a 4,1 + 2,5 cao hon
so nhdm chang 12 2,2 + 1,2, p < 0,001. Ty 1é ddi twong c6 Kl 12 72% [107].

Liu J va cong su (2014), nghién ctu vai trd cua Kl va chirc ning té bao
béta ¢ 517 nguoi TPTD so sanh véi 1143 BN DTD typ 2 va 2906 nguoi binh
thuong. Nhém nguoi TDTD c¢6 tudi trung binh 1a 70,7 tudi, nam chiém
51,6%, BMI trung binh 1a 23,5. Két qua cho thay: Nong do glucose sau 2 gio
12 9,0 £ 1,1 mmol/l, HOMA-IR trung binh la 1,3 [108].

* Nghién ciru Vé diéu tri nguwoi tién ddi thdo dwong

Str dung céac bién phap can thiép 16i sdng va kiém soét cac yéu to nguy
co & ngudi TPTD da co nhiéu céng trinh nghién ctu cong bo:

Mot nghién cau cua My cong b nam 2002 thuc hién & 2161 d6i tuong
c6 RLDNG va glucose mau lac doi déu > 5,5 mmol/l, dugc chia thanh 2
nhom trong d6 nhom can thiép bang thay doi 16i song va nhom chang. Két
qua nhan thiy c6 74% truong hop thudc nhdm can thiép thuc hién LTTL dat
> 150 phut/tuan trong 24 tuan dau va danh gia sau 5 nam giam 7Kg - tuong
duong 7% trong lugng co thé lac ban dau, giam 58% nguy co tuwong ddi xuét
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hién DTD typ 2 so véi nhdm ching. Cac tac gia két luan: TCAU va LTTL la
bién phap rat quan trong, hiéu qua dé giam can nang. Néu can ning khong
giam duoc thi nguy co xuit hién DTD typ 2 ciing s& khong thay doi [109].

Két qua cta chuong trinh phong chdng bénh BPTD typ 2 cua Ccac tac gia
An Do cdng bd nam 2006 thyc hién ¢ 531 dbi twong RLDNG chia ngau nhién
thanh 4 nhdm: Nhom thay d6i hanh vi 16i séng (TPHVLS), nhém str dung
metformin, nhém két hop TDHVLS véi st dung metformin 850mg x 2vién/
ngdy va nhom chimg. Sau 3 nim theo ddi cho thdy tan suat gop gay bénh
PTPD typ 2 ctia nhom TPHVLS 14 39,3% thap hon so véi nhém ching (55%).
Nhom can thiép TDHVLS thi giam nguy co tuong d6i 1a 28,5%, giam nguy
co tuyét dbi 15,7%. Mot dac diém la tan suat gop gay bénh TP typ 2 &
nhom phéi hop bién phap dat 39,5% - tuong duong so véi két qua & nhom chi
4p dung TPHVLS don thuan, tuy vay giam nguy co tuyét d6i ¢ nhom
TPHVLS chi dat 6,4% d6i voi ting dbi tugng dugc can thiép [110].

Két qua thir nghiém dy phong PTD typ 2 cua cac tac gia Nhat Ban cong
bd nam 2005 thuc hién & 458 nam giGi vdi RLDNG trong d6 80% trudng hop
la quan chac chinh phu dugce &p dung can thiép 16i séng tich cuc va nhom
chtng véi ty 1 4/1. Céc bién phap can thiép nham muc tiéu giam BMI xudng
< 22 kg/m®. Sau 4 nim danh gia nhan thiy tan suat gop gay bénh BTD typ 2
caa nhém can thiép la 3% so vai 9,3% cta nhom chiang [111].

Bén canh cac bién phap diéu chinh hanh vi 16i séng thi sir dung thudc
cling da duoc néu ra va ap dung co hiéu qua dé diéu tri nguoi tién dai thao
duong nhu 1a mét hudng tiép can tich cuc dy phong hoic 1am cham sy xuét
hién cua dai thao duong typ 2.

Thu nghiém DREAM (diabetes reduction assessment with ramipril and
rosiglitazon medication trial), thuyc hién & 5269 d6i twong ngudi lén ting
duong mau lic d6i (IFG) va rdi loan dung nap tién hanh & 21 quéc gia. Boi
tuong duoc sir dung ramipril hoac rosiglitazone. Sau 3 ndm theo ddéi nhom sir
dung ramipril giam tan suat xuat hién dai thao duong typ 2 dat 9% nhung
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khong c6 y nghia con nhom sur dung rosiglitazone thi ty 1€ d6 1a 60% cO y
nghia thong ké [1],[112],[113].

Thir nghiém Xendos - xenical (orlistat) in the prevention of diabetes in
obese subjects & 3305 d6i twgng tudi 30 - 60 trong s6 nay ¢ 21% trudng hop
biéu hién RLDNG duoc sir dung orlistat. Sau 4 nim danh gia trong s6 dbi
tuong RLDNG, orlistat 1am giam tan suat xuat hién DTD ¢ 45% (giam nguy
co tuong dbi - 45%; giam nguy co tuyét ddi 10%). Giam can nang trung binh
& nhom can thiép 1a 6,9kg so véi nhdm ching 4,1kg. Sau 4 nam sb ngudi bo
nghién cttu & nhom can thiép la 52% va & nhdm chang 1a 34% [114].

Hiéu qua du phong DTD typ 2 cia pioglitazone ciing duoc thé hién rd
trong két qua nghién ciru ACT NOW khi De Fronzo RA va cs ndm 2011 nhan
thay st dung pioglitazone cho 602 nguoi RLDNG liéu 45 mg/ngay c6 so sanh
v6i nhdm chang. Sau 2.4 nam co6 15 trudng hop (5%) trong sb 303 duoc theo
doi st dung pioglitazone xuét hién dai thao duong typ 2 so véi 50 trong 299
dbi twong thuoc nhom chang (16,7%). Tan suat xuat hién dai thao duong typ
2 thuoc nhém can thiép la 2,1 %/nam so vaoi 7,6 %/mam cua nhom ching.
Trong thoi gian nghién ctu sé truong hop tudn tha 1a 80% chung cho ca hai
nhém trong d6 81% & nhém can thiép. Dac biét dya vao chi sb danh gia
Matsuda nhan thay do nhay insulin & déi twong dung pioglitazone ting 1én c6
y nghia so vai nhom chung (tir 4,31 £ 0,24 tang 1én 7,65 + 0,34 so vai 4,31
0,30 va 5,23 + 0,31 caa nhém chang p < 0,001), chi sé6 Matsuda phan &nh
chirc nang tiét insulin ciing duogc cai thién (tor 3,43 £ 0.12 1én 5,44 + 0,31
thuoc nhom can thiép va 3,81 + 0,30 Ién 4,20 + 0,20 thudc nhom chung, co y
nghia thong k&, (p < 0,005) [115].

Nghién cau TRIPOD (troglitazone in the prevention of diabestes) su
dung troglitazone liéu 200 - 400 mg/ngay & 42 phu nit tién st DT thai ky ¢6
nguy co cao PTP typ 2. Sau 3 thang nhan thay thudc cé tac dung ting do
nhay insulin trung binh 88 + 22%; giam ndng do insulin ndi sinh trung binh
18 + 12%. Tac gia két luan: Troglitazone c6 tac dung cai thién do6 nhay cam
insulin & phu nit BTD thai ky.
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Nghién cau STOP - NIDDM - (The study to prevent noninsulin
dependent diabetes), tién hanh & 1429 ddi twong RLDNG duoc ding acarbose
100 mg/ngay so véi nhém chimg. Sau 3,3 nam theo ddi nhan thay giam nguy
co twong ddi xuat hién BTD typ 2 & nhdm nghién ctu 12 25% so véi nhém
chtng, dic biét giam nguy co twong dbi gay nhdi mau co tim cap tinh dat dén
91%, THA méi 34% [1],[116].

Rosenstock J va cs da stir dung glargin insulin trong thir nghiém ORIGIN
(Outcome reduction with initial glargin intervention), sau 5 nam dat duoc
giam tan suat xuat hién BTD typ 2 & 56% truong hop c¢6 nguy co cao, diéu
chinh dugc qué trinh chuyén héa glucose [117].

* Nghién cieu vé diéu tri nguoi tién ddi thdo dwong bang metformin

Trong nghién ciru DPP thyuc hién béi cac tac gia Hoa Ky trong 4 nam,
duoc chia ngau nhién ¢ 2 nhém sir dung metformin 850mg x 2vién/ ngay va
troglitazone. Két qua cho thay sau 6 thang sir dung metformin giam nguy co
tién trién tr RLDNG sang DTD typ 2 13 31% khi dang dung thudc va tai thoi
diém ngung sir dung thudc 1a 24,9%. G nhém st dung troglitazone trung binh
0,9 nam giam 75% tan suat xuat hién DTD typ 2 va cai thién dang ké do nhay
cam insulin. Tan suat trung binh xuat hién dai thao duong typ 2 hang nim &
phu nit 6 tién sit DTD thai ky 1a 5,4% khi sir dung troglitazone so vai 12,1%
& nhom chung [88].

Nghién ctiu can thiép cho doi tugng RLDNG cua cac tac gia Trung Quéc
thue hién ¢ 321 dbi tuong chia ngau nhién thanh 4 nhém: Nhém ching chi c6
huéng dan va gido duc dé ddi tuong tu TPHVLS, 3 nhém can thiép gom
TCAU, LTTL c6 kiém soét va 2 nhom sir dung metformin 500 mg x 2v/ngay,
acarbose. Sau 3 nam danh gia ty 1& xuat hién bénh PTD typ 2 lan luot Ia
34,9%; 24,6%; 12,4% va 6,0%. Giam nguy co tuong ddi & nhom su dung
metformin la 76,8% va 87,8% & nhdm acarbose so vai nhém chang [109].

Zang C va cong su 2015 da nghién ctru anh hudng caa metformin trong
kiém soét glucose méu, lipid mau & 985 ngudi tién dai thao duong. Nhom
nghién ciru bao gom 602 ngudi da tring, 221 ngudi My goc Phi va 162 ngudi
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g6éc Tay Ban Nha. Béi twong nghién ciu dugc uéng metformin 850mg x 2
vién/ngay trong 1 nam. Két qua cho thay metformin kiém soét tét glucose
méu va han ché chuyén TDTD thanh bénh nhan DTD. Metformin ciing c6 vai
trd trong kiém soat HDL-C & ngudi da trang, nguoi My goc Phi, tuy nhién
khong kiém soat HDL-C ¢ nguoi goc Tay Ban Nha [118].

Moin T va cong su nam 2015 da nghién ctu tdc dung cua metformin
trong ngan can tién trién TDTD thanh DTP. Nghién ctu thyuc hién trong 3
nam lién tiép tir 2010 - 2012 trén 17352 nguoi dang lao dong duoc chan doan
TPTD. Chi ¢6 3,7% sb ddi tuong dugc udng metformin lién tuc trong 3 nim
lién tiép. Két qua cho thay metformin lam giam ty 1& nguoi TDTD thanh BTD
thuc thu, tuy nhién chua thay rd rang vé két qua nay [119].

Nam 2016 Konopka AR va cong sy da khang dinh vai trd cua
metformin trong kiém soét glucose mau ¢ nguoi TDTD. Mot s6 yéu t6 lam
tang glucose mau & nguoi tién dai thao duong duoc metformin kiém soat nhu:
Giam tuong tac cua glucagon véi glucose, giam tang glucose mau thong qua
thu cam thé nhan biét cua glucagon vai glucose. Bén canh d6, metformin con
ngan can tac dung cua glucagon, lam giam glucose mau khong qua muac do
vay c0 vai trd trong viéc 6n dinh glucose mau ¢ ngudi TDTD [120].

1.3.2. Nghién ctru trong nwoéc

Tién dai thao duong da duoc mot s6 tac gia trong nudc quan tam trong
nhitng ndm gan day, tuy vay chii yéu cac dé tai khao sat tan suat va mot so
YTNC lién quan dén tién dai thao duong, con cac nghién ciu vé van dé can
thiép, diéu tri thi chwa nhiéu.

Tran Ngoc Thanh nim 2011 nhén thay trong s6 hoc vién dén thuc tap
tai B6 mon Sinh ly hoc Truong Pai hoc Y Duoc Thanh phé H6 Chi Minh thi
ty 16 TDTD dya vao glucose mau lac doi 1a 16,1% néu dua vao RLDNG thi ty
16 d6 1a 23,4% [9]. Nguyén Vian Vy Hau nhan thay ty 1é TDTP dua vao
TGMLD, RLDNG va HbAlc theo tiéu chuan ADA 2010 lan luot 1a 77,1%;
71,8% va 80,9% [121]. Tran Hitu Dang khao sat TDTD chua dugc chan
doan 1tra tudi 30 - 69 tai tinh Quang Tri nhan thay ty I& rat cao (24,48%)
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[6].D6 Vin Diing nghién ctitu nhitng ngudi TDTD tai Khoa Kham bénh bénh
vién Bach Mai nhan thay ty Ié khang insulin ¢ ngudi TDTP theo HOMA-IR
chiém ty 1& 61,4%, nhém chang 1a 24,7% [122]. Nguyén Thi Thanh Hai va cs
nghién ctu 400 cén b tai phong bao vé siec khoé can bo tinh Thira Thién Hué
nam 2013 nhan thay ty 16 mac bénh DTP & cac ddi twong nay 1a 9,5% va ty 1¢
TDTD la 28% [123]. Nguyén Thi Tham va cong su nghién ctu 817 ddi tuong
tir 30 - 69 tudi tai mot phuong thuoc Thanh phd Hai Phong nhan thay ty Ié
DTD 1 2,51%, ty 16 TDTPD la 29,53% [124]. Tran Hitu Dang nghién cau doi
tugng tudi > 45 dén kham tai bénh vién Huong Tra tinh Thura Thién Hugé,
nhan thay ti ¢ TDTD l1a 15% [125]. Cao My Phuong nghién ctu 2350 dbi
tugng tai huyén Cau Ngang & do tudi > 45 ty 1& hién mac DTD 13 9,5% va ty
l& TDTD 14 19,3% [126].

Nguyén Vin Lanh nim 2014 nhan thay ty Ié TDTD & ngudi Khmer
tudi > 45 thudc tinh Hau Giang 13 17,91%. Sau 2 nam chi ap dung cac bién
phap truyén thong, tuyén truyén va luyén tap thé luc thi ty 16 TDTD giam tur
22,3% xudng 12,5%, hiéu qua can thiép dat 38,4% [26].

Phan Hudng Duong nam 2016 nghién cttu & nhitng ngudi tudi tir 30 —
59, BMI > 23 kg/m” mac TDTD tai thanh phd Hai Phong. Sau 6 thang can
thiép c6 bd sung metformin vao ché do dinh dudng luyén tap thé luc giam ty
16 TDTD tién trién thanh TP 4,9% so véi 13%. Tang ty 18 glucose mau tro
vé binh thuong 59,8% so véi 45% nhém chang [127].

1.4. MOT SO PAC PIEM LIEN QUAN PEN PAI THAO PUONG VA
TIEN DPAI THAO PUONG CUA TINH KIEN GIANG

Kién Giang 1a mot tinh 16n caa khu vuc dong bang séng Ctu Long ¢6
diac diém dia ly rat phong phd: Pong bang, riing ndi va hai dao cing téc do do
thi hoa ngay cang cao. Kién Giang duoc chia thanh 1 thanh phd, 1 thi x& va
13 huyén. Theo két qua diéu tra ngay 01/04/2009, dan sé tinh Kién Giang la
1.683.149 nguoi. Gom 14 huyén, thi xa va 01 thanh phé (thanh phd Rach
Gi4). Tinh c6 nhiéu huyén thudc ving sau ving xa, bién gidi, hai dao c6 hon
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15 dan toc khac nhau, trong d6 ngudi Kinh chiém da sb khoang 85,5%:
Khmer 12,2%; Hoa 2,2% va cac dan toc khac.

Do vi tri dia ly rat dac biét nén cd nhiéu dia ban ving sau, ving xa,
bién gidi, hai dao. Trinh d6 dan tri & cac ving ndy con thap nén nhan thic cua
ngudi dan vé cac van dé sic khoe chua toan dién va siu sic. Bén canh do,
thoi quen dn ubng ving mién vaéi ché do an thuong nhiéu mudi ( ca bién, cac
loai mam...), dudng, m& dong vat, nhiéu tinh bot ( com ), it n rau, ubng ruou
bia nhiéu... 1am cho cac yéu té nguy co lién quan dén bénh tim mach, dai thao
duong gia tang cao ¢ tinh. Khao sat cua Phan Hudng Duong va cs nam 2004
trén 2700 nguoi tudi tir 30 — 64 tai Kién Giang cho thay: Ty I¢ mac BDTD la
4,7%, roi loan glucose luc d6i 1a 4,1% va RLDNG maéu 13 10,7%. Céac yéu to
nguy co ciia bénh 1a tudi, thira can va béo phi, ting huyét ap, tién sir gia dinh
bi BTD va it hoat dong thé luc ciing gap véi ty & cao ¢ tinh Kién Giang [15].

Pai thao duong va TPTD c¢6 xu hudng phat trién nhanh do tudi tho
trung binh ting, dic biét 1a tbc d6 do thi hoa, sy thay doi 16i song theo chiéu
hudong khong co loi cho suc khoe. Nhirng nguoi TDTD va BDTD ciling dang
trg thanh mot van dé sac khoe cong dong 16n caa tinh Kién Giang.
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Tong sé ddi twong phuc vu cho dé tai nghién ctu 1a 292 bao gém 2 nhom:

- Nhém dbi twong nghién ciru: 202 ddi twgng chan doan TDTD dugc sang
loc tir 2574 trudng hop thude cac dia phuong di lya chon. Chan doan TDTD
dwa vao tiéu chuan caa ADA nidm 2007 khi c6 mét trong 3 biéu hién sau [32]:

+ Glucose mau lac d6i 5,6 — 6,9 mmol/l két hop véi ting glucose mau
gio thir 2 ciia nghiém phap dung nap glucose duong uéng (7,8 — 11,0 mmol/l).
Ky hiéu phan nhém 1 (PN1).

+ Tang glucose mau lic doi don thuan (5,6 — 6,9 mmol/l) va glucose
mau gio thr 2 ciia nghiém phap dung nap glucose dudng uéng & mic binh
thuong (< 7,8 mmol/l). Ky hiéu phan nhom 2 (PN2).

+ Téang glucose mau gio thir 2 ciia nghiém phap dung nap glucose duong
uéng (7,8 — 11,0 mmol/l) va glucose mau lac d6i & mirc binh thuong (< 5,6
mmol/l). Ky hiéu phan nhom 3 (PN3).

- Nhém ching khée manh: 90 khoe manh c6 tudi, gidi twong dong voi
nhém nghién ctru dé xac dinh cac chi s6 khang insulin so sanh véi nhém
nghién ctu.

2.1.1. Tiéu chuan lwa chen ddi tweng cho cac nhom

Tuong ng véi 2 muc tiéu nghién cau cua dé tai, do vay céc tiéu chuan
lya chon ddi twong cho méi muc tiéu khac nhau.
2.1.1.1. Tiéu chudn lwa chon déi tweng phuc vu cho muc tiéu 1 1a khdo sat
va so sanh

- Tiéu chudn lwa chon déi tirong thugc nhdm nghién cizu.

+ Chan doan tién dai thao dudng.

+ Bao gom ca 2 gidi, thudc céc lia tudi.
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+ La cac truong hop dugc sang loc trong cong dong tai cac dia phuong
da duoc lua chon.

+ CO thé ¢6 hay khdng c6 mot sé bénh hoac hoi chang phéi hop tai thoi
diém nghién ctu.

+ Pugc lam day du cac xét nghiém phuc vu cho muc tiéu nghién cuu.

+ Pong y tham gia nghién cuu.

- Tiéu chudn lia chon doi twong thugc nhém chiing khée manh.

+ Tién s khoe manh.

+ Tai thoi diém nghién ciru khong xéc dinh ¢6 bénh cdp va man tinh.

+ Péu c6 glucose mau luc doi < 5,6 mmol/l va glucose mau gio thir 2
ctia nghiém phap dung nap glucose duong udng < 7,8 mmol/l.

+ Bao gom ca 2 gidi, thudc céac lia tuoi.

+ Pugc lam day du cac xét nghiém dé danh gia tinh trang khang insulin.

+ Pong y tham gia nghién cuu.

Pay 1a nhitng ddi tuong duoc lya chon trong cong dong trong qua trinh
sang loc TDTD nhung c6 glucose mau lac déi va gio thr 2 cua nghiém phap
dung nap glucose dudng udng déu & muc binh thuong ddéng thoi khdng méc
cac bénh cap va man tinh.
2.1.1.2. Tiéu chudn lwa chen déi tireng nghién cizu phuc va cho muc tiéu 2
va ddnh gid két qud can thiép, diéu tri

- Bdi tuong dugc chan doan TDTD di st dung dé phan tich s6 liéu phuc
vu cho muc tiéu 1.

- Péi tuong du can hodc béo phi (BMI > 23) va c6 it nhat mot trong cac
yéu td nguy co c6 thé thay doi duoc tai thoi diém lva chon ban dau trudc khi
diéu trj, bao gom: Tang huyét ap, réi loan lipid mau.

- Cac dbi tugng ddng y tham gia nghién ciu can thiép sau khi da lua

chon va duoc tu van.
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- Tat ca déu c6 day du thdng tin, xét nghiém phuc vu cho muc tiéu
nghién ciu, phan tich két qua.

- Tét ca phai c6 du thoi gian can thiép, danh gia 1a 12 thang.

- Chép hanh day du c4c yéu cau cua diéu tri, can thiép bao gom tiét ché
an udng, luyén tap thé lyc, dung thudc, theo ddi, bao céo céc thong tin lién
quan va tai kham theo quy dinh.

- Nhitng ddi tugng trong qua trinh can thiép khi tai kham c6 glucose méau
lac do6i tré vé binh thudng hoic chuyén sang dai thao duong van duoc tiép tuc
4p dung cac bién phap can thiép va dung thudc néu khoéng c6 cac tac dung
phu xuat hién.

2.1.2. Tiéu chuan loai trir d6i tweng nghién cieu
2.1.2.1. Tiéu chudn loai trir doi twreng nghién cizu phuc v cho muc tiéu 1

- P dugc chan doan dai thao duong cac typ c6 hay chua co diéu tri.

- Pang dung cac thudc c6 anh hudng dén glucose mau nhu corticoid,
thudc tranh thai,. ..

- P4 mic cac bénh tuyén tuy cii dugc xac dinh nhu viém tuy cip, man,
nang tuy, soi tuy.

- Mic mot s6 bénh noi khoa nang man tinh da dugc xac dinh nhu suy
than, xo gan, suy tim, bénh tuyén thuong than.

- Tai thoi diém nghién ctru dang mac cac bénh cap tinh nhu nhiém trung,
chan thuong, phau thuat.
2.1.2.2. Tiéu chudn loai trir doi twreng nghién ciru phuc v cho muc tiéu 2

- Khdng tuan thii cac yéu cau ddi véi can thiép, diéu tri bao gom thoi gian
bién phap.

- Mic cac bénh cip tinh nang hoic man tinh anh huéng dén tién trién va
chap hanh diéu tri.

- Tu ngung thudc hodc nging thube theo chi dinh do tac dung khéng

mong mudn caa thudc dung.
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- Nhiing truong hop chuyén sang DTD trong qué trinh diéu tri can phai
bd sung thém céc thube khac.

- C6 con ha duong mau do cac bién phap can thiép.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ceu

- Str dung phuong phap quan sat, mo ta, so s&nh nhém nghién cuu -
ching cho muc tiéu 1.

- St dung phuong phap can thiép, theo ddi doc, so sanh trudc va sau
diéu tri cho muc tiéu 2.
2.2.2. Pia diém va thoi gian nghién ciu

- Dia diém: Nghién ctu sang loc lua chon d6i twong cho ca 2 muc tiéu
thuc hién tai 3 huyén, 1 thanh phé gom huyén Tan Hiép, Hon Pat, Kién
Luong va thanh phb Rach Gia thuoc tinh Kién Giang.

- Thoi gian: Tir thang 9/2012 dén 10/2015.
2.2.3. Xac dinh c& mau
2.2.3.1. Xdc dinh cé mdu phuc va cho muc tiéu 1

Trong c&c noi dung nghién ctu phuc vu cho muc tiéu 1 c6 danh gia
khang insulin. Pay ciing 1 co ché bénh sinh cha yéu cia TDTP. Chinh vi vay
s6 lugng ddi tugng phuc vu cho muc tiéu 1 duogc xac dinh theo cong thuc duwa
vao ty 1€ TDTD c6 khang insulin theo Ariel D va Reaven G la 72% [107].

z?,x(-p)
= sz
Trong do:
- n la c& mau can thiét cho diéu tra cat ngang.
- p laty 1é khang insulin ¢ d6i tuong TDTP.
- € 1a sai s6 udc luong twong ddi, chon € = 9%.

- Z% (1.2 12 & 6 tin cay voi miic o= 0,05 thi Z%(1.q2) = (1,96).
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Dua vao cé4c bién sé da lya chon s& co n = 185. Pay 1a s6 luong doi
tugng TDTD can phai dat. Thuc té s lugng da thu thap duoc phuc vu cho
muc tiéu 1 1a 202 trudng hop.
2.2.3.2. Lwa chon sé lwong doi twong phuc vu muc tiéu 2

Dbi tugng nghién ctu phuc vu cho muc tiéu 2 1a nhitng truong hop
TDTD duoc lya chon theo cac tiéu chuin di néu trén. Do vay tai thoi diém
bat dau can thiép sé lugng 1a 112 trudng hop du tidu chuan va déng y tham
gia nghién cuu, sau 6 thang con 100 va sau 12 thang con 55. Tuy vay nghién
ctru can thiép thi ddi twong phai dap tmg du cac tiéu chuan lua chon va dé xur
ly s lidu trudc-sau diéu tri sir dung phuong phap so sanh ghép cap. Chinh vi
1& 46 s6 luong ddi twong dap tng dé phan tich sé liéu phuc vu cho muc tiéu 2
chi con 55 trudng hop lua chon theo mau thuan tién.

2.2.4. N§i dung nghién cau
2.2.4.1. Phwong phdp sang loc lwa chon déi twong nghién ciu phuc v cho
muc tiéu 1

Kién Giang la tinh bao gém 14 huyén, 1 thi x va 1 thanh phd. Diéu tra
cac dbi tuong c6 nguy co cao mac TDTD thudc lta tudi 35 — 75.

- Lya chon dia diém sang loc déi tuong:

+ Chon ngau nhién bang cach bdc tham 3 huyén gom Tan Hiép, Hon
PAt, Kién Luong va thanh phé Rach Gia.

+ M&i huyén boc tham 1 x4, thanh phé Rach Gia bbc tham 1 phuong, cu

thé duoc 4 dia diém nhu sau:

1. Xa Tan Hiép A Huyén Tan Hiép;
2. X4 My Lam Huyén Hon Pat;
3. X4 Binh Tri Huyén Kién Luong;

4. Phuong Vinh Thanh Van  Thanh phé Rach Gia.
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- Phuong phap sang loc:

+ Cac x4, phuong da duoc lya chon, dya vao danh sach dan sé voi lua
tudi da néu do y té co sd cung cap. Trong sé cac ddi tuong dugc sang loc tai
thoi diém nghién ciu phai ¢6 mit 6 noi cu tra va dén co so' y té tat ca 12 2574
truong hop.

- Nhan luyc tham gia sang loc, lva chon déi tugng:

+ Nhém thyuc hién nghién ctu bao gom 2 béc si thuoc Bénh vién DPa
khoa tinh va 1 bac si dugc goi la nghién curu vién cung véi 3 - 4 nhan vién y
té (diéu dudng, nhan vién phuc vu) thudc truong Cao dang Y té Kién Giang.

+ 1 bac si va 2 nhan vién xét nghiém thudc chuong trinh Phong, chéng
dai thao duong Quéc gia thuoc Trung tm Y té du phong tinh Kién Giang.

+ Nhom nhan vién y té xa, phuong phdi hop va 3 nhan vién phyc vu lam
cdng tac to chirc, 6n dinh trat tu.

- Bién phép t6 chuc thuc hién sang loc:

+ Theo danh sach caa Tram y té co so di cung cap, cac ddi tugng sang
loc dd duoc gui gidy mai thong bao tir hom truée caa ngay kham. Sang hém
sau nhin an sang dén co s y té. Mdi budi trung binh 120 — 150 dbi twong.

+ Sau khi dugc thu thap nhiing thdng tin ca nhan, stc khoe néu du tiéu
chuan s& duoc kham 1am sang, xét nghiém sinh héa mau lic d6i sau dé tat ca
cac ddi tugng déu duoc thuc hién nghiém phép dung nap glucose dudng udng
va ldy mau lai sau gio thir 2 ciia nghiém phap.

+ Nhan vién xét nghiém ldy mau, bao quan dung theo quy dinh va
chuyén vé khoa xét nghiém cua Bénh vién Pa khoa Kién Giang thuc hién. Tra
két qua vao budi chiéu cuing ngay. Di tugng thudc thanh phd Rach Gia duoc
xét nghiém tryc tiép tai Bénh vién Pa khoa tinh.

+ Cac d6i twong nghién ctiru ¢6 ho so riéng véi cac thong tin can thiét.

+ Sau khi bd sung két qua xét nghiém s& lya chon dugc d6i tuong TDTD

dé dua vao nghién cuu.
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2.2.4.2 Ngi dung nghién ceru phuc vu cho muc tiéu 1

- Khai thé4c tién sir stc khoe ban than va gia dinh, cic bénh di duoc chan
doan xac dinh.

- Piéu tra mot sé thoi quen an udng, sinh hoat, lao dong, luyén tap thé
lwc nhu st dung ruou, bia, hit thudc 14, hinh thie luyén tap thé luc.

- Kham 1am sang xac dinh mot s6 YTNC.

- Do chiéu cao, can nang, chu vi vong bung:

+ Do chiéu cao: Ngudi duge do bo giay, dép, ding chum chan, quay lung
vao thude do theo 1 duong thang. Mat nhin thang ra truéc theo phuong nam
ngang, 2 tay bo xudi doc theo than minh. Kéo thudc do va doc két qua. Pon vi
tinh: mét (m).

+ Xac dinh can niang: Can dugc dat ¢ vi tri on dinh va bang phang, chinh
can veé vi tri chuan (s6 0) trudc khi tién hanh can. Can nang vao budi sang khi
d6i tuong chua an udng (sau khi ldy mau xét nghiém sinh héa).

+ Tinh chi s6 khéi co thé (BMI):

Cén nang (kg)
[Chiéu cao (m)]

+ Do chu vi vong bung: Po bang thudc diy khong co gidn, c6 do chia i

BMI (kg/m?) =

1cm. Nguoi duge do dung thang, can ddi, 2 ban chan song song, cach nhau 8
- 10cm, thd déu, do vao lac thé ra nhe tranh co co, do vao budi sang, lic doi.
Thude do ngang qua rén, theo mat phang nam ngang.

- Po huyét 4p, tan s tim.

- Xét nghiém mau tinh mach lac déi, xac dinh céc chi sé: Ure, creatinin,
acid uric, glucose, HbA1C, cholesterol, triglycerid, LDL-C, HDL-C, SGOT,
SGPT, GGT, insulin, C-peptid.

- Xét nghiém nong do insulin mau:

+ Lay méau tinh mach xét nghiém insulin: That garo khéng qua 1 phut,

lugng mau lay khoang 2ml.
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+ Phuong phap xét nghiém theo nguyén ly dién hda phat quang dung may
mién dich tu dong COBAS E411 analyzer cua hdng Hitachi san xuét nam 2009.
! S A &

-_—,

B —
—
S = -
- ————
Hinh 2.1. May mién dich ty dong COBASE e 411 analyzer

KV thuat dién hoa phat quang (ECL: Electrode Chemi Luminescence)
st dung chat danh dau Ruthenium khai phat tir c6 kha nang phat hién chat c6
nong do thip va cho trong vong 18 - 20 phit. Cac khang thé (hoic khang
nguyén) gan biotin va chat danh dau Ruthenium cuing vi hat phu streptavidin
duoc u trong hdn hop phan ung. Khi dit 1 dién thé 1én dién cuc budng do,
phuc hop ruthenium dugc kich hoat va tin hiéu phat quang dugc hinh thanh.
Tin hiéu dugc do va két qua duoc xac dinh qua duong chuan xét nghiém da
duoc thiét 1ap.

- Xét nghiém C-peptid:

+ L4y mau tinh mach xét nghiém C-peptid: That garo khong qua 1
phut, lugng mau 13y khoang 2ml.

+ Phuong phap xét nghiém theo nguyén 1y dién hoa phat quang dung
may mién dich ty dong COBAS E411 analyzer cua hdng Hitachi san xuét
nam 2009.

- Xet nghiém HbAlc:

+ Lay mau tinh mach xét nghiém HbAlc: Thét garo khong qua 1 phdt,

lugng mau lay khoang 2ml.
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+ Phuong phap xét nghiém theo nguyén ly sac ky hoa long tai khoa xét
nghiém Bénh vién Da khoa tinh Kién Giang. Mau tinh mach khi rut vao dng
nghiém dugc bao quan & nhiét do 0 - 4°C, xét nghiém bang may DKSH HLC-
723 G8 cua Nhat nam 2009.

- Thuc hién nghiém phap dung nap glucose dudng udng: Sau khi lay
mau tinh mach luc d6i dé xét nghiém cac chi s6 sinh hoa, ddi tugng duoc thuc
hién nghiém phap dung nap glucose duong uéng bang cach udng 75g duong
ahydrit pha voi 250ml nudce s6i dé ngudi, udng tir tir trong 5 phit. Ddi tuong
duoc nghi ngoi tai chd, khong an udng va hat thue. Xét nghiém lai glucose
mau tinh mach gio thur 2.

- Xéc dinh céc chi sb khang insulin.

Céc chi sd khang insulin, dd nhay insulin va chitc ning té bao béta xac
dinh theo md hinh HOMA2 phién ban 2.2.2 nim 2007 chay trén nén giao dién
exce. Phan mém HOMA2 duoc cung cip qua trang web

http://www.dtu.ox.ac.uk/homa ciia Pai hoc Oxford Vuong qudc Anh.

m HOMA2 Calculator
Fasting Yalues
Plasma glucose : |5.8 ¢ mmol/l ¢ ma/dl
Insulin | [11 C pmoldl & pl/ml
#%B :196.9 °/°S:|88.4 =IR: 1.5
Calculate Copy Print Il
About Preferences E it Il

Hinh 2.2. Phan mém xac dinh cac chi s6 HOMA2
* Nguén: theo The Oxford Center for Diabetes (2016)[104]
Céc chi s khang insulin va chiic ning té bao béta xac dinh bang phan
mém HOMAZ2 dya vao cip glucose - insulin va glucose - C-peptid bao gom
cac chi sb:


http://www.dtu.ox.ac.uk/homa

44

- HOMAZ2-IR: Chi s6 khang insulin.

- HOMAZ2-%S: D$ nhay insulin.

- HOMA2-%B: Chirc ning té bao béta.

Chi lay cac gia tri glucose, insulin, C-peptid mau theo khuyén céo khi
sir dung phan mém HOMA?2 dé xac dinh cac chi sb khang insulin [104]:

- Glucose trong khoang 3 mmol/l <=+ <25 mmol/I.

- Insulin trong khoang 20 pmol/l <+ <400 pmol/l.

- C-peptid trong khoang 0,2 nmol/l <+ < 3,5 nmol/l.

Gia tri chuyén dbi insulin: 1ul/ml = 1muU/Il, 1pmol/l = 6,945 mUII.

Gia tri chuyén do6i C-peptid: 1ng/ml = 3,003 nmol/l. Cac két qua xét
nghiém duoc chuyén dbi don vi trude khi dua sé luong vao chwong trinh
HOMA?2 d¢ tinh toan. Glucose duoc chuyén sang don vi 1a mmol/l, insulin
duoc chuyén sang don vi 12 pmol/l, C-peptid chuyén sang nmol/l.
2.2.4.3. Ngi dung nghién ciru phuc v muc tiéu 2

Noi dung nghién ciru phuc vu muc tiéu 2 bao gom cac budc sau.

- Tu van chung vé diéu tri, can thiép.

+ Tu van vé su can thiét va cac bién phap can thiép, diéu tri cho dbi tuong.

+ Néu cac yéu cau ma ddi tuong can thiép phai thuc hién, tuan th.

+ Néu mét sé tac dung khéng mong muén cua diéu tri co thé gap va cach
giai quyét cu thé.

+ Pho bién thoi gian diéu tri, lich trinh tai kham, cach theo ddi, lién lac
véi nghién ciru vién.

Cac noi dung tu van dugc nghién ctu sinh truc tiép thuc hién. Sau khi
dbi tuwong hiéu va chap nhan tham gia diéu tri can thiép sé& duoc lra chon vao
nhom can thiép.

- Bién phap can thiép [13]: Can thiép tién dai thao duong bao gom tiét

ché an udng, luyén tap thé luc va sir dung thudc.
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- Ngi dung tiét ché dn uong:

+ Muc ning luong cua ddi twong duoc danh gia bang cach sur dung
phiéu diéu tra ché do an quen thudc trong ngay (phu luc 1).

+ Ty thudc vao tudi, gidi, tinh chat cong viéc, hoat dong thé luc, chi s6
nhan tric cua ting ddi trong ma lra chon bién phap tiét ché an udng pha hop.
Mtc ning luong s& dugc diéu chinh mdi 2 thang maot 1an va giam tir tir moi
lan giam 200 — 250 kcal. Muc tiéu giam 7 — 15% can nang co thé trong 1 nim
dé tro vé chi s6 BMI 1y tuong.

+ Pé dbi tuong nghién ctu hiéu duoc cu thé miac giam nang lugng
ching toi str dung cac hinh anh minh hoa mot sé loai thuc pham ma nguoi
dan tai cac noi nghién cttu hay st dung twong rng véi cdC mirc nang lugng
tinh theo don vi khéi luong do ching toi tu thiét ké (phu luc 4).

+ i voi dbi tuong c6 BMI twong tng khac nhau. Ching tdi xay dung
bang quy dinh vé tiét ché an udng trong thoi gian nghién ciu cé hinh anh
minh hoa d& hiéu, d& thyc hién (phu luc 6, 7 va 8).

+ Chu yéu thuc hién ché d6 in giam chat béo, carbohydrat véi ty 1¢ nang
luong twong tng trong khau phan in: Chat béo chiém 20 — 30%, carbohydrat
chiém 30 — 40%, dam chiém 25 - 30%. Tang cuong st dung cht xo (c6 nhiéu
trong rau xanh va hoa qua tuoi). Nhit 1a cac dbi tugng co chi sé BMI cao.

+ Giam tinh bot, duong, han ché céc chit béo bdo hoa (m& dong vat) va
cholesterol (noi tang dong vat va long do trang). Cha yéu st dung cac loai ma
khdng no ¢6 nhiéu trong dau thuc vat, ma ca...

+ Luong dam tuong ung 0,8 - 1,0 g/kg/ngay. Giam dam dong vat, tang
dam nguon gdc thyc vat. Tranh hoic han ché st dung cac loai thuc pham dau
dam nhu phu tang dong vat.

+ Han ché nudc udng c6 con. Néu sir dung thi chi lya chon mét trong
cac loai 6 udng véi so luong nhu sau:

e Bia < 300ml/ ngay.
e Ruogu vang < 100ml/ ngay.
e Ruou manh < 30ml/ ngay.
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+ Lugng mudi st dung < 29/ ngay.

- Ngi dung cha yéu cia luyén tdp thé luc:

+ Diéu tra bang phiéu diéu tra két hop véi bang chi tiét vé muac hoat
dong theo phan loai nhe, binh thudng va nang trong cac hoat dong hang ngay
(phu luc 5).

+ T4t ca cac ddi twong déu thuc hién va lya chon hinh thic luyén tap thé
luc thich hop tly thudc vao tudi, gisi, dic thi cdng viéc, kha niang thich nghi,
thé trang, thoi quen va sé thich.

+ Tranh 16i séng tinh tai, ting cudng van dong trong cdng viéc hang
ngay, luyén tap thé duc thé thao. Cac hinh thic luyén tap thé luc thuong duoc
lya chon vé&i cudng dd nhe hoac trung binh bao gom: Bi bo, cau 16ng, dap xe,
lam vuon, co rira san nha, phoi quan 4o, chuyén dd, xach nudc. Hinh thic
luyén tap thé luc voi cudng dd niang nhu: Pao dat, mang vac nang, don cay,
da bong, tenis, chay, boi 101, tap ta...

+ Thoi gian luyén tap > 30 phGt/ ngay véi it nhat 5 ngay/ 1 tuan hoic tat
ca cac ngay trong tuan.

- Str dung merformin:

+ Do d6i tugng nghién ctu can thiép déu 1a TDTD kém theo it nhat mot
trong cac YTNC c6 thé thay doi duoc nhu du can, béo, ting chu vi vong
bung, THA, RLLP mau. Do d6 déu duoc lra chon mét loai thudc vai mot lidu
lugng gidng nhau.

+ Thudc st dung 1a Glucophage 850mg cta Cong ty dugc pham Merk.
Liéu lugng 1700 mg/ ngay [110],[118], chia 2 lan s&ng - chiéu sau an.

+ Thubc duoc phat mién phi, mdi lan phat du sé luong st dung trong 2
thang. Khi ddi tuong dén dé kiém tra so bd, nhan thude cho dot tiép theo phai

nop vo thude da udng cho nghién ctu vién.
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- Cac thudc diéu tri bénh, héi ching két hop:

+ Bénh hoic héi ching chu yéu duoc sir dung thude thuong xuyén gém
THA, RLLP mau, tang acid uric mau c¢6 hay khong kem bénh Gout man tinh.

+ Mot sé bénh cap tinh diéu tri dot ngan nhu viém hong, viém phé quan
cap, nhidm virdt cap.

+ Céc thude diéu tri THA dugc st dung cha yéu do Bao hiém vy té cap
hodc ddi twong tw mua bao gém chen kénh canxi, ac ché men chuyén, tc ché
thu thé AT1, loi tiéu.

+ Thuéc ha lipid méau do cac bac si theo tuyén huéng din va cap thude
hoac tu tdc gom nhom statin, fenofibrat.

+ Diéu tri ting acid uric méau tién phat kém hay khong kém bénh Gout
bao gom cac thudc nhu allopurinol, colchicine, thudc chdng viém, giam
dau..do bac si theo tuyén chi dinh va cap thuéc.

- Theo déi, danh gid cdc déi twong can thiép:

+ Cac ddi twong can thiép duoc theo ddi boi ca nhan ty theo ddi theo
huéng dan, co sé va nhan vién y té xa, phuong, nghién cau vién.

+ Trong moi lac, ddi twong c6 thé truc tiép dén gap nhan vién y té co s
hoac lién lac qua dién thoai vai nghién ctu vién.

+ Céc noi dung cha yéu can thdng bao hoic dén y té co sé bao gom
nhitng biéu hién bat thuong, moi xuat hién vé sic khoe, cac tac dung khong
mong mudn co thé gap do diéu tri hoac nguyén vong caa ban than.

+ M&i 2 thang 1 1an nhém thuc hién nghién ctu s& cling voi nhan vién y
té co s& gap truc tiép dbi tuong dé danh gia theo ddi so bo, tu van va phét
thude, thu vo thube ci.

+ Sau 6 thang duoc kham va xét nghiém sinh hoa mau dé danh gia so bo,
sau 12 thang dugc kham toan dién, xét nghiém mau va thuc hién nghiém phap

dung nap glucose dudng udng giéng nhu lan dau (Ty).
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2.2.4.4. Ngi dung nghién cizu déi véi nhém chiing
Cac d6i tugng thuoc nhdm ching khoe manh duge 1am xét nghiém cac

chi s6 nhu glucose, insulin, C-peptid mau lic déi dé xac dinh khang insulin
theo m6 hinh HOMAZ2 tuong tu nhu ¢ nhom nghién ctiru dua vao cap glucose
- insulin va glucose - C-peptid bao gom:

- HOMAZ2-IR: Chi s6 khang insulin.

- HOMA2-%S: Do nhay insulin.

- HOMA2-%B: Chirc ning té bao béta.
2.3. Tiéu chuan chan do4n, phén loai sir dung trong nghién cwu

Bang 2.1. Chdn dodn ddi théo dwong va tién ddi thdo dwong theo ADA 2007

Chén dodn Thoi diém Glucose (mmol/l)
Luc doéi > 7
oo s Glucose bat ky hoic gio
Dai thao dwong thit 2 ciia NPDNG >11,1
HbAlc >6,5%
- Luc doi <b,6
RLDNG (IGT) - Gio thir 2 cia NPDNG 7,8-11,0
= - Lac doéi 5,6-6,9
E';ln TGMLD (IFG) | _ Gis thir 2 cia NPDNG <78
thao RPLhSHgE)/a Lic doi 5,6-6,9
dwong TGMLD - Gio thir 2 cia NPDNG 7,8-11,0

* Nguon: theo American Diabetes Association (2007) [32]

Bang 2.2. Phan logi theo BMI danh cho nguwoi chau A — Thdi Binh Dwong

cua IDF
Phan loai BMI (kg/m?)
Thiéu can <185
Binh thuong 18,5-22,9
Du can 23-249
Beo phi > 25

* Tang chu vi vong bung: Nam > 90cm; n# > 80cm.
* Nguon: theo Inoue S. (2002)[128], Chan J. (2006)[129]
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Bdng 2.3. Phan logi huyét p dira theo INC VII

_ HATT HATTr
Phan loai
(mmHg) (mmHg)
Binh thuong <120 va < 80
Tién ting huyét ap 120 - 139 hoac 80 - 89
Tang huyét ap do 1 140 - 159 hoic 90 - 99
Tang huyét ap do 2 > 160 hoic > 100

* Nguon: theo Chobanian A.V. (2003)[130]

Bdng 2.4. Chdn dodn réi loan lipid mau theo tiéu chudn cua Hgi Tim mach

Viét Nam
Chi so Pon vi Biéu hién
Tang cholesterol mmol/1 >5,2
Tang triglycerid mmol/1 >23
Tang LDL-C mmol/1 >3,9
Giam HDL-C mmo1l/1 <0,9

* Xdc dinh ¢ RLLP mau khi c6 it nhdt mét trong cac biéu hién bién doi

chi sé.

* Nguon: theo Phgm Mganh Hung (2010)[131]




50

Bdng 2.5. Chdn dodn héi chitng chuyén héa theo IDF - 2010

Tiéu chi Pon vi Chi s6
\Vong bung cm > 90 ¢ nam; > 80 ¢ ni
Glucose mau lac d61 | mmol/1 > 5,6 hoic di dugc chan doan DTD
HATT > 130
HATTr mmHg > 85
hogc da dugc chan doan, diéu tri THA
Triglycerid mmol/1 > 1,7 hodc di duge diéu tri
< 1,03 & nam
HDL-C mmol/1 <1,29 ¢ nir

hoic da dugc diéu tri

* Chdn dodn xdc dinh ¢c6 HCCH khi bat budc ¢6 tang chu vi vong bung

kém theo > 2 tiéu chuan khac.
* Nguon: theo International Diabetes Federation (2006)[132]

Bdng 2.6. Gia tri binh thuwong ciia mét sé chi sé sinh héa mau tgi Labo xét nghiém

STT Chi so Pon vi tinh Gia tri binh thwong

1 HbAlc % 4—- 6

2 Uré mmol/1 3,6 6,6

3 Creatinin umol/l 55-110

4 Cholesterol mmol/I 3,1- 52

5 Triglycerid mmol/I <17

6 LDL-C mmol/I 2,1- 3,9

7 HDL-C mmol/I Nam: 0,9- 1,4
Ni: 1,1- 1,7

8 SGOT U/L <40

9 SGPT U/L <40

10 GGT U/L <40

11 Acid uric nmol/1 Nam < 420

Nt < 380
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Bdng 2.7. Gid tri binh thuong ciia mét sé chi sé huyét hoc tai Labo xét nghiém

STT Chi so Pon vitinh | Gié tri binh thuwong
1 |RBC M/uL (4.2 -5.4)
2 | HGB g/dL (12 - 16)
3 | HCT % (36 - 47)
4 | Mcv fL (80 - 99)
5 | MCH ng (27 - 31)
6 | MCHC gldL (33 -37)
7 | RDW % (115 - 14.5)
8 |PLT K/uL (150 - 400)
9 | MPV fL (7.2 -11.1)
10 |WBC K/uL (5 - 10)
11 | NEU % (40 - 74)
12 | LYM % (19 - 48)
13 | MONO % (3.4-9.0)
14 | EOS % 0-7)
15 | BASO % (0-15)
16 | NEU# K/uL (1.9 - 8.0)
17 | LYM# K/uL (0.9-52)
18 | MONO# K/uL (0.2 -1.0)
19 | EOSH K/uL (0.0 - 0.8)
20 | BASO# K/uL (0-0.2)
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- M6t $6 quy wdC Vé théi quen dn uong, luyén tap thé luc theo tiéu chudn
cuia IDF — 2008 [18]:

+ Thoéi quen an rau dugc danh gia theo 2 mirc: Khong an hoac an rau it
va an rau thuong xuyén. D4i twong an rau it khi chi an < 2 bira/ tuan.

+ Ubng bia, rugu duoc danh gia theo 2 mic c6 hoic khdng udng bia,
ruou. Déi twong dugc coi 1a udng bia khi uéng > 300ml/ ngay, uéng ruou >
50ml/ ngay trong > 5 ngdy/ tuan, thuong xuyén > 2 nim.

+ Hut thude 14 duoc danh gia theo 2 muc do ¢ hodc khong hat thudc 1a.
Déi tugng hat thudc 14 khi str dung >10 diéu/ ngay, it nhat trong 2 nam lién tuc.

+ Luyén tap thé luc duoc danh gia theo 2 muc khong hoac it LTTL va
LTTL thudng xuyén. Déi tugng khéng hoic it LTTL 1a nhimng truong hop
khong truc tiép lao dong chan tay, nang nhoc va ciing khong LTTL hoac
LTTL it < 10 phut/ ngay va < 5 ngay/ tuan véi cac hinh thic luyén tap nhe
nhu di bo, thé duc budi sang.

- Mét sé tac dung khdng mong muén khi si dung metformin.

+ R4t thuong gap (>10%): R4i loan da day rudt nhu budn nén, nén ai,

tiéu chay, dau bung va dn mat ngon cé thé xay ra trong luc diéu tri ban dau.
+ Thuong gap (<10%): Réi loan vi giéc.

+ Rat hiém gap (<0,01%): Nhidm toan axit lactic; cac phan ¢ng trén da

nhu ban do, ngira, may day; giam nong do vitamin Bi,.
2.3.1. Xir ly s6 liéu va dao dirc y hoc trong nghién ciru
2.3.1.1. Xar ly sé ligu
Str dung phan mém SPSS18.0 va Microsoft Excel 2010 trong xac dinh:

- Gi4 tri trung binh (hoic trung vi néu céc chi sé phan bé khdng tuan

theo luat chuan) va ty 18 %.
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- S6 liéu phan b chuan: So sanh 2 gia trj trung binh bang quan sat test
‘t- student’:

+p > 0,05: do tin cay < 95%

+p < 0,05: do tin cay > 95%

+p <0,01: do tin cay > 99%

+p > 0,005: d6 tin cay > 99,5%

+p>0,001: do tin cay > 99,9%

- Sb lieu khdng phan bd chuan: St dung cac test phi tham sd test
Wilcoxon, Mann-Whitney, Kruskal Wallis... Test y?dé so sanh sy khac biét
nhau vé ty 1¢ phan tram.

- Xac dinh mtc d6 bién d6i cac chi so khang insulin, do nhay insulin,
chtrc ning té bao béta dira vao cach danh gia sau:

+ Gi4 tri chi s6 cua dbi twong nghién ciu dugc coi 1a giam khi < X - 2SD
cia nhém chitng khée manh.

+ Gid tri chi s6 cua ddi tuong nghién ctru duoc coi 1a ting khi > X + 2SD
caa nhém chang khoe manh.

- Bién phap khéng ché sai sé:

+ Nhitng ngudi tham gia lay sb liéu bao géom nghién ciu vién, nhan vién
y té co s& va nhan vién xét nghiém dugc tu van, thong nhat cac bién phép, noi
dung qué trinh thu thap s liéu, theo dai ddi twgng can thiép.

+ Déi tuong nghién ctu duoc lya chon ding theo tiéu chuan, tinh nguyén
tham gia va tuan thu cac quy dinh da néu nhat 1a déi twong dugc can thiép.

+ Céc budc xét nghiém duoc thuc hién dung theo quy trinh chuan boi
cac nhan vién khoa xét nghiém va thuc hién tai khoa xét nghiém Bénh vién
DPa khoa tinh Kién Giang.

+ Cuong quyét loai trir nhitng ddi twong khéng thu thap du cac thdng tin

theo quy dinh.
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+ Sb lidu dugc xir Iy boi cac chuyén gia cua Bo mdn dich t& hoc thudc
Pai hoc Y - Duoc Thanh phé H6 Chi Minh va di duoc Hoi dong kiém tra sb
liu cua co sd dao tao nghiém thu.
2.3.1.2. Vdn dé dao dvrc trong nghién citu

- Nghién ctru khdng vi pham cac quy dinh dao duc trong y hoc.

- Céac xet nghiém phuc vu nghién ctru hoan toan dung chi dinh, phuc vu
chan doan va diéu tri cho di tuong.

- T4t ca céc phi phuc vu nghién ctu ddi twong hoan toan khéng phai chi
tra bat ki khoan nao.

- T4t ca céc thdng tin thu thap duoc déu chi phuc vu cho chan doan, diéu
tri d6i twong va nghién cau ma khéng sir dung cho bat ky muc dich nao khac.

- T4t ca céc thong tin cua dbi tuong déu dugc giir bi mat.

- P6i tugng ddng Y, tu nguyén tham gia nghién ciu va cé quyén tir choi

khéng tham gia nghién cau tai bat ky thoi diém nao.
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CHUONG 3

KET QUA NGHIEN CUU

3.1. PAC PIEM CHUNG CUA POI TUQNG NGHIEN CUU

3.1.1. Pic diém tudi, giéi, nghé nghiép, bénh két hop & ddi twong nghién ciu

Bdng 3.1. So s&nh tudi, gidi, noi &, nghé nghiép cia nhém ching va nhém

nghién cuu
Loz Nhom chung | Nhom NC
Dac diém p
(n=90) (n=202)
Gisi Nam 31 (34,4%) | 67 (33,2%) | >0,05
Nir 59 (65,6%) | 135 (66,8%) | > 0,05
Tubi trung Nam 53,06 £5,80 | 54,79+8,13 | >0,05
binh Nt 56,49 £6,43 | 5593+7,95| >0,05
(ndm) Chung 55,31+6,40 | 55,55+8,01| >0,05
Noi & Nong thon 4 (4,4%) 92 (45,5%) <0,01
Thanh thi 86 (95,6%) | 110 (54,5%) | <0,01
N CoOng nhanvién | 22 (25,4%) 57 (28,2%) > 0,05
nl\glﬁ?; Lao dong truc tiép| 30 (33.3%) | 73 (36,1%) | > 0,05
' Nghi huu, gia 38 (42,3%) | 72 (35,7%) < 0,05

- Ty I€ gidi gitra hai nhom twong dwong nhau.
- Tudi trung binh gita hai nhom ciing nhu tudi trung binh theo gigi gitra
hai nhom khac biét khong c6 ¥ nghia.
- Pbi twong & nhém nghién ciru nong thon it hon thanh thi.
- Ty 1& nghé nghiép cong nhan vién va lao dong truc tiép hai nhém tuong
duong nhau; nghi huu, gia nhém ching cao hon nhém nghién ctul.

Bang 3.2. Phan bé doi rrong nghién cizu theo nhém tudi

Nhom tudi | Nhom ching (n=90) Nhom NC (n=202)
(mam) | S4 lwong (n) | Ty 16 (%) | S6 lwong (n) | Ty 1é (%) | P
35 - 49 19 211 28 238 | >0,05
50 - 59 43 478 88 436 | >005
60 - 75 28 311 66 326 | >0,05
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- Tubi cta ca 2 nhém dao dong trong khoang tir 35 dén 75.

- Ty 1& ddi tuong gitta nhom chimg va nhom nghién ciru trong timng
nhom tudi twong dwong nhau.
Bang 3.3. Ty 1¢ déi turong nghién citu dya vao héi chieng hodc bénh man tinh

da xac dinh
Bénh hoic hdi chiing S6 lwong Ty I¢
Tang huyét &p 87 43,1%
Gout 13 6,4%
Hoi chang chuyén hoa 120 59,4%
RLLP mau 163 80,7%

- Béi twgng thudc nhém nghién ciu ¢d mot sé hoi chieng, bénh man tinh
da duogc xac dinh vai ty 1€ khac nhau.

- R&i loan lipid méau chiém ty 1¢ cao nhat.

- Tang huyét ap, HCCH ciing chiém ty 1¢& cao.

17.30%

25.30% 57.40%
EPN1
mPN2

PN3

Biéu do 3.1. Ty 1é doi twong nghién cizu duwa vao biéu hién chan dodn tién ddai
thao dwong (n=202)
- Bi tugng thudc cac phan nhom cé ty 18 khac nhau.
- S6 truong hop chiém ty Ié cao nhat 1a sy phdi hop ting glucose mau va
réi loan dung nap glucose.
- Péi tugng chiém ty 1é thap nhat 1a RLDNG.
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Nhém tuoi PN1 PN2 PN3
(niim) (n=116) (n=51) (n=35) P
22 11 15
35-49 < 0,05
18,9% 21,6% 42,9%
53 23 12
50 - 59 < 0,05
45,7% 45,1% 34,3%
41 17 8
60 - 75 < 0,05
35,4% 33,4% 22.9%
X +SD 56,07 +7,00 | 56,22 +8,34 | 52,86 +7,19 | <0,05

- C6 su khéc biét co y nghia vé ty 1& d6i twong cac PN theo tudi, p < 0,05.

- Tudi trung binh céc phan nhdm khac biét c6 ¥ nghia thong ké, p < 0,05.

3.1.2. Pic diém mot sé chi so xét nghiém & déi twong nghién cieu

Bang 3.5. So sanh gia tri trung binh chi sé sinh hod méau ¢ nhém nghién cizu

va ching
: Nhom chieng | Nhom nghién ciu
Chi so p
(n=90) (n=202)
HbAlc (%) 5,12 + 0,33 6,07 £ 0,21 < 0,001
Insulin (LU/mL) 8,96 + 1,34 13,55 + 2,69 < 0,001
C-peptid (ng/mL) 0,85+ 0,22 1,66 £ 0,26 < 0,001
Cholesterol (mmol/L) 4,78 + 0,44 5,67 +1,04 < 0,001
Triglycerid (mmol/L) 1,41 £ 0,20 2,25+0,88 < 0,001
HDL-C (mmol/L) 1,33+£0,13 1,18 + 0,32 < 0,001
LDL-C (mmol/L) 2,79 £ 0,45 3,46 £ 0,97 < 0,001
Glucose (mmol/L) 4,73 £ 0,44 5,94 £ 0,56 < 0,001
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Gidi han cta insulin: X +2SD =8,96 +2 x 1,34 = 11,64
X-2SD=8,96-2x1,34= 6,28
GiGi han ctia C-peptid: X + 2SD = 0,85 + 2 x 0,22 = 1,29
X-2SD=0,85-2x0,22=0,41
-Néng 6 trung binh cta cac chi sé6 HbAlc, insulin, C-peptid,
cholesterol, TG va LDL-C nhom nghién ctru cao hon nhom chimg c6 y nghia,
p <0,001.
- Gi4 tri trung binh néng d6 HDL-C huyét thanh nhém nghién ciu thap
hon nhoém chung, p < 0,001.

Bang 3.6. Ddc diém insulin va C-peptid mau ¢ nguwoi tién dai thdo dwong

(n=202)
. SO lwon Ty 1€
Chi sb o & ((’;0 N
Giam (< 6,28) 0 0
Insulin Binh thuong 56 21,7
(LU/mI) Tang (> 11,64) 146 72,3
X +SD 13,55 + 2,69
Giam (< 0,41) 0 0
C-peptid Binh thuong 22 10,9
(ng/ml) Tang (> 1,29) 180 89,1
X +SD 1,66 + 0,26

-Pbi tuong nghién ciu c6 ndng do insulin, C-peptid & hai mac binh
thuong va tang voi ty I¢ khac nhau.
- Pbi tuong ¢ ndng @6 insulin, C-peptid & mic tang 1a cha yéu va chiém

ty Ié cao.
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3.1.3. Pic diém mot sé yéu t6 lién quan & ngudi tién dai thao dwong

Bang 3.7. So sanh gid tri trung binh mét sé chi sé nhan trdc giza nhém

nghién cuzu va chung

Chi s Nhom chitng | Nhdm nghién cau 0
(n=90) (n=202)

Nam | 21,49+ 1,01 2494+312 | <0,001
BM'(&"‘;‘%%)"M N& | 21,44+1,01 24.07+309 | <0001
| Chung | 21,46 1,01 2436+312 | <0,001
| Nam | 8126+ 4,89 9036+913 | <0,001
Chuwi (‘(’: ?:)9 bung N | 73,78 +3,00 8304+941 | <0,001
Chung | 76,36 +517 8547+992 | <0,001

- Nhém nghién ctru c6 chi s6 BMI trung binh cao hon nhom ching c¢é y
nghia, (p <0,001).
- Chu vi vong bung trung binh ctia nhom nghién ctru cling cao hon so véi

nhoém chung cé ¥ nghia (p < 0,001).

2%

= Thiéu can

® Binh thuong
» Thira can

m Béo phi

Biéu do 3.2. Pdc diém BMI ciia nhém nghién citu
- Béi twong thudc nhdm nghién ciu c6 cdc mic BMI tir thiéu can dén
binh thuong, du can, béo phi véi cac ty 1€ khac nhau.
- Ty 18 béo phi & nhém nghién ctu la cao nhat, thiéu can thap nhat.
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Bdng 3.8. Pdc diém cia déi trong nghién cizu dya vao chu vi vong bung

Chung Nam Nir
(n=202) (n=67) (n=135)
S6 lwong | Ty 1& | S6 lwong | Ty 1& | SO lwong | Ty 1¢
(n) (%) (n) (%) (n) (%)

Pac diem

Tang 127 62,9 39 58,2 88 65,2
Binh thuong 75 37,1 28 41,8 47 34,8
X +SD (cm) 85,47 £ 9,92 90,36 + 9,13 83,04 +9,41

P <0,05

- Pbi tuong nghién ctru ¢6 tang chu vi vong bung chiém ty 1& cao hon so
v6i d6i twong co chu vi vong bung binh thuong.
- Ty 18 dbi tuong nghién ctru nam va nit c6 ting chu vi vong bung tuong
duong nhau.
- Chu vi vong bung trung binh ctia nam cao hon so véi nit.
Bang 3.9. Ddc diém huyét ap ¢ nguoi tién ddi thdo dwong

phung _Nam ] Nir
(n) (n)
Tang HA 87 43,1 33 49,3 54 40,0
Khong tang 115 56,9 34 50,7 81 60,0
HATT(mmHg) | 129,54 + 19,64 131,90 £ 19,37 128,38 £ 19,74
P > 0,05
HATTr(mmHg) | 81,99 +11,68 84,66 £ 11,13 80,67 £11,76
p < 0,05

- Pbi tuong THA ¢ ty 1& thap hon so voi ddi twong khong THA.

- Ty 1& d6i twong nam va nit c6 THA tuong duong nhau.

- Gia trj trung binh HATT giira d6i tuong nam va nir khac biét khong co
¥ nghia théng ké.

- Gid tri trung binh HATTr ¢ d6i tugng nam cao hon so véi ddi tugng nit.
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Bang 3.10. Ddc diém chi sé lipid mau & nguwoi tién dai thdo dwong (n=202)

Pic didm 50 }:;” g T(S,;)l)e
Cholesterol Tang 140 69,3
(mmol/l) X +SD 5,67+1,04
Triglycerid Tang 98 48,5
(mmol/l) X +SD 2,25+ 0,88
HDL-C Giam 40 19,8
(mmol/l) X +SD 1,18 £ 0,32
LDL-C Tang 109 54,0
(mmol/l) X +SD 3,46 + 0,97

- Nguoi TDTD c¢6 tang cholesterol, triglycerid, LDL-C dao dong trong
khoang 54 - 69,3%.
- C6 19,8% truong hop giam HDL-C.
- Nguoi TDTD c¢6 ri loan it nhat 1 thanh phan lipid mau chiém ty Ié cao.
B Nir

IiIiLiL J

It van dong Ubng rrou Hit thube Gia dinh ¢o
b1

Em Nam

Biéu do 3.3. Ty 16 Cac yéu to nguy co lién quan & nguoi tién ddi thao dwong
- Trong cac yéu td nguy co it van dong chiém s luong cao nhét (110 ddi
tuong - 54,5%), thap nhat 13 hat thude (31 d6i tuong - 15,3%).

- S6 lwong nguoi TDTD nam hat thude, ubng rugu cao hon nir.
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Bang 3.11. Ty 1é hgi chiing chuyén hoa va bién déi cac tiéu chi chan dodn héi

ching chuyén hoa

. S6 lwong Ty 18

Pac diem
(n) (%)

Béo bung
127 62,9

(= 80cm o nit; > 90cm ¢ nam)
Tang TG (= 1,7mmol/L) 134 66,3
Giam HDL-C
122 60,4
(< 1,29 o nit; < 1,03 6 nam)

Tang HA (> 130/85mmHg) 107 53,0
Glucose (= 5,6mmol/L) 167 82,7
HCCH 120 59,4

- Nguoi TPTD ¢6 biéu hién HCCH theo tiéu chuan IDF - 2010 chiém ty
I¢ cao (59,4%).

- Céc tiéu chi dat tiéu chuan cia HCCH ¢ ty 1é cao khac nhau trong d6
cao nhat 14 ting glucose mau, thap nhat la THA.
3.2. CHI SO KHANG INSULIN VA MOI LIEN QUAN VOI MOT SO
YEUTO
3.2.1. Khang insulin, chirc ning té bao béta va dd nhay insulin & déi
twong nghién cau

Bang 3.12. So sanh ty I¢ khang insulin theo HOMA2-IR giiza nhom nghién

cueu va nhém cheeng

Chi sé Nhom chirng Nhom NC 0
(n=90) (n=202)
HOMAZ2-IR 2 152 <0001
(Glucose - insulin) >1,51 2,2% 75,2% ’
HOMAZ2-IR 2 186 <0001
(Glucose - C-peptid) >0,94 2,2% 92,1% ’
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- Ngudi TDTD ¢6 biéu hién khang insulin chiém ty 1 cao hon c¢6 y nghia

S0 véi nhém ching.

Bang 3.13. So sanh chi s6 HOMA2-IR giira nhém nghién cizu va chieng

X Nhom chikng Nhém NC
Chi so P
(n=90) (n=202)
x *SD 1,15+0,1 1,81 + < 1
HOMAZ-IR X £S5 150,18 ,81 £0,36 0,00
(Glucose - insulin) | Do léch Téng 57.8%
tuong dol
X * + + <
HOMA2-IR X £SD 0,62+0,16 1,29 £0,21 0,001
(Glucose - C-peptid) | D6 léch Téng 106,6%
tuong dol

- HOMA-IR Ins: x +2SD=1,15+2x0,18=1,51

x -2SD=1,15-2x0,18=0,79

- HOMA-IR Cpep: x +2SD=0,62+2x0,16 =0,94
X -2SD=0,62-2x0,16=0,3

- Gia tri HOMAZ2-IR dya vao cap glucose - insulin va glucose - C-peptid

cua nhom NC déu ting so véi chi s6 tuong tng cta nhdm chimg, trong d6 c6

HOMA-IR. Dua vao cap glucose - C-peptid tang cao hon so véi glucose - insulin.




Bang 3.14. So sanh ty |é doi twong tién ddi thao dwong duwa vao HOMA2-%B

gizza nhdm nghién cuzu va chung

. Nhom chieng | Nhém NC
Chi so P
(n=90) (n=202)
Giam 0 15
(<70,52) 7,4%
HOMAZ2-%B 86 182
. \ <0,05
(Glucose - insulin) Binh thuong 95,6% 90,1%
Tang 4 5
(> 170,52) 4,4% 2,5%
Giam (< 36,8) 0 0
85 195
HOMAZ2-%B Binh thuong
i 94,4% 96,5% >0,05
(Glucose - C-peptid)
Tang 5 7
(> 120,72) 5,6% 3,5%

- Chi s6 HOMA2-%B tinh theo cap glucose - insulin phan bd & ba muc

giam, binh thuong va ting trong d6 mirc binh thudong chiém ty Ié cao nhat.
- Chi s6 HOMAZ2-%B tinh theo cip glucose - C-peptid phan b & hai muc

binh thuong va tang trong d6 mirc binh thudng chiém ty 1& cao hon.

- Péi tugng véi HOMA2-%B tinh theo cap glucose - insulin & mic binh

thuong cd ty 1é thap hon so véi chi s6 twong tng & nhdém ching.

- Péi tugng véi HOMA2-%B tinh theo cip glucose - C-peptid & muc binh

thuong va tang gitta nhdm nghién cau va nhom chung khéc biét khéng co y

nghia théng ké.




Bang 3.15. So sdnh HOMA2-%B giira nhom nghién cizu va nhém chng

. A Nhom chikng Nhom NC p
Chi so (n=90) (n=202)
X *SD 120,52 £ 25,00 | 102,31 £ 26,23 | < 0,001
HOMAZ-%B Chlﬁo g9 70,52 - 170,52
(Glucose - insulin) an
Do léch :
O Giam 15,1%
tuong dol
X +SD 78,76 £ 20,98 80,17 £18,07 | >0,05
HOMA2-%B | Chisogidi | 550 15075
(Glucose - C-peptid) han
Do léch
© eC;. Tang 1,8%
tuong dol

- Nhém nghién ciu 6 chi sé chire ning té bao béta tinh theo cap glucose

- insulin thap hon nhom chimg ¢ ¥ nghia (p < 0,001).

- Tuy nhién khéng thiy su khac biét vé gia tri trung binh chi s chic

nang té bao béta tinh theo cap glucose - C-peptid giira hai nhom.

Bang 3.16. So sanh ty & doi twrong tién ddi thao dwong theo cac mic dya vao

dé nhay insulin giira hai nhom

Chi sé Nhom chirng Nhom NC 0
(n=90) (n=202)
Giam 1 150
(<64,12) 1,1% 74,3%
HOMA2-%S Binh thuong 89 52 <0001
(Glucose - insulin) (64,12 - 114,64) 98,9% 25,7% ’
Tang (> 114,64) 0 0
Giam 0 147
(< 84,46) 72,8%
HOMA2-%S Binh thuong 87 55 < 0,001
(Glucose - C-peptid) | (84,46 - 262,86) 96,7% 27,2%
Tang 3 0
(> 262,86) 3,3%
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- Chi s6 HOMA2-%S & dbi tuong tinh theo cap glucose - insulin va
glucose - C-peptid phan bd & hai mtrc binh thuong va giam.

- Ty 1& nguoi TDTD giam HOMA2-%S & ddi tuong tinh theo cap
glucose - insulin va glucose - C-peptid déu cao hon c6 ¥ nghia so véi chi s6
tuong ng & nhdm chuang.

Bdng 3.17. So sdnh HOMA-%S giira nhom nghién cuzu va chung

. Nhém chieng | Nhom NC
Chi so p
(n=90) (n=202)
X +SD 89,38 + 12,63 | 57,75 + 13,44 | < 0,001
HOMA2-% :
N . °S. Chi sb gi6i han 64,12 - 114,64
(Glucose - insulin)
Do léch tuong ddi Giam 35,4%

(X +SD) 173,66 + 44,60 | 80,28 + 16,08 | < 0,001

HOMAZ2-%S

gy | Chisogidih 84,46 - 262,86
(Glucose - C-peptid) Chi s6 gi1 han

Do léch tuong ddi Giam 53,8%

- GTTB cua d6 nhay insulin tinh theo cap glucose - insulin va glucose -
C-peptid & nhom NC déu giam hon so véi chi s6 twong tng & nhém chuang.
- HOMA2-%B tinh theo cap glucose - insulin va glucose -

C-peptid & dbi tuong giam twong (g 35,4% va 53,8%.
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Bang 3.18. So sanh ty 1é déi twong dua vao mét so chi sé giira 3 trang
thai tién ddi thao dwong

Chi s PN1 PN2 PN3
(n=116) | (n=51) | (n=35) | P
Giam 0 0 0
Insulin Binh thuong | 26 (22,4%) | 13(25,5%) | 8(22,9%) | > 0,05
Tang 90 (77,6%) | 38 (74,5%) | 27 (77,1%)
Giam 0 0 0
C-peptid Binh thuong | 12(10,3%) | 4(7,8%) | 6(17,1%) | > 0,05
Tang 104 (89,7%) | 47 (92,2%) | 29 (82,9%)
HOMAZ2-IR Binh thuong | 28 (24,1%) | 13 (25,5%) | 9 (25,7%) > 0.05
(Glucose - insulin) Tang 88 (75,9%) | 38 (74,5%) | 26 (74,3%) | ~
HOMA2-IR Binh thuong | 6(52%) | 4(7.8%) | 6(17,1%) 005
(Glucose -C-peptid) Ting 110 (94,8%) | 47 (92,2%) | 29 (82,9%) |
Giam 11(9,5%) | 4(7,8%) 0
HOMA2-%B : :
22 | Binh thuong | 105 (90,5%) | 47 (92,2%) | 30 (85,7%) | <0,001
(Glucose - insulin)
Tang 0 0 5 (14,3%)
HOMA2-%B Glam . : .
=70 \ \ 0 0 0
(Glucose -C-peptid) Binh thuong | 116 (100%) | 51 (100%) | 28 (80,0%) | <0,001
Tang 0 0 7 (20,0%)
Giam 87 (75,0%) | 37 (72,5%) | 26 (74,3%)
HOMA2-%S : :
=7~ | Binh thuong | 29 (25,0%) | 14 (27,5%) | 9 (25,7%) | > 0,05
(Glucose - insulin)
Tang 0 0 0
HOMA2-%S Giam 88 (75,9%) | 39 (76,5%) | 20 (57,1%) 005
(Glucose -C-peptid) | Binh thuong | 28 (24,1%) | 12 (235%) | 15 (42,9%) | ~

- Pbi tuong thuoc PN1, PN2 ¢6 ngudi TPTD giam

PN3 thi khong co.

HOMAZ2-%B con

- Péi tuong thude PN3 c6 ngudi TDTD ting HOMA2%-B tinh theo cap
glucose - C-peptid con PN1, PN2 thi khong co.

- Ty 1& ngudi TPDTPD gitra 3 phan nhém dya vao sy bién ddi cua cac chi
s6 insulin, C-peptid, HOMA2-IR, HOMA2-%S tinh theo cip glucose - insulin
va glucose - C-peptid khac biét khong c6 y nghia.
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Bang 3.19. So s&nh gid tri trung binh cia cac chi so khang insulin giita doi

trong thugc 3 trang thai tien ddi thdo dwong

Chi s6 PN1 PN2 PN3 p p p
(n=116) (n=51) (n=35) 1&2 | 1&3 | 2&3
Insulin 1348+2,75 | 13,62+2,76 | 1367+243 | >0,05 | >0,05| >0,05
C-peptid 167+£026 | 167£025 | 163028 | >005|>0,05|>0,05
HOMA2-%B
© e 93,33+£18,09| 97,04 £17,23 | 139,77 £27,56| > 0,05 | <0,001 | <0,001
(Glucose - insulin)
HOMA2-%
N . OS. 57,71+£14,26| 57,09+ 12,93 | 58,84 £11,47 | >0,05 | >0,05 | >0,05
(Glucose - insulin)
HOMA2-IR
. 182+037 | 183+£037 | 1,75£030 | >0,05|>0,05|>0,05
(Glucose - insulin)
HOMA2-%B
= 73,82 £11,98| 76,21 +£11,32 | 106,98 +18,84| >0,05 | <0,001 | <0,001
(Glucose - C-peptid)
HOMA2-%S
> 78,90+ 15/49| 79,18 £ 14,82 | 86,41 £18,61 | >0,05 |<0,001 | <0,05
(Glucose - C-peptid)
HOMAZ-IR 131+£021 | 129+£019 | 119+0,21 | >0,05 <0,001| <0,05

(Glucose-C-peptid)

- GTTB HOMAZ2-%B tinh theo cap glucose - insulin va glucose - C-
peptid; HOMA2-%S tinh theo cap glucose - C-peptid ¢ nguoi TDTD khi tang

glucose mau lac doi don doc cao hon cé y nghia so vai 2 phan nhdm con lai.
- GTTB HOMAZ2-IR tinh theo cap glucose - C-peptid & nguoi TDTD tang

glucose mau luc d6i don doc thap hon co ¥ nghia so véi 2 phan nhom con lai.




3.2.2. Méi lién quan giira chi s6 khang insulin véi mét sé yéu té lién quan

& ngudi tién dai thao dwong
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Bang 3.20. Lién quan giiza HOMA2-IR véi nhém tugi

Nhém tudi | S6 lwgng HOMAZ2-IR HOMAZ2-IR
(nam) (n) (Glucose - insulin) | (Glucose - C-peptid)
35-39 2 1,63 £ 0,15 1,13+0,45
40 - 49 46 1,56 £ 0,42 1,05+0,35
50-59 88 1,59 £0,43 1,08 £0,39
60 - 69 54 1,60 £ 0,47 1,08 £0,36
70-75 12 2,00+ 0,32 1,28 £0,16

P(ANOVA) <0,05* <0,05*

* S0 sanh nhém déi tuwong TDTP > 70 tuéi véi cac nhom khac.

- Chi s6 khéang insulin & ngudi TDTP nhém tudi tir 70 tro 1én cao hon

cac nhom khac co y nghia, p <0,05.

- Khong thay khac biét vé chi s6 khang insulin giita cac nhom tudi < 70.

Bang 3.21. Lién quan giiza HOMA2-%B véi nhom tudi

Nhém tudi | Solweng |  HOMA2-%B HOMA2-%B
(nim) (n) (Glucose - insulin) | (Glucose - C-peptid)
35-39 2 97,67 £ 19,43 71,73 £ 7,67
40 - 49 46 109,66 + 29,25 81,10 £ 19,64
50 -59 88 107,24 + 26,04 78,79 £ 16,77
60 - 69 54 108,61 + 29,01 81,04 £ 22,61
70-75 12 104,13 £ 16,01 75,88 £12,81

P(ANOVA) > 0,05 > 0,05

- Khong thay khac biét vé chirc ning té bao béta & cac nhom tudi.
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Bang 3.22. Lién quan giiza HOMA2-%S véi nhém tugi

Nhém tuéi | So6 lwong HOMA2-%S HOMA2-%S
(nam) (n) (Glucose - insulin) | (Glucose - C-peptid)
35-39 2 62,70 = 5,53 102,63 + 44,35
40 - 49 46 69,03 + 19,24 111,62 + 54,50
50 - 59 88 67,84 + 19,36 111,18 + 53,41
60 - 69 54 68,32 + 21,08 108,23 + 49,38
70-75 12 51,28 + 10,58 79,51 + 8,74

P(ANOVA) < 0,05* < 0,05*

* S0 sanh nhom doi tiwong TPTD > 70 tuéi véi cac nhom khac.
- Chi s6 HOMA2-%S cta nguodi TDTD lua tudi tir 70 tro 18n thap hon

cac nhom khac co y nghia, p <0,05.
- Khong thay khac biét vé chi sé6 HOMA2-%S thudc cac nhdm tudi < 70.

Bang 3.23. Lién quan giiza HOMA2 Vdi ting huyét ap

o chi < Khong THA THA
(n=115) (n=87) P
HOMAZ-IR 1,69 + 0,37 1,96 + 0,27 <005
(Glucose - insulin)
HOMA2-IR
(Glucoss - Gpeptic) 1,26 + 0,20 1,31 + 0,22 > 0,05
_0
HOMAZ-%B 9816 +26.67 | 107.81+2472 | <0,05
(Glucose - insulin)
_0
HOMAZ-%B (Glucose | 76 4c 49770 | 8111+1860 | >0.05
- C-peptid)
_0
HOMAZ-%S 62.01 + 14,87 5511 + 8,5 <0,05
(Glucose - insulin)
HOMA2-%S
Glucose . Cpeptic) | BLSSE1537 | 78E0£1690 | >005
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-Nguoi TDTD bi THA c6 chi s6 khang insulin tinh theo cap glucose -
insulin, chitc ning té bao béta cao hon va do nhay insulin tinh theo insulin
giam hon so véi nguoi khong tang huyét ap (p < 0,05).

- Céc chi s tinh theo cdp glucose - C-peptid giira nguoi TDTD c¢6 hay
khong c6 THA khac biét khong ¢ v nghia.

Bang 3.24. Lién quan gizza HOMA2 véi béo phi (BMI > 25 kg/m®)

, Khéng béo phi Béo phi
Chi so P
(n=66) (n=76)
HOMAZ2-IR
o 1,81 £0,33 1,81+£0,38 > 0,05
(Glucose - insulin)
HOMAZ2-IR
_ 1,25+0,21 1,33+£0,19 <0,05
(Glucose - C-peptid)
HOMAZ2-%B
o 103,94 + 24,00 | 98,76 + 24,09 > 0,05
(Glucose - insulin)
HOMA2-%B
_ 80,32 £18,58 | 79,90+ 16,75 > 0,05
(Glucose - C-peptid)
HOMAZ2-%S
o 57,27 £11,69 | 58,15+ 14,95 > 0,05
(Glucose - insulin)
HOMAZ2-%S
_ 82,45+1552 | 76,36 + 13,39 <0,05
(Glucose - C-peptid)

- Nhém dbi turong béo phi co chi sé khang insulin tinh theo cip glucose
- C-peptid cao hon, do nhay insulin tinh theo cip glucose - C-peptid thap hon
nhom khong béo phi (p < 0,05).

- Gié trj trung binh cac chi s6 HOMA2-IR tinh theo cip glucose -
insulin va HOMAZ2-%B tinh theo glucose - C-peptid twrong duong nhau gitra
d6i tuong béo phi va binh thuong.
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Bdng 3.25. Lién quan giiza HOMA2 véi béo bung

) Khong béo Béo bung
Chi sb P
bung (n=75) (n=127)
HOMA2-IR 1,65 + 0,37 1,90 £ 0,31 <0,05
(Glucose - insulin)
HOMAZ2-IR _ 1,22 +0,22 1,32 +0,20 < 0,05
(Glucose - C-peptid)
HOMA2-%B 99,73 +27,85 | 103,84+2520 | >0,05
(Glucose - insulin)
HOMA2-%B 80,31+18,81 | 80,08+17,69 | >0,05
(Glucose - C-peptid)
HOMA2-%S 63,62+ 14,94 | 5428+1115 | <0,05
(Glucose - insulin)
HOMA2-%S 84,90 +1831 | 77,55+13,97 | <0,05
(Glucose - C-peptid)

- Nguoi TDTD béo bung c6 HOMA2-IR tinh theo cdp glucose - insulin
va glucose - C-peptid cao hon so vai nguoi TDTD khong béo bung.

- Nguoi TPTD béo bung ¢o chi s6 HOMA2-%S tinh theo cip glucose
insulin va glucose - C-peptid thap hon so véi nguoi TDTD khong béo bung.

- Gia tri trung binh cia HOMA2-%B ngudi TDTD c6 hay khong c6 béo
bung khac bi¢t khong co ¥ nghia.
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Bang 3.26. Lién quan giiza HOMA2 véi réi logn lipid mau

chisd Khong RLLM RLLM
150
(n=39) (n=163) "
HOMAZ-IR 1,63 +0,36 1,85+ 0,34 <0,01
(Glucose - insulin)
HOMAZ-IR 1,26 + 0,24 1,29 £ 0,20 >0,05
(Glucose - C-peptid)
HOMA2-%B 93,17 +21,05 | 104,50 +26,72 | <0,05
(Glucose - insulin)
HOMA2-%B 77,35+1448 | 80,84+18,80 | >0,05
(Glucose - C-peptid)
HOMAZ-%S 64,33 +14,97 | 56,17+1259 | <0,01
(Glucose - insulin)
HOMAZ-%S 82,57 +18,76 | 79,73+1538 | >0,05
(Glucose - C-peptid)

- Gia tri trung binh HOMAZ2-IR, HOMA2-%B tinh theo cap glucose -
insulin & nguol TDTD ¢6 RLLP mau cao hon so vdi nguoi TDTD khong ¢
r6i loan lipid mau.

- Gia tri trung binh HOMA2-%S tinh theo cap glucose - insulin & nguoi
TPTP RLLP méu thap hon so voi ngudi TDTD khong c6 RLLP mau.

- Gia tri trung binh cua HOMAZ2-IR, HOMA2-%B va HOMA2-%S tinh
theo cap glucose - C-peptid ¢ nguoi TDTD c6 hay khong c6 RLLP mau khac
biét khong cé y nghia thong ke.
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Bang 3.27. Lién quan giiza HOMA2 véi héi chiing chuyén hoa

.y Khong HCCH | C6 HCCH
1S5S0
(n=82) (n=120) P
(GIHOMA?-IRI_ ) 1,65 + 0,36 1924031 | <001
ucose - Insulin
HOMA2-IR 1,22 +0,22 1,33+020 | <0,01
(Glucose - C-peptid)
( FOMAZ'%E? ) 100,63 + 29,53 | 103,46 +23,77 | >0,05
Glucose - insulin
HOMAZ2-%B 80,97 20,28 | 79,62+1646 | >0,05
(Glucose - C-peptid)
HOMAZ-%S 63,49 +14,73 | 53,82+1091 | <0,01
(Glucose - insulin)
o HOMA2-%S ) 84,86 +17,84 | 77,14+1398 | <0,01
Glucose - C-pepti

- Gia tri trung binh HOMAZ2-IR tinh theo cap glucose - insulin va
glucose - C-peptid & nguoi TPTD ¢6 HCCH cao hon so voi nguoi TBDTD

khéng c6 HCCH.

- Gia tri trung binh HOMA2-%S tinh theo cap glucose - insulin va
glucose - C-peptid & ngudi TDTD ¢6 HCCH thap hon so v6i ngudi TDTD

khong c6 hoi chiing chuyén hoa.

- Gia tri trung binh HOMA2-%B tinh theo cap glucose - insulin va
glucose - C-peptid ¢ nguoi TDTD c¢6 hay khong c6 HCCH khéc biét khéng

¢ y nghia théng ké.
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3.3. PANH GIA KET QUA CAN THIEP TAlI CONG PONG O NGUOI

TIEN PAI THAO PUONG

3.3.1. Pic diém chung ddi twong tién dai thao dwong dwoc can thiép

Bang 3.28. Bién doi s lwong doi tirong diéu tri theo thoi gian can thiép

Thoi diém

Tong sb
ddi twong

S6 bo tri

Ty 18 bé tri

(") ") ”
Bt dau diéu tri (To) 112 - -
Sau 6 thang 100 12 10,7
Tir 6 dén 12 thang (T1y) 55 45 45

- S lwong dbi twong giam dan theo thai gian do bo tri chiém ty 1¢ cao.

- Ty & d6i twong nghién ctu bo trj sau 6 thang 1a 10,7%, tir thang 6 dén

thang 12 la 45%.

- Sau 12 thang c6 tong sé 57 (50,9%) dbi twong bo tri.

thuoc

® Do tac dung phu cua

® Thay d6i noi ¢, 1lam
viée, dicu kién dia 1y
¥ Mic bénh khac

® Khong tudn thi ché do
diéu tri

Biéu do 3.4. Ty 1é doi twong nghién cizu theo ly do bé tri (n=57)

- Péi tuong bo tri voi nhitng ly do va ty 18 khac nhau.
- Khong tuan tha ché do diéu trj chiém ty Ié cao nhat 37%.

- Cac 1y do lién quan dén tac dung phu caa thudc chiém ty & 19,3%.

- Ly do khéng tuan thu ché d6 udng thudc va tap luyén, tiét ché an udng

chiém 36,9%.
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Bang 3.29. Ty |é doi tong nghién cizu bj tac dung phu cua thusc (n=112)

] S6 doi twong Ty I¢
Tac dung phu
(n) %
Tiéu chay 11 9,8
Buon non, non 2 1,8
Pau bung khong ré nguyén nhan 3 2,7
Di ung 1 0,9

- Ty & ddi tuong dung thudc tiéu chay chiém cao nhat 9,8% (cac doi
tugng nay déu bo tri).
- C4c tac dung phu khac gip khdng nhiéu trén dbi tegng nghién ciu.

Bang 3.30. Bién déi tinh trang nguwoi tién ddi thio dwong triedc va sau diéu

tri (n=55)
Pic diém Truée PT Sau PT

Binh thuong (n,%) 0 3
0% 65,4%

TDTD (n,%) > 14
100% 25,5%

s . 0 5

bai thao duong (n,%)

0% 9,1%

- Sau diéu tri 12 thang co su bién ddi ty 1¢ doi tuong nghién ctru dua vao

cac biéu hién.

- Ty 1€ nguoi TDTD giam con 25,5%.

- Ty 1& d6i twong khong con biéu hién TDTD sau diéu tri 12 65,4%.

- Sau diéu trj xuat hién bénh nhan DTD typ 2 véi ty 1¢ 9,1%.
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Bang 3.31. Bién ddi tinh trang nguoi tién dai thao dwong theo tirng phan

nhém truée va sau diéu tri (n=55)

Pic diém Truée PT Sau PT
0 14
Binh thuong
(0%) (56,0%)
31 8
PN1 TDTD
(n=25) (100%) (32,0%)
0 3
bai thao duong
(0%) (12,0%)
0 13
Binh thuong
(0%) (72,2%)
14 4
PN2 TDTD
(n=18) (100%) (22,2%)
0 1
bai thdo duong
(0%) (5,6%)
0 9
Binh thuong
(0%) (75,0%)
10 2
PN3 TDTD
(n=12) (100%) (16,7%)
0 1
Dai thao duong
(0%) (8,3%)
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- PN1 véi glucose mau lac déi: 5,6 - 6,9 mmol/l va glucose mau gio thir

2 cua nghiém phap dung nap duong udng: 7,8 - 11 mmol/l c6 ty 1& dbi tuong
tré vé binh thuong thap nhat 56%; ty 18 tro thanh DTD cao nhat 12%.

- PN2 véi glucose lac doi: 5,6 - 6,9 mmol/l va glucose mau gio tha 2 cua

nghiém phap dung nap duong udng < 7,8 mmol/l va PN3 glucose luc déi <5,6

mmol/l va glucose mau gio thir 2 cia nghiém phép dung nap duong uéng: 7,8

- 11 mmol/l ¢6 ty I¢ dbi twong tro vé binh thudng gan nhu nhau.

Bdng 3.32. So s&nh gid tri trung binh ciia mgét sé chi sé truede va sau diéu tri (n=55)

Chi sb TO (1) T6 (2) T12 (3) pl&2 | pl&3 | p2&3
Glucose luc doi
587+0,58 | 547+0,65 | 526+0,99 |<0,001|<0,001| >0,05
(mmol/dl)
Glucose gio thir 2
ciua NPDNG 8,14+098 | 7,75+158 | 6,68+0,92 | >0,05|<0,01 | <0,05
(mmol/l)
HbA1c (%) 6,05+0,23 | 5,77+£0,41 | 563+0,75 |<0,001 |<0,001| >0,05
Insulin (UU/mI) | 14,76 £2,18 [ 11,94 + 2,60 | 10,63 £ 2,34 | <0,001 | <0,001 | <0,001
C-Peptid (ng/ml) | 1,72+0,19 | 1,32+£0,24 | 0,82 +0,31 |<0,001 | <0,001 | <0,001

- Sau diéu tri gia tri trung binh insulin, C-peptid, glucose, HbAlc cua

ngudi TDTD giam co ¥ nghia thong ke.
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Bdng 3.33. So s&nh gid tr; trung binh ciia mét sé chi 6 truede va sau diéu tri

theo 3 PN
. , PN1 PN2 PN3
Chi so Thoi diém
(n=25) (n=18) (n=12)
Truéce diéutri | 6,13+0,45 | 6,03+0,39 | 5,01 +0,27
Glucose luc doi ——
Sau diéu tri 581+0,67 | 499+0,79 | 451+0,27
(mmol/dl)
P < 0,001
Truée diéutri | 8,62 +1,02 | 9,98+0,63 | 8,86+ 1,02
Glucose gio thir 2 cua ——
Sau diéu tri 742+203 | 6,47+122 | 793+284
NPDNG (mmol/l)
P < 0,001
Truéce diéutri | 6,08+0,26 | 6,03+0,21 | 6,01 +0,22
HbAlc (%) Sau diéu tri 5,6 +0,56 5,38+ 0,5 6,05+ 1,18
p < 0,001 > 0,05
Truée diéutri | 14,78 +2,2 | 14,32 +2,53 | 15,39 + 1,41
Insulin (uU/ml) Saudidutri | 11,02+1,79 | 10,62 +2,44 | 9,82 +3,11
P < 0,001
Truée diéu tri 1,7+0,2 1,7+023 | 1,81+0,13
C-Peptid (ng/ml) Sau diéu tri 0,82+0,29 | 0,78 £0,34 | 0,89 +0,31
p < 0,001

- Ba phan nhém c6 céc chi s6 Glucose mau luc d6i, Glucose gio thir 2

ciia NPDNG, insulin, C - peptid giam sau diéu tri c6 ¥ nghia.

- PN1 va PN2 c6 HbAlc giam sau diéu tri co6 y nghia, riéng PN3 thay

d6i khong y nghia sau diéu trj.
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3.3.2. Bién ddi mt sé yéu té lien quan trwéc va sau diéu tri

Bang 3.34. So sanh gid tri trung binh ciia mét sé chi sé trude va sau diéu tri (n=55)

Chi sb TO (1) T6 (2) T12 (3) pl&2 | pl&3 | p2&3
BMI (kg/m®) | 23,98 +3,16 | 23,73 +3,16 | 23,35+3,25 | < 0,05 |<0,001|< 0,01
Chi s6 vong

82,82 £9,55 (82,62 +£8,20 [82,55+£9,25|>0,05 [>0,05 |>0,05
bung (cm)
Cholesterol
595+0,89 [547+1,17 | 510+0,96 |[<0,05 |<0,001|<0,05
(mmol/L)
Triglycerid
2,33+0,87 [2,12+£094 | 207+1,17 |>0,05 |[>0,05 |>0,05
(mmol/L)
HDL-C
1,24+035 |120+x041 | 1,21+£0,26 |>0,05 |>0,05|>0,05
(mmol/L)
LDL-C
367087 [330+1,15 | 295+0,84 |>0,05 |<0,001|<0,05
(mmol/L)
RBC (M/uL) | 44605 |451+052 | 453+0.64 [>0,05 |>0,05|>0,05
WBC (K/uL) | 8.06+1.75 |832+205 | 864+£235 |>0,056 |>0,05|>0,05
PLT (K/uL) | 251.1+67.03 | 247.4+73.3 |237.4+£89.3|>0,05 |[>0,05 [>0,05
- Gia tri trung binh BMI ctia d6i tugng NC giam sau diéu tri c6 ¥ nghia.
- Chu vi vong bung cta dbi twong NC trude va sau diéu tri khac biét
khong c6 y nghia.

- Sau diéu tri, néng do trung binh cholesterol, LDL-C cua cua ddi tuong

NC giam c6 y nghia so véi trude diéu tri.

- Nong d6 trung binh triglycerid, HDL-C ctia cia d6i twong NC trude va

sau diéu tri khac biét khong co ¥ nghia thong ké.

- Bién d6i cac chi s6 hong cau, bach cau, ti€u cau tai cac thoi diém

khong c6 y nghia.
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Bang 3.35. Bién ddi ty 1é déi trong nghién cizu dira VA0 CAC chi Sé trudc va
sau diéu tri (n = 55)

Chi sb Truée PT Sau PT p
Béo phi 17 16 > 0.05
(BMI > 25 kg/m?) 30,9% 29.1% !
Du can 38 29 <0.05
(25 > BMI > 23) 69.1% 52.7% ’
Béo bung 27 31 5 0.05
(Nam > 90cm,; Nit > 80cm) 49.1% 56,4% ’
Tang HA 28 17 <0.05
(HA > 140/90mmHzg) 50.9% 30,9% !
2
HbALC > 7% 0 3 6% <0,05
43 24
Ta holesterol < 0,05
ang cnotes 78.2% 43.6%
32 19
Tine TG <005
ang 58.2% 34.5%
Gigm HDL-C d ! <005
ram 16.4% 12.7% !
33 17
Téng LDL-C <0,05
g 60.0% 30.9%

- Sau diéu tri ty 18 d6i twong béo phi, ting chu vi vong bung khac biét
khong c6 y nghia.

- Sau diéu tri ty & d6i twong du can giam co ¥ nghia.

- Ty 1& d6i tuong THA sau diéu tri giam c6 ¥ nghia.

- Sau diéu trj ty 1& ddi tugng ting cholesterol, triglycerid, ting LDL-C,
giam HDL-C giam c6 ¥ nghia thong ké.
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3.3.3. Bién d6i khang insulin truéc va sau diéu tri
Bang 3.36. Bién ddi ty |é doi trong nghién ciru triede va sau diéu tri dyra vao

insulin va C-peptid (n=55).

Chi sb Trwée PT | Sau PT p
Giam (< 6,28) 0 0
Insulin | Binh thuong (6,28 - 11,64) ! 3
1n uon 20 - 11,
J 12,7% 70,9% <0,001
(LU/ml)
48 16
Tang (> 11,64)
87,3% 29,1%
: 1
Giam (< 0,41) 0
1,8%
C-peptid 2 50
Binh thuong (0,41 - 1,29) < 0,001
(ng/ml) 3,6% 90,9%
53 4
Tang (> 1,29)
96,4% 7,3%

- Ty 1é d6i tuong co ting insulin, C-peptid mau sau diéu tri giam c6 ¥ nghia
thong ké.
- Ty 1& d6i twong c6 insulin, C-peptid mau ¢ mirc binh thuong sau diéu tri

tang 1én co ¥ nghia.
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Bang 3.37. So sanh ty |é nguroi tién ddi thao dwrong vé cac chi so K1 trudc va
sau diéu tri (n=55)

Chi s6 Trwée DT Sau DT p
HOMAZ2-IR 49 14
o < 0,001
(Glucose - insulin) (> 1,51) (89,1%) (25,5%)
HOMAZ2-IR 53 5
. <0,001
(Glucose - C-peptid) (> 0,94) (96,4%) (9,1%)
HOMA2-%B 3 5
. > 0,05
(Glucose - insulin) (< 70,52) (5,5%) (9,1%)
HOMA2-%B 0 4
(Glucose - C-peptid) (< 36,8) (7,3%)
HOMA2-%S 49 14
o < 0,001
(Glucose - insulin) (< 64,12) (89,1%) (25,5%)
HOMA2-%S 49 3
_ < 0,001
(Glucose - C-peptid) (< 84,46) (89,1%) (5,5%)

- Ty 1é nguoi TPTD sau diéu tri c6 HOMA2-IR ting tinh theo cap
glucose - insulin, glucose - C-peptid déu giam c6 y nghia, p < 0,001.

- Khéng c6 su khac biét vé bién doi chirc nang té bao béta & nguoi TDTD
trude va sau diéu tri.

- Sau diéu tri, ty 1é nguoi TDTP c6 giam d6 nhay insulin giam c6 y nghia
thdng ké, p < 0,001.
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Bang 3.38. So sanh chi sé khdng insulin trude va sau diéu tri (n=55)

] Thay doi
Chi so Truée PT Sau PT p
sau DT (%)
HOMAZ2-IR
o 1,96 £ 0,29 1,39£0,32 -29,1 < 0,001
(Glucose - insulin)
HOMAZ2-IR
_ 1,32 £0,15 0,62 + 0,26 -53,5 < 0,001
(Glucose - C-peptid)
HOMAZ2-%B 111,59 £
o 115,10 + 36,73 3,1 > 0,05
(Glucose - insulin) 26,78
HOMA2-%B
_ 84,68 £ 19,74 | 63,78 £ 19,97 -24.,7 < 0,001
(Glucose - C-peptid)
HOMA2-%S
o 52,26 £9,74 | 75,55+ 15,44 44,6 < 0,001
(Glucose - insulin)
HOMA2-%S
76,63 £11,18 | 185,01 £ 61,23 141,4 < 0,001

(Glucose - C-peptid)

Thay d6i sau diéu tri (%) =

(Sau diéu tri - trude diéu tri)

Trude diéu tri

x 100

- Gia tri trung binh HOMAZ2-IR tinh theo cdp glucose - insulin va

glucose - C-peptid, HOMA2-%B tinh theo cip glucose - C-peptid sau diéu tri

giam c6 y nghia so véi trude diéu tri.

- Gia tri trung binh HOMAZ2-%S tinh theo cap glucose - insulin va

glucose - C-peptid sau diéu tri tang 1én co y nghia.

- Gia tri trung binh HOMAZ2-%B tinh theo cap glucose - insulin trudc va

sau diéu tri khac biét khong c6 ¥ nghia thong ké.
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CHUONG 4
BAN LUAN

Dua vao sb liéu thu duoc trong nghién ctu dic diém 1am sang, can 1am
sang, khang insulin, chic niang té bao béta, d6 nhay insulin va két qua can
thiép sau 12 thang ¢ 202 ngudi duoc chan doan TDTD, ching toi dua ra
nhitng ban luan sau:

4.1. PAC PIEM CHUNG CUA POI TUQNG NGHIEN CUU
4.1.1. Pac diém vé tudi, giéi, nghé nghiép, bénh két hop & do6i twong
nghién cau

Trong nghién ciu caa ching t6i cho thay, tudi trung binh nhém nghién
ctru 1a 55,55 + 8,01 tudi, trong d6 tudi trung binh ddi tugng nam 1a 54,79 +
8,13 tudi khdng khac biét tudi trung binh d6i tuong nir 1a 55,93 + 7,95 tuoi.
Nhom tudi chiém ty 1é cao nhat 1a tir 50 - 59 tudi, chiém ty 1é it 1a 35 - 39 tudi
va 70 - 75 tudi. Khi so sanh vé tudi trung binh nhdm nghién cau va nhém
chting thi nhan thay khdng c6 su khac biét vé tudi trung binh gigi nam, tudi
trung binh gigi nit, ty 16 dbi twong theo cadc nhém tudi va tudi trung binh
chung ca nhoém. Nhitng két qua nay gilp so sanh vé chi s6 khang insulin,
chtic ning té bao béta va do nhay insulin cua 2 nhém dugc chuan xac hon.
Khi so sanh tudi trong nghién ctru ndy vai cac nghién cau khéc trong va ngoai
nuéc cung trén dbi tuong THTD thi nhan thay tudi caa nhom doi tuong
nghién ctu twong tu nhu trong nghién ctu cua Nguyén Vin Lanh, cao hon
cua Tran Ngoc Thanh (nghién ciu thyc hién trén 98 sinh vién dén thuc tap tai
B mén Sinh 1y hoc Truong PH Y Dugc Thanh phd H6 Chi Minh [9],[26].
Két qua nghién ctu caa chlng t6i vé tudi tring voi nghién ciru cua céc tac gia
nudc ngoai nhu: Ariel D va cong su, Sliem H va cong su, Onishi Y va cong
su [107],[133],[134]. Nhu vay, c6 thé khang dinh TDTD thuong xuat hién &

nhitng nguoi tudi trung nién.
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Nghién cttu nay cho thay gidi nit chiém 66,8%, gigi nam chi c6 33,2%.
Két qua nghién cau nay tuong ty nhu cia Nguyén Vian Lanh, Tran Ngoc
Thanh va Onishi Y. C4c nghién ctru trén déu c6 chung mot két qua ty 1é doi
tugng nit cao hon ty 1& d6i twong nam méc tién dai thao duong trong cong
ddng ciing nhu trong miu nghién cau chon ngau nhién cua ching toi
[9],[26],[134].

Két qua nghién ciru nay cho thay, TDTD c6 phu thudc vao nghé nghiép.
Ty 1& ngudi TDTD c6 nghé nghiép 1a lao dong tri 6¢ (cdng nhan vién) va nghi
huu, gia chiém 63,9% (lao dong nhe), lao dong chan tay (lao dong truc tiép)
la 36,1%. Lao dong chan tay chiém ty 1¢ thap hon. Piéu nay cho thay ty lé
nay c6 xu hudng lién quan dén nhimg nguoi it hoat dong thé luc, diéu nay ly
giai nhitng nguoi it hoat dong thé luc thudong gap nhiéu réi loan chuyén hoa
trong d6 c6 chuyén hoa glucose hon nhiing ddi twong khac. Chinh diéu nay 1
co s& cho viée tang cuong hoat dong thé luc gop phan trong diéu tri nguoi
TPTD bang thay d6i 16i séng [135],[136].

Théng ké cho thay ty & ngudi TDTP c6 kém theo bénh ly réi loan lipid
méu chiém cao nhat, tiép theo dén HCCH, THA. M6t han ché trong nghién
ctru nay 1a khdng phan tich rd duoc cac bénh cu thé, nén khdng thé ban luan
sau hon vé& mdi quan hé gitra cac bénh ly ma ddi twong mac phai trén nguoi
TPTP. Nhung két qua trén mot phan nao ciing cho thay bac tranh chung la
nguoi TDTD thuong kém theo cac bénh ly tim mach va réi loan chuyén hoa
khac. VVa hau hét cac déi tugng dén dugc phat hién tién dai thao dudng khong
phai vi triéu ching cua tién di thao dudng xuat hién ma do cac triéu chuang
bénh ly kém theo.

4.1.2. Pic diém mot sé chi sb6 xét nghiém ¢ déi tweng nghién cieu

Két qua nghién cau cho thay, nhém nghién ctu ngudi TDTD c¢6 nong
d6 glucose mau, HbAlc, insulin, C-peptid cao hon nhom chimg c6 y nghia, p
< 0,001. Nong d6 trung binh cuaa cac chi sé cholesterol, triglycerid, LDL-C
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nhém nghién ctru cao hon, ndng d6 trung binh HDL-C nhém nghién ctu thap
hon nhom chtng, p < 0,001. Diéu nay cho thay, nhitng nguoi TDTD khong
nhitng thay d6i cac chi s6 lién quan dén glucose mau ma con thay ddi cac chi
s6 lién quan dén yéu té nguy co d6 1a rdi loan lipid mau. Nghién ctu cua Tran
Thi Poan ciing trén dbi tuong TDTD cho thdy ndng do trung binh glucose
mau lac doi 1a 5,82 + 0,63 mmol/l va ndéng do trung binh gio tha 2 sau
nghiém phap dung nap la 9,00 + 1,01 mmol/l [137]. Biswas SK va cong su
cling trén ngudi TDTD cho thiy ndng do glucose mau luc d6i la 5,1 + 0,6
mmol/l va gi¢ thar 2 cta nghiém phép dung nap la 8,2 £ 1,4 mmol/l [138].
Nong d6 glucose mau nhdm nghién ciru ngudi TDTD cao hon nhém chiing
thuong c6 y nghia, p < 0,001 ca glucose mau luc doi va gio thir 2 sau nghiém
phap dung nap glucose duong uong. Nhu vay, két qua cua nghién cau nay
tring voi két qua céc tac gia da nghién ctu trude d6 [107],[137]. Pac diém
glucose mau lac d6i nhdm nghién cau trong nghién cau cling nhu dic diém
glucose mau gid thir 2 sau nghiém phap chimg minh ngudi TDTD ¢6 rdi loan
glucose mau ngay ca ltc doi va ca 1am nghiém phap. Biéu nay chang to rdi
loan duong mau lién quan dén chtic nang té bao béta va khang insulin 1a co
ché cua TDTD. Thuc hién cic dinh lwong nong do insulin va C-peptid &
nhom dbi tuong TDTD ching t6i thay ty 1¢ ting ndng do insulin trong mau
nguoi TDTD 1a 72,3% va tang C-peptid la 89,1%. Mot cau hoi duoc dat ra tai
sao ngudi TPTD co6 ting nong do insulin va C-peptid so véi ngudi binh
thudng véi ty 1& cao nhu vay ma néng do glucose mau lic déi cling nhu gio
thir 2 sau nghiém phap dung nap glucose dudng udng cao hon nhém nguoi
binh thudng? C6 thé giai thich van dé& ndy 1a khang insulin, giam d6 nhay

insulin va suy giam chuc niang té bao béta 1a nguy@n nhan caa hién tuong nay.
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Bdng 4.1. Nong dg glucose mdu lic doi, insulin ¢ nguoi tién dai thao dwong cua

Mt s6 tac gid

Glucose mau (mmol/l) Insulin mau (uU/ml)
Tac gia

Nhom NC Chung Nhom NC Chung

Két qua nghiéncau | 5,94+056 | 4,73+0,44 | 1355+2,69 8,96+ 1,34

Tran Thi Poan [137] | 5,82 + 0,63

Biswas SK va cs 11,5 9,3
51+0,6 47+05
[138] (8,6-17,8) | (6,7-14,8)

110,4 £ 65,7 | 70,3+ 36,4

Ariel D va cs [107] 57+05 48+0,5
(pmol/l) (pmol/l)

4.1.3. Pic diém mdt sé yéu t6 lién quan ¢ ngudi tién dai thao dwong

Mic di nhitng nguoi ¢6 trang thai TDTD hau hét khéng cé nhiing trigu
chting 1am sang cia TP nhu an nhiéu, udng nhiéu, tiéu nhiéu va gay sat can,
nhung van duoc goi 1a ngudi TDTD, boi nhimg ngudi ndy ¢ mot sb biéu
hién lién quan dén co ché bénh sinh, cac yéu té nguy co hay gip & BTD.
4.1.3.1. Pic diém vé céc chi sé nhan trdc

Do va tinh toan mét sé chi sb nhan tric caa nghién ctu nay co két qua
nhu sau: Chi s6 vong bung trung binh nhém nghién cuu 14 85,47 + 9,92 cm
trong d6 nam 13 90,36 + 9,13 cm, nit 1a 83,04 + 9,41 cm. Chi s6 BMI trung
binh nhdm nghién ciu 1a 24,36 + 3,12 kg/m?, trong d6 nam la 24,94 + 3,12
kg/m? va nir 1a 24,07 + 3,09 kg/m°. Khi so sanh v&i nhém chang nguoi binh
thudng cac chi s6 nay déu cao hon c6 ¥ nghia, p < 0,001. Ty & ddi tuong thira
can va béo phi nhém nghién ciu chiém 65,3% trong khi d6 nhom chung
khong c6 ngudi thira can, béo phi. Tang chi s6 vong bung va thira can béo
phi lién quan dén co ché bénh sinh TDTD va DT typ 2 [38]. Cac nghién ctu
khac tai Viét Nam vé d6i tuong TDTD hoic PTD typ 2 déu cho thay, ty 18
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dbi tugng c6 BMI > 23 déu chiém ty 18 cao [26],[136],[137]. Nghién ctu cua
Biswas SK va cong su, cua Ariel D va cong sy, cua Liu J va cong su ... déu
cho két qua twong tu nhu két qua caa nghién ctu nay: Nhom nghién cau
ngudi TDTD c¢6 BMI va chi s6 vong bung trung binh cao hon nhém nguoi
binh thuong va ty I€ nguoi thira can béo phi cling cao hon nhoém ching trong
cac nghién ctu nay [107],[138].

Nhu vay, c6 thé khai quat raing nguoi TDTD thuong trén thé trang béo
bung, thira can va béo phi. Giai thich cho van d& nay cac nha khoa hoc da
khang dinh thtra can, béo phi 13 nguy co ngudi mac TDTD va DTP typ 2 boi
no lién quan dén co ché dé khang insulin & nhém nguoi thira can va béo phi.
Ngay nay khi ma xa hoi dat t&i mac x& hoi hoa cao, lao dong thé luc giam
xuéng, tinh trang thira ma, thira nang luong ting 1én thi yéu t6 nay ciing duoc
xem la thu pham cua ca bénh béo phi va TDTD cling nhu DTD typ 2. Trong
thue té nhiéu bang ching khoa hoc chitng minh rang giam can cai thién tinh
trang tang nhay cam cia insulin va nguoc lai. P4 c¢6 nhiéu nghién cau thuc
nghiém cho thay nhitng bién ching cia béo phi nhue DTD 1a két qua cua
chuyén hoa bat thuong cua su du thira cac acid béo tu do, cac triglycerid
trong cac té bao khdng phai té bao ma. Cac nghién ctu ciing da chitng minh
rang cac té bao béta cua dao tuy khi bi tich lily qua nhiéu m& sé& bi nhiém doc
md. Chinh nhiém doc lipid 12 nguyén nhan gay chét té bao. Pay ciing la
chtng cur dé giai thich sy tién trién tinh tién, lau dai hang chuc nam giai doan
tién 1am sang cua ngudi mac bénh DT typ 2, ngdy nay giai doan nay duoc
goi 14 giai doan “tién déi thdo dudng”. Trong bénh béo phi, qué trinh tich liy
m& xay ra trong mot thoi gian dai, do do6 su suy giam kha nang tu bao vé
chdng lai qua trinh nhidm m& c6 thé xay ra & mot s thoi diém va triglycerid
dan duoc tich liy lai. Nguoi ta thdy ¢ nguoi béo phi, PTD 1am sang thuong
xuat hién sau khi 50 - 70% té bao tiéu dao tuy bi tén thuong, trong khi thuc
nghiém bang cach cit bo tuy thi phai trén 90% luwong té bao dao bi cat bo,
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bénh DTD méi xuat hién. Ciing trong thuc nghiém, néu ding leptin - mot
hormon ¢6 vai trd chdng lai qué trinh nhidm ma, 1am giam luong triglycerid
trong té bao thi kha ning bai tiét insulin dugc kich thich bai nong do glucose
cao, luu hanh trong mau sé dugc khoi phuc. Trong bénh béo phi, mtc acid
béo tu do ting man tinh di co tac dong tc ché sy tiép nhan cac glucose duoc
hoat hda bai insulin. Cac nghién ctru cling cho thay ting muc acid béo tu do
trong mau gay ra mot khiém khuyét van chuyén hoac phosphoryl héa, bang
chtng 1a hoat tinh caa glycogen synthase bi ic ché rd rét vao ding thoi diém
thu nhan cac thay doi trang thai long cia mang té bao, gay anh huong dén thu
thé insulin dugc gan vao 16p lipid kép ciia bao tuwong. Acid béo tu do ciing
lam ting dé& khang insulin ¢ gan (dé khang trung tam) - tuy van dé nay van
dang duoc tranh luan [139],[140],[141].
4.1.3.2. Pic diém huyét &p 6 ngwoi tién ddi thdo dwong

Két qua nghién cau nay cho thay, nhom ddi tugng TDTD c6 chi s6 huyét
ap tam thu va tidm truong trung binh cao hon nhém ching,
p < 0,001. Ty Ié€ bénh nhén THA trong nghién cau la 43,1%, nhom nghién
ctru nam c6 ty 18 THA 1a 49,3%, nhdm nix thap hon ty 1& THA 14 40,0%. Gia
tri trung binh HA tdm thu & nam va nir khong cé su khac biét, tuy nhién HA
tam trrong trung binh & nam cao hon nit ¢6 y nghia, p < 0,05. Nghién ctru ctua
Tran Thi Poan ty 18 THA 1a 34,4% & nhom nghién ctu nguoi TDTD [137].
Nghién ctu cua Biswas SK va cong sy cho thay gia tri HA tdm thu va tam
trrong trung binh nhém TPDTD cao hon nhém ching, p < 0,05 [138]. Nghién
ctru cua Ariel D va cong su ciing cho thdy ca HA tdm thu va tdm truong trung
binh nhom nghién ciu nguoi TDTD cao hon nhom ching, p < 0,001 [107].
Nhu vay, c4c nghién ctu déu dong quan diém nguoi TDTD c6 chi s HA tam
thu va tdm truong cao hon nhom ching cé y nghia.

bai thao duong va THA la 2 bénh ly bén ngoai c6 vé khac biét nhung
thue té ludn xay ra trén cung nguodi DTD, dic biét bénh nhan BTD typ 2. O
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nhitng nguoi TDTD mdi lién quan nay cling thuong gap. Trén 1am sang kho
phan biét bénh nguyén THA ¢ bénh nhan BDTD. THA trong nguoi TDTD
thuong 1a mot trong nhitng biéu hién cua hoi ching chuyén héa lién quan
khang insulin. So véi déi twong khéng TDTD, THA & ngudi TDTD c6 nhiing
dic diém bao gom ting nhay cam mudi, ha huyét ap tu thé va ting huyét &p
tam thu don doc. Sy lién quan giita THA, béo phi, khang insulin va TDTD rat
phtrc tap. Méi quan hé 2 chiéu dugc khang dinh hau hét cac nghién ctu. Céc
ly do c6 thé lam gia tang rdi loan dung nap glucose, TDTD va BT typ 2 ¢
ngudi THA nguyén phat ciing da duoc nghién ciu. Ching bao gom réi loan
thanh phan t6 chirc co van (nhiéu m& va giam céc soi co co nhay cam cham
vé6i insulin), giam luu lwong méau dén t6 chirc co 1a két qua cua su phi dai
mach mau, thua th6t mach mau, co mach va rdi loan dap tmg diéu hoa hau
thu thé dbi véi insulin [142]. Khang insulin va ting nong do insulin mau lam
gia tang cac hoat dong giao cam, thuong phdi hop véi gitr mudi than va thuan
loi cho sy gia ting d& khang mach mau. Binh thuong insulin ¢ tac dung gay
gidn mach va gia ting luong mau dén co thuan loi cho sir dung glucose. Tac
dung nay qua trung gian mot phan gia ting san xuat chat NO do insulin lam
tang hoat dong cua NO synthase. Giam nong do insulin trong co khi béo phi,
DPTPD ciing nhu TDTPD 1a két qua cta su giam kha nang kich thich NO.
4.1.3.3. Pdc diém réi loan lipid mau ¢ nguwoi tién ddi thdo dwong

Tinh trang bat dau ting glucose mau & TDTD sé& dién bién dong thoi
thuong ton chirc ning té bao béta va ting dé khang insulin & ngoai bién gia
tang nguy co bién chiing tim mach. Bat thuong chuyén hoa trudc tién 1 tinh
trang khang insulin & nhiéu md cua co thé, cu thé & gan, md ma, co, sy tich tu
acid béo ty do & mdé m& ciing nhu cac moé khac nhu gan, co, tuy tang (tich tu
m& noi tang). Su ling dong md & ndi tang tir d6 lam phéng thich cac
adipocytokine tién viém nhu TNF-a, interleukin - 6, leptin, va cac chat khac
nhu MCP - 1 (macrophages and monocytes chemoattratant protein), PAI - 1
(plasminogen activator inhibitor), adiponectine, adipsin va ASP (acylation
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stimulating protein), resistin... cic chat ndy gop phan gy dé khang insulin.
Chinh sy dé khang insulin kém ting insulin mau gay nén nhiéu tac hai 1én hé
tim mach nhu ting huyét 4p, thay d6i chtc niang ndi mac mach mau, rdi loan
lipid mau, thay ddi chtrc ning tiéu cau va su dong méau. Tac dong cua ting
glucose mau ddi véi lipid va lipoprotein kho duge danh gia vi khong co su
ddng nhat cac yéu té tham gia vao chu trinh sinh bénh hoc cua bénh. Réi loan
chuyén hoa lipid thuong lién quan dén tinh trang khang insulin, ting insulin
mau, ngoai ra cd mot sé yéu tb khac ciing tham gia vao co ché nay nhu yéu té
di truyén, tudi, ché do dinh dudng, thudc ha glucose mau [41].

Trong nghién ctu nay cé ti 80,7% ngudi TDTD c6 roi loan it nhat 1
thanh phan lipid mau. Ty I¢ ting cholesterol trong nghién ciru 13 69,3%, ting
TG 14 48,5%, tang LDL-C 13 54,0% va giam HDL-C 14 19,8%. Néng db trung
binh cac chi sé cholesterol, TG, LDL-C nhdm nghién ctu nguoi TDTD cao
hon, néng d6 HDL-C thap hon nhom chimg c6 ¥ nghia, p < 0,001. Khi so
sanh véi cac tac gia trong va ngoai nudc ching toi nhan thay két qua nay
hoan toan twong ddng. Nghién cau caa Tran Thi Poan trén 160 ngudi TDTD
thay ty 1¢ rdi loan it nhat 1 thanh phan lipid mau 1a 79,4%. Ty Ié ting
cholesterol, TG, LDL-C lan luot 1a 21,2%, 51,9% va 22,5%, ty 1& nguoi
TPTD c6 giam HDL-C la 40,6% [137]. Nghién ctru caa Ariel D va cong su
cling cho thay nong do cholestrol, TG, LDL-C trung binh nhém nghién cuau
ngudi TDTD cao hon, HDL-C trung binh thap hon nhém ching khoé manh,
p < 0,001 [107]. Nhu vay, cac nghién ctru trong va ngoai nudc trén nguoi
TPTP déu cho két qua tuong tir va két luan nguoi tién dai thdao duong cd kém
theo RLLP mau Ia pho bién.
4.1.3.4. Pic diém céc yéu té lién quan khac ¢ nguoi tién ddi thdo dwong

Nhiéu nghién cau trén thé giéi di cho thdy, TDTD lién quan dén
HCCH [143]. Céc thanh t6 cia HCCH bao gém béo bung, THA, ting TG,
giam HDL-C va ting glucose méau lic d6i. Nghién ctru nay cho thay c6 62,9%
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nguoi béo bung, 66,3% ting TG > 1,7 mmol/l, 60,4% giam HDL-C, 53,0%
nguoi ¢c6 HA > 130/85 mmHg va 82,7% nguoi ¢o6 glucose mau luc doi > 5,6
mmol/l. Ty 1& ngudi TDTD ¢6 HCCH 1a 59,4%. Nhu viy, ciing ¢6 hon % s
dbi tugng nghién ciru c6 HCCH. Nhiing chi sé danh gia HCCH déu lién quan
dén tinh trang béo phi cua d6i twong NC. Béo phi, dic biét 1a béo phi dang
nam la nguy co ciia THA, TDTD va DTP. Tan suat cia HCCH, TDTD va
DTD typ 2 gia ting theo tudi, béo phi va 16i séng tinh tai. Nguyén nhan cua
hoi chang chuyén hoa phuc tap bao gdm di truyén va cac bat thuong mac
phai. Béo dang nam la yéu té chinh trong bénh sinh cua hoi ching nay. D6 1a
dic trung boi su lang dong md & phan trén hoic 1a trung tm cua co thé “md
noi tang”. Té bao m& ndi tang thuong hoat hoa va khang insulin nhiéu hon té
bao m& ngoai bién. Chung phong thich nhiéu cytokine nhu 1a TNF-a va IL-6
lam thtic day phan ang viém, rdi loan lipid mau, THA, microalbumin niéu,
bat thuong vé dong mau va réi loan tiéu sgi huyét. Thodi bién m& & m& bung
phong thich acid béo tu do 1a co chat tao triglycerid ¢ gan. Hé théng RAS
cling ting hoat trong té bao m& trung tam. Ngoai ra cac peptid dan xuat tir té
bao m& cd vai trd hd trg trong hoi chang chuyén hoa. Nong do leptin ting cao
& nguoi béo phi va ndng do leptin nay cd thé kich thich hé thong than kinh
giao cam va c6 thé gop phan trong bénh sinh ting huyét 4p phéi hop voi béo
phi. Chat adiponectin c6 tac dung khang viém va nong do ching rat thap
trong cac tinh huong khang insulin. Giam nong d¢ adiponectin cd thé rat quan
trong, vai trd cua adiponectin 1a thiic day gidn mach qua trung gian insulin va
hoat dong van chuyén glucose. Tang nong do cua resistin (mot chat peptid
dan xuat té bao m&) trong m& noi tang phdi hop trong khang insulin va béo
phi. Chét peptid nay c6 tac dung nguoc lai véi chat adiponectin 1am ¢c ché
tac dung chuyén hod insulin [144],[145],[146].

Tinh trang hit thudc va udng ruou & ngudi tién dai thao duong: Két

qua nghién ciu nay cho thay c6 22,8% ngudi TDTP c6 uéng ruou, 15,3% c6
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hat thudc, sé dbi twong cha yéu 1a nam gidi. Thube 14 va ruou 12 yéu té gop
phan lam thac diy qua trinh xo vita ddng mach va lam ting cholesterol gay
hai nhu LDL-C, thudc 14 con giy ra dé khang insulin lam cho duong mau
tang cao. Nhitng ngudi ¢d thdi quen udng ruou va hit thude thuong kém theo
thoi quen an udng qua do hodc it an. Nhitng th6i quen nay lam rdi loan
chuyén hoa céc chat trong co thé bao gom lipid va glucose méau. Giam céc
chat chéng oxy hoa (NO) ciing xay ra trén ddi twong nhom ngudi ndy. Qua
trinh khang insulin xuat hién va gia ting & nhém ngudi ¢d théi quen hit thube
va udng ruou, cudi cing gay réi loan dung nap glucose mau, cé thé dé xuét
hién DTD typ 2 nhom nguoi nay.

Pic diém céc yéu té gia dinh ¢ ngudi tién dai thdo duong. Céc yéu tb
nguy co lién quan xuat hién TDTP duoc y vin dua ra bao gom: It van dong,
tang TG hoic giam HDL-C mau, gia dinh c6 ngudi mic BTD, THA va béo
phi. Ty 18 yéu té gia dinh gap trong nghién cau nay 1a 26,8%. Trudc day,
nguoi ta biét dén bénh dai thdo duong bi anh hudng bai cac yéu té nguy co
nhu tudi, ting huyét ap, vong eo 16n va it hoat dong thé luc, ngudi co tién su
gia dinh bd hoic me dé hodc anh, chi, em rudt bi PTD. Nhitng nhém ddi
tugng Nay c6 nguy co bi DT cao gap 2,37 1an so voi ngudi khdng co tién su
gia dinh bi DTD. Hién nay, cac nha khoa hoc di ching minh, ngoai cac yéu
t6 nguy co trén, bénh DTD con bi anh hudng bai yéu té gen. Cac nha khoa
hoc da nghién ctru xac dinh rd hai gen TCF7L2 va PPARG, dugc coi la gen
nhay cam d6i voi bénh BTD typ 2, c6 tinh dén anh hudéng cua yéu té nhan
trac, dinh dudng, 16i séng va diéu kién kinh té x4 hoi ¢ nguoi Viet Nam. Néu
xéac dinh duoc gen gay bénh ndy thi ¢ thé xac dinh duge ddi twong ndo, cong
ddng nao c6 nguy co cao ddi véi bénh DTD va nhing bién phép can thiép dé
lam giam nguy co d6. Su biéu hién cua gen TCF7L2 ¢ té bao béta tuyén tuy
c6 lién quan dén viéc tiét insulin ciing nhu su sdng s6t cua cac té bao nay.

Nong do protein TCF7L2 bj giam di ¢ ngudi DT typ 2 ¢6 lién quan dén sy
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diéu hoa xubi chiéu cia GIP- va GLP-1 receptors va su rdi loan chirc ning
cuia cac té bao béta tuyén tuy. Gen PPARG cd chire ning diéu hoa viéc du trit
acid béo va chuyén hoa glucose. Gen PPARG Vi bién di tai vi tri 12 c6 lién
quan dén DTD typ 2 thong qua co ché anh huong dén su dé khang insulin.
Mot sb thude diéu tri DTD thong qua tac dong dén gen nay 1am giam duong

méu ma khong thong qua co ché kich thich tiét insulin cua tuyén tuy.

It van dong ciing 13 yéu t nguy co & nguoi TDTD. Lbi sbng tinh it van
dong, danh thoi gian nhiéu cho xem tivi, doc bao, 1am viéc bang may vi tinh,
noi chuyén qua dién thoai, 1ai xe, an udng cung véi khau phan an khong hop
1y, du thira nang luogng s& dan ti béo phi, tang huyét ap, dai thao dudng. ..
cung khau phan ning luong nhu nhau, nhom ngudi it van dong s& cé nguy co
bi béo phi va réi loan chuyén hoa khac trong d6 co6 rdi loan chuyén hoa
glucose cao hon so véi nhom nguoi van dong nhiéu.

Trong tong sé 202 dbi twong nghién ctu, nguoi TDTD it nhét cling ¢6
1 nguy co, c6 ddi tuong cd du ca 5 nguy co trén. Rat kho dé tach biét khang
dinh céc yéu t6 nay la nguy@n nhan gay nén tinh trang TDTP & nhiing ddi
tugng nay hay khong, nhung véi két qua cia nghién ctu cho thay c6 mai lién
quan giita cac yéu to nguy co ndy vdi ngudi TDTD trong nghién ciiu.

4.2. CHI SO KHANG INSULIN VA MOI LIEN QUAN VOI MOT SO
YEU TO
4.2.1. Chi s6 khang insulin
4.2.1.1. Pic diém néng dg insulin, C-peptid é doi tirong nghién creu

Két qua nghién cau nay cho thay: Nong do insulin méau c6 mdi tuong
quan thuan muc d6 vira véi néng d6 C-peptid trén nguoi TPTD véi
r = 0,449, p < 0,01. Nhém nghién ciru ngudi TDTD c6 mdi twong quan thuan
muc d6 vira dén chit gitra cac chi s khang insulin, chirc ning té bao béta, do

nhay insulin tinh theo mé hinh HOMAZ2 cap insulin va C-peptid, p < 0,05.
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Két qua ctia nghién cau cho thay, ¢ ngudi TDTD ludn c6 mot tinh trang xay
ra song hanh ting ndng d6 insulin, C-peptid mau va xay ra ddng thoi ca khéng
insulin, giam chuc nang té bao béta, giam do nhay insulin. Nhiéu nghién ctu
ctia C4c tac gia khac trén ddi tuong DTD typ 2 ciling két luan tinh trang nay
[11]. Va trén ddi twong TDTD cac tac gia khac trén thé gidi ciing dua ra mot
két luan nhu vay [107],[133],[134]. R rang ngudi TDTD, thi hién tuong ting
insulin, ting khang insulin, giam chirc ning té bao béta, giam d6 nhay insulin
la phd bién. C-peptid va insulin 1a 2 chi s danh gia hoat dong chuc ning té
bao béta tiét cua dao tuy. C-peptid co ¥ nghia hon khi danh gia chirc nang té
bao béta ¢ bénh nhan PTP c6 dung insulin dé duy tri duong mau. Cac y van
da khang dinh C-peptid két néi céc chudi A va B cua insulin trong phan ti
proinsulin. Proinsulin duoc chuyén thanh insulin & céc té bao béta cua tuy. C-
peptid (Mot polypeptid bat hoat) 12 san pham phu cua sy chuyén do6i nay.
Insulin va C-peptid duoc giai phong véi luong twong duong vao tuan hoan, vi
vay nong do C-peptid c6 mdi twong quan véi néng do insulin noi sinh va
khéng bi tac dong do dung insulin ngoai sinh (khéng chwta C-peptid)
[134],[146]. Nhu vay, két qua nghién ctu ctua ching tdi cho thdy ¢ ngudi tién
dai thao duong van cd qua trinh tong hop insulin va C-peptid song hanh nhau,
gdy ting ca 2 chat trong mau.
4.2.1.2. Pic diém khang insulin ¢ nguwoi tién ddi thao dwong

Khang insulin 1 dic diém dic trung ctia bénh nhan TP typ 2, dic diém
khang insulin & ngudi TDTD c¢6 gi khac 1a mot van dé ching t6i can phai tra
loi. Str dung md hinh HOMA?2 dé danh gia khang insulin nhom 202 d6i tuong
TPTD so sanh v6i 90 ngudi binh thuong béi 2 chi s6 HOMA2-IR tinh theo
insulin va HOMAZ2-IR tinh theo C-peptid thi nhan thay: Nhém nghién cau c6
gia tri trung binh HOMAZ2-IR tinh theo ca 2 chi s6 déu cao hon nhém chiing
c6 y nghia, p < 0,001. Nhém nghién ctru ciing c6 ty 18 ngudi TDTD c¢6 chi s6
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HOMA2-IR ca 2 chi s6 cao hon nhom ching ¢6 ¥ nghia, p < 0,001. Nhu vay
ca ty 1& va gia tri trung binh cia HOMA2-IR tinh theo ca 2 chi s insulin va
C-peptid nhém nghién ciru ngudi TDTD déu cao hon nhom chimg thudng co
¥ nghia v6i p < 0,001. So véi két qua cua cac tac gia nudc ngoai ching toi
nhan thiy két qua caa nghién ciu nay gidng két qua cua Biswas SK va cong
su, cua Ariel D va cong su, cua Sliem H va cong su, cua Onishi Y va cong su
[107],[133],[134],[138]. Rét tiéc chua c6 két qua cua tac gia Viét Nam nao
cong b dé ching t6i so sanh.

Nhiéu nghién cau trén thé giéi vé khang insulin & bénh nhan DTD typ 2
(dién bién tién trién cua nguoi TDTP) cho thay khang insulin ¢ nhém nay la
pho bién [56],[146]. Khang insulin 1a2 mot khai niém thé hién su gia tang nong
do insulin va giam nhay cam insulin cua co quan dich. Khang insulin 1a tinh
trang suy giam tac dung sinh hoc caa insulin, biéu hién bang gia ting ndng do
insulin mau. Noi cach khac, khang insulin xay ra khi té bao cia mo dich
khong dap ung hoic ban than céc té bao chéng lai sy tang insulin mau. Co
ché bénh sinh cua bénh dai thao duong typ 2 kha phuc tap, 1a hau qua cua
nhitng bat thudng xuat hién ¢ co thé nguoi bénh. Su twong tac gitra nhitng roi
loan lién quan dén di truyén va yéu té moi truong dan dén sy xuat hién cac co
ché gay bénh. Ba co ché bénh sinh chi yéu cua bénh dai thao dudng typ 2 bao
gom: Khang insulin tai mo dich; réi loan chirc ning té bao béta dan dén giam
tiét insulin; roi loan chirc ning té bao alpha gay tang tiét glucagon dan dén
tang san xuat glucose tir gan. Khang insulin 1 co ché bénh sinh chu yéu, quan
trong nhat cua bénh dai thao dudng typ 2 noi chung va TDTP néi riéng. Tuy
vay mirc do biéu hién va vai tro caa khang insulin lai lién quan dén chang toc,
qudc gia va ving 1anh thd, theo d6 ¢ ngudi Chau A doi khi suy giam chic

nang té bao béta cd thé 1a ndi tréi hon. Khang insulin xuét hién tir giai doan
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tién dai thao duong cua PTP typ 2. O giai doan ndy, viéc tang tiét insulin
nham bu lai sy giam nhay cam cua insulin d6i v6i cac mé dich, c6 ging duy
tri tinh trang 6n dinh caa glucose huyét thanh. Khi khang insulin dat dén mirc
d6 dinh cho du tang tiét insulin ciing khong bu lai duogc thi khi d6 s& xuat hién
bénh dai thao dudng typ 2 trén 1am sang. Di véi nhimng truong hop nho tiét
ché an ubng phu hop, rén luyén thé lyc, giam can du thua, diéu tri rdi loan
lipid mau thi co thé s& khdng xuat hién dai thdo duong typ 2 va trong trudng
hop d6 mirc d6 khéang insulin c6 thé thuyén giam. Khang insulin & bénh nhan
PTPD typ 2 va TDTD bao gom cac biéu hién sau [10],[56]:

- Su xuét hién cac san pham ché tiét bat thuong cua té bao béta.

- Su xuat hién chat déi khang véi tac dung insulin trong mau.

- Khiém khuyét hoat dong cua insulin tai cac mé dich.

- Réi loan tiép can cua insulin dén to chuc.

C6 gia thuyét cho rang ting insulin mau cé thé 1a biéu hién cé truéc va
khang insulin 1a co ché tha phéat chéng lai tinh trang ting insulin. Tuy vay
cling ¢6 thé ca khang insulin va bién doi chuc ning té bao béta déu co thé 1a
thir phat sau mot rdi loan rat phé bién d6 1a ting acid béo tu do va insulin, 1a
bang chiing cua khang insulin ¢ té bao m& dbi véi tac dung tuc ché phan hay
lipid cua insulin. Khang insulin gay @c ché tiéu lipid méu, qué trinh nay xay
ra & cac té bao ma. Khang insulin 12 nguyén nhan dan dén ting glucose huyét
thanh song khang insulin & bénh nhan dai thao duong typ 2 va TDTD cling 1a
hau qua cua kiém soat cac chi sd chuyén hoa trong d6 co glucose, lipid va
acid uric mau. Ngoai ra su khiém khuyét bai tiét insulin ciing lién quan véi
khang insulin. Sy khiém khuyét bai tiét insulin cang ning thi cang lam gia

tang mirc d6 khang insulin [56].
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4.2.1.3. Pic diém chirc néing té bao béta ¢ nguwoi tién ddi thdo dwong

Str dung chi s6 HOMA2-%B dé danh gia chic niang té bao béta nhom
nghién ctru ngudi TPTD so sanh vai nguoi binh thuong ching t6i thu dugc
cac két qua: Chi s6 HOMA2-%B nhém nghién ctu tinh theo insulin 1a 102,31
+ 26,23 thép hon nhém chung 13 120,52 % 25,00, p < 0,001. Tuy nhién tinh
theo C-peptid chi s nay nhém nghién cau lai khéng khac biét véi nhom
chtng, p > 0,05. Tuong tu, ty 18 d6i twong cd giam chirc ning té bao béta
nhém nghién ciru 13 7,4% trong khi d6 nhom chang khong thay. Diéu nay cho
thay c6 hién twong giam chuc nang té bao béta & nhém nghién ciu nguoi
TDTD. C-peptid 1a mot chi sé danh gia gian tiép ting hodc giam nong do
insulin mau. Nhu vay, thuc té nguoi TDTD c6 giam chic ning té bao béta
muc thap. Két qua caa ching t6i phu hop voi két qua cac nghién ciu nuéc
ngoai [98],[138],[147].

C-peptid 1a mot peptid gom 31 géc acid amin, dugc sinh tong hop bai té
bao béta cua dao tuy cung luc véi insulin tir proinsulin dudi tdc dung cua
enzym thuy phan la Protease. Nhu vay, viéc dinh lugng C-peptid trong mau
c6 thé giup danh gia kha niang hoat dong cua cac té bao béta cua tuy ngoai
tiét. Theo qua trinh tong hop, lugng peptid va insulin duoc té bao béta dao tuy
san xuat va bai tiét véi lugng nhu nhau vao mau tuan hoan qua dudng tinh
mach cua. Tuy nhién, do C-peptid dugc dao thai qua than con insulin dugc
dao thai chi yéu qua gan va ciing do thoi gian ban huy (half-life) cia C-
peptid 12 khoang 30 pht va cua insulin 12 5 phat nén nong do C-peptid trong
mau thuong cao hon ndng do insulin khoang 5 lan. C-peptid khéng chi la san
pham phu cta su sinh tong hop insulin ma con 1a mét chat c6 hoat tinh sinh
hoc. Viéc thay thé C-peptid két hop véi viéc cung cap insulin ¢é thé ngan can
su phat trién hodc 1am cham tién trién cua nhiing bién chiing cta dai thao

duong [10],[148]. Nhu vay, nguoi TPDTD c6 su khac biét gita insulin va C-
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peptid mau do cac dic diém trén. Cac té bao béta (té bao tao ra insulin) nging
hoat dong va bat dau chét di (trén thuc té, da sb nhirng nguoi méc bénh BTD
typ 2 déu hién d3 mat mot nira chirc ning té bao béta tinh t6i thoi diém ho
duoc chan doan 1a mac can bénh nay). Khi sé luong va chirc ning cia cac té
bao béta giam xudng, tuyén tuy co thé ngdy cang tao ra it insulin hon [138].
4.2.1.4. Pic diém @ nhay insulin 6 nguwoi tién ddi thdo dwong

Trong co ché bénh sinh TDTD ciing nhu DTP typ 2, giam do nhay
insulin 12 mot trong nhimg co ché tham gia tich cuc. Mic du nong do insulin
van duy tri binh thuong, tham chi con cao trong mau, nhung do dd nhay
insulin giam nén bénh nhan van co tinh trang ting glucose mau. Do nhay
insulin chinh 1a ty 18 phan traim nghich dao caa khang insulin, trén ngudi
TPTP va DTD typ 2 giam chiic ning té bao béta, giam do nhay insulin va
giam khéi luong té bao béta 1a nét dic trung thuong gap trong sy phaét trién
cua bénh, bai vi hoat dong tiét insulin cua té bao béta xay ra lién tuc va té bao
béta phai tiép x(c voi nhiéu loai tac dong cua cac san pham qua trinh glycat
hoéa nhu protein bi glycat héa, ton thuong hé véng noéi mé va bao twong.
Nhiéu nghién ctu méi day ciing néi dén sy hién dién cua céc tu thuc bao tai
té bao béta dan dén nhitng ton thuong té bao bat hoi phuc [149],[150].

Két qua nghién ciu nay cho thay chi s6 HOMA2-%S ¢ nhém nghién ciu
tinh theo insulin 12 57,75 + 13,44 thap hon nhoém chung 1a 89,38 + 12,63 cO y
nghia, p < 0,001. Tinh theo C-peptid thi HOMA2-%S cta nhom nghién cuau la
80,28 + 16,08 thap hon nhém ching 1a 173,66 + 44,60, p < 0,001. Ty 1& ddi
tuong cO giam d6 nhay insulin tinh theo insulin & nhom nghién cau la 74,3%,
tinh theo C-peptid 1a 72,8% trong khi d6 nhom ching khéng gap truong hop
nao. Nhu vy, giam do nhay insulin 12 phd bién ¢ nguoi TDTD. Két qua cua
nghién ctru nay cling trung voi cac két qua cac tac gia nuéc ngoai khi nghién

ctu vé do nhay insulin & nhém nghién ctu nguoi TDTP. Ngay tir khi & trang
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thai TDTD di c6 su thay doi vé khang insulin theo chiéu hudng ting khang
insulin va giam chire ning té bao béta.
Bang 4.2. Gia trj trung binh chi sé khang insulin, chite néng té bao béta ¢

ngueoi tién ddi thdo dwong cua mét so tac gia

HOMAZ2-IR HOMA2-%B
Tac gia Nhom
Nhom NC Nhom NC Nhom chung
ching
Két qua 1,81+0,36 | 1,15+£0,18 | 102,31 £ 26,23 | 120,52 £ 25,00
nghién cuu p <0,001 p <0,001
2,6 2,0 149 168
Biswas SK va
19-41) | (1,6-3,1) (109 - 230) (95 - 313)
cs [138]
p<0,01 p<0,01
Ariel D va cs 41+25 22+12 | 1535+114,6 | 165,2+159,6
[107] p <0,001 p>0,05
SliemHvacs | 39%19 2,7+0,1
[133] p<0,01
OnishiYva | 1,98+0,85 |166+0,85| 107,2+475 111,1 £58,7
cs [134] p<0,01 p>0,05

4.2.1.5. Pic diém khang insulin, chirc néing té bao béta va dé nhay insulin
theo 3 trang thai tién ddi thdo dwong

Dua vao nong d6 glucose mau lac doi va glucose mau gio tha 2 sau
nghiém phép dung nap glucose duong uéng, ching tdi phan chia lam 3 phan
nhom khéc nhau. Panh gia su khac nhau vé tinh trang khang insulin, chic
ning té bao béta va do nhay insulin & ting phan nhém khéac nhau thi nhan
thay: Nong do trung binh caa insulin, C-peptid giira 3 phan nhém khéng c6 su
khac biét. Tuy nhién, tinh HOMAZ2 theo cip insulin thi chirc ning té bao béta
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phan nhém 1 va 2 giam so véi nhom ching va giam so véi phan nhém 3, p <
0,001. Tinh theo cdp C-peptid, khang insulin phan nhém 1 va 2 tang hon so
véi phan nhém 3 va chiing p < 0,05. Chite ning té bao béta va o nhay insulin
caa phan nhom 1 va 2 giam hon so vai phan nhom 3 va nhom chuang, p <
0,05. Phan nhém 3 12 nhém ¢é nong do glucose mau luc doi < 5,6 mmol/l va
ndng do glucose mau gio thir 2 caa nghiém phap 12 7,8 - 11,0 mmol/l. Mac di
cuing trong tinh trang TDTD duoc chan doan do rdi loan dung nap sau nghiém
phap, diéu nay cho thiy, nhimg ngudi TDTP ma glucose mau luc déi binh
thuong thi tinh trang khang insulin, giam chirc ning té bao béta va giam do
nhay insulin 12 it nhat. Nhu ching ta da biét insulin 1a mot hormon polypeptid
do té bao béta cua dao Langerhans tuyén tuy tiét ra. Tac dung chinh cua
insulin I1én sy on dinh nong do duong mau xay ra sau khi insulin da gan voi
cac thyu thé dic hiéu trén bé mit té bao ctia cac md nhay cam véi insulin, dic
biét 1a gan, co van va md md. Insulin &c ché tao glucose & gan, tang sir dung
glucose ¢ ngoai vi va do d6 lam giam nong do glucose trong méau. N6 con c
ché sy phan giai md va do d6 ngin sy tao thanh cac thé ceton. Ngoai ra,
insulin con c6 tac dung dong hoéa do anh hudong I&n chuyén héa glucid, lipid
va protid. Insulin bi phan hity & cac mé gan, co va than. Nong do insulin mau
ting 1én sau an, va ting 1én sau nghiém phap. Insulin trong mau duoc tiét ra
déu dé duy tri nong do va duy tri luong glucose mau hang dinh [137]. Xuét
hién tinh trang khang insulin, suy chirc niang té bao béta va giam do nhay
insulin & nhém nghién ciu ¢4 néng do glucose mau lac doi < 5,6 mmol/l 13
diéu gidp ich cho cac nha 1am sang trong tam soat dbi twong tién dai thao

duong tai cong dong.
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4.2.2. Méi lién quan giira chi s6 khang insulin véi mét sé yéu té lién quan
& ngudi tién dai thao dwong

Chung t6i da lya chon mot sé dic diém yéu td nguy co tién dai thao
duong dé xem xét mdi lién quan vai tinh trang khang insulin, chtc niang té
bao béta va d6 nhay insulin.
4.2.2.1. Lién quan vdi tudi

Khi xem xét c4c chi s6 HOMAZ2 lién quan vaéi tudi thi nhan thay rang:
Gia tri trung binh cac chi s6 HOMAZ tinh theo insulin va C-peptid déu thay
d6i theo nhém tudi, tuy nhién thay rd nhat nhém nghién ctru nguoi tir 70 tudi
trg 18n chi s6 HOMAZ2-IR trung binh cao hon, chi s6 HOMA2-%B danh gia
chtic nang té bao béta giam hon, chi s6 HOMA2-%S danh gia do nhay insulin
giam hon c6 y nghia so v&i cac nhom tudi < 70. Cac nhom tudi khac chua
thiy su khac biét. Két qua nghién cau nay ciing phu hop véi céc két qua
nghién ctu trong nudc va qubc té [133]. Céac nghién ciru déu cho thay, nguoi
cao tudi cd ty Ié mic TP typ 2, mic TDTD cao hon nhém ngudi tré tudi.
Giai thich cho van dé nay boi nguoi cao tudi thuong cé nhimg dic diém anh
huong dén rdi loan chuyén hoa glucose mau, ting khang insulin. C6 rat nhiéu
yéu t6 anh hudng dén ty 16 mac bénh dai thiao dudng cling nhu rdi loan dung
nap glucose nhu tudi, gidi, chung toc, quéc gia, tinh trang kinh té xa hoi, 15i
séng va béo phi... trong d6 tudi 1a 1 yéu td rat quan trong. Cac nguyén nhan
lam tang ty 1é mic dai thao duong ¢ nhitng ngudi cao tudi 1a nhimg thay doi
vé chuyén hoa glucose, do réi loan tiét insulin va khang insulin ting 1én theo
tudi, do ngudi cao tudi thuong phai dung nhiéu loai thudc c6 anh hudng dén
duong mau, do 15i séng tinh tai it hoat dong va do ho thuong cé béo phi hoic
thira can. Nhimng thay doi sinh Iy ¢ nguoi cao tudi anh huéng dén noéng do
glucose mau nhu an udng kém va that thuong, hap thu duong ¢ rudt cham,
giam du trir glycogen tai gan, suy giam chirc nang than theo tudi. Mat khéc,

ngudi cao tudi thudng ¢ tinh trang glucose mau ting dan theo tudi ca luc doi
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va sau an. Nhitng bénh 1y di kém ctia ngudi cao tudi cling thuong xuyén gap.
Thém vao nita nguoi cao tudi cd cac dic diém lam gia ting tinh trang dé
khang insulin nhu: Gia ting ndng do triglycerid mot loai chat béo trong mau
hay lipid mau ting cao c6 thé 1am ting nguy co mac bénh xo vita ddong mach
hay bénh tim do tic nghén dong mach. Tinh trang giam HDL-C & nguoi cao
tudi gop phan trong co ché khang insulin. Nghién ctu trén quy mé 16n cho
thiy nhitng ngudi ¢6 ndong do HDL-C thap c6 nguy co bi xo vita dong mach
cao hon. Nguoi cao tudi co tinh trang co thé gitt mudi natri, c6 thé gay & dich
trong co thé. Khi @ dich trong co thé cd thé 1am ting huyét p. Huyét ap tang
cao sé& tao &p luc 18n hé tim mach. Cac co ché tao cuc méau déng trd nén hoat
dong qua mac. Nong do insulin cao qua muc lam co thé san xuat ra
fibrinogen véi ndng do cao, day 1a mot trong nhitng nguyén nhan hinh thanh
cuc mau dong nho gay tic dong mach va gop phan gay xo vita dong mach.
Nong d6 LDL-C ting trong mau ciing 1a nhitng nguyén nhan giy xo vira
mach méau. C4c yéu t6 trén anh huong dén tinh trang khang insulin & nguoi
cao tudi thuong tang 1én [151].
4.2.2.2. Lién quan vdi tinh trgng huyét ap

Nhiéu nghién ctu vé khang insulin & bénh nhan BTD typ 2 cho thay c6
lién quan dén THA, khang insulin ting 1én & nhdm nghién cau c6 THA so Voi
nhém nghién cau khdng THA [144]. Mot s6 nghién cau vé khang insulin &
bénh nhan THA cho thay c6 méi lién quan. Nhu vay, khang insulin lién quan
dén tinh trang THA cua bénh nhan ciing nhu lién quan dén THA ¢ bénh nhan
PTPD typ 2. Nghién ctiru ciia ching tdi khdng thiy dic diém nay, diéu nay c6
thé ly giai ddi tugng nghién cau nay la nhiing nguoi THDTD. Khi tim hiéu
nguyén nhan gay khang insulin thi nhan thiy: Nguyén nhan giy dé khang
insulin hién chua duoc biét r3. N6 duoc xem 1a mot phan do céc yéu té di
truyén, bao gém ca yéu té chung toc va mot phan do 16i séng. Pa sb bénh
nhan dé khang insulin thuong khong co triéu chimg gi dic hiéu. Trong hau

hét cac truong hop co thé “chung song hoa binh” véi nhu cau ting san xuat
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insulin trong nhidu nam. Khi san xuét insulin khong con dap tmg duoc Vi
yéu cau, ting dudng mau sé xay ra. Khi luong duong mau dat dén mot mic
d6 cao can thiét, dai thiao duong s& xuat hién; luong duong mau cao s& gay
tén thuong mach mau & nhiéu co quan b phan, bao gom ca than. Véi bénh
nhan THA, c6 thé tinh trang khang insulin lién quan dén cac yéu té nguy co &
bénh nhan THA nhu béo phi, rdi loan lipid mau... Trong nghién ctu nay ciing
thiy mdi lién quan giira cac chi s6 HOMA2 voi THA cuaa bénh nhan. Bénh
nhan tang huyét p c6 chi sé khang insulin tinh theo insulin, chirc ning té bao
béta cao hon va d6 nhay insulin tinh theo insulin giam hon nhém khéng THA.
4.2.2.3. Lién quan véi tinh trgng béo phi va béo bung

O bénh nhan DTP typ 2 khang insulin lién quan mat thiét véi béo phi va
béo bung [31],[145]. Nhiéu nha khoa hoc da tim ra co ché cua méi lién quan
nay trén dong vat thuc nghiém. Cac nghién cau cho biét viéc vo hiéu héa mot
loai phan tir moi dugc phat hién trong céc té bao md trang, da cho phép chudt
an do an chua nhiéu calo ma khong bi béo phi hay mac chang viém c6 thé
dan dén hién tuong khang insulin. Két qua ciing chi rd dén gitra su sinh nhiét
(d6t chay calo dé tao nhiét) va sy hinh thanh chuing viém & té bao md, ma
trude ddy tirng duoc cho 13 hai qua trinh dugc Kiém soat mot cach riéng ré. Su
sinh nhiét dong vai trd quan trong trong trao doi chat va duy tri can nang khoé
manh, con chiing viém dan dén tinh trang khang insulin. M6t thanh céng then
chét 1a viéc phat hién ra protein TRPV4, mot phan tr dong vai trd nhu mot
cong tac kich hoat, dugc biéu hién r6 trong cac té bao ma trang von 1a noi tich
trir calo du thira va bi don & & nhitng ca thé béo phi. Trong nghién cau, cac
nha khoa hoc da nudi nhitng con chudt khéng c6 TRPV4 hoac dugc st dung
mét loai thuéc dé vo hiéu hoa protein nay. Khi khdng c6 TRPV4, cac té bao
m& trang kich hoat mot bo gen tiéu thu nang luong dé san sinh nhiét, thay vi
tich trir ning luong tao md thira. Qua trinh sinh nhiét nay thuong xay ra & té

bao m& nau hoidc be (thuong dugc goi 1a loai ma tot), chu yéu cé trong céc
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dong vat nho va tré so sinh dé bao vé co thé khi troi lanh. Khi cho nhitng con
chudt khong c6 TRPV4 an ché d6 nhiéu calo trong vai tuan, ching khéng bi
béo trong khi mic d6 viém ¢ té bao md va hién twong khang insulin lai giam
di. Chinh su phét hién ra vai trd cia TRPV4 s& gop phan tim ra phuong phap
diéu tri béo phi va cac cin bénh khac lién quan dén trao ddi chat [152].

Nhitng chiing ctr trén nguoi cling cho thay rd mdi lién quan giita khang
insulin va béo phi. M& dugc tao ra trong co thé khi viéc hip thu ning luong
vuot troi hon viéc sir dung. O ngudi béo phi, viéc hap thu ning luong ap dao
kha niang dy trit nang luong binh thuong cia co thé, dinh diém la chat béo
trong mau gia ting va duy tri. Diéu ndy gay nén dap ¢ng viém cua hé mién
dich. Néu tinh trang béo phi ni tang kéo dai s& dan dén viéc nhitng enzym
van chuyén chat béo dang hoat dong s& chuyén nhiing chat béo duoc du trix
trude day vao trong mau. Pé chan viéc gia ting chét béo trong mau, co thé s&
tich trir dan dan chat béo vao trong gan va co xuong. Tinh khang insulin xay
ra khi hoat dong phéi hop gitra insulin va cac chat van chuyén glucose vao té
bao bi that bai, dan dén luong glucose trong mau ting. Nhirng san pham phu
ctia qué trinh chuyén hoa chat béo trong co ciing giy trd ngai trong viéc van
chuyén glucose. Ngoai ra, ching viém xay ra trong té bao m& ciing lam xao
tron chirc nang va hoat dong binh thuong cua té bao ma [153].

Két qua nghién ctru ciia chung toi trén nguoi tién dai thao duong cho
thiy: Bénh nhan béo phi c6 chi sé khang insulin tinh theo C-peptid cao hon, do
nhay insulin tinh theo C-peptid thip hon nhom nghién ctru nguoi khong béo phi, p
< 0,05. dbi tuong béo bung co khang insulin cao hon, 6 nhay insulin thip hon
nhom khong béo bung, p < 0,05.
4.2.2.4. Lién quan véi héi chizng chuyén hoa

Hoi chiing chuyén hoa trong nghién ciu cua ching tdi gap toi 59,4% va
cac thanh t6 trong HCCH déu lién quan dén khang insulin. Binh thuong thirc

an dugc tiéu hoa thanh duong glucose. Glucose nay dugc mau mang toi cac



108

t6 chuc cua co thé, & d6 cac té bao sir dung glucose lam ngudn ning lugng.
Glucose ndy vao dugc trong té bao 1a nho insulin. O ngudi c¢6 dé khang
insulin, glucose khdng thé vao té bao mot cach dé& dang. Co thé phan tng
bang cach san xuat nhiéu hon cac insulin dé gitp glucose vao té bao. Két qua
la néng d6 insulin ting cao trong mau. Tinh trang nay d6i khi din dén dai
thao duong khi tuyén tuy khong cé kha ning tiét du insulin dé diéu chinh
duong mau vé muc binh thuong. Tan suit cia HCCH da va dang gia ting trén
thé gigi song song Véi su gia ting ¢ ngudi thira can, béo phi, TDTD va BTD.
Tan suat cia HCCH chiém khoang 20 - 24% trong cong ddng va no gia ting
theo tu6i vai khoang 40% dan sé trén 50 tudi & Hoa Ky va gan 30% dan sb >
50 tudi & Chau Au. O cac nudc Pong Nam A, mic di chi s6 BMI thuong thap
hon ¢ phuong tdy nhung tan suat cia HCCH ciing dang ting dang ké.

HCCH Ia do su tac dong qua lai gitra gen va 15i séng va duoc biéu hién
khi nhimg nguoi vén da c6 yéu t di truyén bat dau map lén; cé khoang
20 - 40% hoac hon nira dan sb cac nudc déu cé yéu té di truyén tiém an. Céac
bat thuong vé chuyén hoé khi két hop véi nhau ching s& thuc day tinh trang
sinh xo vira rat manh dan dén hinh thanh va phat trién cac mang vira xo trong
long mach tir @6 gay nén nhiing bién ¢ tim mach. Bé khang insulin, ting
nong do insulin mau va nhitng réi loan chuyén hoa insulin c6 twong quan Véi
su xuat hién céac thanh phan cua HCCH ca nhiing nguoi binh thuong, nguoi
TDTD va DTD [154],[155]. Thira can va béo phi thuong lién quan dén khang
insulin va HCCH. Tuy nhién béo phi thé bung c6 tuong quan cao véi Cac yéu
t6 nguy co chuyén hoa hon 1a su gia ting chi s6 BMI; vi thé chi s6 vong eo
dugc NCEP ATP 11l sir dung nhu 1a 1 tiéu chuan quan trong trong HCCH.
Theo nhiéu tac gia md bung khdng chi 1a noi du trir triglycerid ma con 1a co
quan noi tiét, vi ngay cang cé nhiéu bang chting cho thay ching phong
thich mot s6 hormon nhu TNF-a (Tumor Necrosis Factor alpha: Yéu té gay

hoai tir md alpha) va Interleukin-6 cé lién quan dén khang insulin [10],[156].
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Tang triglycerid thuong gap ¢ nguoi cd6 HCCH va né lién quan dén céc yéu tb
gdy xo v0 dong mach nhu tang lipoprotein giau triglycerid, ting LDL-C va
giam HDL-C. Ngay cang cd nhiéu bang chiing cho thay su phéi hop giita
giam HDL-C véi ting triglycerid nhu 1a su hién dién caa tinh trang dé khang
insulin cling nhu nguy co bénh mach vanh [145]. Co ché lam ting
huyét ap cua khang insulin gom: Insulin 1am ting tai hap thu Na* va nudc &
4ng than, insulin 1am ting catecholamine, ting hoat tinh cua hé than kinh giao
cam, insulin 1am thay d6i su van chuyén ion qua mang [157].

Két qua nghién ctiru nay cho thay, nhimg ngudi TDTD ¢6 HCCH c6 chi
sO khang insulin cao hon va do nhay insulin giam hon so voi nhiing ngudi
TPTP khong c6 HCCH, p < 0,01. Két qua ctia nghién ctru cling phu hop véi
két qua nghién ctru cia cac tac gia khac trén bénh nhan PTP va TPTD
[133],[134]. Cac tac gia khac déu dong thuan rang: Cac bt thuong vé chuyén
hoa nhu tang triglycerid, giam HDL-C, ting md bung, ting huyét ap, ting nhe
duong mau 1a nhiing yéu té lién quan dén dé khang insulin. Pé khang insulin
xuat hién trudc va tao diéu kién khoi phat TDTD va DTD typ 2. Tang duong
mau thuong xuat hién khi té bao tuy khong bu trir dugc hién twong khang
insulin bang cach phong thich insulin. Vi vay TDTD va DTD typ 2 chi 1a hau
qua cua sy khang insulin va cic bat thuong chuyén hoa di trudc. Nhimg
nghién ctru dich t& hoc gan day chi ra rang can xem xét dén sy hién dién cua
HCCH hon 1a timg yéu t6 ctia nd, vi nguy co tim mach khi c6 HCCH 16n hon
nguy co tim mach ciia timg thanh phan riéng 1é. HCCH 1am ting nguy co
bénh mach vanh, nhdi mau co tim va dot quy ¢ ca hai gioi, ting ca bénh sut
va tir sudt tim mach mot cach doc 1ap. Can luu ¥ rang hoi chimg chuyén hoa
cling lam tang nguy co tim mach & bénh nhan da bi bénh tim hoic ngudi tién
dai thdo duong, dai thdo duong typ 2 va ca & nhitng nguoi c6 dudng mau binh
thuong [145].
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4.2.2.5. Lién quan vdi réi logn lipid mau

Dé lam rd hon vé lién quan giira rdi loan lipid méu véi khang insulin ¢
nguoi TDTPD, ching t6i danh gia cac chi sé khang insulin & 2 nhom cé va
khdng c6 rdi loan lipid mau. Két qua cho thdy chi s6 HOMA2-IR nhém
nghién ctru nguoi TPTD ¢6 RLLP mau cao hon nhom khong RLLP mau,
HOMA2-%B va HOMA2-%S ¢ nhdm nghién ctru ngudi TDTD thap hon so
v6i nhom ngudi TDTD khéng ¢6 RLLP mau, p < 0,05. Két qua nghién cau
nay pht hop véi céc két qua nghién ciru trong va ngoai nudc [158],[159].
Theo co ché bénh sinh thi ting triglycerid va giam HDL-C lién quan dén
khang insulin & ca nguoi thuong va nguoi TDTD, TP [160],[161]. Réi loan
lipid méau trong nghién ctu cua ching t6i dugc xac dinh it nhat c6 1 thanh
phan lipid mau bi réi loan. Ty Ié tang triglycerid trong nghién ctu nay la
48,5%, ty lé giam HDL-C 1a 19,8%. Co ché vé khang insulin va md md van
con chua duoc biét rd. Tac dung truc tiép cua nhidm doc md cd thé giai thich
méi lién hé giita ting triglycerid va giam chirc ning té bao béta. Mot so tac
gia da ghi nhan & bénh nhan PTP typ 2 mbi chan doan c6 béo phi kém ting
HA va tang triglycerid thi khang insulin nhiéu hon trong khi trai lai & bénh
nhan PTP thé gay kém ting triglycerid va tudi 16n thi khiém khuyét tiét
insulin 1a cha yéu. Tuy nhién khang insulin cling tim thdy ¢ bénh nhan DTD
thé gay kém tang HA va giam HDL-C.
4.3. PANH GIA KET QUA CAN THIEP TAlI CONG PONG O NGUOI
TIEN DPAI THAO PUONG

Dua theo khuyén cao cua Hoi Noi tiét - DTD thé gidi va Viét Nam,
chung t6i da thuc hién cac phuong phap kiém soét glucose mau va nhitng
yéu té nguy co ¢ ngudi TDTP véi 3 phuong phap: Tiét ché dn ubng, rén
luyén thé luc va ding thuéc metformin. Trong qua trinh can thiép ching toi
ca thé hoa tiing ddi twong, dbi tuong duoc theo ddi va danh gia sau 2 thoi
diém sau 6 thang va 12 thang. Nhirng ddi twong thuc hién ding chi dinh cua
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nghién ctu s& dua vao so sanh, danh gié trén 3 muc: Két qua chung, thay doi
mot sb yéu té nguy co va thay d6i cac chi sé khang insulin, chirc ning té bao
béta va d6 nhay insulin.
4.3.1. Két qua chung sau 12 thang can thiép
4.3.1.1. Bién doi sé lwong va nguyén nhan gidm sé lweng ngwoi tien ddi
thdo dwong trong nghién ceiru

Két qua nghién ctru caa ching tdi cho thay bat dau dua vao can thiép c6
112 trong 202 ngudi TDTD tham gia (90 ngudi ngay tir dau khdng cam két
thuc hién du cac ché @6 luyén tap, tiét ché an udng va ding thudc bai 1y do cé
nhan), tuy nhién trong 6 thang dau tién qua 3 lan pho bién, kiém soat ché do
an va ubng thudc, c6 12 nguoi da khong tuan thu, loai khoi nghién cau hoac
khong dén tham gia danh gia két qua kiém soét. Ty Ié bo tri trong 6 thang dau
la 10,7%. Trong 6 thang tiép theo, c6 thém 45 nguoi bo tri, nhu vay sau 12
thang s6 nguoi thuc hién day du yéu cau trong nghién cau chi c6 55 nguoi.
Ty 18 nguoi bo tri sau 12 thang Ién ti 50,9%. Khi tim hiéu vé Iy do bé tri thi
nhan thay trong 57 ngudi bo tri chi c6 29,8% do thay ddi noi ¢ va lam viéc,
14,0% mac bénh di diéu tri cac bénh khac va 19,3% nguoi do tc dung phu
cua thubc, con lai 36,9% nguoi la khdng tuan tha diéu tri. Trong nhom doi
tugng ¢ tac dung phu caa thude thi 11 ddi twong bi tiéu chay, cac dbi tuong
nay déu bo khdng tiép tuc udng thubc. 6 ddi tuong cé biéu hién di ung, dau
bung, budn ndn va ndn nhe khong anh hudong dén stc khoe va sinh hoat nén
s6 ddi tugng nay tu nguyén tiép tuc udng thudc. Nhu vay, ly do khong tuan
thil diéu tri, khong dam bao tiéu chuan nghién ciru cho muc tiéu theo di diéu
tri chiém da sd. R4t nhiéu nghién ctru trén cac ddi tuong khac nhau déu cho
thay, bo tri khéng tuan thi thuong chiém da s6. Diéu tri TDTD theo khuyén
cdo can két hop ché do an va ché do luyén tap, mdi ngay ngudi tham gia diéu
tri can uéng day da 1700mg metformin. Ly do khdng tuan thu diéu tri xuat
phét tir nhan thirc bénh tat chwa tét, khién nguoi tham gia diéu tri chua thay

can phai tuan thu nghiém ngat. Hon nita, nhiing ngudi nay thuong khong c6
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triéu chung 1am sang, do vay khong co ly do la cac triéu ching gay khé chiu
cho nguoi TDTD can phai kiém soat, nén ho thuong c6 tam ly chi quan, lo 14
bénh tat. Vai tro gido duc truyén thdng rat quan trong, can phai c6 cach dé
ngudi TDTD tuan tha diéu tri hon.
4.3.1.2. Két qud diéu tri nguoi tién ddi thdo dwong

Két qua nghién cau cho thay c6 55 ngudi TDTD c6 du s6 liéu tir thoi
diém bat dau vao nghién ctu, sau 6 thang va sau 12 thang kiém soat. C6 2
ngudi chuyén thanh BTD typ 2 & thoi gian trong 6 thang va 5 ngudi chuyén
te TDTD sang BDTD typ 2 sau 12 thang. Sau 6 thang tur 112 nguoi TDTD con
lai 100 ngudi (giam 10,7%), sau 12 thang s6 nguoi TDTD con lai 55 ngudi
(giam toi 50,9%). Sau 6 thang c6 38,2% nguoi hét TDTD tro vé binh thuong
va sau 12 thang con sé ddi tuong TDTP tro thanh nguoi binh thuong 14
65,4%. Nhu vay, khi kiém soat ngudi TDTD va diéu tri ha glucose mau c6 téi
65,4% ngudi tién dai thao duong tré vé nguoi binh thudng. Pi sdu vao phan
tich cac bién doi trén phan nhom véi cac mire glucose mau lac déi khac nhau
cling nhu két qua nghiém phap dung nap glucose thi nhan thay: ¢ su khac
biét vé dién tién TDTD giita cac phan nhoém. Phan nhdm 1 véi glucose mau
lac doi: 5,6 - 6,9 mmol/l va glucose mau gio thar 2 cua nghiém phéap dung nap
duong udng: 7,8 - 11 mmol/l ¢6 ty Ié nguoi TDTP tré vé ngudi binh thuong
it nhat 12 56,0%. Phan nhém 2 véi glucose lac doi: 5,6 - 6,9 mmol/l va
glucose mau gio tht 2 cua nghiém phap dung nap duong udng < 7,8 mmol/I
ty 1€ nay la 72,2%. Phan nhdm 3 véi glucose luc do6i < 5,6 mmol/l va glucose
mau gid thir 2 cia nghiém phap dung nap duong ubng: 7,8 - 11 mmol/l ty 1&
dbi tuong tré vé binh thuong 1a 75,0%. Mot han ché khi phan tich sau két qua
la s6 nguoi tham gia day da thoi gian chi c6 55 nguoi nén ching t6i chi dua
ra nhitng nhan xét ban dau ma chua két luan duoc.

Trong s6 55 nguoi tham gia diéu tri TDTD bang tiét ché an udng va
ding metformin thi nhan thay ring c6 5 ngudi chuyén thanh DTP thuc thu
sau 12 thang kiém soat. Khi xem xét 5 bénh nhan nay thi tat ca déu du can
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hoac béo phi, c6 2 bénh nhan ¢4 tién st gia dinh c6 ngudi TP, 3 bénh nhan
khong giam duoc can va kiém soat huyét ap kho khan, 4 nguoi rdi loan lipid
méu va 2 HCCH. Trong sé 5 ngudi nay ¢6 03 ngudi thudc phan nhom 1, 01
ngudi thudc phan nhom 2 va 01 nguoi thuéc phan nhém 3. Nhu vay, ching
t6i cho rang khi diéu tri ngudi TDTD, can thiép cac yéu té nguy co cho thay
yéu té gia dinh kho dé can thiép, va céc yéu td khac nhu béo phi, rdi loan
lipid, THA, ndng d6 glucose méau 1am giam két qua diéu tri ngudi TDTD.
DTD typ 2 co rat nhiéu yéu té nguy co, trong d6 béo phi 1a mét trong nhiing
yéu té d6. Trong bénh béo phi, mic acid béo ty do ting man tinh da co tac
dong wc ché su tiép nhan cac glucose dugc hoat hda boi insulin. Cac nghién
ctru ciing cho thiy ting muc acid béo ty do trong mau gay ra mot khiém
khuyét van chuyén hoic phosphoryl héa, bing chang 1a hoat tinh cua
glycogen synthase bi &c ché rd rét vao dung thoi diém thu nhan cac thay doi
trang thai long cua mang té bao, gay anh hudéng dén thu thé insulin dugc gan
vao 16p lipid kép cua bao twong [145]. Nhu vay, nhitng nguoi béo phi chua co
réi loan dung nap glucose ciing rat d& mac BDTD typ 2.

4.3.1.3. Bién déi néng dp glucose, HbAlc, insulin va C-peptid sau diéu tri

Két thiic nghién ctu ching t6i thu dugc két qua nhu sau: Nong do
trung binh glucose mau lac do6i, HbAlc, insulin va C-peptid, giam rd rét sau
diéu tri (p < 0,001).

Nong d6 glucose mau doi trung binh trude diéu tri 12 5,87 + 0,58 mmol/l,
sau diéu tri 1a 5,26 + 0,99 mmol/l, su khac biét c6 ¥ nghia thong ké, p <
0,001. Nong d6 HbA lc trung binh trude diéu tri 1a 6,05 + 0,23% sau diéu tri
1a 5,63 + 0,75%, p < 0,001; ndng dd insulin mau trudc diéu tri 1a 14,76 + 2,18
nU/ml, sau diéu trj 12 10,63 + 2,34 pUm/I, su khac biét co ¥ nghia thong ké, p
< 0,001; twong ty nong d6 C-peptid trude diéu tri 1a 1,72 + 0,19 ng/ml, sau
diéu tri 12 0,82 + 0,31 ng/ml, (p < 0,001). Piéu nay cho thiy & ngudi TDTD
néu tuan tha diéu tri s& d& kiém soat glucose mau, HbAlc, insulin va C-
peptid. Mot két qua dic biét trong nghién ciu nay nhan thay rang nong do
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insulin, C-peptid trung binh sau diéu tri c6 giam c6 y nghia thong ké, nhu vay
c6 thé thay doi duoc nong do cac chat truc tiép lién quan dén qué trinh
chuyén hoa glucose méau. O ngudi TDTD do c6 tinh trang khang insulin nén
c6 su tang tiét insulin mac du ndng do glucose mau con & mic binh thudng,
tinh trang khang insulin tiép tuc gia ting va sy tiét insulin tang dan, khi ndng
d6 glucose mau ting cao hon nita va kéo dai thi sy tiét insulin giam dan, do
d6 sau mot nam diéu tri ndng do insulin mau cé thé giam hoic vé binh thuong
tham chi cd thé tang 1én lam thay d6i nong do insulin va C-peptid [68].
4.3.2. Thay d6i mot s6 yéu té lién quan & ngudi tién dai thao dwong

Sir dung bién phap rén luyén thé luc, két hop véi tiét ché an uéng va
ding metformin c6 tac dung giam ty Ié cac yéu té nguy co ¢ ngudi TDTD.
Trong cac yéu td nguy co, phuong phéap diéu tri chi c6 thé tac dong 1én nhiing
yéu t6 nguy co co thé thay ddi duge nhu: Béo phi, THA, r6i loan lipid mau.
Chung tdi nhan thay, cac dbi twong tham gia tuan tha ché do diéu tri déu co
két qua thay doi cac yéu td nguy co rat tot.

Chi s6 vong bung trude diéu tri 82,82 + 9,55 cm va sau diéu trj 1a 82,55
+ 9,25 cm, khac biét khong c6 ¥ nghia p > 0,05, tuy nhién chi sé BMI trung
binh trudc diéu tri 23,98 + 3,16 kg/m® va sau diéu tri 23,35 + 3,25 kg/m* khéc
biét c6 y nghia thdng ké véi p < 0,001. Vong bung nho lai sau mot nam diéu
trj khong c6 y nghia va BMI giam xudng c6 ¥ nghia théng ké, p < 0,001, c6
thé giai thich mot phan do duoc bac si tu van vé cac kién thuc chim soc
TDTD & mdi lan tai khdm nén d6i tugng trong nghién ctru nay tuan thu
luyén tap thé luc déu dan mdi ngay va bang nhiéu bién phap lam co bap sin
chic hon. Bén canh d6 do dugc tu van thuong xuyén va ki ludng nén dbi
tugng ciing an udng tiét ché va an it chat béo hon so véi trude diéu tri, do do
chi s6 BMI giam c6 y nghia thong ké. Vong bung 1a mét chi s6 kho giam
hon boi dbi twgng nghién ctu tudi cao nén viée lam cho co bung sin chic &
khong thé.
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Nhan xét bién d6i cac thanh phan lipid méu thi nhan thay sau 12 thang
kiém soat, c4c tri sb trung binh cholesterol, triglycerid, LDL-C va ty 1& phan
tram cta ting thanh phan ciing déu giam rd rét, tuy nhién chi thay su khac
biét c6 ¥ nghia thong k& & cholesterol va LDL-C, con chi sé triglycerid va
HDL-C khéc biét khong c6 y nghia, diéu nay cho thay trong thuc té 1am sang
viéc diéu tri 1am ting HDL-C 1a mot van dé kho khin nan giai nhu nhiéu nhan
dinh cua cac nghién ctru [88].

Ty 1& bénh nhan ting HA trudc diéu tri 1a 50,9% sau diéu tri chi con
30,9%, nhu vay tinh trang huyét ap duoc cai thién rd rét. Trong nghién cau
cia chdng t6i, nguoi TDTD thudng ting huyét ap nhe, nén viéc kiém soat
huyét &4p bang ché do an udng va luyén tap hop ly c6 hiéu qua.

Nhu vay trong nim dau diéu tri thi nhan thay nong d6 glucose mau doi,
HbAlc, C-peptid, BMI, ting HA va cac thanh phan lipid mau trir thanh phan
HDL-C va triglycerid 12 cai thién 1 sau diéu tri, con chi sé vong bung khéng
thay doi sau diéu tri, day 1a mot thyc té rat hay gap trén 1am sang trong cong
tac diéu tri bénh ngudi TDTD ndi riéng va PTP typ 2 néi chung. Boi vi dai
thao duong 1a mét bénh rdi loan chuyén héa duoc chi phdi boi nhiéu yéu to
nguy co nhu tinh trang béo phi, béo bung, réi loan lipid mau, ting huyét ap,
khang insulin, hoi chitng chuyén hoa va yéu té di truyén cua ting ca thé, cac
yéu té nguy co nay di c6 trudc tir nhidu nam trudge khi bénh BTD xuat hién
trén 1am sang, chung tuong tac v4i nhau tao thanh mot vong xoan bénh 1y, vi
vay viéc diéu tri du tdi vu dén dau ciing kho long kiém soat tot tat ca.

Vai trd cua ché do an va luyén tap dé kiém soat cac yéu té nguy co da
duoc khang dinh. An uéng, luyén tap hop Iy s& gitp cho co thé can bang duoc
lwong nang lwong cung cip va ning luong tidu thy, 1am giam qua trinh tich
luy ning luong dang c4c chat béo. Hoat dong diéu do con gitip co thé thai bt
cac chat doc chuyén hoa ra khoi co thé bang con duong mé hoi va con duong

thai khac, lam cho co thé khong bi @ tré cac chat doc, chuyén hod co thé sé& tét
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lén. Theo két qua cua cac cong trinh nghién ctu va thir nghiém 1am sang, céc
béac si cho biét tap luyén va ting cuong van dong co thé thuc sy mang lai
nhiéu loi ich vé stc khoe cho bénh nhan dai thao duong ndi chung va TDTD
noi riéng. Luyén tap tot s& gilp cai thién do nhay cam vai insulin, ha dudng
mau, gitp nguoi TDTH kiém soéat bénh tot hon. Cu thé, cac tac dung ma viéc
tap luyén mang lai cho ngudi TDTD bao gém: Tang luong méau chuyén dén
cac co, tir d6 ting kha ning van chuyén cac vat chat trong mau. Tap luyén
va van dong co thé giup ting cudng luu thong dong mau, ting cuong kha
ning tuan hoan mau déng thoi lam ting kha ning giup cac mo co chuyén
hoa vat chat bén trong. Tap luyén gilp cac té bao cua co thé hap thu
glucose tir dong mau va phan hay né nhanh hon, tranh tinh trang duong
trong mau cao. Gia tang su nhay cam cua insulin cho nguoi bénh dai thao
duong, giam tinh trang khang insulin. Cac co cung cap mau tot hon va cé
muc acid béo thap hon, phong ngira cac bénh vé gan nhiém m&, md mau
cao. Loai b duoc lipid mau va cholesterol trong mau, la cac yéu té nguy
co cho bénh tim mach [60],[86],[162].

Metformin 1a mot thudc chong dai thao duong nhém biguanide, ¢ co
ché tac dung khac vai cac thudc chéng dai thao duong nhom sulfonylure.
Khong gidng sulfonylure, metformin khong kich thich giai phong insulin tur
cac té bao béta tuyén tuy. Thudc khong co tac dung ha duong mau & nguoi
khong bi dai thao duong. O ngudi dai thiao duong, metformin lam giam sy
tang duong mau nhung khong gay tai bién ha duong mau trir truong hop nhin
doi hoac phdi hop thudc hiép dong tac dung. Metformin lam giam nong do
glucose trong mau khi d6i va sau bita an & nguoi bénh dai thao duong typ 2
va TDTD. Co ché tac dung ngoai bién ciia metformin 1a 1am ting st dung
glucose & té bao, cai thién lién két cua insulin véi thu thé va c6 18 ca tac dung

sau thu thé, e ché tong hop glucose ¢ gan va giam hap thu glucose & ruét.
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Ngoai tac dung chdng déi thao duong, metformin phan nao cé anh huong tét
trén chuyén hoa lipoprotein, thudng bi rdi loan & ngudi bénh dai thao duong
khong phu thudc insulin. Trai vai cac sulfonylure, thé trong cia nguoi duoc
diéu tri bang metformin cé xu huéng 6n dinh hoac cé thé hoi giam [10],[163].
Nhu vay, khi diéu tri bang metformin khéng chi giam glucose mau ma
metformin con cé tac dung giam lipid mau va giam trong luong co thé.

4.3.3. Panh gia thay d6i khang insulin, chirc ning té bao béta va dd nhay
insulin sau diéu tri

Nong d6 insulin va C-peptid mau déu giam rd rét sau 12 thang diéu tri Ia
mot két qua tot. Ty 1é d6i tuong ¢d nong do insulin ting 1én trong mau giam
tir 87,3% xudng con 29,1% sau 12 thang diéu tri. Ty 1 nguoi tién dai thao
duong tang nong do C-peptid tir 96,4% giam xudng con 7,3% sau 12 thang
diéu tri, p < 0,001.

Cac dbi tugng trong nghién ctru duoc tinh toan cac chi s6 HOMA2-IR,
HOMA2-%B va HOMA2-%S theo cap insulin va C-peptid, két qua cho thay:
Gia tri trung binh cita HOMAZ2-IR giam, gié tri trung binh cia HOMA2-%B
va HOMAZ2-%S ting 1én sau diéu tri, p < 0,001. Két qua nghién ctu nay phu
hop véi két qua nghién ctiu can thiép cua cac tac gia khac, sau kiém soat
ngudi TDTD va ché do an, khang insulin s& giam va c6 qua trinh phuc hoi
chtic nang té bao béta va do nhay insulin [147].

Co quan kiém soat va phong chong bénh tat & My da udc tinh ty 1é
TPTD ngay cang gia ting, khuyén cdo nhitng ngudi ndy can duoc diéu tri,
khong nén bo qua [37]. Thay d6i cd thé gitip ngin ngira TDTD bién thanh
DTD typ 2 bao gébm giam can dé mang lai tong trong lwong gan muc binh
thuong, tap thé duc hang ngay va in cac bira dn cAn bang. Thay doi 16i séng
c6 thé 1am giam sy phat trién cia bénh DTD trong vong ba nam Ién t6i 58%
va dac biét ddi véi nhimg nguoi ¢ do tudi tir 60 tudi tro 18n, mac giam con

cao hon. Kiém soat can nang, béo phi va nhiing nguoi thira can lam giam
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nguy co ngudi TDTP chuyén sang DTD typ 2. Cac nghién ctu di chi ra rang
tap thé duc vira phai trong 30 phat mdi ngdy, chang han nhu boi 16, di xe
dap hoic di bd nhanh, gitp ngin ngira ngudi tién dai thdo dudng chuyén sang
dai thao duong thuc thy. Ché d6 an du dinh dudng, hop Iy két hop can bang
cta protein it béo, rau va ngii coc c6 thé gitip ngin ngua tién dai thao duong
tror thanh dai thao duong typ 2 [60],[62],[63],[162]. Cc bién phap trén dugc
chdng t6i thuc hién triét dé trén 55 nguoi TDTD, 1am cho khang insulin &
nhém nghién ctru ngudi tién dai thao duong giam di rd rét.

Dua vao cac két qua da thu dugc o thé nhan dinh: Nguoi tién dai thao
duong néu dugc kiém soét cac yéu té nguy co, ap dung bién phéap thay d6i 16i
sbng gém tiét ché an udng va luyén tap thé luc hop Iy, st dung thude tac dong
1én d6 nhay cam insulin c6 thé giam duoc sé luong ngudi TDTD chuyén
thanh DTPD typ 2, ting s6 luong ngudi TDTD trd vé binh thuong, giam khang
insulin nhung tang d6 nhay cam cta cac mo va té chirc d6i voi insulin. Pay 1a
bién phap dé ap dung, c6 thé thuc hién duoc rong réi trong cong dong dbi Vai

nhitng nguoi duoc xac dinh 1 tién dai thao duong.
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MOQT SO HAN CHE CUA PE TAI

Mic du céc két qua thu dugc phl hop véi tén dé tai da lua chon, dap
g yéu cau muc tiéu nghién ctu da néu, tuy vay ching toi nhan thay dé tai
con mot sb han ché sau:

- Biéu hién tién dai thao duong da duogc xac dinh tai thoi diém nghién
ctru song kho hoic khéng c6 thé xac dinh dugc thoi gian dbi twong di méc
TDTD trude d6 do vay biéu hién TDTD phuc vu nghién ctu cho muc tiéu 1
chi 1a khao sét cat ngang.

- Do nhiéu nguyén nhan khac nhau nén d6i twong nghién cau chi duoc
lya chon va khu trg trong khoang 35 — 75 tudi. Do d6 két qua thu dugc chi
phan anh nhiing biéu hién thuoc lta tudi da Iya chon, chua thé ap dung, suy
dién cho tat ca cac lua tudi > 18.

- Pi voi nhém can thiép do dé ra cac tiéu chuan lua chon, loai trir tir
thoi diém bat dau dén khi két thic 1a rat khit khe, do d6 sb luong d6i tuong
giam dan theo thoi gian. Khi két thic nghién ciu s6 lugng chi con 55 truong
hop ciing 14 mot han ché caia nghién ciru can thiép.

- Céc bién phap can thiép mic du di duoc néu rat chi tiét. Boi tuong
nghién ctru da cam két thuc hién va tuan tha song do 1a can thiép trong cong
ddng nén khdng tranh khoi mot sé dbi tuong, tai mot s6 thoi diém viéc chap
hanh c6 thé chi mang tinh chat twong doi.

- Thoi gian can thiép chi twong tng véi muc trung binh, chua du dai dé

c6 thé dua ra nhitng két luan twong ung.
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KET LUAN

Nghién ctru 202 nguoi TDTD trong d6 ¢6 55 nguoi dugc can thiép
bang thay d6i 16i song két hop st dung Metformin sau 12 thang tai Kién
Giang c6 két luan sau:

1. Tinh trang khang insulin va méi lién quan véi mét sé yéu té ¢ nguoi
tién dai thao dwdng tai tinh Kién Giang
1.1. Pic diém chi so6 khang insulin

- C6 biéu hién KI, giam d6 nhay insulin va chic ning té bao béta véi cac
ty 1€ va mae d6 khac nhau.

- Muc d6 va ty 1& bién doi cac chi sb dua vao cap glucose — insulin va
glucose — C-peptid cé su khac nhau.

- Ty 1€ KI hoac giam d6 nhay insulin dua vao cap Glucose-C-peptid cao
hon; giam chirc ning té bao béta thap hon so véi cac chi s6 twong (ing Xac
dinh dua vao cap Glucose-insulin.

- Dya vao cap glucose — C-peptid nhan thay & doi twong khi phéi hop
tang glucose mau va RLDNG c6 chi s6 khang insulin ting, d6 nhay insulin va
chtrc ning té bao béta giam so vai khi chi c6 ting glucose mau hoac ri loan
dung nap glucose don thuan.

1.2. Méi lién quan khéng insulin véi mét sé yéu té

- Chi s6 khang insulin va d6 nhay insulin lién quan c¢6 y nghia véi tudi,
tang huyét ap, du cdn, RLLP mau, HCCH trong d6 chi s6 khang insulin ting
dan, d6 nhay insulin giam dan theo tudi, khi co6 THA, du can hoic béo phi,
RLLP méu va HCCH.

- Chirc ning té bao béta tang chi khi c6 THA, RLLP mau.

2. Két qua can thiép tai cong dong bang phwong phap thay doi 16i séng
phdi hep véi metformin & ngudi tién dai thao dwong sau 12 thang

- Bién doi ty ¢ ddi tuwong sau diéu tri: 65,4% khong con biéu hién
TPTD; 25,5% giit nguyén trang thai TDTD; 9,1% chuyén sang DTP typ 2.
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Péi tuong phdi hop ting glucose mau lGc doi va RLDNG thi ty Ié trg vé binh
thuong thap hon so vai khi ¢6 biéu hién don doc.

- Nong d6 cholesterol LDL giam c6 ¥ nghia.

- Nong d insulin, C-peptid sau diéu tri giam c6 y nghia.

- Chi s6 khang insulin va chic ning té bao béta giam, 6 nhay insulin
tang. Ty I¢ ddi tugng tang chi s6 khang insulin hoc giam d6 nhay insulin déu
giam sau diéu tri.

- Gia tri trung binh BMI va ty 1€ du can giam c6 y nghia.

- Chu vi vong bung bién d6i chua co ¥ nghia.

- Ty 1é d6i twong bo tri lién quan dén tac dung khéng mong muén:
19,3%; khong tuan thi ché do can thiép: 36,9%.
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KIEN NGHI

Qua nghién citu nguwoi tién dai thdo dwong cé kién ngh; sau:

- Nguoi tién dai thiao duong can duoc quan niém la giai doan sém cua
dai thao duong typ 2, tuy vy co thé thay ddi duoc trang thai hoic tién trién,
do d6 can phat hién cac yéu t6 lién quan, chi s6 khang insulin lam co s& cho
chan doan, diéu tri.

- Cac dbi tuong tién dai thao duong sau khi duoc phét hién can ap dung
bién phap can thiép gom tiét ché an udng, thay d6i 16i séng va st dung
metformin sé& gilp giam duoc ty 1& mac bénh, cai thién chi s6 khang insulin.

Can theo ddi cac tac dung khdng mong mudn khi sir dung metformin.
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Trong 1 nam qua, muc do . N
A . « ., |2.1-4ngay/ tuan
R3 | thuong xuyén ma ban uong it

nhét 1 ly ruou/ bia ?

2
3. 1 -3 ngay/ thang
4. <1 lan/ thang

Hoat dong thé luc (phan L)

Cot | Cau hoi M4 hoa Phan tra |oi
Cong viéc thuong ngay cua ban

L1 cd 7thu€)ng ngdi hodc ding mot | 1. Co
cho ( vai thoi gian di lai khong Khong
qua 10 phat méi lany? | |,
Cong viéc cua ban lién quan .Co
dén hoat dong nang nhoc it nhat Khong

L2 [10phGt motlan (vidunhu: | | e,

néang vat nang, dao boi hoac

cong viéc xay dung, cong viéc




lam ndng ...) ?

L3

Cong viéc cua ban cé lién quan
dén hoat dong véi cuong do
trung binh nhu 1ld di nhanh
(hoac 1a nang vat nhe..) it nhat
10 phat mét 1an khéng ?

L4

Ban c6 hay di b9, di xe dap, boi
xudng hay chéo xudng lién tuc
tur 10 phat tro [én ?

L5

Trong mot tuan dién hinh, c6
bao nhiéu ngay ban di bg, di xe
dap, boi xudng hay chéo xuong
lién tuc tir 10 phut tro 1én ?

L6

Trong thoi gian ranh rdi ban co
bat ky hoat dong thé lyc ning tir
10 phat tro 18n mot lan khong
(chay bd hoic cac mén thé thao
gang suc, ct ta..) ?

L6a

Néu co:

Trong mot tuan dién hinh, co6
may ngay ban hoat dong thé luc
ning trong ltc ranh rdi ?

S6 ngay trong tuan

L6b

Trong mot ngay dién hinh, hoat
dong thé luc ning trong ldc ranh
roi cua ban 1a bao nhiéu ?

Tinh bang gio va phut

L7

Trong thai gian rdnh rdi, ban co
hoat dong nao véi cuong do vira
phai, 1 lan tir 10 phdt trg Ién
khong (di nhanh, dap xe hoac
boi 16i...) ?

1.Co
2. Khong

L7a

Néu co:

Trong mot tuan dién hinh, c6
bao nhiéu ngay ban cO0 hoat
dong voi cuong do vua phai
(trong ldc ranh rdi) ?

S6 ngay trong tuan

L7b

Trong mot ngay dién hinh, hoat
dong nang trong lGc rdnh rdi

Tinh bang gio va phut




cua ban la bao nhiéu lau ?

Tién sir d6i twong nghién ciru

Cot

Cau hoi

Ma hoa

Phan tra loi

S1

Trong vong 12 thang qua ban co
dugc do dudng huyét khong ?

S2

CO bao gio ban duoc bac si
hodc nhan vién y té néi rang ban
bi tién dai thao duong khong ?

S3

Gia dinh ban (ba, me, con, anh,
chi) ¢4 ai bi bénh tiéu duong
khong ?

S4

Lan gan day nhat ban duogc
nhan vién y t& do huyét ap la
khi nao ?

1. Trong vong 12 thang

2.1-5nam

3. Khong do trong 5 ndm

S5

C6 bao gio ban dugc bac sy
hoac nhan vién y té noi la ban bi
cao huyét ap khéng ?

1.Co
2. Khong

S6

C6 bao gio ban dugc bac sy
hodc nhan vién y té noi 1a ban
bénh tim khong (thi du dau that
nguc, nhdi mau co tim) ?

1. C6 (néu rd)
2. Khong

S7

C6 bao gio ban dugc bac sy
hoic nhan vién y té ndi 1a ban
bénh khac khéng ?

1. C6 (néu rd)
2. Khong

Théi quen iin udng

Cot

Cau hei

Ma hoa

Q1

Mdi ngay ban thuong in bao

nhiéu chén com ?

Ghi 13 s6 lugng

Q2a

Ngoai com ban con an thyc
pham nao chua tinh bot khong
(bap, nép, banh mi, bun béanh
bao, khoai lang, khoai my...) ?

1.Cé
2. Khdng

Q2b

Néu c6:
S6 luong cu thé thirc an ban n
I)

Ghi rd s6 luong

Q3

Moi ngay ban dn bao nhiéu thit,

Ghi rd s6 luong




ca?

Q4a

Ngoai thi, cA ban con an thuc
phdm nao chua protein khong
(trang, stra, tép, tom, tau hd, ...) ?

1.Co
2. Khong

Q4b

Néu co:
S6 luong cu thé ting loai ?

Ghi rd s6 luong

Modi ngay an dung bao nhiéu rau

Uéc luong s6 luong tinh

5 .
Q xanh ? bang ky,gam | L
. v .| S6 lwong cu thé (co thé tinh
Moi ngay ban an bao nhiéu ca _ : .
Q6 N o theo don vi gam, muong ca
phé muodi hoac nudc mam ? A X
phé, muong canh) | .
MObi ngay ban an bao nhiéu dau, | SO lwong cu thé (co thé tinh
Q7 |mé& (dau thuc vat, dau c&4, md | theo don vi gam, mudng ca
heo, m& bo, dau dura ...) ? phé, mudng canh) | e
08 Mdi ngay ban an bao nhiéu trai | S6 lwong cu thé hoic wéc
cay ? luong twong duong |
1. Ngot
Q9 | Thoi an udng cua ban ? 2 Man
01 quen an uo U all ¢ \
a J ’ 3. Dau mo
4, Nhat |

Il. PHAN TU VAN
1. Sir dung thuéc 14
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POI TUQNG NGHIEN CUU NGHIEN CUU VIEN

XAC NHAN CUA Y TE CO SO



Phu luc 2

SBA:

KHAM BENH LAN .........

HO teN: e, Nam sinh:................ Nam/nir.................
Ngay kham:............. [ooiiiann. [ooiinannn. Thang Nghién CaU:.......ccccovviieiiiiiceceeeen
1. Héi bénh
- Ly do @i Kham BENN: ....oviiiiiic e
- CAC tri¢U ChING CO NANE: ...oviviiiieieeeee e
- CACriU ChUNE DTD & .oeiiiiiiieee e
Tién sir gia dinh; C6 ngudi DTD Khong (2i?): c.vevveveeveveeeceeeeeeeeseeves e,
2. Lam sang
Toan thén
e 111 oSO RT
e 2 110 SRS
O B 7 W 01110 1 0 TR
| TS
- ChiéU Ca0:....ccovvreeeererierrens m - Cannang:.......cco........ kg - BMI: .. kg/m?
- Vong bung: ....ooeeeeiien cm - Vong mong:.............. cm -WHR...........
Tuan hoan

e 4T o3 TR
H6 hap

s BN s
L C 2 L S TP OU PP PPRP
= LACN e ————————
= G, e
Tiét niéu

S 1 0 T SRR
L TCU o [V o SRRSO
e = 1010 [ [V U g o OSSR SOSOSSN
Than kinh

- Than Kinh trung WONE: ........c.eveeeeieesresseseesisessessessessssessesssssesssssssessnsensesesneans
= THAN KN NGOG VI w.voeeieeeiceeee st



Mt
= TON thUONE (LOAH I?2): vttt en s en e
Co - XUONE - KNOP: oot
Caccoquan Khac: ...
3. Can lam sang
a. Xét nghiém huyét hoc:

=BG SN -TCo e,
-HC -HST s -Het e,
b. Xét nghiém sinh hoa:
- Gluocose huyét.................. 2111176] /1 I €1CT) 1R U/l
SUre mmol/l - Cholesterol: ............ccc....... mmol/Il
- Creatinin:.......cccceevvveeieenne, umol/l - -Triglycerid:.......ccoveeveenen, mmol/Il
-ACId UNC: .o umol/l -HDL-C: ..o, mmol/Il
-SGOT (AST): v i, U/l -LDL-C i, mmol/Il
-SGPT (ALT): cveieeiieiies e, U/l -HDBAILC: ..., %
-Insulini., PMOI/L....ecii e pU/ml
- C-peptid:...ccooiecieeee e, NMONL ... ng/mi
c. Két qua nghiém phap dung nap glucose:
- Glucose luc doi: ................ mmol/l - Glucose gio tha 2:.............. .mmol/l
S CRAN @OAIE .ottt ettt ettt ettt ettt e et

5. Tw vén, diéu tri:
- Tu vén thay d6i 16i sng:

+ Thay d6i ché d6 an:

(€ 1 Tod o S RUSSUPSORS
o (0o TSP PSSPR
] o RSP
- Dung thude

LA TNUBC: oottt ettt ettt ettt ettt en e
 LIBUE ettt ettt ettt

B. G CHU L.

.......................... ngay..... thang .......nam 20....
Hoc vién nghién ciru



Phy luc 3 PHU LUC

Mot s6 quy dinh BN cin thye hién khi tham gia nghién ciru diéu tri

1. Quy dinh chung

+ Bénh nhén tu nguyén, tu giac va dong y tham gia chap hanh tdt tat ca
cac quy dinh nghién ctru diéu tri.

+ Tuéan thu nghiém ché do diéu tri d3 lya chon va quy dinh, khong tu y
thay d6i phac do diéu tri néu khong c6 1y do chinh dang.

+ Thoi gian tham gia nghién ctru tir 6 dén 12 thang. Néu vi 1y do bat kha
khang thi bénh nhan c6 quyén ngimg tham gia va bao cho nghién ctru vién.

+ Tat ca chi phi cho xét nghiém, thuéc uéng déu mién phi. Hang thang
phai thong tin cho nghién ctru vién tinh hinh sttc khée chung qua dién thoai.
Ctr hai thang s& dén tai kham, tra vo thudc da dung, linh thude cho hai thang
tiép theo.

+ Nghién ctru vién chiu trach nhiém ddi voi nhitng biéu hién bat thuong
vé stre khoe lién quan dén diéu tri va s& hd tro khi can thiét hoic nhap vién.

+ Nghién clru vién c6 trach nhiém (néu bénh nhan c6 nhu cau va can

thiét) tiép tuc tu van, theo ddi va diéu tri sau khi két thuc nghién cuu.

2. Mt s6 quy dinh vé tiét ché dn udng cho thoi gian nghién ciru
2.1. Doi véi dbi twgng c6 BMI < 23kg/m°

+ Ap dyung ché do in giam chat béo mirc 6 vira, nhiéu carbohydrat voi
ty 1& niang lugng: chat béo: 30 — 40%, carbohydrate: 45 — 55%, protein: 15 —
20% (c6 phiéu hinh anh minh hoa kém theo).

+ S4 luong tuong duong: carbohydrate (gao, bot my, bot ngii cde) 300 —
400 g/ngay; chat béo (m& dong vat, thuc vat): 50 — 70 m1/ ngay (tinh ra dung
dich); protein (thit, ca, tring) 100 — 200 g/ngay.

+ Mudi an: 2 — 2,5 g/ngay.

+ Rau xanh cac loai: 300 — 400g/ngay.

+ Hoa qua: 50 — 100g/ngay.

+ Khuyén khich khong sir dung bia, rugu. néu str dung thi chi dung <300
m1l bia/ngay; hoac <100 m1 rugu vang/ngay hoac <30 ml rugu manh/ngay.



2.2. Déi v6i dbi twgng c6 BMI: 23,0 — 24,9 kg/m*

+ Ap dung ché d6 an giam chit béo mirc do vira, giam carbohydrat véi ty
1¢ ning luong: chat béo: 20 — 30%; carbohydrate: 30 — 40%:; protein: 25 —
30% (c6 phiéu hinh anh minh hoa kém theo).

+ S6 luong tuong duong: carbohydrate (gao, banh my, bot ngii cde): 200
— 300g/ngdy; chat béo (m& dong vat, thyc vat tinh ra dung dich): 50 — 70
ml/ngay; protein (thit, c4, trimg): 150 — 250g/ngay.

+ Mudi an: <2g/ngay.

+ Rau xanh cac loai: 400 — 600g/ngay.

+ Hoa qua: 50 — 100 g/ngay.

+ Khuyén khich khong str dung ruou bia, Néu st dung thi chi dung <300
ml bia/ ngay; hodc< 100 ml rugu vang/ngay hoac <30 ml rugu manh/ ngay.
2.3. D6i v6i dbi twgng c6 BMI > 25 kg/m®

+ Ap dung ché d6 an giam chat béo mtrc do nhiéu véi ty 1é ning luong:
chat béo: 10 — 20%; carbohydrate: 60%:; protein; 15 — 20% (c6 phiéu hinh anh
minh hoa kém theo).

+ S6 lugng twong duong: carbohydrate (gao, banh my, bot ngii cbe): 400
— 600g/ngay; chit béo (m& dong vat, thuc vat tinh ra dung dich): 20 — 30 m1/
ngay, protein (thit, ca, tring): 100 — 200 g/ngay.

+ Mudi in < 2g/ngay.

+ Rau xanh cac loai: 600 — 1000g/ngay

+ Hoa qua:40 — 60g/ngay.

+ Khuyén cdo: khong st dung bia ruou. Néu st dung thi chi dung
<300m1 bia/ngay; hoac< 100 ml ruou vang/ngay hodc < 30 m1 rugu manh/
ngay.

3. Mot s6 quy dinh luyén tap thé lre
3.1. Péi véi doi twong cé BMI< 25kg/m®

Thoi gian luyén tdp > 150 phat/tudn, trong dwong > 5 ngdy/ tuan.

+ Thoi gian mdi ngay > 30 pht:

+ Hinh thirc luyén tap: C6 thé ap dung tit ca cac hinh thire luyén tap tiy
thudc vao su yéu thich, diéu kién, thoi quen bao gém di bo dap xe, cau long,
bong ban, bong chuyén, tenis, boi, chay, thé duc nhip diéu, lam vuon, bong
da, ...



+ P6i v6i nhitng ngudi lao dong chén tay thi duoc coi 1a tuwong duong
voi1 luyén tap thé lyc.

+ Duy tri can nang binh thudng, tranh gia ting BMI>25 kg/m”.

3.2 Poi v6i ddi twong c6 BMI > 25 kg/m’

+ Thoi gian luyén tap > 210 phit/tuan,twong duong 7 ngay/tuin.

+ Thoi gian mdi ngay >30 phut.

+ Hinh thtc luyén tdp: Co thé ap dung tat ca hinh thirc luyén tap tuy
thudc vao sy yéu thich, diéu kién, thoi quen bao gdm: di bo, dap xe, cau 16ng,
bong ban, bong chuyén, tenis, boi, chay, thé duc nhip di€u, lam vuon, béng
da...

+ P6i voi nhitng ngudi lao dong chén tay thi dugc coi la twong duong
v6i luyén tap thé luc.

+ Giam can nang du thira dé dat cAn nang phu hop, it nhat giam cén ning
0.7 — 1kg/ thang. Tuyét dbi khong dé ting can so véi trude khi nghién ctru.

4. Sir dung thudc

Thubc st dung Glucophage 850mg x 2 vién/ngdy.

+ Thoi gian udng : Chia sang chiéu trong hodc ngay sau bira an.

+ Str dung lién tuc tat ca cac ngay trong thoi gian nghién ctru.

Téi cam doan thwc hi¢n ddy dii va nghiém chinh tit ca cdc quy dinh trén

ddy trong thoi gian nghién ciru!

XAC NHAN Y TE CO SO Poi twong nghién ciru
(Ky va ghi ro ho tén)



Phu luc 4

HINH ANH MINH HQOA MOT SO PON VI

Phan 1: 200Kcal twong dwong

THUC PHAM

M@t chén com day
(60g gao)

1 6 banh my loai vira
(809)

1 dia bun vira
(2009)

1 trai mang cau xiém vira
(4009)

3/4 qua du da thwong
(6009)

1 ci khoai lang vira
(1509)

3 con muc loai trung
(100g/con)

2 trirng ga thwong

2 trirng vit thwong




Phan 2: 500 Kcal twong dwong

1 dui vit vira
(200g)

1 miéng thit ba chi vira
(2009)

1 dia 6¢ bwou 16n (5009)

2 cai dui ga ta loai nhé

(2509)

10 con ca ré dong loai vira
(4009)

1 con ca loc lon (5009)

 /

4

1 chén dju xanh lung
(1509)

2 tréi bap vira
(125g/trai)

1t6 my 1 goi + 1 trieng
vit hoic ga




Phu luc 5

&, TU VAN MUC PO HOAT PONG THE LUC

The following is in accordance with CDC and ACSM guidetines

W

HOAT PONG NHE
(< 3,5KCAL/PHUT)

HOAT PONG TB
(3,5-7 KCAL/PHUT)

HOAT PONG NANG
(> 7 KCAL/PHUT)

D,i dao, < 5km/gid; P1 mua
sam

D1 bd nhip nhanh hodc trung binh,
5-7 km/gid; Pi hoc, di cho.;Truot
patin, nhip thong tha

Thi di by, > 8 km/gio; Chay;
Budc va leo nhanh 1én doc

Pap xe < 8 km/gio

Pap xe 8-14 km/gid, duong dia
hinh.

Dap xe > 16km/ gio hodc dap
xe, leo doc dung dia hinh

Tap kéo dan, lam nong
cham

Tap thé lyc, tap nhe

Tap thé lyc: chdng day, ging
suc cao.

Nhay trong phong, khiéu
v, rat cham

Nhay trong phong khiéu vii, nhay
dan gian; Khiéu vii hién dai:
disco, bale

Khiéu vii chuyén nghiép,
cuong nhiét

Bong ban: giai tri

Boéng ban: thi du; Quén vot,
danh doi

Quén vot: danh don

Bong chuyén: giai tri

Bong chuyén: thi dau

Bong chuyén: bii bién

Boi: tha troi

Boi: giai tri, dap nudc, cham, co
gang vua phai; Boi nhip diéu;
Lan; Ludt van; Ludt song

Boi: nhip di€u, nhi€u vong;
Boi dong bo; Bong ro dudi
nudc; Lan co binh khi

Ngoi1 doc sach, viét vE, su
dung may tinh

Choi ¢ san truong; Leo tréo

Nhay day; Chay

Lam vudn, don san: cét
nho cé tu thé dig hodc
quy

Lam vuon, don san: cao co, dao
dat, xuc dat, tia cay, bé canh,..

Lam vudn, don san: xtc dat
nhanh va nhiéu, dao dat, van
chuyén, mang vac ning, dén
cdy, vac gd, tréo tia ciy.

Viéc nhe trong gia dinh:
lau nén, quyets bui, don
giudng, nau an, rua bat,
gap quan ao

Co rtra san nha, phoi quan ao,
chuyén do, xach nudce

Véan chuyén do dac nang,
mang vac lén cau thang

Cham soc tré: mac quan
a0, tam, cho an

Choi tich cuc véi tré: kéo day xe
nodi, tréng coi tré nghich ngom

Chot gang stc véi tré

“Luyén tap thé lwe thwong xuyén 1a mét bién
phap héru hiéu dwec 4p dung cho bénh nhén co
CAC Yéu té nguy co tim mach, chuyén héa noi
chung va tién ddi thdo dwong ndi riéng.”




Phu luc 6
QUY PINH VE TIET CHE AN UONG TRONG THOI

trung...)

GIAN NGHIEN CUU
POI TUQNG BMI < 23KG/M?
Loai ;thl'rc S6 lwgng Hinh dnh minh hoa
pham
5-8 chén com dﬁy
hoic 4 - 6 6 banh mi vira
il & & & 4
my, b{t 400g/
ngii coc ngay hoic 3 dia biin vira
10 mudng canh dau, mo
(mé dong 50 - 70 hoic 2 gia nhé dau, mé
vat, thue ml/ngay 1 4
vat)
@ o
2 qua trung hoic 1 khiwra ca trung binh
Prf)ten’l 100 -
(thit, ca, \ .
200g/ngay | hosc 1 miéng thit thin vira




1 muong ca phé muoi

b,

Mubian | 22 2%¥ > 4 ) ,
ngay | hoac 2 muﬁng canh nu’é’c mam
Hal bo rau nho
* \‘%
300 -
R h
a’u xan. 400g/ | Hoic 1 ro rau loai vira
cac loai . ;
ngay
1 chum nho nhé hodc nira trai tio vira
50 - \
H A : "
0 Au 1 1 00g/ngay -
KHUYE | it hon mét lon bia hoic it hon 2 cc rugu trang
N
KHICH
KHONG
Sﬁ. L K-
DUNG hoiic mét ly diy loai nhé ruwgu vang
Bia rugu | <300ml /
bia/ngay
hoac
<100ml )'y
rugu
vang hoic

<30ml




Phu luc 7

QUY PINH VE TIET CHE AN UONG TRONG THOI

GIAN NGHIEN CUU
POI TUONG BMI 23,0 - 24,9KG/M>
Loai th :
oal 2 we So lwgng Hinh dnh minh hoa
phim
3 -5 chén com day
7 P W
F%*‘i"( \W( \FW(
hodic 3 - 4 6 banh mi vira
Gao, bjt 200 -
my, bot 300g/
ngii cdc ngay hodc 2 dia biin vira
10 mudng canh diu, m§
o o o' oo
(m& dong | 50 -70 hoac 2 gia nho dau, m&
vat, thue | ml/ngay
vat)
@ @
2 -3 qua tring hoic 1 khira ca lén
Protei
r?te“,l 150 -
(thit, c4, <
- 250g/ngay .
trimg...) hoic 1 miéng thit thin vira




Nira muong ca phé muoi

J

fe o <2g/
Muoi an . g " e
ngay hodc 1 muong canh nwéc mam
3 bé rau nhé
400 - :
Rau xanh 600g/ | Hodc 116 raulogi 16n
cac loai . .
ngay
1 chum nho nhé hodc nira trai tao vira
50 - \
H A ‘ "
o8 qud 100g/ngay \
KHUYEN | it hon mét lon bia hoic it hon 2 coc ruou tring
KHICH
KHONG
SU
DUNG S s
Bia pim <.300“‘1l hoic mét ly day loai nhé rwou vang
: bia/ngay I =
hoidc
<100ml
rugu
vang hoac

<30ml

-




Phu luc 8

QUY PINH VE TIET CHE AN UONG TRONG THOI

GIAN NGHIEN CU'U
POI TUQONG BMI >25 KG/M?
Loai thuc £ Lo & ;
phim So lwgng Hinh dnh minh hoa
6 - 9 chén com day
“ *ii . ~i '/ i “ i ¢ di - i
hodic 5 - 7 6 banh mi vira
G20, D1 490 - 600/ ’ , , , ,
my, bjt ok
ngii coc 8% | hoiic 4 dia biin vira
. & o 8 o ¥ o 8
10 mudng canh dau, m&
Chit béo hoic 1 gid nhé lung diu, mé
(md dong |  20-30
vat, thuwe | ml/ngay
vit)
y
1 qua trimg hodc 1 khira ca nhé
Protein
(thit, ca, | . 1°0~ | hodc 1 miéng thit thin nho
200g/ngay

tring...)




Nira mudng ca phé muoi

J

Mudi in | <2 g/ nga ;
. g/ ngay hoic 1 mudng canh nuéec mim
4 b6 rau nho
*éél'li?$~\~_ A 3
Hoic 1 ro rau loai 16m
Rau xanh g ' :
: : 1000g/
cac loai
ngay
Nira chum nho nhé hodc nira trai tdo vira
., 40 - .
Hoa qua 60/ngiy Q‘
KHUYEN | it hon mét lon bia hoic it hon 2 coc rugu tring
KHICH
KHONG
SU DUNG |
<300ml - G
Bia ruqu | bia/ngay hodc mot ly dﬁy loai nho rugu vang
hodac : ‘
<100ml
ruQu vang
hoiac
<30ml =




[+

Phuy luc9 MOT SO THU'C BON MAU
THUC BON 1: Nang lwong 1200 - 1400 Kcal
Thoi gian Mon an So lvong Nang lwong (Kcal)
Sang (6h - 7h) Hu ti€u thit heo nat 110 vira 208
Trum (17h - 12h) | - Com 1cheén 206
- Swomn ram 146
. Swon 30g
. Dau an 3 muong va phé
- Canh rau ngot thit nac 24
. Rau 50g
. Thit 5g
- Dwa leo 1 trai (150q) 33
Chiéu (18h) -Com 1 chén 206
- Ca loc kho to 133
.Caléc 1/2 khira
. Dau an 1.5 muong ca
- Rau mudng ludc phe 23
- Canh chua tép 1 dia (100g) 20
-Tao 1 chén 63
1/2 trai
Toi (21h) Sira bo twoi khong dweong 180 ml 133
THU'C DON 2: Nang lwong 1600 - 1800 Kcal
Thoi gian Mon an So lvong Nang Irong (Kcal)
Sang (6h - 7h) Ban moc 110 384
Trua (11h- 12h) | - Com 1.5 chén 310
- Canh cua rau day 50g rau/ 50g cua 34
-Tép rang 120
. Tép 50g
. Dau an 3 muodng ca phé
- Su su xao 63
. Susu 100g
.Dau an 1.5 mudng ca phé
Chiéu (18h) -Com 1.5 chén 310
- Canh cai ngot tom kho 50g cai 17
- Thit ga kho gimg 220
. Thit ga 80g
. Dau an 1 mudng ca phé
- Mwép xao ndm rom 1 chén 72
. Muérp 100g
. Nam 20g
. Dau an 1 muong ca phé
Toi (21h) Nho ta 150g 21

AN UONG THE NAO
KHI TIEN PAI THAO PUONG?

SOYTE X
TRUNG TAM Y TE DU PHONG
D11 Lac HOng. P. Vinh Lac, TP. Rach Gia
DT: 0773.862132 - Fax: 0773.860787



- Rau, c0, trai cay it ngot (thanh long, budi, 1€, man, tao...)

- Yaourt, sita it béo va khéng dwong.

6. Han ché an man va cac thuc pham ché bién san: Mi gdi, cha gid, cha
lua...

parge 10 Bi QUYET :

AN DU CHAT NHUNG KHONG TANG BUONG HUYET
1. \.y:,:zmc togi herphabim 7. Han ché m& ddng vat ( trir mé& ca), da, phi tang (tim, gan, than...)
(15 dén 20 loai) 8. Khi ché bién thirc an cén chi y:

- Khéng xay nhuyén va hdm qua nhtr,

2. Chia thanhgig#srTino trong - Khéng ché bién thire &n & nhiét d6 cao nhuw chién, nuwéng

ngay: 3 bi¥a chinh, tir 2 dén 3 bita
phu.

9. Han ché bia, rwou; udng di nuéc (6-8 ly méi ngay).

10. Tap luyén thé duc thudng xuyén, déu dan va phi hop véi tinh trang
strc khoe

3. Khdng dé qua doi sé gay ha dudng huyét.
Khéng &n qua no, qua nhiéu trong 1 bifa sé&
gay tang dudng huyét sau khi an.

4. Han ché cac thuc pham gay téng
duwong huyét

- Gao nga trang, banh mi, khoai tay.

- Trai cay ngot, nuéc ép trai cay, chudi
chién... ) )
- Dwong tinh luyén, mat ong, banh, keo, ché, nwréc ngot. _wc.Qn 1: Tinh can :m._:m ly tedng (CNLT) = (chiéu cao (cm) - 100) x 0.9
BUOTC 2: Tinh nhu cau nang lwong (NCNL)

CAC BU'OC TINH NHU CAU NANG LUONG

5.Co thé an
4 .. S N Nhu cau nang lvong
Eﬁgm.xpnm: voi w_o _:wdo Lao déng A -
_y Vgt theo Lohnhsn oy Nhe CNLT x 20 Kcallkgingay | CNLT x 25 KcallKgingay
L., nhing gﬂn.vrma it gay tang Trung binh CNLT x callRgingay X callRgingay
b ’ dwong huyét nhi: Nang CNLT x 45 KcallKgingdy | CNLT x 40 KcallKg/ingay
. - Ca, thit nac, dau
hii... Vi du: Nam cao 170cm, lao déng nhe
- Gao khéng cha xat qua Nhu cau nang lwong dwoc tinh nhw sau:
trang, cac loai dau nguyén 7 N 2
het Bwoc 1: Can nang ly twdng = (1700 - 100) x 0.9 = 63kg

Bwérc 2: Nhu cdu nang lrong = 63 x 30 Kcallkg/ngay = 1890 Kcal/ngay



